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-in patients whose baseline HOL was below 
35 mgldL in the landmark Helsinki Heart Study (HHS).3 

Reduced heart attack 
incidence* up to 62% 
-in these HHS patients and 45% in HHS patients whose 
baseline HOL was below the median (46.4 mgldL). Incidence 
of serious coronary events was similar for LOPIO and placebo 
subgroups with baseline HOL above the median (46.4 mgldl).3 

Raised HDL levels 1Y2 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.4 

RAISES HDL 
DRAMATICALLY REDUCES HEART ATIACK 
LOPID is indicated for reducing the risk of coronary heart disease 
(CHD) in Type lib 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. 

Ref.r.ncH: 1. Coldsteln JL. Hazzard WR. Schron HC. Bierman fl . Motuisky AG. H~perllpldemla In 
coronary heart disease. I. LIpid 1", .. 1, in SOO SUrviVOrs of myocardial,nfard,on. I Clin In...,,1. 
1973;52:153),,1543. l . As mann C. Schuh. H. PROo.M·r"al; Prospect". Cardlo,ascular Mun>!er 
r"al. Zynch: PanIClenlla ""rlag; 1986 6-9. 1. Oata on file. Med.cal Alia". Dept. Park",OavlS 
4. Tikkanen MI. Hel"" E. liiiulelii A, el al. Companson between lovastaun and gemflbrozil in the 
lrealmenl of pnmary hypercholeslerolemla the FinnISh Muilicenler Sludy . . '1m I Cardlol. 
1988;62:35)-431 

Please see last page of this advertisement for warn ings, 
contraindications, and brief summary of prescribing Information. 1989 w..rner-Lambert Company 



LoplcP (Gemlibrozil Capsules and Tablets) Lopld® (Gemfibrozil Capsules and Tablets) 

Before pretlCrlblng. please _ full prescribing Informetlon. from controls in the incidence of liver tumors, but the doses tested were lower than those 
A Brief Summary follows. shown to be carcinogenic with other fibrates. 
CONTRAINDICATIONS. 1. Hepatic or severe renal dysfunction, incluc'ing primary Male rats had a dose-related and statistically significant increase of benign Leydig cell 
biliary cirrhosis. tumors at 1 and 10 times the human dose. 

2. Preexisting gallbladder disease (See WARNINGS). Electron microscopy studies have demonstrated a florid hepatic peroxisome prolifera-
3. Hypersensitivity to gemfibrozil. tion following Lopid administration to the male rat. An adequate study to test for perox-

WARNINGS. 1. Because of chemical, pharmacological, and clinical similarities be- isome proliferation has not been done in humans but changes in peroxisome 
tween gemfibrozil and clofibrate. the adverse findings with clofibrate in two large clinical morphology have been observed. Peroxisome proliferation has been shown to occur in 
studies may also apply to gemfibrozil. In the first of those studies, the Coronary Drug humans with either of two other drugs of the fibrate class when liver biopsies were com· 
Project, 1000 subjects with previous myocardial infarction were treated for five years pared before and after treatment in the same individual. 
with clofibrate. There was no difference in mortality between the clofibrate-treated sub- Administration of approximately three orten times the human dose to male rats for 10 weeks 
jects and 3000 placebo-treated subjects, but twice as many clofibrate-treated subjects resulted in a dose-related decrease of fertility. Subsequent studies demonstrated that this 
developed cholelithiasiS and cholecystitis requiring surgery. In the other study, con- effect was reversed after a drug-free period of about eight weeks, and it was not transmit-
ducted by the World Health Organization (WHO), 5000 subjects without known cor- ted to the ofIspring. 
onary heart disease were treated with clofibrate for five years and followed one year 5. Pregnancy Category B - Reproduction studies have been performed in the rat at 
beyond. There was a statistically significant, 29%, higher total mortality in the clofibrate- doses 3 and 9 times the human dose, and in the rabbit at 2 and 6.7 times the human 
treated than in a comparable placebo-treated control group. The excess mortality was dose. These studies have revealed no evidence of impaired fertility in females or harm to 
due to a 33% increase in noncardiovascular causes, including malignancy, post- the fetus due to Lopid. Minor fetotoxicity was manifested by reduced birth rates observed 
cholecystectomy complications, and pancreatitis. The higher risk of clofibrate-treated at the high dose levels. No significant malformations were found among almost 400 off-
subJects for gallbladder disease was confirmed. spring from 36 litters of rats and 100 fetuses from 22 litters of rabbits. 

During the Helsinki Heart Study and in the 1 V2 year follow-up period since the trial There are no studies in pregnant women. In view of the fact that Lopid is tumorigenic in 
was completed, mortalrty from any cause was 59 (2.9%) in the Lopid group and 55 male and female rats, the use of Lopid in pregnancy should be reserved for those pa-
(2.7%) in the placebo group. Mortality from any cause during the double-blind portion tients where the benefit clearly outweighs the possible risk to the patient or fetus. 
of the study was 44 deaths in the Lopid group and 43 in the placebo group. Because of 6. Nursing Mothers- Because of the potential for tumorigenicity shown for gem-
the more limited size of the Helsinki Heart Study, this resutt is not statistically- fibrozil in rats, a decision should be made whether to discontinue nursing or discontinue 
significantly different from the 29% excess mortality seen in the clofibrate group in the the drug, taking into account the importance of the drug to the mother. 
separate WHO study. Noncoronary heart disease related mortality showed a 58% 7. Hematologic Changea-Mild hemoglobin, hematocrit and white blood cell 
greater trend in the Lopid group (43 vs 27 patients in the placebo group, pz O.056). decreases have been observed in occasional patients following initiation of Lopid 

In the Helsinki Heart Study, the incidence of total malignancies discovered during the therapy. However, these levels stabilize during long-term administration. Rarely, severe 
trial and in the 1V2 years since the trial was completed was 39 in the Lopid group and 29 anemia, leukopenia, thrombocytopenia, and bone marrow hypoplasia have been 
in the placebo group (difference not statistically significant). This includes 5 basal cell reported. Therefore, periodic blood counts are recommended during the first 12 months 
carcinomas in the Lopid group and none in the placebo group (p a O.06; historical data of Lopld administration. 
predicted an expected 4.7 cases in the placebo group). GI malignancies and deaths 8. Liver Function-Abnormal liver function tests have been observed occasionally 
from malignancies were not statistically r------------------------------..., during Lopid administration, including eleva-
different between Lopid and placebo sub- ~ lions of AST (SGOT), ALT (SGPT), LDH, bili-

groups. Follow-up of the Helsinki Heart a ~lll D~ ru"" .,d"'''''~_ph_ T ...... 
Study participants will provide further infor- "BID" :t1 usually reversible when Lopid is discon-
malion on cause-specific mortality and tinued. Therefore periodic liver function 
cancer morbidity. studies are recommended and Lopid therapy 

2. A gallstone prevalence substudy of 450 should be terminated if abnormalities persist. 
Helsink, Heart Study participants showed a C (J"b "I) 9. Use In Children-Safety and efficacy in 
trend toward a greater prevalence of gall- &em 1 I1n71 ~OabO-lmetsg children have not been established. 
stones during the study within the Lopid V~.li ADVERSE REACTIONS. In the double-blind 
treatment group (7.50/0 VS 4.9% for the place- controlled phase of the Helsinki Heart Study, 
bo group, a 55% excess for the gemfibrozil CA I 'Y 2046 patients received lopid for up to 5 years. 
group). A trend toward a greater incidence RAISES HDL. .. DRAMATI LL In that study, the following adverse reactions 
of gallbladder surgery was observed for the REDUCES HEART ArrACK were statistically more frequent in subjects in 
lopid group (17 VS 11 subjects, a 54% ex- the Lopid group (placebo incidence in paren-
cess). This resutt did not differ statistically theses): gastrointestinal reactions, 34.2% 
from the increased incidence of cholecystectomy observed in the WHO study in the (23.80Al); dyspepsia, 19.60Al (11.goAl); abdominal pain, 9.8% (5.60Al); acute appendiCitis 
group treated with clofibrate. Both clofibrate and gemfibrozil may increase cholesterol (histologically confirmed in most cases where data are available), 1.2% (0.6%); atrial 
excretion into the bile leading to cholelithiasis. "cholelithiasis is suspected, gallbladder fibrillation, 0.7% (0.1%). 
studies are indicated. Lopid therapy should be discontinued if gallstones are found. Adverse events reported by more than 1% of subjects, but without a Significant differ-

3. Since a reduction of mortality from coronary artery disease has not been ence between groups (placebo incidence in parentheses) were: diarrhea, 7.2% (6.50Al); 
demonstrated and because liver and interst~ial cell testicular tumors were increased in fatigue, 3.8% (3.5%); nausea/vomiting, 2.5% (2.1%); eczema, 1.9% (1.2%); rash, 1.70Al 
rats, lopld should be administered only to those patients described in the INDICATIONS (1.3%); vertigo, 1.5% (1.3%); constipation, 1.4% (1.30Al); headache, 1.20Al (1.1%). 
AND USAGE section. If a significant serum lipid response is not obtained, lopid should Gallbladder aurgery was performed in 0.90Al of lopld and 0.5% of placebo subjects, a 
be discontinued. 64% excess, which IS not statistically different from the excess of gallbladder surgery 

4. Concomitant Anticoagulants- Caution should be exercised when anticoagulants observed in the clofibrate compared to the placebo group of the WHO study. 
are given in conjunction with lopid. The dosage of the anticoagulant should be reduced Nervous system and special senses adverse reactions were more common in the 
to maintain the prothrombin time at the desired level to prevent bleeding complications. lopid group. These included hypesthesia, paresthesias, and taste perversion. Other 
Frequent prothrombin determinations are advisable until rt has been definitely determined adverse reactions that were more common among lopid treatment group subjects but 
that the prothrombin level has stabilized. where a causal relationship was not established include cataracts, peripheral vascular 

5. Concomitant therapy with Lopid and Mevacor4l (Iovastatin) has been associated with disease, and intracerebral hemorrhage. 
rhabdomyolysis, markedly elevated creatine kinase (CK) levels and myoglobinuria, From other studies it seems probable that lopid is causally related to the occurrence 
leading in a high proportion of cases to acute renal failure. In most subjects who have of muaculoakeletal aymptoma (See WARNINGS), and to abnormal liver function 
had an unsatisfactory lipid response to either drug alone, the possible benefit of combined testa and hematologic changes (See PRECAUTIONS). 
therapy wrth lovastatln and gemfibrozil does not outweigh the risks of severe myopathy, Reports 01 viral and bacterial infeclions(common cold, cough, urinary tract infections) were 
rhabdomyolysis, and acute renal failure (See Drug Interactions). The use of fibrates more common in gemfibrozil-treated palients in other controlled clinical trials of 805 patients. 
alone, including lopid, may occaSionally be associated wrth myositis. Patients receiving Additional adverse reactions that have been reported for gemfibrozil are listed below 
lopid and complaining of muscle pain, tenderness, or weakness should have prompt by system. These are categorized according to whether a causal relationship to treat-
medical evaluation for myositis, including serum creatine kinase level determination. " ment with lopid is probable or not established: 
myoSItis is suspected or diagnosed, lopid therapy should be withdrawn. CAUSAL RELATIONSHIP PROBABLE: GastrOintestinal: cholestatic jaundice; Central 

6. Cataracts-Subcapsular bilateral cataracts occurred in 10%, and unilateral in 6.3% Nervous System: dizziness, somnolence, paresthesia, peripheral neuritis, decreased 
of male rats treated With gemfibrozil at 10 times the human dose. libido, depression, headache; Eye: blurred viSion; Genitourinary: impotence; 
PRECAUTIONS. 1. Initial Therspy-Laboratory studies should be done to ascertain Musculoskeletal: myopathy, myasthenia, myalgia, painful extremities, arthralgia, 
that the lipid levels are consistently abnormal. Before instituting Lopid therapy, every at- synOVitis, rhabdomyolYSls (see WARNINGS and Drug Interactions under PRECAU-
tempt should be made to control serum lipids with appropriate diet, exerCise, weight loss TIONS); Clinical Laboratory: increased creatine phosphokinase, increased bilirubin, in-
In obese palients. and control of any medical problems su::h as diabetes mellitus and creased liver transaminases (AST (SGOT], ALT (SGPTJ), increased alkaline phosphatase; 
hypothyroidism that are contributing to the lipid abnormalities. Hematopoietic: anemia, leukopenia, bone marrow hypoplasia, eosinophilia; 1m-

2. Continued Therapy- Periodic determination of serum lipids should be obtained, munologic: angioedema, laryngeal edema, urticaria; Integumentary: exfoliative der-
and the drug Withdrawn If lipid response is inadequate after 3 months 01 therapy. matitis, rash, dermatitis, pruritus. 

3. Drug Intersctlona-(A) Lovaatatln: Rhabdomyolysis has occurred with combined CAUSAL RELATIONSHIP NOT ESTABLISHED: General: weight loss; Cardiac: extrasys-
gemflbrozll and lovastatin therapy. It may be seen as early as 3 weeks after initiation 01 toles; Gastrointestinal: pancreatitis, hepatoma, colitis; Central Nervous System: confu-
combined therapy or after several months. In most subjects who have had an unsatisiac- sion, convulSions, syncope; Eye: retinal edema; Genitourinary: decreased male fertility; 
tory lipid response to either drug alone. the possible benefrt of combined therapy with Clinical Laboratory: positive antinuclear antibody; Hematopoietic: thrombocytopenia; 
lovastatln and gemflbrozil does not outweigh the risks of severe myopathy, rhab- ImmunologiC: anaphylaXIS, Lupus-like syndrome, vasculitis; Integumentary: alopecia. 
domyolysis. and acute renallailure. There is no assurance that periodic monitoring of DOSAGE AND ADMINISTRATION. The recommended dose for adults is 1200 mg 
creatine kinase will prevent the occurrence 01 severe myopathy and kidney damage. administered in two divided doses 30 minutes before the morning and evening meal. 

(B) Antlcoegulanta: CAUTION SHOULD BE EXERCISED WHEN ANTICOAGU- MANAGEMENT OF OVERDOSE. While there has been no reported case of over-
LANTS ARE GIVEN IN CONJUNCTION WITH LOPID. THE DOSAGE OF THE ANTI- dosage, symptomatic supportive measures Should be taken should it occur. 
COAGULANT SHOULD BE REDUCED TO MAINTAIN THE PROTHROMBIN TIME AT Referencea: 1. Frick MH, Elo 0. Haapa K, et al: Helsinki Heart Study: Primary preven-
THE DESIRED LEVEL TO PREVENT BLEEDING COMPLICATIONS. FREQUENT tion trial with gemfibrozil in middle-aged men with dyslipidemia. N Engl J Med 
PROTHROMBIN DETERMINATIONS ARE ADVISABLE UNTIL IT HAS BEEN 1987;317:1237-1245. 2. Manninen V, Elo 0, Frick MH, et al: Lipid alterations and decline 
DEFINITELY DETERMINED THAT THE PROTHROMBIN LEVEL HAS STABILIZED. in the incidence of coronary heart disease in the Helsinki Heart Study. JAMA 1988; 

4. Carclnog_lia, Mutageneals,lmpalrment of Fertility-long-term studies 260:641-651.3. Nikklla EA: Familial lipoprotein lipase deficiency and related disorders of 
have been conducted in rats and mICe at one and ten times the human dose. The inc~ chylomicron metabo/ism. In Stanbury J. B. et al. (eds.): The Metabolic Basis of Inherited 
dence of benign liver nodules and liver carcinomas was Significantly increased in high Disease, 5th ed., McGraw-HIli, 1983, Chap. 30, pp. 622-642. 
dose male rats. The incidence of liver carcinomas Increased also in low dose males. Caution - Federal law prohibits dispensing Without prescription. 
but this Increase was not statistically significant (p.0.1). In high dose female rats, there PARKE-DAVIS 
was a significant increase in the combined incidence of benign, and malignant liver D,v of warner-Lambert Co 
neoplasms. In male and female mice. there were no statistically Slgrllficant differences Morns PllIIns, NJ 07950 USA 
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It's never been more important. 

The unique red and white Oyazide® capsule: 
Your assurance of SK&F Quality. 

a product of 
SI<&F LAB CO. 

It's never been more important to specify 'Oyazide'. * 
Because that's the only way you can be sure your 
patients will receive 'Oyazide' quality ... the quality that 
physicians and their patients have trusted for 25 years. 

'Oyazide' -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 'Oyazide'. 

Cidra, P.R. 00639 © SK&F Lab Co .. 1989 



Are you ready to be on the front lines 
of AIDS patient carel 
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 (AInJ<AR). 

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, 
evaluate, and treat these 
patients each month by 
bringing you a concise 
and factual update on 
the treatment of HIV
related diseases. It's 
vital, clinically oriented 
information you can 
put to use in your prac
tice today. Contents 
include: 

AIDS CLINICAL CARE 

• 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 
• Key literature summaries and conference coverage 

AIDS Clinical Care is publisbed 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 CIinicaJ Core is under the editorial direction of: 

• Deborah J. Cotton, MD, MPH (Co-Editor) 
Clinical Director for AIDS, 
Beth Israel Hospital, Boston 

• Gerald H. Friedland, MD (Co-Editor) 
Co-director, AII)S Center, 
Montefiore Medical Center; 
Professor of Medicine, Albert Einstein College 
of Medicine, Bronx. New York 

• Michael Clement, MD (Associate Editor) 
Medical Director, AIDS Clinic, 
San Francisco General Hospital; 
Assistant Clinical Professor of Medicine, 
University of California, San Francisco 

Subscribe today-and be better prepared for 
tomorrow. Simply fill out the coupon, call toll 
free, or order by FAX: (617) 893-0413. 

ISSN: 1043-1543 

Yes, rush my issues first class for the Introductory price of just $68.00. SBM01 

D Check Is enClosed," 

D Bill me D Amex D Visa D MasterCard 
Card 11 _________ Expire Oate ___ _ 

Slgnature _________________ _ 

~ Credit card orders, toll free 1-800-843-6356. In MA. 617-893-3800 x 1199. 

NamelTitle: _________________ _ 

Specialty~· _________________ _ 

Address:, __________________ _ 

City: ___________________ _ 

State~' ________ --"-Z,ip: ________ _ 

Mall to AIDS Clinical Care, P.O. Box 9085, Waltham, MA 02254-9085 . 
• Make checks payable to AIDS Clinical Cat •• Allow 4 to 6 weeks for delivery. 
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In more 

ncancer. 

Guidelines 
for detecting colon cancer: 
1. A digital rectal examination every year 

after 40. 

2. A stool blood test every year after 50. 

3. A sigmoidoscopy every three to five years 
after 50. 

In the past, the only agreement physicians 
had on guidelines for detecting colon cancer was 
that there was no agreement. 

Recently, physicians from the American Cancer 
Society and the National Cancer Institute gathered 
in a conference and agreed on specific guidelines. 

We recommend you follow them for 
asymptomatic patients over 40. Because when 
detected in its earliest stages, ~ ~ 
colon cancer is 90% curable. ,j \.. ~ 

Now it's your decision. UlUlCI SOCIETY' 
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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. 

----------------------------~ 

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

o Rush mine, I st class delivery - $ 52.00 
o Send mine. 3rd class delivery - $ 38.00 

o My payment for ________ is enclosed. * 
o Please charge to my credit card: 

o MasterCard 0 Visa o AmEx 

#---------------------------
Expire Date _____________ _ 

Signature ______________ __ 

Name ______________________________________________ ___ 

Address ____________________________ _ 

City _______________ State ______ Zip ___ _ 

Medical Specialty ____________________ _ 

Please allow 4-6 wee'" for delivery of fim issue. Rales subjecl Ie change Wilhoul nOlice. 
• Make ehoc'" payable 10 MMWR , 

I 
I 
I 
I 
I 
I 
I 
I 
I 

I RISJ<..FREE GUARANTEE: You may cancel your Massachusetts Medical Society, P. Q Box 9120, Waltham, MA 02254·9120 I 
I 

SUbscription at any time and receive a full refund on I 
all unmalled issues. Credit Card Orders: CaUl (800) 843-6356 STW01 

I : 
1 ______ ----------------------------------



Her first step was a very rewarding moment. But at Easter Seals the first step was ~ 
support and under;tanding for her mother. Because sometimes parents need help too.' 1 't' I . 

The s conel step was a big celebration. For everyone. Support Ea ter also 1:1f 
Give The Power To Overcome. U 



From the publisher of the fIrst clinical studies on 

Comes the latest 
reprint collection on 

this important topic. 
In the comjng years, you and thousands 
of physicians like you will be providing 
-often for the first time-primary care 
for AIDS patients. 

AIDS: Epidemiologic and Clinical 
Studies, Volume II 
can help you diagnose, evaluate and treat 
these patients. 

This second volume in the Reprint 
Collection Series includes 63 original 
articles, published from February 1987 
to February 1989, in The New England 
JourlUll of Medicine. These articles, 
along with editorial, correspondence and 
critical responses from practitioners in 
the field, provide a unique perspective 
for c1inkal understanding of Acquired 
Immunodeficiency Syndrome, its cause, 
characteristics, treatment, and public 
health implica60ns. 

Articles of partkular 
interest: 

• A study of the 
prevalence of HIV 
in teenagers and 
young adults. 

• Evaluation of the extent of symp
tomatic HIV infection in adults pre
senting to an inner-city hospital for 
emergency treatment. 

• New retrovirus, HIV-2, and the need 
for seroepidemjologic surveillance. 

• Methods of diagnosing opportunistic 
infections. 

• Clinkal therapy trials of the drug 
azidothymjdine (AZT). 

~ TO ORDER CALL TOLL FREE 
- 1-800-THE-NEJM 

In MA, CALL 
617-893-3800, ext. 1199 

~ The New England 
~ Journal of Medicine 

----------------------------, 
Please send me __ copies of 
AIDS: Epidemiologic and Clinical Studies, 
Volume D. 

o Hardcover, 440 pages, ISBN 0-910133-29-8 for 
$45.00* + $3.50 postage and handling per copy. 

o Paperbound, 440 pages, ISBN 0-910133-25-5 
for $35.00* + $2.75 postage and handling per 
copy. 

o Here is my check for: $ _______ _ 

Please charge in the amount of $ _____ _ 

o VISA 0 AmEx 0 MasterCard 

EXP. 
CARD # ________ DATE ____ _ 

SIGNATURE ____________ _ 

NAME ______________ _ 

ADDRESS _____________ _ 

CITY ______________ _ 

STATE _______ ZIP ______ _ 

• Mass. residems please add 5% sales tax . 

All orders must be prepaid. Make checks payable to 
The New England Journal of Medicine. Send to: 
The New England Journal of Medicine, Box 9130, 
Waltham, MA 02254-9130, FAX: 617-893-0413 SBU01 l-_____________________________ U 



Are you prepared to deal with 
the medical/legal complexities of modem 
health care? 
It would be difficult to find a better guide to this complicated and controversial 
topic than William]. 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 EnglandJournal of Medicine, Curran 
gives us a unique opportunity to explore the complexities 
of the medical/legal relationship. 

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

Collected and annotated, wttb a preface by Arnold S. Reiman, M.D., and 
an Introduction by tbe autbor. 450 pages. Softcover. $38.50. 

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 

commitment. .. confidentiality In psychiatriC . 
practice .. . competency of the mentally retarded. 

Chapter 5: Ethics in medical practice 
Compulsory drug testing ... confidentiality in 
epidemiologic investigations ... care for the 
dying . .. the patient's bill of rights . 

Chapter 6: Legal/moral problems in human 
reproduction Birth control and privacy . .. 
abortion law ... sterilization of the poor .. . 
fetal research ... the thalidomide tragedy. 

Chapter 7: Ufe and death The uniform 
anatomical gift act. . . 'b death .. . legal and medical 
death ... brain death s tes ... the right to die. 

,-------------------, 
I Please send me copies of William J. Curran's, I 

Law-Medictne Notes: Progress itJ Medicolegal Relations. 

$38.50 each (Massachusetts residents add 5% sales tax .) 
Plus $2 .50 postage and handling per copy 

I 
I 
I 
I 
I 
I 
I 

o Enclosed is my check for : ___________ _ 

Make cbecks payable to tbe New England Journal of Medicine. 
o Charge my: __ VISA __ MasterCard 

__ American Express 
Signature _______________ _ 
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This collection is a compilation of 
the most important articles on Lyme 
disease published in NEJM, MMWR, 
and Massachusetts Medicine. The 
collection focuses on the etiology, 
symptoms, complications, and 
treatment of Lyme disease. 

ARTICLES INCLUDE: 
• " Update: Lyme Disease and 

Cases Occurring during Preg
nancy," from MMWR, June 1985. 

• "Of Ticks and Tides," from 
Massachusetts Medicine, Julyl 
August 1986. 

• " Successful Parenteral Penicillin 
Therapy of Established Lyme 
Arthritis," from NEJM, April 4, 
1985. 

• " The Spirochetal Etiology of Lyme 
Disease," from NEJM, March 31 , 
1983. 

As an added feature, a comprehen
sive bibliography is included, listing 
all English-language references since 
1977. 
The Lyme disease collection is a 
useful source of information on this 
complex, often misdiagnosed 
disease. Get your collection today' 
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Please consu" complete product Intormatlon betore prescribing. 

TENORETIC' (atenolol and chlorthalidone) 
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INDICATIONS AND USAGE: TENORETlC" (atenolol and chlorthalidone) is indicated in the treatment of 
hypertension. This fixed dose combination drug is not indicated for initial therapy of hypertension. If 
the fixed dose combination represents the dose appropriate to the individual patient's needs, it may be 
more convenient than the separate components. 
CONTRAINDICATIONS: TENORETIC is contraindicated in patients with: sinus bradycardia; heart block 
greater than first degree; cardiogenic shock; overt cardiac failure (see WARNINGS); anuria; 
hypersensitivitY to this product or to su»onamide-denved drugs. 
WARNINGS: Cardiac Failure: Sympathetic stimuiation IS necessary in supporting circulatory function 
in congestive heart lailure, and beta blockade carries the potential hazard of further depressing 
myocardial contractility and preCipitating more severe failure. In patients .who have congestive heart 
failure controlled by digitalis and/or diuretics, TENORETIC should be administered cautiously. Both 
digitalis and atenolol 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 to cardiac failure. At the first 
sign or symptom of impending cardiac failure, patients receiving TENORETIC should be digitalized andl 
or be given additional diuretic therapy. Observe the patient closely. If cardiac failure continues despite 
adequate digitalization and diuretic therapy, TENDRETIC therapy should be withdrawn. 

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

In patients with renal disease, thiazides may precipitate azotemia. Since cumulative effects may 
develop in the presence of impaired renal funcllon, if progressive renal Impairment becomes eVident, 
TENORETIC should be discontinued. 

In patients with impaired hepatic function or progressive liver disease, minor atterations in fluid and 
electrolyte balance may precipitate hepatic coma. TENORETIC should be used With caution in these 
patients. 

Ischemic Heart Disease: Following 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 patients should be cautioned against interruptIOn of 
therapy Without the physician's advice. Even in the absence of overt angina pecloris, when d,scontinu
alion of THIORHIC is planned, the patient should be carefully observed and should be advised to limit 
physical aclivity to a minimum. TENORETIC should be reinstated if withdrawal symptoms occur. 

Bronchospastlc Diseases: PATIENTS WITH BRONCHOSPASTIC DtSEASE SHOULD, IN GENERAL, 
NOT RECEIVE BETA BLOCKERS_ Because 01 its relative bell,-selectivity, however, TENORETIC may 
be used wllh caullon In patients wllh bronchospastic disease who do nol respond 10 or cannol 
10ler81e, olher anlihypertensivelreatment. Since b8\a,-selectjy~ is nolabaotute, the towest 
possible dOli 01 TENORETIC should be used and I bell,-stimutallng agent (bronchodilator) should 
be made availabte. "dosaue must be Increased, dividing the dose shoutd be considered in order to 
achieve lower peak blood levela. 

Anesthesil Ind Major Surge,,: It is not advisable to withdraw beta-adrenoreceptor blocking drugs 
prior to surgery in the majoritY of patients. However, care should be taken when using anesthetic 
agents such as ether, cyclopropane, and trichlorethylene. Vagal dominance, d 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 Effecll: TENORETIC may be used with cautiOn m 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 atenolol does not 
potentiate insulin-induced hypoglycemia and, unlike nonselective beta blockers, does not delay recovery 
of blood glucose to normal levels. 

Insulin requirements in diabetic patients may be increased, decreased or unchanged; latent diabetes 
mellitus may become manifest dunng chlorthalidone administration. 

Sela-adrenergic blockade may mask certain clinical signs (eg, tachycardia) of hyperthyroidism. 
Abrupl withdrawal of beta blockade might precipitate a thyroid storm; therefore, patients suspected of 
developing thyrotoxicosis from whom TENDRETIC therapy is to be wrthdrawn should be monitored 
closely. 

Because 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 common complications of hyperparathyroidism such as renal lithiasis, bone 
resorption, and peptic ulceration have not been seen. 

Hyperuricemia may occur, or acute goul may be precipitated in certain patients receiving thiazide 
therapy. 
PRECAUTIONS 

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

Patients should be observed for clinical signs of fluid or electrolyte imbalance; Ie, hyponatremia, 
hypochloremic alkalosis, and hypokalemia. Serum and urine electrolyte determinations are particularly 
important when the patient is vomiting excessively or receiving parenteral fluids. Warning signs or 
symptoms of fluid and electrolyte imbalance include dryness of the mouth, thirst, weakness, lethargy, 
drowsiness, restlessness, muscle pains or cramps, muscular fatigue, hypotension, oIiguna, tachycardia, 
and gastrointestinal disturbances such as nausea and vomiting. 

MeasUlement of potaSSium levels is appropriate especially in elderly patients, those receiving digitalis 
preparations for cardiac failure, patients whose dietary Intake of potassium is abnormally low, or those 
suttering from gastrointestinal complaints. 

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

Interference with adequate oral electrolyte intake will also contribute to hypokalemia. Hypokalemia 
can sensitize or exaggerale 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 supplements or 
foods with a high potassium content. 

Any chloride deficit dunng thiazide therapy is generally mild and usually does not require specific 
treatment except under extraordinary circumstances (as in liver disease or renal disease). DilullOnal 
hyponatremia may occur in edematous patients in hot weather; appropnate therapy is water restrictiOn 
rather than administration of sa~ except in rare instances when the. hyponatremia is life-threatening. In 
actual salt depletion, appropriate replacement IS the therapy of chOice. 

Drug Inleractlons: TENORETIC may potentiate the action of other antihypertensive agents used 
concomitantly. Patients treated with TENORETIC plus a catecholamine depletor (eg, reserpme) should 
be closely observed for evidence of hypotension andior marked bradycardia wtllClI may produce vertigO, 
syncope or postural hypotenSion. 

Thiazides may decrease arterial responsiveness to norepinephrine. This diminutiOn is nol sufficient 
to preclude the therapeutic effectiveness of norepinephrine. Thl3Zldes may increase the responsiveness 
to tubocurarine. 

Lithium generally should not be given with diuretics because they reduce its renal clearance and add 
a high risk of lithium loxlcily. Read circulars for lithium preparations belore use of such preparations 
with TENORETIC. 

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

Other Precautions: In patients receivlOg thlazides, senSitiVity reactions may occur with or Without a 
history of allergy or bronchial asthma. The pOSSible exacerbation or activation of systemic lupus 
erythematosus has been reported. The antihypertensive ellects of thlazides may be enhanced In the 
postsympathectomy patient. 

CarCinogenesis, Mul.genllls, Impairment of Fertility: Two long-term (maximum dosing duration 
of 18 or 24 months) rat studies and one long-term lmaxlmum dosmg duration of 18 monlhs) mouse 
study, each emplOYing oral dose levels as high as 300 mg/kg/day or 150 times the maximum recom
mended human antihypertensive dose,' did not IndlCale a carCinogenic potential In rodents. A third (24 
month) rat study, emploYlnQ doses of 500 and 1,5OOmg/kg/day (250 ancl750 times the maximum rec
ommended human antihypertensive dose') resulted In increased incidences of benign adrenal 
medullaf'j tumors in males and females, mammary fibroadenomas m.femaleS, and antenor p~uitary 
adenomas and thyroid parafoilicular cell carcinomas," males. No evidence of a mutagenic potential of 
alenolol was uncovered in the dominant lethal test (mouse), in VIVO cytogenetICS test (Chinese hamster) 
or Ames test (S /yphimu(ium). 

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. 

Anlmll Toxicology: Six month oral studies were conducted in rats and dogs using TENORETIC 
(atenolol and chlorthalidone) doses up to 12.5 mg/kg/day (atenolol/chlorthalldone 1012.5 mg/kg/day
approximately five times the maximum recommended human antihypertensive dose'). There were no 
functional or morphological abnormalities resulting from dosing either compound alone or together 
other than minor changes in heart rate, blood pressure and urine chemistry which were attnbuted to 
the known pharmacologic 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 mg/kg/day or 7.5 times the maximum recommended human antihypertenSive 
dose') and increased incidence of atrial degeneration of hearts of male rats at 300 but not 150 mg 
atenolollkg/day (150 and 75 times the maximum recommended human antihypertensive dose", 
respectively). 

Use In Pregnancy: Pregnancy talago" C_ TENORETIC was studied for teratogenic potential in 
the rat and rabbit. Doses of atenolollchlorthalidone of 8/2, 80120, and 240/60 mg/kg/day were aamin
istered orally to pregnant rats with no teratologic effects observed. Two studies were conducted. In 
the first study, pregnant rabbits were dosed with 8/2, 80120, and 160/40 mg/kg/day of atennlol/ 
chlorthalidone. No teratoloQic changes were noted, embryonic resorptions were observed at all dose 
levels (ranging from approXimately 5 times to 100 times the maximum recommended human dose" l_ 
in a second rabbit study, doses 01 atenoloVchlorthalidone were 411, 8/2, and 2015 mg/kg/day. No 
teratogenic or embryotoxic effects were demonstrated. It is concluded that the no-ellect level for 
embryonic resorptions is 20/5 mg/kg/day of atenolol/chlorthalidone (apprOXimately ten times the 
maximum recommended human dose'). TENORETIC should be used dUring pregnancy only d the 
potential benefit justifies the potentl3l risk to the fetus. 
~tenolol has been shown to produce a dose-related increase in embryolletal resorptiOns in 

rats at doses equal to or greater than 50 mg/kg or 25 or more times the maximum recommenaed 
human antihypertenSive dose.' Mnough similar effects were not seen m 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-controlled studies in pregnant women. 

'Based on the maximum dose of 100 mg/day In a 50 kg patient weight. 
Chlorthalidone-Thlazides cross the placental barrier and appear 111 cord blood. The use of 

chlorthalidone and related drugs in pregnant women requires that the anticipated benellts 01 the drug 
be weighed against possible hazards to the fetus. These hazards Include fetal or neonatal jilundlCe, 
thrombocytopenia and possibly other adverse reactions whICh have occurred In the adutt. 

Nursing Mothers: It is not established to what extent thiS drug IS excreted in human milk, Since 
most drugs are excreted in human milk, nursing should not be undertaken by mothers receIVing 
TENORETIC. 
• Pedlalric Use: Safety and effectiveness in children have not been established. 
ADVERSE REACTIONS 

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

Allnolol: The frequency estimates in the following table were derived from controlled studies in 
which adverse reactions were either volunteered by the patient (US studies) or elICited, eg, Dy checklist 
(Ioreign studies). The reported frequency of eliCited adverse ettects was higher for both atenolol and 
placebo-treated patients than when these reactions were volunteered. Where frequency of adverse 
effects for atenolol and placebo is similar, causal relationship to atenolollS uncertain. 

Total-Volunteered and 
Volunteered ElICited 
(US Studies) (Foreign + US Studies) 

Atenolol % Placebo % Atenolol '!. Placebo % 
(n .164) (n.206) (n.399) (n.407) 

CARDIOVASCULAR 
Bradycardia 3 0 3 0 
Cold Extremities 0 0.5 12 5 
Postural Hypotension 2 1 .. 5 
Leg Pain 0 0.5 3 1 

CENTRAL NERVOUS SYSTEM/ 
NEUROMUSCULAR 

Dizziness .. 1 13 6 
Vertigo 2 0.5 2 0.2 
light-Headedness 1 0 3 0.7 
Tiredness 0.6 0.5 26 13 
Fatigue 3 1 6 5 
Lethargy 1 0 3 07 
Drowsiness 06 0 2 0.5 
Depression 0.6 0.5 12 9 
Oreamln¥ 0 0 3 t 

GASTROIN ESTINAL 
Diarrhea 2 0 3 2 
Nausea .. 1 3 1 

RESPIRATORY (see Warnings) 
Wheeziness 0 0 3 3 
Dyspnea 0.6 1 6 .. 
MISCELLANEOUS: There have been reports of skin rashes andior dry eyes asSOCiated with the use of 

beta-adrenergic blocking drugs. The reported inCIdence IS small, and, in most cases, the symptoms 
have cleared when treatment was withdrawn. Discontinuance of the drug should be considered d any 
such reaction is not otherwise explicable. Patients should be closely monitored follOWing cessatlOl1 of 
therapy. 

Chlorthalidon.: Cardiovascular: orthostatic hypotension; GastrOintestinal: anorexia, gastric irrita
tion, vomiting, cramping, constipation, jaundice (intrahepatic cholestatlC jilundlce). pancreatitis; CNS: 
vertigO, parasthesias, xanthopSia; HematologIC: leukopenia, agranulocytOSIS. thrombocytopenia, 
aplasllC anemia; HypersenSitivity: purpura, photosensitivity, rash, urtICaria, necrotIZIng angIItiS 
(vasculitiS) (cutaneous vasculitis), lyell's syndrome (toxic epidermal necrolysls); Miscellaneous: 
hyperglycemia, glycosuria, hyperuricemia, muscle spasm, weakness, restlessness. ClinICal trials 01 
TENORETIC conducted 10 the United States (89 patients treated With TENORETIC) revealed no new or 
unexpected adverse effects. 

POTENTIAl ADVERSE EFFECTS: in addition, a variety of adverse effects not observed m climcat 
trials With atenolol but reported with other beta-adrenergic blocking agents should be considered 
potential adverse effects of ate no lot. Nervous System: Reversible mental depresslOO progressing to 
catatonia; hallucinations; an acute reverSible syndrome characterized by disorientation for time and 
place, short-term memory loss, emotiOnal lability, slightly clouded sensonum, and decreased 
performance on neuropsychometrics; Cardiovascular: IntenSification of AV block lsee CONTRAINOICA
TIONS); Gastrointestinal: MesenterIC arteriallhrombosls, iSChemiC colrtls; HematologIC: Agranulocyto
SIS, nonthrombocytopenic purpura, thrombocytopenIC purpura; AllergiC: Erythematous rash, tevec 
combined with aching and sore throat, laf'jngospasm and resplralory distress; Miscellaneous: 
ReverSible alopecia, Peyronle's disease. 

There have been reports of a syndrome comprising psoriasiform skin rash, conjunctivitis Sicca, otitis, 
and sclerOSing serOSitis attributed to the beta-adrenergIC receptor blocking agent, practolol. ThIS 
syndrome has not been reported wrth TENORETIC or TENORMIN' (atenolol). 

Clinlcat Laboratory Test findings: Clinically important changes in standard laboratory parameteB 
were rarely asSOCiated With the admimstratiOn of TENORETIC. The changes In iaboratory parameters 
were not progressive and usually were not associated with clinical manifestations. The most common 
changes were increases in uric acid and decreases in serum potassium. 
DOSAGE AND ADMINtSTRATION 

Initial dose should be one TENORETIC 50 tablet once a day. "optimal response is not achieved, the 
dosage should be increased to one TENORETIC 100 tablet once a day. Package insert should be 
consutted for dosage adlustments in cases of severe impairment of renallunctlOl1. 
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