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arc aceepted for consideration with the un-
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the address and telephone number) re-
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the alternative numbers and units in paren-
theses.

TITLES AND AUTHORS' NAMES

With the manuscript, provide a page giving
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prints for this purpose.

ABBREVIATIONS

Except for units of measurement, ab-
breviations are discouraged. Consult
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IN HYPERTENSION
When patients are difficult to manage...
It's time for TENORETIC.

Some hypertensive patients find it difficult to
make dietary and life-style changes you recommend. ONE TABLET A DAY

Others simply don’t respond to monotherapy. 2 ®
So continue to encourage a healthier life-style, and e nore IC
prescribe a simple, effective antihypertensive regimen for

these patients. Initiate one-tablet-a-day TENORETIC EAchacist contelne

TGNORMIN" (atenolol) 50 mg or 100 mg

and chlorthalidone 25 mg

For your difficult-to-manage hypertensive.

therapy, the simplest regimen available. It works round
the clock to lower blood pressure without added tablets
or side effects that can so easily discourage compliance.

TENORETIC is not indicated for the initial therapy of hypertension. See adjacent page for brief summary of prescribing information.
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What'’s a coommmon
denominator

of most heart
attack victims?

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

HEART ATTACK PATIENTS
(PROCAM TRIAL)?




A powerful
case for

[OP[D &

(gemfibrozil ) iz

Raised low HDL 25%

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

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)?

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 JL, Hazzard WR, Schrott HG, Bierman EL, Motulsky AG. Hyperlipidemia in
coronary heart disease. |. Lipid levels in 500 survivors of myocardial infarction. / Clin Invest.
1973:52:1533-1543. 2. Assmann G, Schulte H. PROCAM-Trial: Prospective Cardiovascular Miinster
Trial. Ziirich: Panscientia Verlag; 1986:8-9. 3. Data on file, Medic a{Affdlrs Dept, Parke-Davis

4. Tikkanen M), Helve E, Jaittela A, et al. Comparison between lovastatin 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 Capsules and Tablets)

Before prescribing, please see full prescribing information.

A Brief Summary follows.

CONTRAINDICATIONS. 1. Hepatic or severe renal dysfunction, inclucing primary
biliary cirrhosis.

2. Preexisting gallbladder 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 clofibrate in two large clinical
studies may also apply to gemfibrozil. In the first of those studies, the Coronary Drug
Praject, 1000 subjects with previous myocardial infarction were treated tor 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 cholefithiasis and cholecystitis requiring surgery. In the other study, con-
ducted by the World Health 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 comparable 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 ptacebo group. Mortality from any cause during the double-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 result is not statisticalty-
significantly ditferent 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=0056).

In the Helsinki Heart Study, the incidence of total malignancies discovered during the

trial and in the 1%2 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=0.086; historical data
predicted an expected 4.7 cases in the placebo group). GI malignancies and deaths
from malignancies were not statisticalty

Lopld® (Gemfibrozil Capsules and Tablets)

from controls 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 other drugs 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
resulted 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 celt
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 hypopiasia 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

different between Lopid and placebo sub-
groups. Follow-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 gemfibrozil
group). A trend toward a greater incidence
of galibladder surgery was observed for the
Lopid group (17 vs 11 subjects, a 54% ex-

ORI

rubin, and alkaline phosphatase. These are
usually reversible when Lopid is discon-
tinued. Therefore periodic liver function
studies are recommended and Lopid therapy

during Lopid administration, including eleva-
® tions of AST (SGOT), ALT (SGPT), LDH, bili-

. '/ } 600-m
gemfibrozil ) i
RAISES HDL...DRAMATICALLY
REDUCES HEART ATTACK

should be terminated if abnormalities persist.
9. Use in Chiidren —Safety 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-

cess). This result did not differ statistically
from the increased incidence of cholecystectomy 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 should be discontinued if galistones 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® {iovastatin) 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 an unsatisfactory lipid response to 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 evaluation for myostis, including 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 o ascertain
that the lipid levels are consistently abnormal. Before instituting Lopid therapy, every at-
tempt should be made to control serum lipids with appropriate diet, exercise, weight loss
in obese patients, and control of any medical problems such as diabetes mellitus and
hypothyroidism that are contributing to the lipid abnormaiities.

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
gemfibrozil 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 alons, the possible benefit of combined therapy with
lovastatin and gemfibrozif 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 also 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
neoplasms. 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% (56%), acute appendicitis
(histologically confirmed in most cases where data are available), 1.2% (0.6%); atrial
fibrillation, 0.7% (0.1%). )

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, 3.8% (3.5%); nausea/vomiting, 2.5% (2.1%); eczema, 1.9% (1.2%); rash, 1.7%
(1.3%); vertigo, 1.5% (1.3%); constipation, 1.4% (1.3%); headache, 1.29% (1.1%).
Gallbladder surgery was performed in 09% of Lopid and 05% of placebo subjects, a
64% excess, which is not statistically different from the excess of gallbladder 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 fisted below
by system. These are categorized according to whether a causal reiationship to treat-
ment with Lopid is probable 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 phosphpkinase, increased bilirubin, in-
creased liver transaminases (AST [SGOT], ALT [SGPT)), increased alkaline phosphatase;
Hematopoietic: anemia, leukopenia, bone marrow hypoplasia, eosinophitia; 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, convuisions, syncope; Eye: retinal edema; Genitourinary: decreased male fertility;
Clinical Laboratory: positive antinuclear antibody, Hematopoietic: thrombocytopenia;
Immunologic: anaphylaxis, Lupus-tike 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 middie-aged men with dyslipidemia. N Engl J Med
1987,317:1237-1245. 2. Manninen V, Eto O, Frick MH, et al: Lipid alterations and decline
in the incidence of coronary heart disease in the Helsinki Hear Study. JAMA 1988;
260:641-651. 3. Nikkila EA: Familial 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.
PARKE-DAVIS

Div of Warner-Lambert Co
Morris Plains, NJ 07950 USA
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PENNSTATE

College of Medicine * University Hospital
The Milton S. Hershey Medical Center

CHAIR,
DEPARTMENT OF FAMILY AND
COMMUNITY MEDICINE

The Search Committee for the position of Chair of the Department
of Family and Community Medicine, College of Medicine, invites
applications and nominations for this position. The Chair will report to
the Senior Vice President for Health Affairs and Dean and will be
responsible for all administrative, academic and clinical activities of
the department, The Department is in an expansion mode in response
to Pennsylvania State University's commitment to family practice. In
addition to the pre-doctoral program at The College of Medicine, the
Department has a University Hospital/Community Hospital residency
program and is expanding its teaching base into the community.

The following criteria will be used to aid in selecting a Chair of the
Department of Family and Community Medicine. The candidate must
demonstrate:

® Clinical excellence and accomplishment in the field of Family and
Community Medicine.

® Administrative and leadership capabilities.

® Commitment to teaching and academic excellence.

The closing date for applications is November 15, 1990.
Nominations and letters of application should be sent to:

G. Victor Rohrer, M.D. and Thomas Leaman, M.D.
Co-Chairs, Search Committee

Office of Clinical Affairs

The Milton S. Hershey Medical Center

P.O. Box 850-JAB

Hershey, Pennsylvania 17033

An Equal Opportunity Affirmative Action Employer.
We encourage applications from women and minorities.

CRUSADER CLINIC

Multispecialty clinic in Northern
Illinois seeks second OB/GYN
and fourth family practitioner to
join dynamic, high growth prac-
tice. Community Health Center
Model. New facility. Scholarship
and loan repayment available.
Paid malpractice and Flexible
Compensation Plan. CV to

John Frana, Executive Director
Crusader Clinic
120 Tay Street
Rockford, IL 61102
(815) 968-0286

EOE

DYAZIDE®
28 mg Hydrochiorothlazide/80 mg Trismterene/SKF
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Particularly
Suited to the
Red and White

25 mg Hydrochlorothiazide/50 mg Triamterene/SHF

for hypertensives
over 0o
as well as black
hypertensives

SmithKline Beecham
Pharmaceuticals



Catecholamines surge inthe AM

IS TODAY'S WAKING HEART
STILL PROTECTED BY YESTERDAY'S
BETA-BLOCKER?

Introducing...

SEARLE



For.-hypertension

Artist’s interpretation of
‘the dangers associated wit
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- 24-HOUR BETA,-BLOCKADE
THAT'S STILL GOING
STRONG WHEN THE

“BIG CATS”" SURGE

Cardioselective Noncardioselective
Il |
25
T 20
£
& 151
e
£ 101
5
&= o H
Range: Range: Range: Range:
5 6-7 hr 3-7hr 20-24 hr 8-11 hr
Kerione® Tenormin® Lopressor® Corgard® Inderal® LA
(betaxolol HCN? (atenolol)* (metoproloh* (nadoloh* (propranolol HChHS
Bioavailability* 89% 50% 50% 30% 9%-18%
ot 2 4 10 7 NA
levels (nfold)?'

NA=not available in references cited.

‘T Numbers shown are not directly comparable since these data have been compiled from different study populations.
¥ Adapted from product information in Physicians’ Desk Reference®, ed 44. Oradell, NJ, Medical Economics Co Inc, 1990.
§ Drug Facts & Comparisons. St Louis, Mo, JS Lippincott Co, 1990.

*Refers to catecholamines, norepinephrine and epinephrine, serum concentrations of which may increase
two- to threefold in the morning compared with trough levels (Reference: Tofler GH, Brezinski D,
Schafer Al, et al: Concurrent morning increase in platelet agaregability and the risk of
myocardial infarction and sudden death. N Engl J Med 1987;316:15141518)
©1990, GD. Searle & Co.
Please see |ast page of this advertisement for references and a brief summary of prescribing information.

I(eﬂonolsemtralndlcaudlnpmmwlth hypersensitivity to betaxolol hydrochloride.
As are other beta-blockers, Kerione eontnlndlcatodlnmﬂmm:lnmmm heart block
greater than first degree, cardiogenic shock

Tenormin®is a registered trademark of ICI Pharma. Lopressor‘ is a regisnered trademark of CEIQV Pharmaceuticals.
Corgard® is a registered trademark of Princeton Pharmaceutical Company. Inderal® is a registered trademark of Wyeth-Ayerst Laboratories.

S “KERLONE

(betaxolol HCl)

24 hours and
till going strong

SEARLE



B, Once-a-day

" KERLONE ........

(betaxolol HCI) st going strong

10mg
information.

doubled after 7 to-14 days.

c Usual initial dosage of Kerlone is 10 mg once a day.
— In some patients, a 5-mg starting dose should
be considered. Please see complete prescribing

If desired response is not achieved, dose may be

e Avalilable in 10-mg (scored) and 20-mg tablets
e Costs significantly less than any other cardioselective beta-blocker 23

References:
1. Kerlone complete prescribing Information. 2. Data on file, GD. Searle & Co.
3.Drug Topics® Red Book, ed 94. Oradell, NJ, Medical Economics Co Inc, April 1990.

BRIEF SUMMARY

indicati Known hyper ity to the drug, sinus bradycardia, heart block
groater than first degree, cardiogenic shock, and overt cardiac failure (see Warnings).
Warnings: In hypertensive pati who have cong heart failure controlled by digitalis
and diuretics, beta-blockers should be administered cautiously. At the first sign or symptom
of cardiac failure, discontinuation of Kerlone should be considered. In some cases Kerlone
can be continued while cardiac failure is treated with cardiac glycosides, diuretics, and
other agents, as appropriate. Abrupt cessation of therapy with certain beta-blocking agents
in patients with coronary artery disease has been followed by exacerbations of angina
pectoris and, in some cases, myocardial infarction has been reported; patients should be
warned against interruption of therapy without the physician’s advice. When discontinuation
of Kerlone is planned, the patient should be carefully observed and therapy should be
reinstituted, at least temporarily, if withdrawal symptoms occur. PATIENTS WITH BRON-
CHOSPAST ic DISEASE SHOULD NOT IN GENERAL RECEIVE BETA-BLOCKERS.
its doses of Kerlone may be used with cmnlon

sternebral reductions, betaxolol (6 X MRHD and 60 X MRHD) d no fetal ab
In a second study with a different strain of rat, betaxolol (300 X MRHD) was associated
with maternal toxicity and an increase in resorptions, but no teratogenicity. In a study in
which pregnant rabbits received betaxolol (54 X MRHD), a marked increase in postimplan-
tation loss occurred at the highest dose. In a peri- and postnatal study in rats, betaxolol
(380 X MRHD) was associated with a marked increase in total litter loss within 4 days
postpartum. In surviving offspring, growth and devel 1t were also affe d. There are
no adequate and well-controlled studies in pregnant women. Kerlone should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus. Since Kerlone
is excreted in human milk caution should be exercised when Kerlone is administered to a
nursing mother. Safety and efficacy in children have not been established. Kerlone may
produce bradycardia more frequently in elderly patients.

Adverse Reactions: Kerlone has been d with the devel of !
antibodies (5.3%). Betaxolol adverse events reported in U.S. controlled studies: brndycardm
(8.1), i bradvcardm (0.8), edema (1.8), headache (6.5), dizziness (4.5), fatigue

in pati with b h ic di who do not d to or

alternative Since p, selectivity is not absolute and is i ly related to
dose, the lowest ible dose of Kerl h “bouud(smwmgoncodally)
and a bronchodllm should be made available. If d must be i

d be idered to avoid the higher puk blood levels nsoclutod wlth

(2.9), Iethavgy (2.8), insomnia (1.2), nervousness (0.8), bizarre dreams (1.0), depression
(0.8), impotence (1.2), dyspnea (2.4), pharyngitis (2.0), rhinitis (1.4), upper respiratory
infection (2.6), dyspepsia (4.7), nausea (1.6), diarrhea (2.0), chest pain (2.4), arthralgia
(3 1), rash (1.2). Betaxolol adverse events reported in European controlled clinical trials:

dycardia (5.8), symptomatic bradycardia (1.9), palpitation (1.9), edema (1.3), cold

onu-dallv dosing. The risk of excessive myocardial depression during g
may be increased and difficulty in restarting and maintaining the heart beat has been
reported with beta-blockers. If treatment is continued, particular care should be taken
when using anesthetic agents which depress the myocardium, and it is prudent to use the
lowest possible dose of Kerlone. Beta-blockers should be used with caution in diabetic
patients as they may mask tachycardia occurnng with hvpoglycemna (patients should be
warned of this), although other if 18 such as and sweating may not be
significantly affected. Beta-adrenergic blockade may mask certain clinical signs of hyper-
thyroidi: Abrupt withdi | might precipi a thyroid storm; therefore, patients known
or suspected of being thyrotoxic from whom Kerlone is to be withdrawn should be
monuored closely.

Beta-adr blockade can cousa reducnon of mtraocular pressure.
Slncn betaxolol hydrochlonda is marketed as an I 1 for tr of
glaucoma, patients should be told that Kerlone may mterfera with the glaucoma-screenlng

extremities (1.9), headache (14.8), dizziness (14.8), fatigue (9.7), asthenia (7.1), insomnia
(5.0), paresthesia (1.9), nausea (5.8), dyspepsia (3.9), diarrhea (1.9), chest pain (7.1), joint
pain (5.2), myalgia (3.2). The following adverse events reported in less than 2% of patients
occurred under conditions where a causal relationship is uncertain: flushing, salivation,
sweating, allergy, fever, malaise, pain, rigors, angina pectoris, arrhythmia, heart failure,
hypertension, hypotension, myocardial infarction, thrombosis, syncope, neuropathy, numb-
ness, speech disorder, stupor, tremor, twitching, anorexia, constipation, dry mouth, in-
creased appetite, mouth ulceration, rectal disorders, vomiting, dysphagla, earache labvnnth
disorders, tinnitus, deafnesa leucocytosns Iymp.L d -y, uu ytop d
AST, inc d ALT, acid: hyperchol l hyperkalemi.

hyperlipemia, hyperuricemia, hypokalemia, weight gain, mcraased LDH arthropathy, neck
pain, muscle cramps, tendonitis, abnormal thinking, amnesia, confunlon emoﬂanal labllny
hallucinations, decreased libido, breast pain, breast fibroad

test. Withdrawal may lead to a return of increased i e. Patients
beta-adrenergic blocking agents orally and beta-blocking ophthalmlc solutions should be
observed for potential additive effects. Kerlone clearance is hat reduced in pati
with renal failure but little changed in patients with hepatic disease. Dosage roductions
have not routinely been necessary when hepatic and/or renal insufficiency is present but
patients should be observed. Patients on dialysis require a reduced dose. Patients should
be warned against interruption or discontinuation of Kerlone therapy without the physician’s
advice. Patients being treated with beta-adrenergic blocking agents should be advised to
consult a physician at the first sign or symptom of cardiac failure. Patients should know
how they react to this medicine before they operate automobiles and machinery or engage
in other tasks requiring alertness; contact their physician if any difficulty in breathing
occurs, and before surgery of any type; and inform their physicians or dentists that they
are taking Kerlone Patients with dmbetes should be warned that beta-blockers may mask

pr itis, bronchitis, bronchosp cough, epi flu, pr sinusitis, prumus,
skin disorders, abnormal taste, taste loss, cystitis, dysuria, proteinuria, abnormal renal
function, renal pain, cerebrovascular disorder, leg cramps, peripheral ischemia, thrombo-
phlebitis, abnormal lacrimation, abnormal vision, conjunctivitis, dry eyes, iritis, cataract.
Although not reported in clinical studies with betaxolol, a variety of adverse effects have
been reported with other beta-adrenergic blocking agents and may be considered potential
adverse effects of betaxolol: reversible mental depression progressing to catatonia, an
acute reversible syndrome characterized by disorientation for time and place, short-term
memory loss, emotional lability with slightly clouded sensorium, and decreased performance
on neuropsychometric tests, intensification of AV block and congestive heart failure (or
cardiac failure), erythematous rash, fever combined with aching and sore throat, laryngo-
spasm, respiratory distress, agranulocytosis, thrombocytopenic purpura, and nonthrom-
bocylopenlc purpura, ic arterial thr ischemic colitis, reversible alopecia,

tachycardia g with hypogly Patients treated with a beta-adrenergic p
blocking agent plus a catecholamine depletor should be closely observed for evidence of
hypotensnon or mafked bradycardia, which may produce vertigo, syncope, or postural
ion. When di ing therapy in p. receiving beta-blockers and clonidine
concurrentlv, the beta-blocker should be dlscontmued slowly over several days before the
gradual withdrawal of clonidine. Literature reports suggest that oral calcium antagonists
may be used in combination with beta-adrenergic blocking agents when heart function is
normal, but should be avoided in patients with impaired cardiac function. Hypotension, AV
conduction disturbances, and left ventricular failure have been reported in some patients
receiving bem-adrenerg:c blockmg agents when an oral calcium antagonist was added to
the tr » was more likely to occur if the calcium antagonist
were a dlhydropyndine denvauvc, eg, nifedipine, while left ventricular failure and AV
conduction disturbances, including complete heart block, were more likely to occur with
either verapamil or diltiazem. Pregnancy Category C. In a study in which pregnant rats
received betaxolol, the hnghest dose (600 X MRHD) was assocmed with increased

loss, r d litter size and weight, and an ir d ir of
and v»sceml abnormalities, whtch may hava been a consequence of drug-related maternal
toxicity. Other than a possib of ir of testes and

Pey 's Raynaud’s phenomena, skin rashes and/or dry eyes, and oculomuco-
cutaneous syndrome. 10/27/89 « PSO-L317V

Address medical inquiries to:

G.D. Searle & Co.

Medical & Scientific Information Department
4901 Searle Parkway

Skokie, IL 60077

Kerlone is a registered trademark of Synthelabo SA.
Manufactured and distributed by G.D. Searle & Co., Chicago, IL 60680
by agreement with Lorex Pharmaceuticals, Skokie, IL.
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THE WORLD
ORGANIZATION
OF FAMILY DOCTORS

13TH WONCA
WORLD CONFERENCE
ON FAMILY MEDICINE

FAMILY

MEDICINE

IN THE
21ST

CENTURY

MAY 9 TO 14, 1992

VANCOUVER
BRITISH COLUMBIA
CANADA

Hosted by
THE
COLLEGE
OF FAMILY
PHYSICIANS
OF CANADA
AND THE
BRITISH
COLUMBIA
CHAPTER

Keynote speakers will focus on
the 1992 status of world health,
the consequences in ten years if
current trends continue,
strategies that could change our
behaviour in appropriate ways,
and how we might contribute to
the political will needed to meet
the anticipated challenges.

Complementing the daily
sessions will be a large
commerical and scientific
exhibit area open daily for
delegates.

Family physicians, academies,
colleges, university departments
and research units are invited to
submit specific proposals for
presentations. Free-standing
papers, poster sessions, symposia
and workshops are all channels
through which you or your
organization can participate.

YOUR HOST CITY-
VANCOUVER

Vancouver, Canada's third
largest city, is the jewel of North
America's Pacific Coast. Set in
the magnificent natural harbour
surrounded by snow-capped
mountains, lush forests and
picturesque bays and coves,
Vancouver is not only one of the
most beautiful cities in the
world, but also clean, orderly and
safe. Vancouver is rich in the
colour and life of ethnic variety
and offers visitors an almost
limitless choice of activities.

Blocks of bedrooms have been
reserved for conference delegates
in a wide variety of downtown
hotels.

CLIMATE

May is early summer with temp-
eratures ranging from 15 degrees
C to 20 degrees C (60 degrees F
to 70 degrees F). Evening
temperatures are rarely below 10
degrees C (50 degrees F).

LANGUAGE

The official languages of the
World Conference are English
and French.

THE VANCOUVER TRADE
AND CONVENTION
CENTRE

A spectacular venue for the
conference. The Centre is
located in the heart of the city,
on the ocean, overlooking the
coastal mountains. The state-of-
the-art facility has spacious well-
equipped meeting rooms and is
convenient to hotels, shops and
restaurants.

SOCIAL PROGRAMS
Spectacular Opening
Ceremonies

City Tours and Excursions
International Banquet

Day trip to historic Victoria
Special Programs for children
and young people

PRE AND POST
CONFERENCE TOURS
Banff, Jasper, Lake Louise
Victoria, Whistler,

British Columbia Interior,
Salmon Fishing Excursion,
Ranch Resort Vacations,
Eastern Canada, Hawaii,
Alaska Cruises

TRANSPORTATION
Vancouver is a major
international destination served
by 18 major airlines.

[C] Please send me further
information

(] T am interested in
presenting a paper

(Please print)

Name

A L]drcss

City

Province/State
Postal/ Zip Code

Country

Telephone

For further

information contact:
The College of

Family Physicians

of Canada

4000 Leslie Street,
Willowdale, Ontario
Canada M2K 2R9
Telephone: 416.493.7513
Facsimile: 416.493.3224




The most prescribed calcium channel blocker
for hypertension' gets even better

INTRODUCING
ONCE-A-DAY

JERELAN

PELLET-FILLED CAPSULES

Verapamil HCsrs

New

Please see brief summary of Prescribing Information on last page.
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PELLET-F".LED CAPSULES

Verapamil HCl 23z

Verapamil without the food variable

PEAK VERAPAMIL
BLOOD LEVELS WITH
tgmly AND WITHOUT FOOD™

200

EMPTY
STOMACH

164 4

100 Yy

FULL - EMPTY FULL ¥ . o Traditional SR verapamil*
STOMACH STOMACH [ STOMACH " should not be taken on an empty
79 stomach. Failure to take tradi-
tional SR verapamil with food
may result in a two-fold vari-
ation in peak blood levels,

With VERELAN, absorption
is consistent—with and

VERELAN Traditional :
240 mg SR verapamil* without food.

240 mg *Calan® SR (GD Searle & Co), Isoptin® SR

CONSIST[NT VARIABLE (Knoll Pharmaceuticals).




ENGINEERED WITH A NEW
PATENTED® DELIVERY TECHNOLOGY
FOR HYPERTENSION

Eliminates the food requirement of traditional SR verapamil’
therapy’—more assurance of proper dosing

® With VERELAN, food intake is not required for consistent absorption. Traditional SR verapamil
must be taken with food to achieve the desired absorption profile*

Engineered to provide reliable 24-hour blood pressure control

® Maintains control throughout the early morning hours, the period usually associated with
greatest cardiovascular risk

10
Change in Diastolic BP Results of W
9
Placebo 24-hour
0! > ambulatory
BP monitoring.
-5 VERELAN dosed
¥ 240 mg placebo .
(n =10).
-20 - . :
7 AM Noon 6 PM Midnight 7AM
Time of day

® Maintains 24-hour effectiveness in reducing elevated blood pressure—with one daily dose.

Enhances convenience

® Patients may not be able to take traditional SR verapamil on a full stomach as recommended

® VERELAN can be taken with or without food—thus eliminating the variation in peak levels
observed with traditional SR verapamil therapy if taken on an empty stomach?*?

® VERELAN can be taken once a day at all doses, even for patients requiring doses over 240 mg
per day

® Constipation, which can be easily managed in most patients, is the most frequently reported
side effect of verapamil

*US Patent Number: 4,863,742
*Calan® SR (GD Searle & Co), Isoptin® SR

(Knoll Pharmaceuticals). Please see brief summary of Prescribing Information on next page.
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PELLET-FILLED CAPSULES
120mg

Verapamil HCl 2w

Verapamil without the food variable

® New absorption profile
® Advanced convenience
® Advanced dosing simplicity

The usual dose Is 240 mg once dally. If adequate response Is not obtained, the dose
may be titrated up to 360 mg or 480 mg once daily, VERELAN 120 mg is available for

patients requiring lower dose verapamil therapy

References: 1. Pharmaceutical Data Services, Alpha Data Services, December, 1989.

2. Physicians’ Desk Reference (PDR® ). 44th ed. Oradell, NJ: Medical Economics Co Inc; 1990: 7-1119
(Iso&nn SRg 2053-2056 (Calan SR). 3. Data on file, Lederle Laboratories, Pearl River, NY.

4 tini PB, Carr AA, Rhoades RE, Prisant LM, O'Brien DE. Dose response of a new once daily verapamil
capsule confirmed by ambulatory blood pressure monitoring. Presented at the Fifth Scientific Meeting of the
American Society of Hypertension; May 17-21, 1990; New York, NY. Abstract.

Brief Summary
VERELAN® Verapamil HCI
Sustained-Release Pellet-Fllled Capsules

For complete Prescribing Information, consulf package insert
CLINICAL PHARMACOLOGY: Food does not affect the extent or rate of the controlled absorption of verapamil
from the VERELAN capsule

Afrioventricular block can occur in patients without preexisting condition defects (see WARNINGS)

Acceleration of ventricular rate and/or ventricular fibrillation has been reported in patients with atrial
flutter or afrial fibrillation and a coexisting accessory AV pathway following administration of verapamil (see
WARNINGS)

In patients with hepatic insufficiency, metabolism is delayed and elimination half-life prolonged up to 14
fo 16 hours (see PRECAUTIONS), the volume of distribution is increased, and plasma clearance reduced to
about 30% of normal
CONTRAINDICATIONS: Severe LV dysfunction (see WARNINGS), hypotension (systolic pressure <90
mmHg) or cardiogenic shock, sick sinus syndrome (if no pacemaker is present), second- or third-degree AV
block (if no pacemaker is present), atrial flutter/fibrillation with an accessory bypass tract (eg, WPW or LGL
syndromes), (see WARNINGS), hypersensitivity fo verapamil
WARNINGS: Verapamil should be avoided in patients with severe LV dysfunction (eg, ejection fraction
<30%) or moderate-to-severe symptoms of cardiac failure and in patients with any degree of ventricular
dysfunction if they are receiving a beta blocker. Control milder heart failure with optimum digitalization
and/or diuretics before VERELAN Is used. Verapamil may occasionally produce hypotension. Elevations of
liver enzymes have been reporfed

Several cases of hepatocellular injury hove been demonstrated 1o be produced by verapamil. Periodic
monitoring of liver function in patients on verapamil is prudent. Some patients with paroxysmal and/or
chronic alrial flutter/fibrillation and an accessory AV pathway (eg, WPW or LGL syndromes) have
developed an increased anfegrade conduction across the accessory pathway bypassing the AV node,
producing a very rapid ventricular response or ventricular fibrillation after receiving IV verapamil (or
digitalis). Because of this risk, oral verapamil is contraindicated in such patients. AV block may occur
(second- and third-degree, 0.8%). Development of marked first-degree block or progression fo second- or
third-degree block requires reduction in dosage or, rarely, disconfinuation and institution of appropriate
therapy. Sinus bradycardia, second-degree AV block, sinus arres!, pulmonary edema and/or severe
hypolension were seen in some critically ill patients with hypertrophic cardiomyopathy who were treated
with verapamil
PRECAUTIONS: Vierapamil should be given cautiously fo patients with impaired hepatic function (in severe
dysfunction use about 30% of the normal dose) or impaired renal function, and patients should be
monifored for abnormal prolongation of the PR inferval or ofher signs of overdosage. Verapamil may
decrease neuromuscular fransmission in patients with Duchenne’s muscular dystrophy and may prolong
recovery from the neuromuscular blocking agent vecuronium. If may be necessary fo decrease verapomil
dosage in patients with atfenuated neuromuscular fransmission. Combined therapy with befa-adrenergic
blockers and verapamil may result in oddifive negative effects on heart rate, afrioventricular conduction
and/or cardiac confractility; there have been reports of excessive bradycardia and AV block, including
complete heart block. The risks of such combined therapy may outweigh the benefits. The combination
should be used only with caution and close monitoring. Decreased mefoprolol clearance may occur with
combined use. Chronic verapamil treatment can increase serum digoxin levels by 50% fo 75% during the

©1990 Lederle Laboratories June 1990

first week of therapy, which can resulf in digitalis toxicity In patients with hepatic cirrhosis, verapamil may
reduce fofal body clearance and extrarenal clearance of digitoxin. The digoxin dose should be reduced when
verapamil is given, and the patient carefully monifored. Verapamil will usually have an additive effect in
patients receiving blood-pressure-lowering agents. Disopyramide should not be given within 48 hours
before or 24 hours after verapamil administration. Concomitant use of flecainide and verapamil may have
additive effects on myocardial contractility. AV conduction, and repolarization. Combined verapamil and
quinidine therapy in patients with hypertrophic cardiomyopathy should be avoided, since significant
hypofension may result Verapamil has been given concomifantly with short- and long-acting nitrates
without any undesirable drug inferactions. Inferaction between cimetidine and chronically administered
verapamil has not been studied. In healthy volunteers, clearance of verapamil was reduced or unchanged
Concomitant use of lithium and verapamil may result in a lowering of serum lithium levels or increased
sensitivity fo lithium. Patients receiving both drugs must be monitored carefully

Verapamil may increase carbamazepine concentrations during combined use. Rifampin may reduce
verapamil bioavailability. Phenobarbital may increase verapamil clearance, Verapamil may increase serum
levels of cyclosporin. Concomitant use of inhalation anesthetics and calcium antagonists needs careful
titration to avoid excessive cardiovascular depression. Verapamil may potentiate the activity of
neuromuscular blocking agents (curare-like and depolarizing); dosage reduction may be required
Adequate animal carcinogenicity studies have not been performed. One sfudy in rats did not suggest a
fumorigenic potential, and verapamil was not mutagenic in the Ames fest. Pregnancy Category C: There are
no adequate and well-controlled studies in pregnant women. This drug should be used during pregnancy,
labor, and delivery only if clearly needed. Verapamil is excreted in breast milk; therefore, nursing should be
discontinued during verapamil use. Safety and efficacy of verapamil in children below the age of 18 years
have not been established
ADVERSE REACTIONS: In clinical trials with 285 hypertensive patients on VERELAN verapamil HCL
sustained-release pellet-filled capsules for more than 1 week, the following adverse reactions were
reporfed: constipation (74%); headache (5.3%); dizziness (4.2%); lethargy (3.2%); dyspepsia (2.5%);
rash (14%); ankle edema (14%); sleep disturbance (14%); myoalgia (11%). In clinical frials of other
formulations of veropamil HCI (N =4,954), the following reactions have occurred at rates greater than
10%: constipation (73%); dizziness (3.3%); nausea (2.7%); hypotension (2.5%); edema (1.9%);
headache (2 2%); rash (1.2%); CHF/pulmonary edema (1.8%); fatigue (1.7%); bradycardio

(HR<50. 14%); AV block-fotal 1°, 2°, 3° (12%); 2° and 3° (0.8%); flushing (0.6%); elevated liver
enzymes /ARNINGS)
The following reactions, reporfed in 10% or less of patients, occurred under conditions (open trials,

marketing experience) where a causal relationship is uncertain.

Cardlovascular: angina pecforis, afrioventricular dissociation, chest pain, claudication, myocardial
Infarction, palpitations, purpura (vasculitis), syncope. Digestive System: diarrhea, dry mouth,
gastrointestinal distress, gingival hyperplasio. Hemic and Lymphatic: ecchymosis or bruising. Nervous
System: cerebrovascular accident, confusion, equilibrium disorders, insomnia, muscle cramps,
paresthesia, psychotic symptoms, shakiness, somnolence. Respliratory: dyspnea. Skin: arthralgio and
rash, exanthemc. hair loss, hyperkeratosis, maculae, sweating, urticaria, Stevens-Johnson syndrome,
erythema multiforme. Special Senses: blurred vision. Urogenital: gynecomastia, impotence, increased
urination, spotty menstruation 27687
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Theres
omething more

deadly than
colon cancer.

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.

AMERICAN CANCER SOCIETY CAMPAIGN
BUSINESS PRESS AD NO. ACS-2788-90—7" x 10" (110 Screen)

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. "!.‘ ,}%‘cﬂ"
Now it’s your decision. dwna SOCIETY"

Volunteer Agency: Calet, Hirsch & Spector, Inc., Campaign Director: C. Richard Yarbrough, BellSouth Corp.




ATTENTION
DIPLOMATES OF THE ABFP
ADDRESS CHANGE FORM

The Board prefers the use of professional addresses, because the address
given will become your “address of record” with the Board and will be
published in our Directory of Diplomates.

Current addresses for all Diplomates are necessary for communication from
the Board relating to the Examinations, up-dated Recertification informa-
tion, etc., as well as to ensure the receipt of The Journal of the American
Board of Family Practice.

Name

Current Address New AddreSS {Professional Address Preferred)
Street Street

City/State City/State

Zip Code Zip Code

Effective Date of Change

Signature of Diplomate
ABFP Identification Number
Year of Certification or Recertification

Return to: Ann Stockham
The American Board of Family Practice
2228 Young Drive
Lexington, KY 40505
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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 |
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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 }




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.

OTES:
colegal Relations

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.

William J. Curran

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

[0 Enclosed is my check for:

copies of William J. Curran’s,

Law-Medicine Notes: Progress in Medicolegal Relations

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

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
%q?g. ..the patient’s bill of rights.

ter 6: Legal/moral problems in human
uction Birth control and privacy...
...sterilization of the poor...

.the thalidomide tragedy.

d death The uniform
death...legal and medical
tes...the right to die.

anatomical gift act.
death...brain death

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

Allow four to six weeks for delivery.
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Read Journal Watch. It's the
fastest way to keep up with what’s
new in medical literature. Every two
weeks Journal Watch gives you
eight pagesof clear, ' o o o o
concise summaries W A T C H
of the latest :
advances published
in over 20 major
journals. All written
by doctors—for
doctors.

From the
New England Journal of Medicine,
Lancet and Journal of Infectious
Diseases to Pediatrics and Science,
Journal Watch keeps you up to
date with what you need to know to
provide the best patient care
possible. And because every article
in Journal Watch
. J O u N_A L
is clearly refer- WaATCH
enced, it's easy to ) B T
go right to the
source to get more
information.

Journal
Watch. From the
publishers of the

=

Spend
less time
reading

New England Journal of Medicine,
AIDS Clinical Care and the MM WR.
It’s not everything ever written. It's

just what you need.

d J O U B N A L f:r p (l:d“ f( X ad
W A T C H free trial issue today.
an more = Or begin your 4

subscription and
receive all 24 issues
plus a two volume
index for only $60.*
@ Credit card
orders, toll free
1-800-843-6356.In MA 617-893-3800
x 1199. Or order by FAX 617-893-0413.
Or just complete the coupon below.

time using
the latest

in medical
research.

[J Yes, I want to subscribe to Journal Watch, 24 issues mailed first-class, for only $60.00.* j
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Tenoretic’ omisivticre)

(For full prescribing information, see package insert)

INDICATIONS AND USAGE: TENORETIC is indicated in the treatment of hypertension. This fixed dose
combination drug is not indicated for initial therapy of hypertensiqn. If the fixed dose combination
represents the dose appropriate to the individual patient's needs, it may be more convenient than the
separate components. ) )

C NTRAINDIEATIONS: TENORETIC is contraindicated in patients with: sinus bradycardia; heart biock
greater than first deﬂree; cardiogenic shock; overt cardiac failure (see WARNINGS{: anuria;
fiypersensitivity to this product or to sulfonamide-derived drugs.

WRRNINGS: Cardiac Failure: Sympathetic stimulation is necessa?‘( in supporting circulatory function
in congestive heart failure, and beta blockade carries the rotential azard of further depressing
myocardial contractility and precipitating more severe failure. in patients who have congestive heart
failure controlled by diFitalls and/or diuretics, TENORETIC should be administered cautiously. Both
digitalis and atenolol slow AV conduction.

IN PATIENTS WITHOUT A HISTORY OF CARDIAG FAILURE, continued dspression of the
myocardium with beta-blocking agents over a period of time can, in some cases, lead to cardiac failure.
Al the first sign or symptom of impending cardiac failure, patients receiving TENORETIC should be
digitalized and/or be given additional diuretic therapy. Observe the gatient closely. If cardiac fatlure
continues despite adequate digitalization and diuretic therapy, TENORETIC therapy should bs
withdrawn.

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

In patiants with renal disease, thiazides may recgritate azotemia. Since cumulative effects mat
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 progressive liver disease, minor alterations in fiuid and
alectrolyte balance may precipitate hepatic coma. TENORETIC should be used with caution in these

atients.
P ischemic Heart Disease: Following abrupt cessation of therapy with certain beta-blocking agents in

atients with corenary 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 Ehysician's advice. Even in the absence of overt angina pectoris, when
discontinuation 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.

ymPonchos astic Diseases: PATIENTS WITH BRONCHOSPASTIC DISEASE SHOULD, IN GENERAL,
NOT RECEIVE BETA BLOCKERS. Becauss of its relative beta,-selectivity, howsver, TENORETIC may
be used with caution in patients with bronchospastic diseass who do not respond to or cannot
tolarate, other antih sonamlvu treatment. Since bety -selactivily is not absoluts, the lowest

ogsihle dose of TEl' RETIC should be used and a beta,-stimulating apent (bronchodliater) should
EI made availabia. if dosage must be increased, dlvldl’un the dose should be considerad in order to
achieve lower peak blood levels. ) ) )

Anesthesia and Major Surgery: it is not advisable to withdraw beta-adrenoreceptor blocking drugs
prior to surgery in the majority of patisnts. However, care should be taken when using anesthetic
agents such as ether, cyc ogropane, and trichloroethylene. Vagal dominance, if it occurs, may be
corrected with atroping (1-2 mg !Vz..' ) ) i

Beta blockers are competitive inhibitors of beta-receptor agonists and their effects on the heart can
be reversed by adminisiration of such agents; eg, dobutamine or isoprotarenol with caution (see
section on Overdos:ge). ! o

Metabolic and Endocrine Etfects: TENORETIC may be used with caution in diabstic patients. Beta
blockers ay mask tachycardia occurring with h)%)oalycemla. but other manifestations such as
dizziness and sweating may not be significantly affectad. At recommended doses atenolel does not
potentiate insulin-induced hypoglycemia and, unlike nonselective beta blockers, does not delay
recovery of bload glucose 1o normal levels. .

Insulin requirements in diabetic patients may be increased, decreased or unchanged; fatent diabetes
mellitus may become manifest during chiorthalidone administration.

Beta-adrenargic biockade may mask certain clinical signs (eg, tachycardia) of hyperthyroidism.
Abrupt withdrawal of beta blockade might remgltate a thyroid storm; therefore, patients suspected of
developing thyratoxicosis from whom TENORETIC therapy is to be withdrawn should be monitored closely.

Because calcium excretion is decreased by thiazides, TENORETIC shouid 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; h |

L the plications of hyperparathyroidism such as renal lithiasis, bone
resorption, and peptic ulceration have not been seen.
Hyperuricemia may occur, or acute gout may be precipitated in certain patients receiving thiazide

therapy.
PRE(?IUTIDNS: Electrolyte and Fluld Balance Status: Periodic determination of serum electrolytes to
detect possible electrolyte imbalance shoutd be performed at appropriate intervals.

Patients should be observed for clinical signs of fiuid 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, oliguria,
tachycardia, and gastrointestinal disturbances stich as nauséa and vomiting.

Measurement of potassium levels is appropriate especially in elderly patients, those receivincf
digitalis preparations for cardiac failure, patients whose distary intake of potassium is abnormally low,
or those suffering from gastrointestinal complaints.

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

Interference with adequate oral electroiyte intake will also contribute to hypokalemia. Hypokalemia
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 supplements or
foods with a high potassium content.

Any chloride deficit during thiazide therapy is generally miid and usually does not require specific
treatment except under extraordinary circumstances ‘as in liver disease or renal disease). Dilutional
hyponatremia may occur in edematous patients in hot weather; appropriate therapy is water restriction
rather than administration of salt except in rarg instances when the hyponatremia is life-threatening. In
actual salt depletion, a]péaropnate replacement is the therapy of choice.

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

Thiazides may decrease arterial responsiveness to noreFinephrine. This diminution is not sufficient to
prgclude the therapeutic effectiveness of norepinephrine. Thiazides may increase the responsiveness to
tubocurarine.

Lithium generally should not be given with diuretics because they reduce its renal ciearance and add
a high risk of lithium toxicity. Read circulars for lithium preparations before use of such preparations
with TENORETIC. ) o

Shoutd it be decided to discontinue therapy in patients receiving TENORETIC and clonidine
clcanqg;rently. the TENORETIC should be discontinued several days before the gradual withdrawal of
clonidine.

Other Precautions: In patients receiving thiazides, sensitivity reactions may occur with or without a
history of alleraz or bronchial asthma. The possible exacerbation or activation of systemic hg)us
erythematosus has been reparted. The antihypertensive effects of thiazides may be enhance in the
postsympathectomy patient. ;

Carcinogenesis, Mutaganesis, Impairment of Fertlilty : Two long-term (maximum doslng duration
of 18 or 24 months) rat studies and one long-term (maximum dosmgl duration of 18 months) mouse
study, each employing dose levels as high as 300 mg/kg/day or 150 times the maximum recommended
human antihypertensive dose,* did not indicate a carcinogenic potentia! of atenolol. A third (24 month)
rat study, employing doses of 500 and 1,500 mg/kg/day (250 and 750 times the maximum
recommended human antihypertensive dose") resulted in increased incidences of benign adrenal
medultary tumars in males and females, mammary fibroadenomas in females, and anterior pituitary
adenomas and thyroid parafollicular cell carcinomas in males. No svidence of a mutagenic potential of
atenolol was uncoveracf?n the dominant lethal test (mouse), in viva cytogenetics test (Chinese hamster)
or Ames test (S typhimurium). ; )

Fertility of r(nalt{%r female r)ats (evaluated at dose levels as high as 200 mg/kg/day or 100 times the
maximum recommended human dose*) was unaffected by atenolo! administration.

TENORETIC® (atenolol and chiorthalldons)

Animal Toxlcnlony: Six month oral studies were conducted in rats and dogs using TENORETIC
doses up to 12.5 mg/kg/day (atenolol/chiorthatidone 10/2.5 mo/kg/day — approximately five times the
maximum recommended human antihypertensive dose*). There were no functional or morphological
abnormalities resulting from dosing either compound aione or together other than minor changes in
heart rate, blood pressure and urine chemistry which were attributed to the known pharmacologic
properties of atenolol and/or chiorthaiidone. )

hronic studies of atenolol performed in animals have revealed the occurrence of vacuolation of
epithelial celis of Brunner's ?Iands in the duodenum of both male and female dogs at all tasted dose
levals (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
atenolotlllk?/()iay (150 and 75 times the maximum recommended human antihypeniensive dose*,
raspectively).

38 in l’\:'ounlncy: Pregnancy Category C. TENORETIC was studied for teratogenic potential in the
rat and rabbit. Doses of atenolol/chiorthalidons of 8/2, 80/20, and 240/60 mg/kg/day were administered
orally to pregnant rats with no teratologic effects 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 atenclol/chlorthalidone.
No teratologic changes were noted, embryonic resorptions were observed at all dose levels (ranging
from approximatety 5 times to 100 times the maximum recommended human dose*). In a second
rabbit study, doses of atenolol/chiorthalidone were 4/1, 8/2, and 20/5 mq/ko/da(v. No Yeratoganic or
embryotoxic etfects were demonstrated. It is concluded that the no-effect level for embryonic
resorptions is 20/5 mg/kg/day of atenolol/chlorthalidone (approximately ten times the maximum
recommended human dose*). TENORETIC shoutd be used during pregnancy only if the potential
benefit justifies the potential risk to the tetus.

Atenolol—Atenolol has been shown to produce a dose-related increase in embryo/fetal resorptions in
rats at doses equal to or greater than 50 mg/kg or 25 or more times the maximum recommended
human antihypertensive doss.* 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-controlled studies in pregnant women.

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

Thiazides cross the placental barrier and appear in cord blood. The use of
chiorthalidone and reiated drugs in pregnant women requires that the anticipated benefits of the drug
be weighed against possible hazards to the fetus. These hazards include fetal or neonatal jaundice,
thrombocytopenia and possibly other adverse reactions which have occurred in the adult.

Nursing Mothers: Atenolol is excreted in human breast milk at a ratio of 1.5 to 6.8 when compared
to the concentration in plasma. Caution should be exercised when atenolol is administered to a nursing
woman. Clinically significant bradycardia has been reported in breast fed infants. Premature infants, or
infants with impaired renal function, may be more likely to deveiop adverse effects.

Pediairic Use: Safety and effectiveness in children have not been established.

ADVERSE REACTIONS: TENORETIC is usuallg well tolerated in properly selected patients. Most
adverse effects have been mild and transient. The adverse effects observed for TENORETIC are
sssentially 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 reactions were sither volunteered by the patient (US studies) or elicited, eg, by checklist
(foreign studies). The reported frequency of elicited adverse effects was higher for both atenolol and
placebo-treated patients than when these reactions were voluntesred. Whare frequency of adverse
effects for atenolol and placebo is similar, causal relationship to atenolol is uncertain.

The following adverse-reaction data present frequency estimates in terms of percentaFes: first from
the US studies (volunteered side effects) and then from both US and foreign studies (voluntesred and
elicited side sffects):

US STUDIES (ATENOLOL, n«164); PLACEBO, n=206) ("o ATENOLOL-% PLACEBO):

CARDIOVASCULAR: braddycardia (3%-0%), cold extremities (0%-0.5%), postural hypotension
(2%-1%&‘ IeuN%aln 0%-0.5 AE . _

CENTRAL NERVOUS SYSTEM/NEUROMUSCULAR: dizziness (4%-1%), vertigo (2%-0.5%), light-
headedness (1%-0%), tiradness (0.6%-0.5%), fatigue (3%-1%), lethargy (1%-0%), drowsiness
(0.6%-0%3, depression {0.6%-0.5%),dreaming (0%-0%)

GASTROINTESTINAL: diarrhea (2%-0%), nausea “}4%-1%12

RESPIRATORY (see WARNINGS): wheeziness (0’ 0'0%&,9 ;spnea (0.6%-1%;

E?\EADL(S) US AND FOREIGN STUDIES (ATENOLOL, n=389; PLACEBO, n=407):

1OVASCULAR: bradycardia {3%-0%), cold extremities (12%-5%), postural hypotension
(4%-5%), Iengain 63%-1%3 )

CENTRAL NERVOUS SYSTEM/NEUROMUSCULAR: dizziness (13%-6%), varti(?o (2%-0.2%), light-
headedness (3%-0.7%), tiredness (26%-13%), fathue (6%-5%), lathargy (3%-0.7%), drawsiness
(2%-0.5%), depression (12%-9%), dreaming (3%-1%

GASTROINTESTINAL: diarrhea (3%-2%), nausea (3%-1%

RESPIRATORY (see WARNINGS): wheeziness (3%-3%), dyspnea (6%-4%)

MISCELLANEQOUS: There have been reports of skin rashes and/or d? eyes associated with the use of

beta-adrenergic blocking drugs. The reported incidence is small, and, in most cases, the symptoms

have cieared when treatment was withdrawn. Discontinuance of the drug should be considered if any

tsa:ch reaction is not otherwise explicable. Patients should be closely monitored foliowing cessation of
erapy.

Duemq postmarketlng experiance, the following have been reported in temporal relationship to the
use of the drug: reversible alopecia, impotence, elevated liver enzymas and/or bilirubin, and
thrombocytopenia. ) . o ‘ .

Chiorthalidone: Cardiovascular: orthostatic hyﬁotensuon; Gastrointestinal: anorexia, gastric irritation,
vomiting, cramping, constipation, jaundice (intral eﬂatic cholgstatic jaundice), pancreatitis; CNS:
vertigo, paresthesias, xanthopsia; Hematologic: leukopenia, agranulocytosis, thrombocytopenia,
aplastic anemia; Hypersensitivity: purpura, photosensitivity, rash, urticaria, necrotizing angiitis
(vasculitis) (cutaneous vasculitis), Lyell's syndrome (toxic epidermal necrolysis); Miscellaneous:
hRf’ Izcemia, glycosuria, hyBeruricemla, muscle spasm, weakness, restlessness. Clinical trials of
T Og TIC conducted in the United States (89 patients treated with TENORETIC) revealad no new or

cted adverse effects. )

TENTIAL ADVERSE EFFECTS: In addition, a variety of adverse sffects not observad in clinical trials
with atenolol but reported with other beta-adrenergic blocking agents should be considered potential
advarse effects of atenolol. Nervous System: Reversible mental depression progressing to catatonia;
hallucinations; an acute reversible syndrome characterized by disorientation for time and place, short-
term memory toss, smotional lability, sllqhtl{clouded sensorium, and decreased [?eﬂormance on
neuropsychometrics; Cardiovascular: Intensification of AV block (see CONTRAINDICATIONS):
Gastrointastinal: Mesenteric arterial thrombosis, Ischemic colitis; Hematologic: Agranulocytosis,
purpura; Allergic: Erythematous rash, fever combined with aching and sore throat, laryngospasm and
respiratory distress; Miscellansous: Peyronie's diseass. .

here have been reports of a syndrome comprising psoriasiform skin rash, conjunctivitis sicca,
ofitis, and sclerosing serositis attributed to the beta-adrenergic receftor blocking agent, practolot. This
syndrome has not been reported with TENORETIC or TENORMIN® (atenolo).

Clinlcal Lahoratory Test Findings: Clinically |m_|ponant changes in standard laboratory parameters
ware rarsly associated with the administration of TENORETIC. The chan?es in laboratory parameters
were not prograssive and usually were not associated with clinical manifestations. The most common
craagxes were increases in uric acid and decreases in serum potassium,

DOSAGE AND ADMINI

TRATION

DOSAGE MUST BE INDIVIDUALIZED (SEE INDICATIONS)

Chigrihalidone is usually given at a dose of 25 m8 daily; the usual initial dose of atanoiol is 50 mg
daily. Theretors, the initial dose shouid be one TENORET C 50 tabiet given once a day. If an optimal
responseé is not achieved, the dosage should be increased to one TENORETIC 100 tablet given once a day.

hen necessary, another antihypertensive agent may be added gradually beginning with 50 percent
of the usual recommended starting dose to avoid an excessive fall in blood pressure.

Since atenolol is excreted via the kidneys, dosage should be adjusted in cases of severs impairment
of renal function. No significant accumulation of atenolol occurs until creatinine claarance falls below
35 mL/min/1.73m? (normal range is 100-150 mL/min/1.73m?), therefore, the following maximum
dosages are recommended for patients with renal impairment.

unex

Creatinine Clearance Atenolof Elimination )
6-35 16-27 50 mg gally
<15 >27 50 mg every other day
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