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To reduce heart attack risk, don’t overlook coexisting low HDL,

high triglycerides, and high LDL. A recently published
anﬁlysis of data from a Helsinki Heart Study subgroup shows
why:

LOPID reduced the incidence
of heart attack* 71%

—in a high-risk subgroup of
patients with multiple lipid
disorders. While the overall
reduction in heart attack was
34%, the greatest reduction
in heart attack was achieved
among those LOPID patients
with baseline triglycerides
>200 mg/dL and baseline
LDL/HDL >5 (n =154).1

OPIID

(gemfibrozil ) s

TREATS THE ENTIRE TRIAD
DRAMATICALLY REDUCES HEART ATTACK

LOPID is indicated for reducing the risk of coronary heart disease 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
pharmacologlc agents such as bile acnd sequestrants and nicotinic acid.

r the tr f patients with low HDL, as their only
hpid_ahno_rmal_lty.

Contraindicated in patients with hepatic or severe renal dysfunction, including
primary biliary cirrhosis, preexisting gallbladder disease, or hypersensitivity to
gemfibrozil. LOPID may increase cholesterol secretion into the bile, leading to
cholelithiasis. Caution should be exercised when anticoagulants are given in
conjunction with LOPID.

Reference 1. Manninen V, Tenkanen L, Koskinen P, et al. joint effects of serum triglyceride and L DL cholesteroi and
HDL cholesterol concentrations on coronary heart disease risk in the Helsinki Heart Study: implications for
treatment. Circulation. 1992;85:37-45,

*Defined as a combination of definite coronary death and/or definite myocardial infarction.
*Mean HDL = 35 mg /dL; mean LDL = 208 mg/dL; P = 005; 95% Ci 21.2 to 1186

Please see last page of this advertisement for warnings, contraindications, and
brief summary of prescribing information.
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Lopid® (Gemfibrozit Capsules and Tablets)

Before prescribing, please see tull prescribing information.

A Brief Summary follows.

CONTRAINDICATIONS. 1. Hepatic or severe renal dysfunction, including 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 ciofibrate, the adverse findings with clofibrate in two large clinical
studies may also apply to gemfibrozil. In the first of those studies, the Coronary Drug
Project, 1000 subjects with previous myocardial intarction were treated for five years
with clofibrate, There was no difference in mortality between the clofibrate-treated sub-
jects and 3000 placebo-treated subjects, but twice as many clofibrate-treated subjects
developed cholelithiasis and cholecystitis requiring surgery. In the other study, con-
ducted by the World Health Organization (WHQO), 5000 subjects without known cor-
onary hear disease were treated with clofibrate for five years and followed one year
beyond. There was & 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 noncardiovascutar causes, including malignancy, post-
cholecystectomy compiications, and pancreatitis. The higher risk of clofibrate-treated
subjects for gaiibladder disease was confirmed.

During the Helsinki Heart Study and in the 1%z year follow-up period since the trial
was completed, mortality from any cause was 59 (2.9%) in the Lopid group and 55
(2.79) in the placebo 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 statistically-
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=0.056).

In the Helsinki Heart Study, the incidence of total malignancies discovered during the
trial and in the 1V2 years since the trial was completed was 39 in the Lopid group and 29
in the placebo group (difference not statistically significant). This includes 5 basal cell
carcinomas in the Lopid group and none in the placebo group (p=0.06; historical data
predicted an expected 4.7 cases in the placebo group). Gl malignancies and deaths

Lopid® (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 adeqguate study 10 test for perox-
isome proliferation has not been done in humans but changes in peroxisome
morphalogy have been abserved. 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
atthe 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
maie 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 hemoglohin, hematocrit and white blood cell
decreases have been observed in occasional patients following initiation of Lopid
therapy. However, these levels stabilize duning long-term administration. Rarely, severe
anemia, leukopenia, thrombocytopenia, and bone marrow hypoplasia have been
reported. Therefore, periodic blood counts are recommended during the first 12 months
of Lopid administration.

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

ditferent between Lopid and placebo sub-
groups. Follow-up of the Helsinki Heart
Study participants will provide turther infor-
mation on cause-specific mortality and
cancer morbidity.

2. A galistone 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 gallbladder surgery was observed for the
Lopid group (17 vs 11 subjects, a 54% ex-

from malignancies were not ally

gemfibrozi

RAISES HDL, LOWERS LDL AND TRIGLYCERIDES
DRAMATICALLY REDUCES HEART ATTACK

tions of AST (SGOT), ALT (SGPT), LOH, biti-
rubin, and alkaline phosphatase. These are
usually reversible when Lopid is discon-
tinued, Therefore periodic liver function
studies are recommended and Lopid therapy
should be terminated if abnormalities persist.

BID

al 9. Use in Children — Safety and efficacy in

children have not been established. i
ADVERSE REACTIONS. in the double-blind
controlled phase of the Helsinki Heart Study,
2046 patients received Lopid for upto 5 years.
In that study, the following adverse reactions
were statistically more frequent in sub;ects in
the Lopid group (placebo incidence in paren-

600-mg
Tablets

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 cholesterot
excretion into the bile leading to cholelithiasis. if cholelithiasis is suspected, gailbladder
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
cats, Lopd should be administered only to those patients described in the INDICATIONS
AND USAGE section. If a significart 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
1o maintain the prothrombin time at the desired level to prevent bleeding complications.
Frequent prothrombin determinations are advisable untit it has been definitely determined
that the prothrombin level has stabitized.

5. Concomitant therapy with Lopid and Mevacor® (lovastatin) has been associated with
rhabdomyolysis, markedly elevated creatine kinase (CK) levels and myoglobinuria,
leading in a high proportion of cases to acute renal failure. In most subjects who have
had an unsatisfactory lipid response to either drug alone, the possible benelit 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 occasionaily be associated with myositis. Patients receiving
Lopid and complaining of muscle pain, tenderness, or weakness should have prompt
medical evaluation for myositis, including serum creatine kinase ievel determination. If
myositis is suspected or diagnosed, Lopid therapy shouid be withdrawn.

6. Cataracts — Subcapsular bilateral cataracts occurred in 10%, and unilateral in 6.3%
of male rats treated with gemfibrazil at 10 times the human dose. )
PRECAUTIONS. 1. Initial Therapy —Laboratory studies should be done 1o 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 abnormalities. )

2. Continued Therapy — Periodic determination of serum lipids should be obtained,
and the drug withdrawn it 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 alone, the possible benefit of combined therapy with
lovastatin and gemfibrozil does not outweigh the risks of severe myopathy, rhab-
domyolysis, and acute renal failure. There 1s 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 ANT)-
COAGULANT SHOULD BE REDUCED TO MAINTAIN THE PROTHROMBIN TIME AT
THE DESIRED LEVEL YO PREVENT BLEEDING COMPLICATIONS. FREQUENT
PROTHROMBIN DETERMINATIONS ARE ADVISABLE UNTILIT 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 maies,
but this increase was not statistically signdfican (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 statisticalty significant differences
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theses): gastrointestinal reactions, 34.2%6
(238%); dyspepsia, 196% (11.9%); abdominal pain, 9.8% (5.6%); acute appendicitis
(histologically confirmed in most cases where data are availabie), 1.296 (0.6%); atrial
fibrillation, 0.7% (0.1%). ) ) o )

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, 1.2% (1.1%).
Galibladder surgery was performed in 09% of Lopid and 0.5% of ptacebo subjects, a
64% excess, which is not statistically different from the excess of galibladder surgery
observed in the clofibrate compared to the placebo group of the WHO study.

Nervous system and special senses adverse reactions were more common in the
Lopid group. These inciuded hypesthesia, paresthesias, and taste perversion. VOther
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. o

From other studies it seems probable that Lopid is causally related to the occurrence
of musculoskeletal symptoms (See WARNINGS), and 1o abnormai liver function
tests and hematologic changes (See PRECAUTIONS). ) o

Reports of viral and bacterial infections (common cold, cough, urinary tract mfecnons)'wers
more commonin gemfibrozil-treated patients in other controlied clinical trials of 805 patients.

Additional adverse reactions that have been reported for gemfibrozil are listed below
by system. These are categorized according to whether a causal relationship 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, myalgia, painful extremities, arthralgia,
synavitis, rhabdamyolysis (see WARNINGS and Drug interactions under PRECAU-
TIONS); Clinical Laboratory: increased creatine phosphokinase, increased bilirubin, in-
creased liver transaminases (AST {SGOT], ALT {SGPT}), increased alkaline phosphatase;
Hematoporetic: anemia, leukopenia, bone marrow hypoplasia, eosinophilia; im-
munologic: angioedema, laryngeal ederna, uticaria; Integumentary: exioliative der-
matitis, rash, dermatitis, pruritus.

CAUSAL RELATIONSHIP NOT ESTABLISHED: General: weight loss; Cardiac: extrasys-
toles; Gastrointestinal: pancreatitis, hepatoma, colitis; Central Nervous System: confu-
sion, convulisions, syncope; Eye: retinal edema; Genitourinary: decreased male fertifity;
Clinical Laboratory: positive antinuciear antibody; Hematopoietic: thrombocytopenia;
immunologic: anaphylaxis, Lupus-like syndrome, vasculitis; Integumentary: alopecia.
DOSAGE AND ADMINISTRATION. The recommended dose for aduits is 1200 mg
administered in two divided doses 30 minutes before the morning and evening meal.
MANAGEMENT OF OVERDOSE. While there has been na reparted 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 middte-aged men with dyslipidemia. N Engl J Med
1987;317:1237-1245. 2. Manninen V, Elo O, Frick MH, et at: Lipid alterations and decline
in the incidence of coronary heart disease in the Helsinki Heart Study. JAMA 1988,
260:641-651. 3. Nikkita EA: Famitial fipoprotein lipase deficiency and related disorders of
chylomicron metabolism. in Stanbury J. B. et ai. (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

0737G013
PD-56-JA-7581-A1(022)




INFORMATION FOR READERS

THE JOURNAL OF THE AMERICAN BOARD
OF FAMILY PRACTICE

2228 Young Drive

Lexington, KY 40505

Official Publication of
The American Board of Family Practice

John P. Geyman, M.D., Editor

Paul R. Young, M.D., Executive Editor

Alfred O. Berg, M.D., Assaciate Editor

Paul Brucker, M.D., Associate Editor

G. Gayle Stephens, M.D., Associate Editor

Claire Z. Fenwick, Assistant Editor

Ann Stockham, Copy Editor and Assistant

Executive Editor

Virginia M. Gessner, Senior Editorial
Assistant

Debbie Wilson, Production Assistant

PUBLISHING SERVICES

Publishing Division

Massachusetts Medical Society

Robert D. Bovenschulte, Vice President
Jor Publishing

William H. Paige, Executive Director
Jfor Operations

Christopher R. Lynch, Diérector, Business
Planning and Product Management

Alberta L. Fitzpatrick, Associate Director,
Rights and Permissions

Marketing Group

Advertising Sales

Arthur Wilschek, Director

William Healy, Manager, Midwest Accounts

Lewis Wetzel, Manager, Eastern Accounts

‘Wayne Wickman, Manager, Eastern
Accounts

Christine Miller, Manager, Recruitment
Advertising

Circulation and Product Marketing
Laurie Priano, Director

Market Research and Analysis
Janet E. Halpern, Director

Operations Group
Customer Service and Fulfillment

M. Dolores Fletcher, Director

Electronic Production

Ruth E. Goodman, Associate Director

Tommie Richardson, Composition
Coordinator

Sioux M. Waks, Senior Typograpber

Manufacturing and Distribution
Mark Davidson, Asseciate Director,
Distribution and Postal Affairs

Mary Kaye Howe, Associate Director,
Production Operations

Mark L. Peal, Associate Director; Production
Services

Joseph Cortese, Assistant Director; Printing
Services

Divisional Support Group
Finance
Richard Simoes, Controller

Management Information Services
Larry Altrich, Director

COPYRIGHT

Material appearing in the Journal of the
American Board of Family Practice is covered
by copyright. Copying beyond the quant-
ties permitted under “fair use” as defined
by U.S. copyright law is allowed provided
the stated fee of $.20 per page is paid
through the Copyright Clearance Center,
21 Congress St., Salem, MA 01970. This
consent does not extend to other copying,
such as copying for advertising or promo-
tional purposes. Single copies for personal
or internal use are allowed at no charge.
Nonprofit institutions may make copies
provided they obtain prior consent from
the Journal of the American Board of Family
Practice, Rights and Permissions Depart-
ment, 1440 Main Steet, Waltham, MA
02154-1649, (617) 893-3800, ext. 1413.

SUBSCRIPTION INFORMATION AND
SERVICES
The Journal of the American Board of Family

Practice is supplied free of charge to family
practice residents and to 38,000 Diplo-
mates of the American Board of Family
Practice. For information please contact:

American Board of Family Practice

2228 Young Drive

Lexington, KY 40505

Tel: (606) 269-5626

FAX: (606) 266-9699

For all other subscribers please contact:
The Journal of the American Board of
Family Practice
Subscription Department
1440 Main Street
Waltham, MA 02154-1649
(617) 893-3800, ext. 1199
Telex: 5106017779 NEJM BOS
FAX: (617) 893-0413

For international subscription information
please contact:
The Fournal of the American Board of
Family Practice
Saxon Way, Melbourn, ROYSTON
Herts, SG8 6NJ, UK.
Telephone: 07-6326-2368
Telex: 94020513 NEJM G
FAX: 07-6326-2401

SUBSCRIPTION RATES
Domestic Inter-
national*
Institutions $58.00 $60.00
Physicians $35.00 $45.00
Residents/Students $20.00 $45.00

*Pounds Sterling drawn on UK. banks ac-
cepted and converted at current rate of ex-
change. U.S. dollars drawn on U.S. banks.

OTHER SUBSCRIPTION INFORMATION
Diplomates should make address changes
on the form accompanying this issue and
forward to the Diplomate address listed
above. All other subscribers should for-
ward changes to the Waltham, Mass., ad-
dress listed on this page. Changes must be
received at least six weeks in advance of
intended move. Please send new address,
old address, and expected date of change.

ISSUES NOT RECEIVED

Missing issues will be replaced for up to
three months from the issue date without
charge. Diplomates and other subscribers
who fail to notify the Lexington, Ky, or
the Waltham, Mass., office of address
changes will not be eligible for free re-
placement issues. Claims beyond the
three-month limit must be prepaid at the
backcopy rates. Claims should be sent to
either the Diplomate or regular subscriber
address listed on this page.

BACK COPIES

If you wish to purchase back copies (issues
published prior to your effective start date)
of the Journal of the American Board of Fam-
ily Practice, there is a charge of $12.50 per
issue. Contact the Waltham, Mass., ad-
dress listed above for information.

REPRINTS

Individual copies of articles are available
from the Waltham, Mass., office. If you
wish to order bulk reprints (minimum
order of 100) please contact the Reprint
Department (617) 893-3800, ext. 1279, at
the Waltham, Mass., office.

INDEXING AND MICROFORM

The Journal of the American Board of Family
Practice is indexed in Index Medicus and is
available in microform from University
Microfilms International.

JABFP March-April 1992 Vol.§ No.2




INFORMATION FOR AUTHORS

The Journal of the American Board of
Family Practice welcomes for editorial
review manuscripts that contribute to
family practice as a clinical scientific
discipline. High priority is given to re-
Korts of clinically relevant studies that

ave gracu'ml implications for im-
proved patient care. Manuscripts are
considered in relation to the extent to
which they represent original work,
their significance to the advancement
of family medicine, and their interest
to the practicing family physician.
Some papers that are accepte«fs by the
Journal will be selected for an accom-
panying guest editorial or concurrent
commentary by other invited authors
addressing issues raised by the papers.
The Fournal publishes the following
features:

Original Articles. Reports of origi-
nal research, usually dealing with a
clinical, health services, or other clin-
ically relevant study.

Medical Practice. Scholarly articles
that relate directly to clinical topics
useful in everyday family practice,
whether dealing with diagnostc or
therapeutic roles of the family physi-
cian or reporting studies of what fam-
ily physicians do in practice.

Clinical Review. In-depth reviews
of specific clinical problems, disease
entities, or treatment modalities; com-
Erehensive and critical analysis of the
iterature is required (usual maximum
length 5000 words).

Clinical Guidelines and Primary
Care. Summaries of major clinical
guidelines proposed by various spe-
cialty, governmental, or health care
organizations, with critical commen-
tary from a primary care perspective.

Special Articles. Articles in other
areas that may relate to the role of the
family physician, education for family
practice, or other subjects important
to family practice asa clinical spe-
cialty.

Brief Reports. Short reports of pilot
studies or case reports with a teachi

int of clinical relevance (usua
ength 1000- 1500 words).

Editorial. Focused opinion or com-
mentary that bears on an issue rele-
vant to the field. May or may not ac-
company an original article in the
same issue (usual length 10001500

words).

Letters to the Editor. Observations,
opinion, or comment on topics under

discussion in the Fournal, usually not
to exceed 500 words.

Book Reviews. Books for review and
book reviews should be sent to Dr.
John P. Geyman, Editor, the Fournal of
the American Board of Family Practice,
Department of Family Medicine
(H8-30), School of Medicine, Uni-
versity of Washington, Seattle, WA
98195.

The following guidelines are in ac-
cordance with the “Uniform Require-
ments for Manuscripts Submitted to
Biomedical Journals.” The current
%fourth) edition was published in the

ebruary 7, 1991, issue of the New
England Journal of Medicine.

MANUSCRIPT SUBMISSION

Manuscripts  containing original
material are accepted for consideration
with the understanding that neither
the article nor any part of its essential
substance, tables, or figures has been or
will be published or submitted for pub-
lication elsewhere before appearing in
the Fournal. This restriction does not
apply to abstracts or press reports pub-
lished in connection with scientific
meetings. Copies of any possibly du-
plicative manuscripts should be sub-
mitted to the Editor along with the
manuscript that is to be considered by
the Fournal. The Journal strongly dis-
courages the submission of more than
one article dealing with related aspects
of the same study. In almost all cases, a
single study is best reported in a single

pager.

ubmit an original and 3 copies of
the complete manuscript, including
text pages, legends, tables, references,
and glossy prints of figures. Only typed
copy, on standard-sized typewriter
paper and double-spaced throughout,
with margins of at ﬁeast 2.5 cm, is ac-
ceptable. Address all submissions to
John P. Geyman, M.D., Editor, the
Journal of the American Board of Family
Practice, Department of Family Medi-
cine (HQ-30), School of Medicine,
University of Washington, Seattle,
WA 98195. A covering letter should
identify the person (with the address
and telephone number) responsible for
negotiations concerning the manu-
script; the letter should make it clear
that the final manuscript has been seen
and approved by all authors.

The Journal expects authors to dis-
close any commercial associations that
might posea conflict of interest in con-
nection with the submitted artcle.
Consultancies, stock ownership or
other equity interests, patent-licensing

arrangements, and other kinds of asso-
ciations that might involve conflict of
interest should be disclosed to the Ed-
itor in a covering letter at the time of
submission. Such information will be
held in confidence while the paper is
under review and will not influence the
editorial decision. If the manuscript is
accepted, the Editor will discuss with
the authors how best to disclose the
relevant information. Questions about
this policy should be directed to the
Editor.

MANUSCRIPTS
Titles and Autbors’ Names

With the manuscript, provide a page
giving the title of the paper; a running
oot of fewer than 40 letter spaces; the
name(s) of the author(s), including
first name(s) and academic degree(s);
the name of the department and insti-
tution in which the work was done; and
the name and address of the author to
whom reprint requests should be ad-
dressed. All funding sources support-
ing the work should be routinely ac-
knowledged on the title page, asshould
all institutional or corporate affilia-
tions of the authors. Two to four key
words should be submitted with the
manuscripts to be used for purposes of
classification by subject. Use terms
from the Medical Subject Headings
from Index Medicus when possible.

Abstracts .

Use another page to provide an ab-
stract of not more than 200 words,
This abstract should be factual, not de-
scriptive, with its content appropriate
to the type of paper. For original arti-
cles reporting results of studies, a four-

aragraph format should be used la-

eled Background, Methods, Results,
and Conclusions. These should briefly
describe, respectively, the object of the
study, the methods used, the major re-
sults, and the author(s) conclusions.
Abstracts are not necessary for Brief
Reports.

Units of Measure

The Fournal will print measure-
ments in Systéme International (SI)
and conventional units. Authors
should use SI units as their principal
system and indicate conventional units
in parentheses.

Abbreviations

Except for units of measurement,
abbreviations are discouraged. Con-
sult the Council of Biology Editors Style
Manual (Fifth edition. ﬁyethesda, MD:
Coundil of Biology Editors, 1983) for
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lists of standard abbreviations. The
first time an abbreviation appears, it
should be preceded by the words for
which it stands.

Drug Names

Generic names should, in general,
be used. If an author so desires, brand
names may be inserted in parentheses.

Inclusive Langua

Sex bias shoul(fe be avoided and gen-
der-inclusive language used whenever
possible.

References

eferences must by typed in double
spacing and numbered consecutively
as they are cited. References first cited
in tables or figure legends must be
numbered so that they will be in se-
quence with references cited in the
text. The style of references is that of
the Index Medicus. Listall authors when
there are 6 or fewer; when there are 7
or more, list the first 6, then “et al.”
Sample references are as follows:

Standard Journal Article

(List all authors, but if the number
exceeds 6, give 6 followed by etal. Note
thatmonth and issue number are omit-
ted when a journal has continuous
pagination throughout a volume.)

Morrow JD, Margolies GR, Row-
land J, Roberts LJ 2nd. Evidence that
histamine is the causative toxin of
scombroid-fish poisoning. N Engl J
Med 1991;324:716-20.

Ongnizaﬁonas.imhor
linical ~Experience Network

(CEN). A large-scale, office-based
study evaluates the use of a new class of
nonsedating antihistamines. A report
from CEN. J Am Board Fam Pract
1990; 3:241-58.

Book

Rakel RE. Textbook of family prac-
tic;.(;l'th ed. Philadelphia: WB Saunders,
1990.

ter in Book
aynes RC _[r. Agents affecting cal-
cification: calcium, parathyroid hor-

mone, calcitonin, vitamin D, and other
compounds. In: Gilman AG, Rall TW,
Nies AS, Taylor P, editors. Goodman
and Gilmans the pharmacological
basis of therapeutics. 8th ed. New
York: Pergamon Press, 1990.

Government Agency

Schwartz ?f Review and evaluation
of smoking cessadon methods: the
United Statesand Canada, 1978-1985.
Bethesda, MD: Department of Health
and Human Services, 1987. (NIH pub-
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in drug use, the implications of using
drugs in combination, and the com-
parative efficacy of different drugs.

Drug Therapy, Volume 8
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published in the New England four-

nal of Medicine from 1985 to 1990,
plus related Correspondence and Ad-
denda by the original authors, provid-
ing updates from new research

and clinical experience.
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JUST PUBLISHED!

Drug Therapy, Volume 8 discusses a
variety of therapeutic classes includ-
ing: antiarrhythmics, vasodilators,
antithrombotics, antibiotics, antican-
cer drugs, and bronchodilators.

Drug Therapy, Volume 8 is edited
by John A. Oates, M.D., and
Alastair J.J. Wood, M.D., Depart-
ment of Medicine, Vanderbilt
University School of Medicine. 300
pages, including index and over
75 charts and illustrations.
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Brief Summary
VERELANe®

i HC!

Sustained-Release Peliet-Filled Capsules
For complete Prescribing Information, consult package insert.
CLINICAL PHARMACOLOGY

Food does not affect the extent or rate of the absorption of verapamil from the controlied reiease
VERELAN capsule. )
Atrioventricular 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 atrial tibrillation and a isting y AV path fi ing admini ion of pamil (see

WARNINGS). i

in pati ith hepatic i iciency is yed and elimination half-life prolonged up o 14 to
16 hours (see PRECAUTIONS), the volume of distribution is increased, and plasma clearance reduced to
about 30% of normai.

CONTRAINDICATIONS

Severe LV dysfunction (see WARNINGS), hypotension (systolic pressure <90 mmHg) or cardiogenic
shock, 8ick sinus rome (if no pacemakaer is present), - or third-degree AV block (if no pacemaker
is present), atrial flutterfibrillation with an accessory bypass tract (eg, WPW or LGL syndromes), (see
WARNINGS), hypersensitivity to verapamil.

WARNINGS

Verapamil should be avoided in patients with severe LV dysfunction (eg, ejection fraction <30%) or moder-
ate-to-severe sg:moms of cardiac failure and in patients with any degree of ventricular dystunction if they
are receiving a beta blacker. Control milder heart failure with optimum digitalization and/or diuretics before
VERELAN i:dusod. Verapamil may occasionally produce hypotension. Elevations of liver enzymes have
been reported.

Several cases of hepatocellular injury have 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
atrial flutter/fibrillation and an accessory AV pathway (eg, WPW or LGL syndromes) have developed an
increased antegrade conduction across the accessory pathway bypassing the AV node, producing a very
rapid L asp or ventricular tibrillation after receiving IV verapamil (or digitalis). Because of this
risk, oral verapamil is contraindi in such pati AV block may occur (second- or third-degree, 0.8%).
Development of marked first-degree block or progression to second- of third-degree block requires reduc-
tion in dosage or, rarely, discontinuation and instifution of appropriate therapy. Sinus bradycardia, second-
degree AV block, sinus arrest, pu|monar¥| edema and/or severe hypotension were seen in some critically il
patients with hyperirophic cardiomyopathy who were treated with verapamil.

PRECAUTIONS
Verapamil should be given cautiously to patients with impaired hepatic function (in severe dysfunction use
about 30% of the normal dose) or impaired renat function, and patients should be monitored for abnormal
prolongation of the PR interval or other signs of overd Verapamil may d neuromuscular frans-
mission in patients with Duchenne’s muscular dystrophy and may prolong recovery from the neuromuscuiar
blocking agent vecuronium, it may be y 10 0 apamil dosage in patients with attenuated
scul ission. Combined therapy with beta-adrenergic blockers and verapamil may resuit in
additive negative etfects on heart rate, atrioventricular conduction and/or cardiac contractility; there have
been reports of excessive bradycardia and AV block, including complete heart block. The risks of such com-
bined therapy may igh the benefits. The ination shoulid be used only with caution and ciose moni-
toring. Decreased metoprolo! clearance may occur with combined use. Chronic verapamil treatment can
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increase serum digoxin levels by 50% to 75% during the first week of therapy, which can result in digitalis
toxicity. In patients with hepatic cirrhosis, verapamil may reduce total body clearance and extrarenal clear-
ance of digitoxin. The digoxin dose should be reduced when verapamil is given and the patient carefully
monitored, Verapamit 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 con-
duction, and repolarization. Combined verapamil and quinidine therapy in patients Wﬂh'thertrophlc car-
diomyopathy should be avoided, since significant hypotension may result. Verapamil has been given
concomitantly with short- and long-acting nifrates without any undasirabie drug interactions. Interaction be-
tween cimetidine and chronically administered verapamil has not been studied. in healthy volunteers, clear-
ance of verapamil was reduced or unchanged. Concomitant use of lithium and verapamil may result in a
lowering of serum lithium levels or increased sensitivity to ithium. Patients receiving both drugs must be
monitored carefully. | . §

Verapamil may increase carbamazepine concentrations during combined use. Rifampin may reduce vera-
pamil bioavailability. Phenobarbital may increase verapamil clearance. Verapamil may increase serum lev-
els of cyclosporine. Concomitant use of inhalation anesthetics and calcium antagonists needs careful
titration to avoid ive cardi lar dep! pamil may potentiate the activity of neuromuscu-
lar blocking agents (curare-like and de Ianzmg); dosage reduction may be required. Adequate animal car-
cinogenicity studies have not been pertormed. One study in rats did not sug‘g:;sl atumorigenic potential, and
verapamil was not mutagenic in the Ames test. Pregnancy Category C: There are no adequate and well-
controlied 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 vera-
pamil use. Safety and efficacy of verapamil in children below the age of 18 years have not been established.

ADVERSE REACTIONS

Reversible (upon discontinuation of pamil) nonobstructive, paralytic ileus has been Infrequently re-
ported in association with the use of verapamil, .

In clinical trials with 285 hypertensive patients on VERELAN for more than 1 week, the following adverse
reactions were raported: constipation (74%); head (5.3%); dizzi (4.2%); lethargy (3.2%); dyspep-
sia (2.5%); rash (1.4%); ankie edema (1.4%); sleep disturbance (1.4%); myalgia (1.1%). In clinical trials of
other formutations of verapamil HCI (N = 4,954), the following reactions have occurred at rates greater than
1.0%: constipation (7.3%); dizziness (3.3%); nausea (2.7%)??1ypotens|on (2.5%); edema (1.9%); headache
(2.2%); rash (1.2%); CHF/pulmonary edema (1.8%); fatigue (1.7%); bradycardia (HR<50/min) (1.4%); AV
biock-total 1°,2°, 3° (1.2%); 2° and 3° (0.8%); flushing (0.6%); elevated liver enzymes (see WARNINGS).

The following reactions, reported in 1.0% or less of patients, occurred under conditions (open trials, mar-
keting experience%;vhare a causal relationship is uncertain. Cardiovascular: angina pectoris, atrioventricu-
lar dissociation, chest pain, claudication, myocardial infarction, palpitations, purpura (vasculitis), syncope.
Digestive System: diarrhea, dry mouth, gastmmtesnnal distress, gingival hyperplasia. Hemic and Lym-
phatic: ecchymosis or bruising. Nervous Sy cerabr l dent, canfusion, equilibrium disor-
ders, insomnia, muscle cramps, par psycholic symp! shakiness, somnolence. Respiratory:
dyspnea. Skin: arthraigia and rash, exanthema, hair loss, hyperkeratosis, maculae, sweating, urticaria,
Stevens-Johnson syndrome, erythema multiforme. Special Senses: blurred vision. Urogenital: gyneco-
mastia, impotence, increased urination, spotty menstruation.
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