LOPIO is indicated for reducing the risk of coronary heart disease
in type lib patients with low HOL, in addition to elevated LOL 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.

Raised low HDL 25%
-in patients whose baseline HOL was < 35 mgldL and median baseline
LOL was 186 mgldL in the landmark Helsinki Heart Study (HHS).3

Reduced heart attack
incidence up to 62%*

-in these HHS patients.3 Incidence of serious coronary events was
similar for LOPIO and p~acebo subgroups with baseline HOL above the
median (46.4 mgldL).3

RAISES HDL, LOWERS LDL AND TRIGLYCERIDES
DRAMATICALLY REDUCES HEART ATTACK
Contraindicated in patients with hepatic or severe renal dysfunction,
including primary biliary cirrhosis, preexisting gallbladder disease, or
hypersensitivity to gemfibrozil. LOPIO may increase cholesterol
secretion into the bile, leading to cholelithiasis. Caution should be
exercised when anticoagulants are given in conjunction with LOPIO.
"Defined as a combination of definite coronary death and/or definite myocardial infarction.
P - .013; 95% CI13.3 to 111.5.

References 1. Goldstein IL, Hazzard WR, Schrott HG, Bierman EL, Motulsky N:,. Hyperlipidemia in coronary
heart disease. I. lipid levels in 500 survivors of myocardial infarction. JClin Invest '1973;52:1533-1543.
2. Assmann G, Schulte H. PROCAM-Trial: Prospective Cardiovascular Munster Trial. Zurich: Panscientia \t>rlag;
1986:8-9. 3. Data on file, Medical Affairs Dept, Parke-Davis.
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from controls in the incidence of liver tumors, but the doses tested were lower than those
A BrIef Summ.ry follows.
shown to be carcinogenic with other fibrates,
CONTRAINDICATIONS. 1. Hepatic or severe renal dysfunction, including primary
Male rats had a dose·related and statistically significant increase of benign Leydig cell
biliary cirrhosis.
tumors at 1 and 10 times the human dose
2. Preexisting gallbladder disease (See WARNINGS).
Electron microscopy studies have demonstrated a florid hepatic peroxisome prolifera·
3. Hypersensitivity to gemfibrozil.
tion follOWing Lopid administration to the male rat. An adequate study to test for perox·
WARNINGS. ,. Because of chemical, pharmacological, and clinical similarities beisome proliferation has not been done in humans but changes in peroxisome
morphology have been observed. Peroxisome proliferation has been shown to occur in
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
humans with either of two other drugs of the fibrate class when liver biopsies were comProject, 1000 subjects with previous myocardial infarction were treated for five years
pared before and after treatment in the same individual.
with clofibrate. There was no difference in mortality between the clofibrate-treated subAdministration of approximately three orten times the human dose to male rats for 10 weeks
jects and 3000 placebo-treated subjects, but twice as many clofibrate-treated subjects
resulted in a dose-related decrease of fertility. Subsequent studies demonstrated that this
developed cholelithiasis and cholecystitis requiring surgery. In the other study, coneffect was reversed after a drug-free period of about eight weeks, and it was not transmitducted by the World Health Organization (WHO), 5000 subjects without known cor·
ted to the offspring.
5. Pregn.ncy Cetegory B-Reproduction studies have been performed in the rat at
onary heart disease were treated wrth clofibrate for five years and followed one year
beyond. There was a statistically significant, 29%, higher total mortality in the clofibratedoses 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
treated than in a comparable placebo-treated control group. The excess mortality was
due to a 33 0Al increase in noncardiovascular causes, including malignancy, postthe 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·
cholecystectomy complications, and pancreatitis. The higher risk of clofibrate-treated
subjects for gallbladder disease was confirmed.
spring from 36 litters of rats and 100 fetuses from 22 litters of rabbits.
During the Helsinki Heart Study and in the lV2 year follow-up period since the trial
There are no studies ',n pregnant women. In view of the fact that Lopid is tumorigenic in
was completed, mortality from any cause was 59 (2.9%) in the Lopid group and 55
male and female rats, the use of Lopid in pregnancy should be reserved for those patients where the benefit clearly outweighs the possible risk to the patient or fetus.
(2.7%) 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
6. Nurelng Mothers- Because of the potential for tumorigenicity shown for gemfibrozil in rats, a decision should be made whether to discontinue nursing or discontinue
the more limited size of the Helsinki Heart Study, this result is not statisticallysignificantly different from the 29% excess mortality seen in the clofibrate group in the
the drug, taking into account the importance of the drug to the mother.
separate WHO study. Noncoronary heart disease related mortality showed a 58%
7. H.matologlc Ch.ng•• - Mild hemoglobin, hematocrit and white blood cell
greater trend in the Lopid group (43 vs 27 patients in the placebo group, p=0.056).
decreases have been observed in occasional patients following initiation of Lopid
In the Helsinki Heart Study, the incidence of total malignancies discovered during the
therapy. However, these levels stabilize during long-term administration. Rarely, severe
trial and in the lV2 years since the trial was completed was 39 in the Lopid group and 29
anemia, leukopenia, thrombocytopenia, and bone marrow hypoplasia have been
In the placebo group (difference not statistically significant). This includes 5 basal cell
reported. Therefore, periodic blood counts are recommended during the first 12 months
of Lopid administration.
carcinomas in the Lopid group and none in the placebo group (p=0.06; historical data
8. Liver Function-Abnormal liver function tests have been observed occasionally
predicted an expected 4.7 cases in the placebo group). GI malignancies and deaths
from malignancies were not statistically
,-_ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _-, during Lopid administration, including elevadifferent between Lopid and placebo subtions of AST (SGOT), ALT (SGPT), LDH, biligroups. Follow-up of the Helsinki Heart
~If»lll D~
rubin, and alkaline phosphatase. These are
Study participants will provide further inforusually reversible when Lopid is disconmation on cause-specific mortality and
tinued. Therefore periodic liver function
cancer morbidity.
studies are recommended and Lopid therapy
2. A gallstone prevalence substudy of 450
should be terminated if abnormalities persist.
Helsinki Heart Study participants showed a
~
9. U.. ln Children-Safety and efficacy in
• •
children have not been establiShed.
trend toward a greater prevalence of gallstones during the study within the Lopid
To
ADVERSE REACTIONS. In the double-blind
treatment group (7.5% vs 4.9% for the placeU
controlled phase of the Helsinki Heart Study
bo group, a 55% excess for the gemfibrozil
2046 patients received Lopid for up to 5 years
group). A trend toward a greater incidence
RAI SES H DL, LOWERS LDL AND TRIGLYCERI DES
In that study, the following adverse reactions'
of gallbladder surgery was observed for the
DRAMATICALLY REDUCES HEART ATTACK
were statistically more frequent in SUbjects in
Lopid group (17 vs 11 subjects, a 54% exthe Lopid group (placebo incidence in parentheses): gastrointestinal reactions, 34.2%
cess). This result did not differ statistically
(23.8%); dyspepsia, 19.6% (11.9%); abdominal pain, 9.8°Al.(5.6%); acute appendiCitis
from the increased incidence of cholecystectomy observed in the WHO study in the
group treated with clofibrate Both clofibrate and gemfibrozil may increase cholesterol
(histologically confirmed in most cases where data are available), 1.2% (0.6%); atrial
excretion into the bile leading to cholelrthiasis. If cholelithiasis is suspected, gallbladder
fibrillation, 0.7% (0.1%).
studies are indicated. Lopid therapy should be discontinued if gallstones are found.
Adverse events reported by more than 1% of subjects, but without a significant differ3. Since a reduction of mortality from coronary artery disease has not been
ence between groups (placebo inc.idence in parentheses) were: diarrhea, 7.2% (6.5%);
fatigue, 3.8 oAl (3.5%); nausea/vomiting, 2.5% (2.1%); eczema, 1.90Al (1.2%); rash 1 7%
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
(1.3%); vertigo, 1.5% (1.30Al); constipation, 1.4% (1.3 0Al); headache, 1.2% (1.1%).' .
AND USAGE section. If a significant serum lipid response is not obtained, Lopid should
Gellbledder .urgery was performed in 0.9% of Lopid and 0.5% of placebo Subjects, a
be discontinued.
64% excess, which is not statistically different from the .excess of gallbladder surgery
4. Concomitant Anticoagulants- Caution should be exercised when anticoagulants
observed in the clofibrate compared to the placebo group of the WHO stUdy.
are given in conjunction with Lopid. The dosage of the anticoagulant should be reduced
Nervous system and special senses adverse reactions were more common in the
Lopid group. These included hypestheSia, paresthesias, and taste perverSion. Other
to maintain the prothrombin time at the desired level to prevent bleeding complications.
Frequent prothrombin determinations are advisable until it has been definitely determined
adverse reactions that were more common among Lopid treatment group Subjects but
where a causal relationship was not established include cataracts, peripheral vaSCular
that the prothrombin level has stabilized.
5. Concomitant therapy with Lopid and Mevaco"" (Iovastatin) has been associated with
disease, and intracerebral hemorrhage.
_
rhabdomyolysis, markedly elevated creatine kinase (CK) levels and myoglobinuria,
From other studies it seems probable that Lopid is causally related to the OCcurrence
leading in a high proportion of cases to acute renal failure. In most subjects who have
of mueculoekel.tel aymptom. (See WARNINGS), and to .bnorm.lllver functton
had an unsatisfactory lipid response to either drug alone, the possible benefit of combined
t ••te and h.metologlc chang" (See PRECAUTIONS).
therapy wrth lovastatin and gemfibrozil does not outweigh the risks of severe myopathy,
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 605 patients.
rhabdomyolysis, and acute renal failure (See Drug Interactions). The use of fibrates
alone, including Lopid, may occaSionally be associated wrth myositis. Patients receiving
Additional adverse reactions that have been reported for gemfibrozil are listed below
Lopid and complaining of muscle pain, tenderness, or weakness should have prompt
by system. These are categorized according to whether a causal relationship to treatmedical evaluation for myositis, including serum creatine kinase level determination. If
ment with Lopid is probable or not established:
myositis is suspected or diagnosed, Lopid therapy should be withdrawn.
CAUSAL RELATIONSHIP PROBABLE: GastrOintestinal: cholestatic jaundice; Central
6. Cataracts-Subcapsular bilateral cataracts occurred in 10oAl, and unilateral in 6.3%
Nervous System: dizziness, somnolence, paresthesia, peripheral neuritis, decreased
of male rats treated with gemfibrozil at 10 times the human dose.
libido, depression, headache; Eye: blurred vision; Genitourinary: impotence;
PRECAUTIONS. ,. Inltl.1 Th.rspy- Laboratory studies should be done to ascertain
MusculOSkeletal: myopathy, myasthenia, myalgia, painful extremities, arthralgia,
that the lipid levels are consistently abnormal. Before instituting Lopid therapy, every atsynovitiS, rhabdomyolysis (see WARNINGS and Drug Interactions under PRECAUTIONS); Clinical Laboratory: increased creatine phosphokinase, increased bilirubin, intempt 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
creased liver transaminases (AST [SGor], ALT [SGPTJ), increased alkaline phosphatase;
HematopoietiC: anemia, leukopenia, bone marrow hypoplasia, eosinophilia; 1mhypothyroidism that are contributing to the lipid abnormalities.
2 Continued Therepy- Periodic determination of serum lipids should be obtained,
munologic: angioedema, laryngeal edema, urticaria; Integumentary: exfoliative dermatitis, rash, dermatitis, pruritus.
and the drug withdrawn if lipid response is inadequate after 3 months of therapy.
CAUSAL RELATIONSHIP Nor ESTABLISHED: General: weight loss; Cardiac: extrasys3 Drug Interectlon.-(A) Loveatatln: Rhabdomyolysis has occurred with combined
gemfibrozil and lovastatin therapy. It may be seen as early as 3 weeks after initiation of
toles; Gastrointestinal: pancreatitis, hepatoma, colitis; Central Nervous System: confucombined therapy or after several months. In most subjects who have had an unsatisfacsion: convulsions, syncope; Eye: retinal edema; Genitourinary: decreased male fertility;
tory lipid response to either drug alone, the possible benefit of combined therapy with
Cllmcal Laboratory: pOSItive antinuclear antibody; Hematopoietic: thrombocytopenia;
lovastatin and gemfibrozil does not outweigh the risks of severe myopathy, rhabImmunologic: anaphylaxis, Lupus-like syndrome, vasculitis; Integumentary: alopecia.
domyolysis, and acute renal failure. There is no assurance that periodic monitoring of
DOSAGE AND ADMINISTRATION. The recommended dose for adults is 1200 mg
creatine kinase will prevent the occurrence of severe myopathy and kidney damage.
administered in two divided doses 30 minutes before the morning and evening meal.
(B) Antleoagul.nte: CAUTION SHOULD BE EXERCISED WHEN ANTICOAGUMANAGEMENT OF OVERDOSE. While there has b(len no reported case of overLANTS ARE GIVEN IN CONJUNCTION WITH LOPID. THE DOSAGE OF THE ANTIdosage, symptomatic supportive measures should be taken should it occur.
R.terenc": 1. Frick MH, Elo 0, Haapa K, et al: Helsinki Heart Study: Primary prevenCOAGULANT SHOULD BE REDUCED TO MAINTAIN THE PRorHROMBIN TIME AT
THE DESIRED LEVEL TO PREVENT BLEEDING COMPLICATIONS. FREQUENT
tion trial with gemfibrozil in middle-aged men with dyslipidemia. N EnglJ Med
PRorHROMBIN DETERMINATIONS ARE ADVISABLE UNTIL IT HAS BEEN
1987;317:1237-1245.2. Manninen V, Elo 0, Frick MH, et al: Lipid alterations and decline
in the incidence of coronary heart disease in the Helsinki Heart Study. JAMA 1988;
DEFINITELY DETERMINED THAT THE PRorHROMBIN LEVEL HAS STABILIZED.
4. Cerclnoganaata. Mutag.neala,lmpalrmant of Fertlllty- Long-term studies
260:641-651.3. Nikkila EA: Familial lipoprotein lipase deficiency and related disorders of
have been conducted in rats and mice at one and ten times the human dose. The incichylomicron metabolism. In Stanbury J. B. at al. (eds.): The MetaboliC BaSis of Inherited
dance of benign liver nodules and liver carcinomas was significantly increased in high
Disease, 5th ed., McGraw-Hili, 1963, Chap. 30, pp. 622-642.
dose male rats. The incidence of liver carcinomas increased also in low dose males,
Ceutlon - Federal law prohibits dispensing without prescription.
PARKE-DAVIS
but this increase was not statistically significant (P-O.l). In high dose female rats, there
0737G013
was a significant increase in the combined incidence of benign, and malignant liver
Div of Warner-Lambert Co
Morris Plains, NJ 07950 USA
neoplasms. In male and female mice, there were no statistically significant differences
PD-56-JA-6767-Bl(031)
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the Journal. The JO'U1'1lIJI strongly discourages 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
paper.
Submit 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 least 2.5 em, is acceptable. Address all submissions to
John P. Geyman, M.D., Editor, the

Journal ofthe American Board*Fam;1y
Practice, Department of Fami Medicine (HQ-30), School of edicine,
University of Washington, Seattle,
WA 98195. A coverin¥ letter should
identify the person (WIth the address
and telephone number) responsible for
negotiations concerning the manuscript; the letter should make it clear
that the final manuscript has been seen
and approved by all authors.
The Journal expects authors to disclose any commercial associations that
might pose a conflict of interest in connection with the submitted article.
Consultancies, stock ownership or
other equity interests, patent-licensing
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arrangements, and other kinds of associations that might involve conflict of
interest should be disclosed to the Editor 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.
MANUSCIllPI'S

TIl,. """ AIItbots' N"",.
With the manuscript, provide a page
giving the title of the paper; a running
foot of fewer than 40 letter s\>aces; the
name(s) of the author(s), mcluding
first name(s) and academic degree(s);
the name of the department and institution in which the work was done; and
the name and address of the author to
whom reprint requests should be addressed. All funding sources suPJ>Orting the work shoufd be routinely acknowledged on the title page, as should
all institutional or corporate affiliations of the authors. Two to four key
words should be submitted with the
manuscri(lts to be used for purposes of
classificauon by subject. Use terms
from the Medical Subject Headings
from Index Medicuswhen possible.
NMINe,.
Use another page to provide an abstract of not more than 200 words.
This abstract should be factual, not descriptive, with its content aPl!ropriate
to the type of paper. For original articles reporting results of studies, a fourparagraph format should be used labeled Background, Methods, Results
and Conclusions. These should briefly
describe, respectively, the object of the
study, the methods used, the major results, and the author(s) conclusions.
Abstracts are not necessary for Brief
Reports.

u..u. ojM_,.

The JO'U1'1lIJI will print measurements in Systeme International (SI)
and conventional units. Authors
should use SI units as their principal
system and indicate conventional units
in parentheses.
~

Except for units of measurement,
abbrevIations are discouraged. Consult the Council of Biology &Jitors Style
MAnual (Fifth ed1tion. Bethesda, MD:
Council of Biology Editors, 1983) for

lists of standard abbreviations. The
first time an abbreviation appears, it
should be preceded by the words for
which it stands.

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

Sex bias should be avoided and gender-inclusive language used whenever
possible.

~-:=ces 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 sequence 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 a!."
Sample references are as follows:

S1aodardjoumal Article
(List all authors, but if the number
exceeds 6, give 6 followed by et a!. Note
that month and issue number are omitted when a journal has continuous
pagination throughout a volume.)
Morrow JD, Margolies GR, Rowland J, Roberts IJ 2nd. Evidence that
histamine is the causative toxin of
scombroid-fish poisoning. N Engl J
Med 1991; 324:716-20.
Otpnjzadon as Author
Clinical
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 practice. 4th ed. Philadelphia: WB Saunders,
1990.

chapter In Book

l1aynes RC Jr. Agents affecting calcification: calcium, parathyroid hor-

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

Government Agency
SchwartzJL. Review and evaluation
of smoking cessation methods: the
United States and Canada, 1978-1985.
Bethesda, MD: Department of Health
and Human Services, 1987. (Nlli publication no. 87-2940.)

Personal Communiadions
Numbered references to personal
communications, unpublished data,
and manuscripts either "in preparation" or "submitted for publication"
are unacceptable (see "Permissions").
If essential, such material may be incorporated in the appropriate place in
the text.

TIIbks
Type tables in double spacing on
separate sheets, and provide a tide for
each. For footnotes, use the following
symbols, in this sequence: *, t, :j:, §,
I~ " **, tt, etc. Excessive tabular data
are discouraged. If an article is accepted, the ]ourntJJ will arrange to deposit extensive tables of important data
with the National Auxiliary Publications Service (NAPS); we will pay for
the deposit and add an appropriate
footnote to the text. This service makes
microfiche or photocopies of tables
available at moderate charges to those
who request them.
RlutrwIioru
Figures should be professionally designed. Glossy, black-and-white photographs are requested. Symbols, lettering, and numbering should be clear,
and these elements should be large
enough to remain legible after the figure has been reduced to fit the width of
a single column.
The back of each figure should include the sequence number, the name
of the author, and the proper orientation (e.g., "top"). Do not mount the
figure on cardboard. Photomicro-

graphs should be cropped to a width of

8 em, and electron photomicrographs
should have internal scale markers.
If photographs of patients are used,
either the subjects should not be identifiable or their pictures must be accompanied by written permission to
use the figure. Permissions forms are
available from the Editor.
Legends for illustrations should be
type-written (double-spaced) on a separate sheet and should not appear on the
illustrations.
Color illustrations are used from
time to time. Send both transparencies
and prints for this purpose.
p~

Materials taken from other sources
must be accompanied by a written
statement from both author and publisher giving permission to the jourruzJ
for reproduction.
Obtain permission in writing from at
least one author of papers still in press,
of unpublished data, and of personal
communications.
REVIEW AND ArnON

Manuscripts are examined by the editorial staff and are usually sent to outside reviewers. Authors will remain
anonymous to outside reviewers and
vice versa. External statistical review
will be accomplished where appropriate. Every effort will be made to complete the review process as expeditiouslyas possible.

Co/I.YrlgbITrrlll¥-- ForMs

Transfer of copyright to the jourruzJ
is requested upon acceptance of the
material for publication. Copyright
transfer is required of all materials to
be published in the Journal, including
Letters to the Editor and Book Reviews.

~rs will receive reprint infor-

mation and rates when they are sent
their galley proofs. Reprints ordered at
that time will be shipped about 3 weeks
after the publication date.
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Morbidity &Mortality Weekly Report
gives you the facts.
Every week the experts at the Centers for Disease Control report
the facts on disease trends, epidemiological reports and health
recommendations. Better than mere summaries, these reports (complete
with charts, maps and tables) pinpoint disease trends by region. You'll know
exactly what's happening in your part of the country as it occurs. No other
source can offer you this fast breaking information - as it happens.
Subscribe today, and get the facts.

o YES!

-----------------------------,

I want the facts on the latest medical trends as reported by the e.ne. 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.nc.

o Rush mine, 1st class delivery o Send mine, 3rd class delivery -

$ 58.00

Nwne ______________________________________________

$ 42.00
~ress

o My payment for _ _ _ _ _ _ _ _ is enclosed. *
o Please charge to my credit card:
o AmEx
o MasterCard
0 Visa

*----------------------------Expire Date _ _ _ _ _ _ _ _ _ _ _ __
Signature _ _ _ _ _ _ _ _ _ _ _ _ __

RISK-FREE GUARANTEE: '\bu may cancel your
subscription al any time and receive a full refund on
all unmailed issues.

_______________________________________________

City _______________________ State ________ Zip _ _ __
~ca1Specwty------------------------------------PIe..., allow 4-6 weeks for delivery of fint issue. Rates subject to chaoge withQut notice.
• Make checks payable to MMWR.

Massachusetts Medical Society, P. Q Box 9UO, Waltham, MA 022S4-9UO
Credit Card Orders: Call 1 (800) 843-6356
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