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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 pharmacologic agents such as bile acid
sequestrants and nicotinic acid. LOPID is not indicated for the treatment
of patients with | DL cholesterol as their only lipid abnormality.

Reduced heart attack
incidence up to 62%*

—in Helsinki Heart Study patients whose baseline HDL was < 35 mg/dL
and median baseline LDL was 186 mg/dL.' Incidence of serious coronary
events was similar for LOPID and placebo subgroups with baseline HDL
above the median (464 mg/dL).!

Raised low HDL 25%

—in these Helskinki Heart Study patients.'

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
hypersensitivitsgto gemfibrozil. LOPID may increase cholesterol
secretion into the bile, leading to cholelithiasis. Caution should be
exercised when anticoagulants are given in conjunction with LOPID.

*Defined as a combination of definite coronary death and/or definite myocardial infarction.
P = 013;95% Cl 133 to 111.5.

Reference 1. Data on file, Medical Affairs Dept, Parke-Davis,

Please see last page of this advertisement for warnings, contraindications,
and brief summary of prescribing information.




Lopid® (Gemfibrozil Capsules and Tablets)

Before prescribing, please see full 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 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
Project, 1000 subjects with previous myocardial infarction were treated for five years
with clofibrate. There was no difference in mortality between the clofibrate-treated sub-
jects and 3000 placebo-treated subjects, but twice as many ciofibrate-treated subjects
developed cholelithiasis 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, 299, 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 gallbladder disease was confirmed.

During the Helsinki Heart Study and in the 1v2 year follow-up period since the trial
was completed, mortality from any cause was 59 (2.9%) in the Lopid group and 55
(2.7%) in the placebo group. Mortality from any cause during the 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 different from the 29% excess mortality seen in the clofibrate group in the
separate WHO study. Noncoranary heart disease related mortality showed a 58%
greater trend in the Lopid group (43 vs 27 patients in the placebo group, p=0.056).

Inthe 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). Gi malignancies and deaths
from malignancies were not statistically

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 adequate study to test for perox-
isome proliferation has not been done in humans but changes in peroxisome
morphology have been observed. Peroxisome profiferation 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 rabhit 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 hemoglabin, hematocrit and white blood cell
decreases have been observed in occasional patients following initiation of Lopid
therapy. However, these levels stabilize during long-term administration. Rarely, severe
anemia, leukopenia, thrombocytopenia, and bone marrow hypoplasia have been
reported. Therefore, periodic blood counts are recommended during the first 12 months
of Lopid administration,

8. Liver Function —Abnormal liver function tests have been observed occasionally

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-
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RAISES HDL, LOWERS LDL AND TRIGLYCERIDES
DRAMATICALLY REDUCES HEART ATTACK

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.
9. Use in Children - Safety and efficacy in
children have not been established.
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 subjects in
the Lopid group (placebo incidence in paren-

during Lopid administration, including eleva-

tions of AST (SGOT), ALT (SGPT), LDH, bili-
. BID

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, galibladder
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 ievel to prevent bleeding complications.
Frequent prothrombin determinations are advisable until it has been definitely determined
that the prothrombin level has stabilized.

5. Concomitant therapy with Lopid and Mevacor® (lovastatin) has been associated with
rhabdomyolysis, markedly elevated creatine kinase (CK) levels and myoglobinuria,
leading in a high proportion of cases to acute renal failure. In most subjects who have
had an unsatisfactory lipid response to either drug alone, the possible benefit of combined
therapy with lovastatin and gemfibrozit 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 myositis, including serum creatine kinase level determination. If
myositis is suspected or diagnosed, Lopid therapy should be withdrawn.

6. Cataracts — Subcapsular bilateral cataracts occurred in 109, and unilateral in 6.3%
of male rats treated with gemfibrozil at 10 times the human dose.

PRECAUTIONS. 1. Initial Therapy — Laboratory studies should be done to ascertain
that the lipid levels are consistently abnormal. Before instituting Lopid therapy, every at-
tempt should be made to 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 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 unsatistac-
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 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, 196% (11.9%); abdominal pain, 9.8% (56%); acute appendicitis
(histotogically confirmed in most cases where data are available), 1.2% (06%); atria!
fibrillation, 0.7% (0.19%). )

Adverse events reported by more than 1% of subjects, but without a significant differ-
ence between groups (placebo incidence in parentheses) were: diatrhea, 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%).
Gallibladder surgery was performed in 0.9% of Lopid and 05% of placebo subjects, a
6406 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 controlied clinical trials of 805 patients.

Additional adverse reactions that have been reported for gemfibrozil are listed beiow
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; Centra/
Nervous System: dizziness, somnolence, paresthesia, peripheral neuritis, decreased
libido, depression, headache; Eye: blurred vision; Genitourinary: impotence;
Musculoskeletal: myopathy, myasthenia, myalgia, painful extremities, arthralgia,
synovitis, rhabdomyolysis (see WARNINGS and Drug Interactions under PRECAU-
TIONSY, Clinical Laboratory: increased creatine phosphokinase, increased bifirubin, in-
creased liver transaminases (AST [SGOT], ALT [SGPT)), increased alkaline phosphatase;
Hematopoietic: anemia, leukopenia, bone marrow hypoplasia, ecsinophilia; /m-
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-like syndrome, vasculitis; Integumentary: alopecia.
DOSAGE AND ADMINISTRATION. The recommended dose fgr adults is 1200 mg
administered in two divided doses 30 minutes before the morning and evening meal.
MANAGEMENT OF OVERDOSE. While there has been no reported case of over-
dosage, symptomatic supportive measures should be taken should it occur.
References: 1. Frick MH, Elo O, Haapa K, et al: Helsinki Heart Study: Primary preven-
tion trial with gemfibrozil in middle-aged men with dyslipidemia. N Engl J Med
1987;317:1237-1245. 2. Manninen V, Elo O, Frick MH, et al: Lipid alterations and decline
in the incidence of coronary heart disease in the Helsinki Heart Study. JAMA 1988;
260:641-651. 3. Nikkila EA: Familial lipoprotein lipase deficiency and related disorders of
chylomicron metabolism. In Stanbury J. B. et al. (eds.): The Metabolic Basis of Inheritad
Disease, 5th ed., McGraw-Hill, 1983, Chap. 30, pp. 622-642.

Cautlon —Federal law prohibits dispensing without prescription.
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Abstracts
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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-
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and conventional units. Authors
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Abbreviations

Except for units of measurement,
d. Con-
sult the Council of Biolo, itors Style
Moanual (Fifth edition. Bethesda, :
Council of Biology Editors, 1983) for
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lists of standard abbreviations. The
first dme an abbreviation appears, it
should be preceded by the words for
which it stands.

Drug Names
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available at mocferate charges to those
who request them.

Hlustrations

Figures should be professionally de-
signed. Glossy, black-and-white pho-
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Food Fight
Erupts in
Neighborhood
Supermarket

Produce section after recent food fight.

Carrots, broccoli, tomatoes,
even brussels sprouts were
Ting into grocery carts as

e Great American Food
Fight Against Cancer broke
out in area supermarkets.

Consumers are reacting to
studies which show that foods
high in vitamins A and C, high
in fiber and low in fat, may
help reduce cancer risk.

“My husband is getting
whole grain toast tomorrow
morning,” one shopper de-
clared. A mother was seen
throwing carrots into her bag.
“Snacks for the kids,” she
said.

Grocers are, of course,
delighted. “This food fight is
pretty exciting,” said one pro-
duce manager, “and there’s
nothing for me to clean u "

The American Cancer
ety, sponsor of the Food Fi
has more information. all
1-800-ACS-2345.

And, be on the lookout for
Community Crusade volun-
lteers armed with shopping
ists

AMERICAN
CANCER
SOCIETY"

Public Service Message




ANNOUNCING
A GREAT YEAR AHEAD
FOR HERPES PATIEN

1-YEAR INDICATION FOR DAILY THERAPY

Herpes patients can look forward to a great year ahead. Results of a recent clinical
study show a lesion-free year for nearly half the patients treated with ZOVIRAX
Capsules 400 mg b.i.d*' For all ZOVIRAX Capsule recipients, recurrences during
the studyy1earwere limited to a mean of 1.8, compared with a mean of 114 for placebo
recipients.

Daily use was aiso shown to be well tolerated. And this extended clinical study |
demonstrgzted no evidence of cumulative toxicity and no change in acyclovir | e
sensitivity." -

Prescribe daily ZOVIRAX Capsule therapy...and help keep your patients lesion- ;‘h o capmu
free longer.” 1A

* Alternate maintenance regimens range from 200 mg t.i.d. to 200 mg five times daily. v
tin a controlied study of 3 years duration, 45%, 52%, and 63% of patients remained free of
recurrences in the first, second, and third years, respectively.®
Please see brief summary of prescribing information on adjacent page.

ZOVIRAX 200mg
acycon) Capsules

KEEPS HERPES PATIENTS LESION-FREE LONGER'



ZOVIRAX® CAPSULES
ZOVIRAX® SUSPENSION

(ACYCLOVIR)

BRIEF SUMMARY

INDICATIONS AND USAGE: Zovirax Capsules and Suspension are in-
dicated for the treatment of initial pisodes and the management of recur-
rent episodes of genital herpes in certain patients.
Zovirax Capsules and Suspension are alsoindicated for the acute treat-
ment of herpes zoster {shingles).
Genital Herpes Infections: The severity of disease is variable depend-
ing upon the immune status of the patient. the frequency and duration
ofepisodes. and the degres of Y ic invol . These
factors should determine patient management. which may include
ymp ic support and ing onty, or the institution of spacific
therapy. The physical, emotional and psycho-social difficulties posed
by herpes infections as well as the degree of debilitation. particularly
inimmunocompromised patients, are upigue for each patient, andthe
physician should determine therapeutic alternatives based on his or
her understanding of the individual patient’s needs. Thus orally ad-
ministered Zovirax is not appropriate in treating al genital herpes in-
fections. The foltowing guidelines may be usefulin weighing the bene-
fit/risk considerations in specific disease categories:
First Episodas (primary and nonprimary infections—commonly known
as initial genital herpes):
Double-blind, placebo-controlled studies have demonstrated that orally
administered Zovirax significantly reduced the duration of acute infection
(detection of virus in lesions by tissue culture) and lesion healing. The
duration of pain and new lesion formation was decreased in some pa-
tient groups. The promptness of initiation of therapy and/or the patient's
prior exposure to Her pes simplex virus may i the degree of ben-

Because of the possibitity that less sensitive virus may be selected in
patients who are ivi yciovir, all patients should be advised to
take particular care to avoid potential transmission of virus if active le-
sions are present while they are on therapy. In severely immunocom-
promised patients, the physician should be aware that prolonged or
repeated courses of acyctovir may result in selection of resistantviruses
which may not fully respond to continued acyclovir therapy.
Drug inte Co ini ion of pr id with |
acyclovir has been shown to increase the mean half-life and the area
under the concentration-time curve. Urinary excretion and renal
ingly reduced. The ctinical effects of this

were correspondingly
combination have not been studied.
Carcinogenesis, Mutagsnesis, Impairment of Fertitity: The data pre-
sented below include references to peak steady state plasma acyclovir
concentrations observed in humans treated with 800 mg given ovallg
6 times a day (dosing appropriate for treatment of herpes zoster) or 20
mg given orally 6 times a day (dosing appropriate for treatment of genital
herpes). Plasma drug concentrations in animal studies are expressed
as multiptes of human exposure to acyclovir at the higher andiower dos-
ing schedules (see Phar inetics).
Acyclovir was tested in lifetime bioassays in rats and mice at single daily
doses of up to 450 mg/kg administered by gavage. There was no
statistically significant difference in the incidence of tumors between
treated and control animals, nor did acyclovir shorten the latency of
tumors. At 450 mg/kg/day. plasma concentrations were 310 6 times
human tevels in the mouse bioassay and 1 to 2 times human levels in
the rat bioassay.
Acyclovir was tested intwo in vitro cell transformation assays. Positive
results were observed at the highest concentration tested (31to 63 times
human leveis) in one System and the resulting morphalogically
transformed cells formed tumors when inoculated into immunosup-
pressed. syngenei ing mice. Acyclovir was ive (40 to 80
times human levels) in the other, possibly less sensitive, transtorma-
tion assay.
In acute cytogenetic studies, there was an increase. though not sta-

efit from therapy. Patients with mild disease may derive less benefit than
those with more severe episodes. n pati with mely severe
apisodes, in which prostration, central nervous system involvement,
urinary retention or inability to take oral medication require hospitaiiza-
tion and more aggressive management, therapy may be best initiated
with intravenous Zovirax.
Recurrent Episodes:
Double-blind, placebo-controlled studies in patients with frequent recur-
rences (6 or more episodes per year) have shown that orally administered
Zovirax given daily for 4 months to 3 years prevented or reduced the
frequency and/or severity of recurrences in greater than 95% of
patients.
Inastudy of 283 patients who received 400 mg (two 200 mg capsules)
twice daily for 3years, 45%. 52% and 63% of patients remained free
ofrecurrences in the first, second and third years, respectively. Serial
analyses of the 3 month recurrence rates for the 283 patients showed
that 71% to 87% were recurrence-tree in each quarter. indicating that
the effects are consistent over time.
The frequency and severity of episodes ot untreated genital herpes may
change over time. After 1 year of therapy, the frequency and severity
of the patient's genital herpes infection should be re-evaluated to assess
the need for continuation of acyclovir therapy. Re-evaluation will usually
require a trial off acyclovir to assess the need for reinstitution of sup-
pressive therapy. Some patients, such as those with very frequent or
savere apisodes before treatment, may warrant uninterrupted suppres-
sion for more than a year.
Chronic suppressive therapy is most appropriate when, in the judge-
ment of the physician, the benefits of such a regimen outweigh known
or potential adverse effects. in generai, orally administered Zovirax
should not be used for the suppression of recurrent disease in mildly
ffected patients. U d questions concerning the relevance to
humans o in vitro mutagenicity studies and reproductive toxicity studies
in animals given high parenteral doses of acyclovir for short periods (see
Carcinogenesis, Mutagenesis, impairment of Fertility) should be borne
inmind when designing long-term management for individual patients.
Discussion of these issues with patients will provide them the oppor-
tunity to weigh the potential for toxicity against the severity of their
disease. Thus, this regimen should be considered only for appropriate
patients with annual re-evaluation.
Limited studies have shown that there are certain patients for whom
intermittent short-term treatment of recurrent episodes is effective. This
approach may be more appropriate than a suppressive regimen in pa-
tients with infrequent recurrences.
Immunocompromised patients with recurrent herpes infections can be
treated with either intermittent or chronic suppressive therapy. Clinically
significant resistance, although rare. is more likely 1o be seen with pro-

lly significant, in the incidence of chromosomal damage at max-
imum tolerated parenteral doses ot acyciavir (100 mg/kg) in rats (62
10 125 times human levets) but not in Chinese hamsters: higher doses
of 500 and 1000 mg/ kg were ic in Chinese h s (380
to 760 times human levels). In addition. no activity was found after 5
days dosing in a dominant lethal study in mice (36 to 73 times human
leveis). In alt 4 microbial assays. no evidence of mutagenicity was
observed. Positive results were abtainedin 2 of 7 genetic toxicity assays
using mammalian cells in vitro. In human lymphocytes, a positive re-
sponse for chromosomal damage was seen at concentrations 150 to 300
times the acyclovir piasma levels achieved in man. Atone locus in mouse
lymphoma ceils. mutagenicity was observed at concentrations 250 to
00 times human plasma levels. Results in the other five mammalian
celtlocifollow: at 3lociina Chinese hamster ovary celiline, the results
wereinc iveat ions at least 1850 times human levels:
at 2 other loci in mouse lymp cells, no evid of ici
was observed at concentrations at least 1500 times human levels.
Acgclovir has not been shown to impair fertility or reproduction in mice
(450 mg/kg/day. p.0.) orin rats (25 mg/ kg/day. s.c.). In the mouse
study plasma levels were 9 to 18 times human levels. while in the rat
study they were 8o 15 times human leveis. At a higher dose in the rat
(50 mg/kg/day, s.c.), there was a statistically significant increase in
post-implantation loss. but no concomitant decrease in litter size. in

Nausea and/or vomiting occurred in 2 of 287 (0.7%) patients who
received placebo.

Less frequent advarse reactions. each of which occurred in 1 of 298
patient treatments with orally i Zovirax {0.3%), included
diarrhea, dizziness, anorexia, fatigue. edema, skin rash, leg pain, in-
guinal adenopathy, medication taste and sore throat.

-Rerm Administration: The most frequent adverse reactions reported
ina plnmc;l triai for the prevention of recurrences with continuous ad-
ministration of 400 reng (two 200 mg capsules) 2 times daity for 1 year
in586 Zovirax - treated patients were: nausea (4.8%). diarrhea(2.4%),
headache (1.9%) and rash (1.7%). The 589 control patients receiv-
ing intermittent treatment of recurrences with Zovirax for 1 year reported
diarrhea (2.7%). nausea (2.4%). headache (2.2%)and rash (1.5%)
The most frequent adverse reactions reported during the second year
by 390 patients who elected to continue daily administration of 400 mg
(two 200 mg capsules) 2 times daily for 2 years were headache (1.5%).
rash (1.3%) and paresthesia (0.8%). Reactions reported by 329 pa-
tients during the third year include asthenia (1.2%), paresthesia (1.2%)
and headache (0.9%).

Herpes Zoster: The most frequent adverse reactions reported during
three clinical trials of treatment of herpes zoster {shingies) with 80!
mg of oral Zovirax 5 times daily for 7 to 10 days in 323 patients were:
malaise (11.5%). nausea (8.0%). headache (5.9%). vomiting (2.5%).
diarrhea (1.5%) and constipation (0.9%). The 323 placebo recipients
reported malaise (11.1%), nausea (11.5%). headache (11.1%).
vomiting (2.5%), diarrhea (0.3%) and constipation (2.4%).
OVERDOSAGE: Precipitation of acyclovir in renal tubules may occur when
the solubility (2.5 mg/mL ) in the intratubular fluidis exceeded. Renal
lesions considered fo be related to obstruction of renal tubules by
precipitated drug crystals occurred in the following species: rats treated
withi.v. andi.p. doses of 20 mg/kg/day for 21 and 31 days, respec-
tively. and at s.c. doses of 100 mg/kg/day for 10 days; rabbits at s.c.
andi.v. doses of 50 mg/kg/day for 13 days; and dogs at i v. doses ot
100 mg/kg/day for 31 days. A 6 hr hemodialysis resultsin a 60% de-
crease in plasma acyclovir concentration. Data concerning peritoneal
dlaly5|; are incomplete but indicate that this method may be significantly
less efficient in removing acyclovir from the blood. in the event of acute
rgnal failureandanuria, the patient may benefit from hemodialysis un-
il renal function is restored (see DOSAGE AND ADMINISTRATION).

DOSAGE AND ADMINISTRATION: Treatment of Initial genital herpes:
200 mg (one 200 mg capsule or one teaspoontul {5 mL] suspension)
every 4 hours. 5 times daily for 10 days.

Chronic Suppressive therapy for recurrent disease: 400 mg (two 200
mg cap or two teaspoonfuls [10 m ) 2 times dail
for upto 12 months, followed by re-evaluation. See INDICATIONS AN
USAGE and PRECAUTIONSS for considerations on continuation of sup-
pressive therapy beyond 12 months. Alternative regimens have included
doses ranging from 200 mg 3 times daily to 200 mg 5 times daity.
Intermittent Therapy: 200 mg (one 200 mg capsule or one teaspoonful
[S mL] suspension) every 4 hours, 5 times daily for 5 days. Therapy
should be initiated at the earligst sign or symptom {prodrome) of
recurrence.

Acute Treatment of Hﬂrl Zoster: 800 mg (four 200 mg capsules or
four teasp 20 mL) suspension) every 4 hours orally 5 times daily
for 716 10 dax:.

Patients With Acute or Chronic Renal impairment: Comprehensive phar-
macokinetic studies have been d int

female rabbits treated ly with acyc) quent to
mating. there was a statistically signifi decrease in imp i
efficiency but no concomitant decrease in litter size at a dose of 50
mg/kg/day (16 to 31 times human levels). No effect upon imp

yCl S in patients with renal impairment. Based on these
studies, dosage adj are ded in the following chart
for genitai herpes and herpes zoster indications:

tion efticiency was observed when the same dose was administered
intravenously {53 to 106 times human levels). In arat peri- and postnatal
study at 50 mg/kg/day s.c. (11 to 22 times human levels), there was
astatisticaliy signiticant decrease in the group mean numbers of cor-
pora lutea, total impiantation sites and live fetuses in the F, generation.
Although not statistically significant. there was also a dose-related de-
crease in group mean numbers of live tetuses and implantation sites
at12. 5m8/kq/day and 25mg/kg/day, s.c. The intravenous administra-
tion of 100 mg/kg/day, a dose known t obstructive nephropathy
in rabbits, caused a significant increase in fetal resorptions and a cor-
responding decrease in litter size {piasma levels were not measured).
However, at a maxi tolerated int dose of 50 mg/kg/day
in rabbits (53 to 106 times human levels), no drug-related reproduc-
tive effects were observed.
Intraperitoneal doses of 80 or 320 mg/kg/day acyclovir given to rats
for 6 and 1 months, respectively, caused testicular atrophy. Plasma
levels were not measured in the one month study and were 24 to 48 times
human levels inthe six month study. Testicular atrophy was persistent
through the 4-week postdase recovery phase after 320 mg/kg/day.
some evidence of recovery of sperm production was evident 30 days
dose. | doses of 100and 200 mg/kg/day acyclovir given

longedor dtherapyin ly p sedp

with active lesions.

Herpes Zoster Infections: Ina doubie-blind, placebo-controlied stu

of 187 normal patients with localized cutaneous zoster infection (9:
randomized to Zovirax and 94 to placebo), Zovirax (800 mg 5 times daily
for 10 days) shortened the times to lesion scabbing, healing and com-
pletecessation of pain, and reduced the duration of viral shedding and
the duration of new lesion formation.

In a similar double-blind, placebo-controiled study in 83 normal pa-
tients with herpes zoster (40 randomized to Zovirax and 43 to placebo),
Zovirax (800 mg 5 times daily for 7 days) shortened the times to com-
plete lasion scabbing, healing, and cessation of pain, reduced the dura-
tion of new lesion tormation, and reduced the prevaience of localized
20ster-associated gic symp (p hesia, dy iaor
hyperesthesia).

CONTRAINDICATIONS: Zovirax Capsules and Suspension are contrain-
dicated for pa!:er'l’ts who develop hypersensitivity or intolerance to the
1s of the tormulations.

WARNINGS: 2ovirax Capsules and Suspension are intended for oral in-
gestion only.

PRECAUTIONS: General: Zovirax has caused decreased spermato-
genesis at high parenteral doses in some animats and mutagenesis in
some acute studies at high concentrations of drug (see PRECAUTIONS
- Carcinogenesis, Mutagenesis, Impairment of Fertility). The recom-
mended ge should not be exceeded (see DOSAGE AND
ADMINISTRATION).

Exposure of Herpes simplex and varicelia- zoster isolates to acyclovir
invitrocan leadtothe emergenceof iess sensitive viruses. The possibility
of the appearance of less sensitive viruses in man must be borne in mind
whentreating patients. The relationship between the in vitro sensitivi-
ty ot Herpes simpiex or varicella-zoster virus 10 acyctovir and clinical
ms:o»so 10 { has yet to be established (see CLINICAL
PHARMACOLOGY-Microbiology).

to dogs for 31 days caused aspermatogenesis. At 100 mg/kg/day
plasma levels were 47 10 94 times human levels, while at 200 mg/kg/day
they were 159 to 317 times human levels. No testicular abnormalities
were seenin dogs 3ivan 50mg/kg/dayi.v. for one month (211041 times
human levels) and in dogs given 60 mg/kg/day orally for one year (6
to 12 times human levels).

Prognancy: Teratogenic Effects: Pregnancy Category C. Acyclovir was
not teratogenic in the mouse (450 mg/kg/day. p.0.). rabbit (50
mg/kg/day. s.c.andi.v.)orin standardtests in the rat (50 mg/ kg/dag,
s.c.). Theseexposures resultedin plasma levels 9and 18, 16and 106,
and 11 and 22 times, respectively, humanfevels. Inanon-standard test
in rats, there were fetal abnormalities, such as head and tail anomalies,
and maternal toxicity. In this test. rats were given 3 s.c. doses of 100
mq/ kg acyclovir on gestation day 10, resulting in plasma ievels 63 and
125 times human levels. There are no adequate and well-controlled
studies in pregnant women. Acyclovir should not be used during
pregnancy uniess the potential benefit justities the potential risk to the
fetus. Although acyclovir was not teratogenic in standard animal studies,

the drug's potential for g chr breaks at high concen-
tration should be taken intoconsideration in making this determination.
N g Mothers: Acyclovi ions have been tedin

breast milk in two women following oral administration of Zovirax and
rangedfrom 0,610 4. 1 times corresponding plasma leveis, These con-
centrations would potentially expose the nursing infant to a dose of
acyclovir up to 0.3 mg/kg/day. Caution should be exercised when
Zovirax is administered 10 a nursing woman.

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

ADVERSE REACTIONS

Herpes Simplex: Short-Rerm Administration: The most frequent adverse
reactions reported duﬂnqlcumcal trials of treatment of genital herpes
with orally administered Zovirax were nausea and/or vomiting in 8 of
298 patient (2.7%) and in 2 01 298 (0.6%).

Normal Dosage Adjusted Dosage Regimen
Regimen Creatinine Clearance : £
(5x daily) (mL/min/1.73m?) { Dose (mg) Dosing Interval (hrs)
200 mg every >10 200 every 4 hours, 5x daily
4 hours
0-10 200 every 12 hours
800 mg every > 800  every 4 hours, 5x daily
4 hours
10-25 800 every 8 hours
0-10 800  every 12 hours
For patients who require h is. the dosing schedule should be

adjﬂsted 50 that a dose is administered after each dialysis,

References: 1. Mertz GJ, Jones CC, Mills J, et al.
Long-term acyclovir suppression of frequently recur-
ring genital herpas simplex virus infection: a mul-
ticenter double-blindtrial. JAMA. 1988;260:201-206.
2. MertzGJ, Eron L, Kaufman R, etal. Prolonged con-
tinuous versus intermittent oral acyclovir treatment
in normal adults with frequently recurring genital her-
pes simplex virus infection. AmJ Med. 1988;85(suppl
1233614-19. 3. Dataonfile, Burroughs Wellcome Co.,
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SHIFT TO VERELAN
o

Reforences: 1. Cair AA, Bottini PB, Prisant LM, et ol. Once-daily verapamil in the freatment of mild-fo-moderate
hyperfension: a double-biind placebo-controlled dose-ranging study. J Clin Pharmucol. 1891,31:144-150. 2. Data on
file for VERELAN 240 mg, Lederle Laboratorles, Peart River, NY

Driet Summery

VERELAN® Verapamil HCI

Sustained-Reiease Peliet-Filled Capsuies

For complete Prescribing Information, consutt package insert.

SEL:Q'E'QA* m:aoowov: Food does not affect the extent or rate of the controiled absorption of verapomit from the
LAN capsuie.

Afrioventricular block can occur in patients withou! preexisting condition defects (see WARNINGS)

Acceleration of ventricular ra¥e and/or ventriculor fibrillation has been reported in patients with atrial flutter or atriol
fibriliation and o coexisting accessory AV pathway following administration of verapomil (see WARNINGS).

In patients with hepatic insufficiency, metabolism is delayed and elimination hatf-life prolonged up 1o 14 fo 16 hours

500 PRECA $), the volume of distribution is increased, and plasma clearance reduced to about 30% of normal

ONTRAINDICATIONS: Sevare LV dysfunction (see WARNINGS), hypotension (systoiic pressure
<90 mmHg) or cardiogenic Shock, sick sinus syndrome (if no pacemaker is prasent), second- or third-degree AV
biock (if no pacemaker is present), atrial flutter/fibrillation with an occessory bypass tract (eg, WPW or LGL
gyndromes), (see WARNINGS), hypersensitivity to verapamil.
WARNINGS: Verapamil shouid be avoided in patients with severs LV dystunction (eg, ejection fraction <30%) or
moderate-to-severe symptoms of cardiac failure and in patients with any degree of veniricular dysfunction if they are
receiving a beta biocker. Control milder heart failure with optimum digitalization and/or diuretics before VERELAN is
used. Verapamit may occasionally produce nm:nnslon. Elevations of liver enzymes have been reported.

Several cases of hepatocetlular injury have been demonstrated to be produced by verapamil. Periodic monitoring of
liver function In patients on verapamil is prudent. Same patients with paroxysml and/or chronic afrial flutterAtibritiation
ond on occessory AV pathway (eg, or LGL syndromes) hove deveioped an increased anfegrade conduction
ocross the accessory pathway bypassing the AV node, producing a very rapid ventricuiar response of ventriculor
fibriitation atter receiving IV verapamil (or digitalis). Becausa of this risk, oral verapamil is contraindicated in such
patients. AV block may occur (second- and third-degree, 0.8%). Development of marked firs!-degres block or
progression fo second- of third-degree block requires reduction in dosage or, rarely, discontinuation and insfitution of
oppropriote therapy Sinus bradycordia, second-degree AV block, Sinus arrest, pulmonary edemo and/or severe
hvpotonsilon were Seen in some critically ill patients with hypertrophic cardiomyopethy 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 renal function, and patients should be monitored for
obnormal prolongation of the PR inferval or ather signs of overdosage. Verapamil may decrease neuromuscuiar
transmission in patients with Duchenne’s muscular dystrophy and may prolong recovery from the neuromuscular
blocking agent vecuronium. It may be necessary fo decrecse verapamil dosage in patients with attenuated
neuromuscular transmission. Combined therapy with beta-adrenergic biockers and verapamil may result in odditive
negative effects on heart rate, afrioventricular conduction and/or cardiac contractility; there have been reports of
excessive bradyeardio and AV block, including complete heart block. The risks of such combined therapy may
outweigh the benefits. The combination should be used onty with caution and close monitoring. Decreased metoprolol
clearance May occur with combined use. Chronic verapamil reafment con increase serum digoxin fevels by 50% to
75% during the first week of therapy, which con result in digitalis toxicity in patients with hepatic cirmosis, verapamil
may reduce folal body cleorance ond extrorenat clearance of digitoxin. The digoxin dose should be reduced when
verapamil is given, and the patient carefutly monitored. Verapamil will usually hove on odditive effect in patients

© 1991 Lederle Laboratories, A Division of American Cyanamid Company, Wayne, NJ 07470

IN HYPERTENSION
ONCE-A-DAY
i i% i asdiv

Verapamil HCY

PEILET FILLED CAPSULES

ENGINEERED FOR
THE CONTROL YOU WANT,

THE PROTECTION THEY NEED.

Constupaton which can eastdy be manaved e

S A RPN

is the most frequently reporiod sice eftec Ce

racaiving blood pressure-lowering agents. Disopyramide should not be given within 48 hours before
or 24 hours affer verapomil administration. Concomitont use of flecainide ond i odditive eflects on
myocardiat contractifity, AV conduction, and repolarization. Combined verapomil and quinidine therapy in patients
with hypertrophic cardiomyopathy should be avoided, since significont hypotension moy result Verapamil has been
given concomitantly wifh short- and long-acting nitrates without any undesirable drug inferactions. inferacfion
between cimetidine and chronically adminislerad veropamil has not besn studied. in heattiry volurdeers, clecronce of
veropamil wos reduced of ul | Concomitant use of fithium and verapamil may result in o lowering of serum
lithiurm levels or increased sensitivity fo lithium. Patients receiving both drugs must be monitored carefulty
mil may increase corbamazepine concentrations during combined use. Rifampin May raduce verapomil
bicavaitability. Phenobarbital may increcse verapamil clecronce. Verapomil may increase serum levels of
cyclosporine. Concomitant use of inhalation onesthetics ond calcium ; coreful itration % avoid
excessive cordiovasculor depression. Verapamil may potentiate the activity of neuromuscular blocking agents
(curare-iike and depolarizing); dosage reduction may be fequired anima! corc icity Studies hove not
been performed. One study in rats did not suggest o tumorigenic pofentiol, ond verepomil wos not mutagenic in the
Ames fest Pregnancy Category C: There ore no adequate and well-controlied studies in pregnant women. This drug
should be used during pregnoncy, kebor, and defivery only if ciearly needed. Veropomil is excreted in breast mik;
therefore, nursing shoutld be discontinued during verapamit use. Sofefy ond efficacy of veraparmil in children below the
age of 18 years have not been estoblished
ADVERSE REACTIONS: Reversible (upon discontinuation of verapamil) nonobstructive, parolytic ileus hos besn
infrequently reported in association with the use of vevoggmal,
In clinical trials with 285 hyperfensive patients on VERELAN verapamil HCI susiained-rsiecse peliet-filled copsules
for more thon 1 week, the following odverse reactions were reported: constipation (74%); headache (5.3%);
dizziness (4.2%); (3.2%); dyspepsia (2.5%); rash (14%); onkle edema (14%); sieep disturbance (14%);
myaigia (11%). In clinical trials of other formuiations of il HCI (N = 4,954), the following recctions hove
occurred of rates greater than 10%: constipation (73%); dizziness (3.3%); naused (27%); on (2.5%);
edema (19%); headache (2,2%); rash (12%); CHF/pulmonary edema (18%); fatigue (1.7%), brodycordia
gHR<50/mia)°§ 14%); AV block-totai 1°, 2°, 3° (12%); 2° ond 3° (0.8%); flushing (0.6%); slevated liver enzymes
560 WARNINGS).

The following reactions, reported in 10% or less of patients, occurred under conditions (open trials, moarketing
experience) where 0 cousal relationship is uncerigin.
Cardiovaseuiar: angina pectoris, atrioventricular dissociation, chest pain, cloudication, myocordial inforction,
paipttations, purpura (vasculitis), syncope. Digestive System: diorrheq, dry mouth, gostrointestinal distress, gingivel
hyperplasic. emic and Lymphatic: ecchymosis or bruising. Nervous System: cerebrovasculor occident, confusion,
equilibrium disorders, insomnia, muscle cromps, poresthesia, psychotic symptoms, shakiness, somnolence.
Respiratory: dyspneo. S$kim: orthraigia ond rash, exanthema, hair loss, 18, mocuios, sweating, urticoria,
Stevens-Johnson syndrome, erythema multiforme. Special Semses: biurred vision. Uregeaitel: gynecomastia,

impotence, increasad urination, Spotty menstruation.
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