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In non-insulin-dependent diabetes...

BREAKFAST-TO-BREAKFAST
CONTROL...One dose a day.

Upjohn
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24-hour glycemic control can begin
at the breakfast table.
When diet and exercise aren't enough, once-a-day MICRONASE provides 24-hour
control of both postprandial and fasting blood glucose levels. The usual starting
dosage, 2.5 mg to 5 mg once a day, should be taken with breakfast or the first
main meal of the day. Some patients, particularly those receiving more than 10 mg
daily, may have a more satisfactory response with twice-a-day dosage.

All sulfonylureas, including MICRONASE, can cause severe hypoglycemia. Proper
patient selection, dosage, and instructions are important.

Micronase
Tablets (glybunde)
Please see adjacent page for brief summary of prescribing information.



Micronase
Tablets (glyburide) Usual starting dosage

Z5 mg-5 mg once a day

CONTRAINDICATIONS: MICRONASE Tablets are contraindicated in patients with: 1. Known hypersensitivity
or allergy to the drug. 2. Diabetic ketoacidosis, with or without coma. This condition should be treated with
insulin. 3. Type I diabetes mellitus. as sole therapy.

SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: Trie administration of oral
hypogiycemic drugs has been reported to be associated with increased cardiovascular mortality as
compared to treatment with diet alone or diet plus insulin. This warning is based on the study conducted
by the University Group Diabetes Program (UGDP), a long-term prospective clinical trial designed to
evaluate the effectiveness ol glucose-lowering drugs in preventing or delaying vascular complications
in patients with noninsulin-dependent diabetes. The study involved 823 patients who were randomly
assigned to one ol four treatment groups (Diabetes, 19 [Suppl 2]: 747-830,1970).
UGDP reported that patients treated for 5 to 8 years with diet plus a fixed dose of tolbutamide (1.5 grams
per day) had a rate ol cardiovascular mortality approximately 2 Vi times that of patients treated with diet
alone. A significant increase in total mortality was not observed, but the use of tolbutamide was discon-
tinued based on the increase in cardiovascular mortality, thus limiting the opportunity for the study to
show an increase in overall mortality. Despite controversy regarding the interpretation of these results,
the findings of the UGDP study provide an adequate basis for this warning. The patient should be informed
of the potential risks and advantages of MICRONASE and of alternative modes of therapy.
Although only one drug in the sulfonylurea class (tolbutamide) was included in this study, it is prudent
from a safety standpoint to consider that this warning may apply to other oral hypogiycemic drugs in this
class, in view of their close similarities in mode of action and chemical structure.
PRECAUTIONS: 6men\—Hypoglycemia: All sulfonylureas are capable of producing severe hypoglycemia.
Proper patient selection and dosage and instructions are important to avoid hypogiycemic episodes. Renal
or hepatic insufficiency may increase the risk of serious hypogiycemic reactions. Elderly, debilitated or mal-
nourished patients, and those with adrenal or pituitary insufficiency, are particularly susceptible to the
hypogiycemic action of glucose-lowering drugs. Hypoglycemia may be difficult to recognize in the elderly
and in people who are taking beta-adrenergic blocking drugs. Hypoglycemia is more likely to occur when
caloric intake is deficient, after severe or prolonged exercise, when alcohol is ingested, or when more than
one glucose-lowering drug is used.

Loss of Control of Blood Glucose: In diabetic patients exposed to stress such as fever, trauma, infection or
surgery, a loss of control may occur. It may then be necessary to discontinue MICRONASE and administer
insulin. Adequate adjustment of dose and adherence to diet should be assessed before classifying a patient
as a secondary failure. Information for Patients: Patients should be informed of the potential risks and
advantages of MICRONASE and of alternative modes of therapy. They also should be informed about the
importance of adherence to dietary instructions, of a regular exercise program, and of regular testing of urine
and/or blood glucose. The risks of hypoglycemia, its symptoms and treatment, and conditions that predis-
pose to its development should be explained to patients and responsible family members. Primary and sec-
ondary failure should also be explained.
Laboratory Tests: Response to MICRONASE Tablets should be monitored by frequent urine glucose tests and
periodic blood glucose tests. Measurement of glycosylated hemoglobin levels may be helpful in some patients.
Drug Interactions: The hypogiycemic action of sulfonylureas may be potentiated by certain drugs including
nonsteroidal anti-inflammatory agents and other drugs that are highly protein bound, salicylates, sulfon-
amides, chloramphenicol, probenecid, coumarins. monoamine oxidase inhibitors, and beta adrenergic blocking
agents.

Certain drugs tend to produce hyperglycemia and may lead to loss of control. These drugs include the thia-
zides and other diuretics, corticosteroids, phenothiazines, thyroid products, estrogens, oral contraceptives,
phenyioin. nicotinic acid, sympathomimetics. calcium channel blocking drugs, and isoniazid.
A potential interaction between oral miconazole and oral hypogiycemic agents leading to severe hypogly-
cemia has been reported.

Carcinogenesis, Mutagenesis, and Impairment of Fertility: Studies in rats at doses up to 300 mg/kg/day
for 18 months showed no carcinogenic effects. Glyburide is nonmutagenic when studied in the Salmonella
microsome test (Ames test) and in the DNA damage/alkaline elution assay.

Pregnancy: Teratogenic effects: Pregnancy Category B. Reproduction studies in rats and rabbits have revealed
no evidence of impaired fertility or harm to the fetus due to glyburide. There are no adequate and well con-
trolled studies in pregnant women. This drug should be used during pregnancy only if clearly needed. Insulin
should be used during pregnancy to maintain blood glucose as close to normal as possible. Nonteratogenic
Effects: Prolonged severe hypoglycemia (4 to 10 days) has been reported in neonates born to mothers who
were receiving a sulfonylurea drug at the time of delivery. MICRONASE should be discontinued at least two
weeks before the expected delivery date.
Nursing Mothers: Some sulfonylurea drugs are known to be excreted in human milk. Insulin therapy should
be considered.

Pediatric Use: Safety and effectiveness in children have not been established.
ADVERSE REACTIONS: Hypoglycemia: See Precautions and Overdosage sections. Gastrointestinal Reac-
tions: Cholestatic jaundice and hepatitis may occur rarely: MICRONASE Tablets should be discontinued if
this occurs. Gastrointestinal disturbances (nausea, epigastric fullness, and heartburn) occurred in 1.8% of
patients during clinical trials. They were the most commonly reported adverse reactions. They tend to be
dose related and may disappear when dosage is reduced. Liver function abnormalities have been reported.
Dermatotogic Reactions: Allergic skin reactions, e.g.. pruritus, erythema, urticaria, and morbilliform or
maculopapular eruptions occurred in 1.5% of patients during trials. These may be transient and may disap-
pear despite continued use of MICRONASE; if skin reactions persist, the drug should be discontinued. Por-
phyria cutanea tarda and photosensitivity reactions have been reported with sulfonylureas. Hematologic
Reactions: Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic anemia, and pan-
cytopenia have been reported with sulfonylureas. Metabolic Reactions: Hepatic porphyria and disulfiram-
like reactions have been reported with sulfonylureas; however, hepatic porphyria has not been reported with
MICRONASE and disulfrram-like reactions have been reported very rarely. Cases of hyponatremia have been
reported with glyburide and all other sulfonylureas. most often in patients who are on other medications or
have medical conditions known to cause hyponatremia or increase release of antidiuretic hormone. (SIADH)
secretion has been reported with certain other sulfonylureas. and it has been suggested that these sulfon-
ylureas may augment the peripheral (antidiuretic) action of ADH and/or increase release of ADH.
OVERDOSAGE: Overdosage of sulfonylureas. including MICRONASE Tablets, can produce hypoglycemia. If
hypogiycemic coma is diagnosed or suspected, the patient should be given a rapid intravenous injection of
concentrated (50%) glucose solution. This should be followed by a continuous infusion of a more dilute
(10%) glucose solution at a rate which will maintain the blood glucose at a level above 100 mg/dL. Patients
should be closely monitored for a minimum of 24 to 48 hours, since hypoglycemia may recur after apparent
clinical recovery.

Maximum Dose: Daily doses of more than 20 mg are not recommended.

Dosage Interval: Once-a-day therapy is usually satisfactory. Some patients, particularly those receiving more

than 10 mg daily, may have a more satisfactory response with twice-a-day dosage.

Specific Patient Populations: MICRONASE is not recommended for use in pregnancy or for use in children.

In elderly patients, debilitated or malnourished patients, and patients with impaired renal or hepatic function,

the initial and maintenance dosing should be conservative to avoid hypogiycemic reactions. (See Precau-

tions Section).

For additional product information see your Upjohn representative.
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In a major study*:

HYPERINSULINEMIA
IS LINKED TO

INCREASED CORONARY RISK

Human insulin
magnified.

'Published in The New England Journal of Medicine
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Diopeto
GLVBURID€PHO€CHST-ROUSS€L

7RBl£75
125, 2.5
& 5mg

CLYCEMIC CONTROL
WITHOUT SUSTAINED

HIGH LEVELS OF INSULIN

Hyperinsulinemia has been linked to significantly decreased high-density
lipoprotein cholesterol as well as significantly increased systolic and diastolic
blood pressure.1

Effect of DiaBeta on long-term insulin levels2

Increased

DiaBeta® returns
D , .. i , — insulin toward pre-
Basenne p- treatment levels after a

short-term increase.I
Decreased

2 MONTHS

Adapted from Feldman and Lebovitz?

D l Q p C t Q Glycemic control without
I the risks of hyperinsulinemia

Ml suifonylureas, Including DiaBeta*, can cause severe hypoglycemla

References: 1. Zavaronl I, Bonora E, Pagliara M, et al: Risk factors for coronary artery disease in
healthy persons with hyperinsulinemia. New EngU Med 1989;320:702-706.2. Feldman JM,
Lebovitz HE: Endocrine and metabolic effects of glybenclamide—Evidence for an extrapancreatic
mechanism of action. Diabetes 1971;20:745-755.

Please see adjacent page for brief summary of prescribing information.
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FOR EFFECTIVE CONTROL OF TYPE II DIABETES

Brief Summary

DIABETA® (glyburide) Tablets

CONTRAINDICATIONS: DIABETA® is contraindicated in patients with: 1. Known hypersensitivity to the
drug. 2. Diabetic ketoacidosis, with or without coma. This condition should be treated with insulin.

SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration of
oral hypoglycemic drugs has been reported to be associated with increased cardiovascular mortal-
ity as compared to treatment with diet alone or diet plus insulin. This warning is based on the study
conducted by the University Group Diabetes Program (UGDP), a long-term prospective clinical trial
designed to evaluate the effectiveness of glucose-lowering drugs in preventing or delaying vascular
complications in patients with noninsulin-dependent diabetes. The study involved 823 patients who
were randomly assigned to one of four treatment groups {Diabetes 19[Suppl 2]:747-830,1970).
UGDP reported that patients treated for five to eight years with diet plus a fixed dose of tolbutamide
(1.5 grams per day) had a rate of cardiovascular mortality approximately 2Vi times that of patients
treated with diet alone. A significant increase in total mortality was not observed, but the use of
tolbutamide was discontinued based on the increase in cardiovascular mortality, thus limiting the
opportunity for the study to show an increase in overall mortality. Despite controversy regarding the
interpretation of these results, the findings of the UGDP study provide an adequate basis for this
warning. The patient should be informed of the potential risks and advantages of DIABETA® and of
alternative modes of therapy.

Although only one drug in the sulfonylurea class (tolbutamide) was included in this study, it is
prudent from a safety standpoint to consider that this warning may apply to other oral hypoglycemic
drugs in this class, in view of their close similarities in mode of action and chemical structure.

PRECAUTIONS: Gemn\—Hypoglycemia: All sulfonylureas are capable of producing severe hypogly-
cemia. Proper patient selection and dosage and instructions are important to avoid hypoglycemic
episodes. Renal or hepatic insufficiency may increase the risk of serious hypoglycemic reactions.
Elderly, debilitated, or malnourished patients, and those with adrenal or pituitary insufficiency, are
particularly susceptible to the hypoglycemic action of glucose-lowering drugs. Hypoglycemia may be
difficult to recognize in the elderly and in people who are taking beta-adrenergic blocking drugs.
Hypoglycemia is more likely to occur when caloric intake is deficient, after severe or prolonged exercise,
when alcohol is ingested, or when more than one glucose-lowering drug is used. Loss of Control of
Blood Glucose: In diabetic patients exposed to stress such as fever, trauma, infection, or surgery, a loss
of control may occur. It may then be necessary to discontinue DIABETA® and administer insulin.
Information for Patients: Patients should be informed of the potential risks and advantages of
DIABETA® and of alternative modes of therapy. They also should be informed about the importance of
adherence to dietary instructions, of a regular exercise program, and of regular testing of urine and/or
blood glucose. The risks of hypoglycemia, its symptoms and treatment, and conditions that predispose
to its development should be explained to patients and responsible family members. Primary and
secondary failure should also be explained. Laboratory Tests: Response to DIABETA® Tablets should
be monitored by frequent urine glucose tests and periodic blood glucose tests. Measurement of
glycosylated hemoglobin levels may be helpful in some patients. Drug Interactions: The hypoglycemic
action of sulfonylureas may be potentiated by certain drugs including nonsteroidal anti-inflammatory
agents and other drugs that are highly protein bound—salicylates, sulfonamides, chloramphenicol,
probenecid, coumarins, monoamine oxidase inhibitors, and beta-adrenergic blocking agents. Certain
drugs tend to produce hyperglycemia and may lead to loss of control. These drugs include the thiazides
and other diuretics, corticosteroids, phenothiazines, thyroid products, estrogens, oral contraceptives,
phenytoin, nicotinic acid, sympathomimetics, calcium channel blocking drugs, and isoniazid. A
potential interaction between oral miconazole and oral hypoglycemic agents leading to severe hypogly-
cemia has been reported. Carcinogenesis, Mutagenesis, and Impairment of Fertility: Studies in rats
at doses up to 300 mg/kg/d for 18 months showed no carcinogenic effects. Glyburide is nonmutagenic
when studied in Salmonella microsome test (Ames test) and in the DNA damage/alkaline elution assay.
Pregnancy: TeratogenicEffects: Pregnancy Category B. Reproduction studies in rats and rabbits have
revealed no evidence of impaired fertility or harm to the fetus due to glyburide. There are no adequate
and well-controlled studies in pregnant women. This drug should be used during pregnancy only if
clearly needed. Insulin should be used during pregnancy to maintain blood glucose as close to normal
as possible. Nonteratogenic Effects: Prolonged severe hypoglycemia (4 to 10 days) has been reported
in neonates born to mothers who were receiving a sulfonylurea drug at the time of delivery. DIABETA®
should be discontinued at least two weeks before the expected delivery date. Nursing Mothers: Some
sulfonylurea drugs are known to be excreted in human milk. If DIABETA® is discontinued and if diet
alone is inadequate for controlling blood glucose, insulin therapy should be considered. Pediatric Use:
Safety and effectiveness in children have not been established.

ADVERSE REACTIONS: Hypoglycemia: See Precautions and Overdosage sections. Gastrointestinal
Reactions: Cholestatic jaundice and hepatitis may occur rarely; DIABETA® Tablets should be discontin-
ued if this occurs. Gastrointestinal disturbances, eg, nausea, epigastric fullness, and heartburn, are the
most common reactions, having occurred in 1.8% of treated patients during clinical trials. They tend to
be dose-related and may disappear when dosage is reduced. Liver function abnormalities, including
isolated transaminase elevations, have been reported. Dermatologic Reactions: Allergic skin reac-
tions, eg, pruritis, erythema, urticaria, and morbilliform or maculopapular eruptions, occur in 1.5% of
treated patients. These may be transient and may disappear despite continued use of DIABETA®; if skin
reactions persist, the drug should be discontinued. Porphyria cutanea tarda and photosensitivity
reactions have been reported with sulfonylureas. Hematologic Reactions: Leukopenia, agranulocy-
tosis, thrombocytopenia, hemolytic anemia, aplastic anemia, and pancytopenia have been reported
with sulfonylureas. Metabolic Reactions: Hepatic porphyria and disulfiram-like reactions have been
reported with sulfonylureas; however, hepatic porphyria has not been reported with DIABETA® and
disulfiram-like reactions have been reported very rarely. Cases of hyponatremia have been reported
with glyburide and all other sulfonylureas, most often in patients who are on other medications or have
medical conditions known to cause hyponatremia or increase release of antidiuretic hormone. The
syndrome of inappropriate antidiuretic hormone (SIADH) secretion has been reported with certain other
sulfonylureas, and it has been suggested that these sulfonylureas may augment the peripheral (anti-
diuretic) action of ADH and/or increase release of ADH.

OVERDOSAGE: Overdosage of sulfonylureas, including DIABETA® Tablets, can produce hypoglycemia.
If hypoglycemic coma is diagnosed or suspected, the patient should be given a rapid intravenous
injection of concentrated (50%) glucose solution. This should be followed by a continuous infusion of
a more dilute (10%) glucose solution at a rate which will maintain the blood glucose at a level above
100 mg/dL. Patients should be closely monitored for a minimum of 24 to 48 hours, since hypoglycemia
may recur after apparent clinical recovery. Q69235-1288

Hoechst-Roussel Pharmaceuticals Inc. H O G C l l S t
Somerville, New Jersey 08876
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Sweet TM Low
works wonders on

a hangover

Few things weigh as heavily on
the mind as a belly that rests heavily

upon the belt.
But with Sweet 'N Low? your over-

weight patients needn't feel uptight when you
put them on a sugar-reduced diet. Sweet 'N Low

tastes great in everything from beverages to baked
goods. Its taste has made it the dieters' favorite for

thirty years.
At just 4 calories per serv-

ing, it's a little piece i
advice your patients
shouldn't take too
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What's a common
denominator
of most heart
attack victims?



HDL

mg/dL
Mixed hyperlipidemias—elevated cholesterol and
triglycerides—are common among heart attack
victims,1 and nearly two-thirds of people who
developed myocardial infarction in the PROCAM Trial
had a low (<35 mg/dL) baseline level of HDL
cholesterol.2

HEART ATTACK PATIENTS
(PROCAM TRIAL)2

PARKE-DAVIS
© 1989 Warner-Lambert Company



A powerful
case for

(gemfibrozil)^!
Raised low HDL 25%
—in patients whose baseline HDL was below
35 mg/dL in the landmark Helsinki Heart Study (HHS).3

Reduced heart attack
incidence* up to 62%
—in these HHS patients and 45% in HHS patients whose
baseline HDL was below the median (46.4 mg/dL). Incidence
of serious coronary events was similar for LOPID and placebo
subgroups with baseline HDL above the median (46.4 mg/dL).3

Raised HDL levels VA to 3
times more effectively than lovastatin
—in a 12-week, double-blind, randomized trial among
patients with moderate to severe hyperlipidemia.
Lovastatin achieved greater reductions in total serum
cholesterol than gemfibrozil in this study population.4

RAISES HDL
DRAMATICALLY REDUCES HEART ATTACK
LOPID is indicated for reducing the risk of coronary heart disease
(CHD) in Type lib patients with low HDL, in addition to elevated LDL
and triglycerides, and who have had an inadequate response to weight
loss, diet, exercise, and other pharmacologic agents such as bile acid
sequestrants and nicotinic acid.

'Defined as a combination of definite coronary death and/or definite
myocardial infarction.

References: 1. Goldstein JL, Hazzard WR, Schrott HC, Bierman EL, Motulsky A C Hyperlipidemia in
coronary heart disease. I. Lipid lewis in 500 survivors of myocardial infarction. / Gin Invest.
1973;52:1533-1543. 2. Assmann G, Schulte H. PROCAM-Trial: Prospective Cardiovascular Munster
Trial. Zurich: Panscientia Verlag; 1986:8-9. 3. Data on file, Medical Affairs Dept, Parke-Davis
4. Tikkanen MJ, Helve E, laattela A, et al. Comparison between lovastatin and gemfibrozil in the
treatment of primary hypercholesterolemia: the Finnish Multicenter Study. Am I Cardiol.
1988;62:35|-43J.

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



'" (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 clofibrate-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, 29%, higher total mortality in the clofibrate-
treated than in a comparable placebo-treated control group. The excess mortality was
due to a 33% increase in noncardiovascular causes, including malignancy, post-
cholecystectomy complications, and pancreatitis. The higher risk of clofibrate-treated
subjects for gallbladder disease was confirmed.

During the Helsinki Heart Study and in the 1V? 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 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 1 '/2 years since the trial was completed was 39 in the Lopid group and 29
in the placebo group (difference not statistically significant). This includes 5 basal cell
carcinomas in the Lopid group and none in the placebo group (p=0.06; historical data
predicted an expected 4.7 cases in the placebo group). Gl malignancies and deaths
from malignancies were not statistically
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

(7.5% vs 4.9% for the place-
__ .,__,_, o 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- t

cess) This result did not differ statistically
from the increased incidence of cholecystectomy observed in the WHO study in the
group treated with clofibrate. Both clofibrate and gemfibrozil may increase cholesterol
excretion into the bile leading to cholelithiasis. If cholelithiasis is suspected, gallbladder
studies are indicated. Lopid therapy should be discontinued if gallstones are found.

3 Since a reduction of mortality from coronary artery disease has not been
demonstrated and because liver and interstitial cell testicular tumors were increased in
rats, Lopid should be administered only to those patients described in the INDICATIONS
AND USAGE section. If a significant serum lipid response is not obtained, Lopid should
be discontinued.

4 Concomitant Anticoagulants —Caution should be exercised when anticoagulants
are given in conjunction with Lopid. The dosage of the anticoagulant should be reduced
to maintain the prothrombin time at the desired level to prevent bleeding complications.
Frequent prothrombin determinations are advisable until it has been definitely determined
that the prothrombin level has stabilized

5. Concomitant therapy with Lopid and Mevacor® (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 gemfibrozil does not outweigh the risks of severe myopathy,
rhabdomyolysis, and acute renal failure (See Drug Interactions). The use of fibrates
alone, including Lopid, may occasionally be associated with myositis. Patients receiving
Lopid and complaining of muscle pain, tenderness, or weakness should have prompt
medical evaluation for 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 10%, and unilateral in 6.3%
of male rats treated with gemfibrozil at 10 times the human dose.
PRECAUTIONS. 1. Initial Therapy—Laboratory studies should be done 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

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-01). 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

(gemfibrozil) SSffif
RAISES HDL...DRAMATICALLY
REDUCES HEART ATTACK

from controls in the incidence of liver tumors, but the doses tested were lower than those
shown to be carcinogenic with other fibrates.

Male rats had a dose-related and statistically significant increase of benign Leydig cell
tumors at 1 and 10 times the human dose.

Electron microscopy studies have demonstrated a florid hepatic peroxisome prolifera-
tion following Lopid administration to the male rat. An adequate study to test for perox-
isome proliferation has not been done in humans but changes in peroxisome
morphology have been observed. Peroxisome proliferation has been shown to occur in
humans with either of two other drugs of the fibrate class when liver biopsies were com-
pared before and after treatment in the same individual.

Administration of approximately three or ten times the human dose to male rats for 10 weeks
resulted in a dose-related decrease of fertility. Subsequent studies demonstrated that this
effect was reversed after a drug-free period of about eight weeks, and it was not transmit-
ted to the offspring.

5 Pregnancy Category B—Reproduction studies have been performed in the rat at
doses 3 and 9 times the human dose, and in the rabbit at 2 and 6.7 times the human
dose. These studies have revealed no evidence of impaired fertility in females or harm to
the fetus due to Lopid. Minor fetotoxicity was manifested by reduced birth rates observed
at the high dose levels. No significant malformations were found among almost 400 off-
spring from 36 litters of rats and 100 fetuses from 22 litters of rabbits.

There are no studies in pregnant women. In view of the fact that Lopid is tumorigenic in
male and female rats, the use of Lopid in pregnancy should be reserved for those pa-
tients where the benefit clearly outweighs the possible risk to the patient or fetus

6. Nursing Mothers—Because of the potential for tumorig
fibrozil in rats, a decision should be made whether to disconti, .^ . , u , „ . . ,M *,. ^ , ^u . . . . . .u<.
the drug, taking into account the importance of the drug to the mother.

7. Hematologic Changes—Mild hemoglobin, hematocrit and white blood cell
decreases have been observed in occasional patients following initiation ~*' — ^
therapy. However, these levels stabilize during long-term administration, f .c*.^.y, ^ v 6 . 6

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-
tions of AST (SGOT), ALT (SGPT), LDH, bili-
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 up to 5 years.

were statistically more frequent in subjects in
the Lopid group (placebo incidence in paren-
theses): gastrointestinal reactions, 34.2%

(23.8%); dyspepsia, 19.6% (11.9%); abdominal pain, 9.8% (5.6%); acute appendicitis
(histologically confirmed in most cases where data are available), 1.2% (0.6%); atrial
fibrillation, 0.7% (0.1%).

Adverse events reported by more than 1 % of subjects, but without a significant differ-
ence between groups (placebo incidence in parentheses) were: diarrhea, 7.2% (6.5%);
fatigue, 3.8% (3.5%); nausea/vomiting, 2.5% (2.1%); eczema, 1 9% (1.2%); rash, 1 7 %
(1.3%); vertigo. 1.5% (1.3%); constipation, 1.4% (1.3%); headache, 1.2% (1.1%).
Gallbladder surgery was performed in 0.9% of Lopid and 0.5% of placebo subjects, a
64% excess, which is not statistically different from the excess of gallbladder surgery
observed in the clofibrate compared to the placebo group of the WHO study

Nervous system and special senses adverse reactions were more common in the
Lopid group. These included hypesthesia, paresthesias, and taste perversion Other
adverse reactions that were more common among Lopid treatment group subjects but
where a causal relationship was not established include cataracts, peripheral vascular

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

Reports of viral and bacterial infections (common cold, cough, urinary tract infections) were
more common in gemfibrozil-treated patients in other controlled clinical trialsof 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.
synovitis, rhabdomyolysis (see WARNINGS and Drug Interactions under PRECAU-
TIONS); Clinical Laboratory: increased creatine phosphokmase, increased bilirubin, in-
creased liver transaminases (AST [SGOT], ALT [SGPT]), increased alkaline phosphatase;
Hematopoietic: anemia, leukopenia, bone marrow hypoplasia, eosinophilia; Im-
munologic: angioedema, laryngeal edema, urticaria; Integumentary: exfoliative der-
matitis, rash, dermatitis, pruritus.
CAUSAL RELATIONSHIP NOT ESTABLISHED: General: weight loss; Cardiac: extrasys-
toles; Gastrointestinal: pancreatitis, hepatoma, colitis; Central Nervous System: confu-
sion, convulsions, 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 for adults is 1200 mg
administered in two divided doses 30 minutes before the morning and evening meal.
MANAGEMENT OF OVERDOSE. While there has been no reported case of over-
dosage, symptomatic supportive, measures should be taken should it occur
References: 1 Frick MH. Elo_O. Haapa K. et al: Helsinki Heart Study: Primary preven-
tion trial with gemfibrozil in middle-aged men with dyslipidemia. N EnglJ Med
1987:317:1237-1245. 2. Mannmen 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 Inherited
Disease, 5th ed.. McGraw-Hill, 1983, Chap. 30, pp 622-642.
Caution — Federal law prohibits dispensing without prescription.

PARKE-DAVIS 0737G013
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Announcing an important symposium

A New Dimension in Hypertension: The Role of Insulin

Tuesday, June 19,1990

Atlanta Marriott Marquis
265 Peachtree Center

Atlanta, Georgia

Marquis Ballroom
4:00-4:45 pm Registration and Pre-Symposium Reception

5:00-8:00 pm Symposium

8:00-9:00 pm Reception With Faculty

CHAIRMAN
A. Richard Christlieb, MD

Associate Professor of Medicine
Harvard Medical School

Physician
Joslin Diabetes Center &

New England Deaconess Hospital
Boston, Massachusetts

Insulin: Epidemiologic and Clinical Evidence as an Independent Risk Factor
A. Richard Christlieb, MD

Insulin Resistance: Its Role in Hypertension and Diabetes
Ralph DeFronzo, MD

Insulin's Interrelationship With Lipids, Atherosclerosis, and Coronary Artery Disease
Michael L Tuck, MD

Antihypertensive Agents and Risk Factors: Does Choice of Therapy Make a Difference?
Donald G Simonson, MD

Management of Hypertension: Clinical Considerations in Overall Cardiovascular Risk Reduction
Michael A. Weber, MD

Discussion

The Postgraduate Medical Institute, Waltham, Massachusetts, is accredited by the Accreditation
Council for Continuing Medical Education to sponsor continuing medical education for physicians.
The Postgraduate Medical Institute designates this continuing medical education activity for (3)
credit hours in Category 1 of the Physician's Recognition Award of the American Medical
Association.

ON-SITE REGISTRATION WILL BE HELD OUTSIDE THE MARQUIS BALLROOM





"I USE THE
ONE TOUCH
METER WITH
CONFIDENCE"

- Pediatrician Peter Bove, M. D., San Bruno, California.

"One Touch makes accurate results easy to achieve:
"I can't afford to worry about the accuracy of my blood"

glucose test results. That's why I use the One Touch* Blood
Glucose System from LifeScan"

"In testing my own blood glucose I have found it more
difficult to make a mistake with One Touch, it's so simple!'

"I use One Touch with confidence in testing my own
blood glucose. And I recommend One Touch with confidence
for my patients!'

The One Touch System dramatically simplifies blood
glucose testing. Results are obtained with only three easy steps.

Accurate results are easy to
achieve with testing this simple. The
OneTouch System reduces the chance
of user error because it eliminates
three major demands on the user:
Starting theTestTiming the Test and
Removing the Blood. And that means
greater accuracy where it matters most
in the hands of the people who use it1.

To find out more about the One Touch Blood Glucose
Monitoring System call:
Toll Free

United States
Canada

1 800 227-8862
1 800 663-5521

1 Jovanovic-Peterson L .Peterson C, Dudley J, Kilo C, Ellis B.: Identifying
sources of error in self-monitoring of blood glucose. Diabetes
Care 1988, 11 (10) 791-794.

LiFEsenn

© LifeScan Inc 1990

a G©«4t»oK**flcmi*oH company

Milpitas, California 95035



Increasing the risk of
Peripheral Arterial Disease

Diabetes
stacks the odds

microdrculatory
flow
In diabetes, atherosclerotic changes occur above and
below the knee, often involving smaller vessels and
multisegmental occlusions.1 Diabetes has also been
associated with decreased red cell flexibility, and
increasing fibrinogen levels, platelet aggregation and
platelet adherence, factors which predispose patients
to peripheral arterial disease.1

Duration of Diabetes
10 years
20 years

Incidence of PAD
15%
45%

© 1988 by Hoechst-Roussel Pharmaceuticals Incorporated.



Trental
improves

microcirculatory flow
and lifestyle for many
diabetics with PAD
Trental® (pentoxifylline) increases red cell flexibility2

while decreasing elevated plasma fibrinogen
levels,3 aggregation of platelets4 and red cells.5 The
resulting increase in microcirculatory flow enhances
tissue perfusion and oxygenation.6

With Trental, patients experience significant
improvement in pain-free walking distance, par-
esthesia, skin temperature and subjective overall
response.7

Not a vasodilator • Not an anticoagulant • Not related to aspirin or dipyridamole

Trental
® 400 mg Tablets

(pentoxifylline)
m% The only proven-effective agent for intermittent daudication,

a symptom of peripheral arterial disease

Please see references and brief summary of prescribing information on following page.
Trentarcan improve function and symptoms, but is not intended to replace more
definitive therapy, such as surgery.



References:
1. Levin ME, Sicard GA: Evaluating and treating diabetic peripheral vascular dis-
ease. Part I. Clinical Diabetes May/Jun 1987.2. Stormer B, Kleinschmidt K, Loose D,
et al: Rheological changes in the blood of patients with chronic arterial occlu-
sive disease after the administration of vasoactive drugs. Curr Med Res Opin
1977;4:588-595.3. Perego MA, Sergio G, Artale F: Haemorrheological aspects
of the pathophysiology and clinical features of peripheral occlusive arterial disease.
Pharmatherapeutica 1983;3(1):91.4. Seiffge D: IRCSMedSci 1980;8:727.
5. Lowe GDO, Drummond MM, Forbes CD, et al: Blood and plasma viscosity in
prediction of venous thrombosis. Abstracts: 77, International Symposium on
Filterability and Red Blood Cell Deformability, Goteborg, Sweden, Sep 11-13,1980.
6. Ehrly AM: Effects of orally administered pentoxifylline on muscular oxygen
pressure in patients with intermittent daudication. IRCS MedSci 1982;10:401.
7. Schubotz R: Double-blind trial of pentoxifylline in diabetes with peripheral
vascular disorders. Pharmatherapeutica 1976;1(3):172-179.

Irental® (pentoxifylline) Tablets, 400 mg
A brief summary of the Prescribing Information follows.
INDICATIONS AND USAGE:
Trental® (pentoxifylline) is indicated for the treatment of patients with intermittent
daudication on the basis of chronic occlusive arterial disease of the limbs. Trental*
(pentoxifylline) can improve function and symptoms but is not intended to replace
more definitive therapy, such as surgical bypass, or removal of arterial obstructions
when treating peripheral vascular disease.
CONTRAINDICATIONS:
Trental* (pentoxifylline) should not be used in patients who have previously exhib-
ited intolerance to this product or methylxantnines such as caffeine, theophyl-
line, and theobromine.
PRECAUTIONS:
General: Patients with chronic occlusive arterial disease of the limbs frequently
show other manifestations of arteriosderotic disease. Trental® (pentoxifylline) has
been used safely for treatment of peripheral arterial disease in patients with con-
current coronary artery and cerebrovascular diseases, but there have been occa-
sional reports of angina, hypotension, and arrhythmia. Controlled trials do not
show that Trental* (pentoxifylline) causes such adverse effects more often than
placebo, but, as it is a methylxanthine derivative, it is possible some individuals
will experience such responses.
Drug Interactions: Although a causal relationship has not been established,
there have been reports of bleeding and/or prolonged prothrombin time in
patients treated with Trental® (pentoxifylline) with and without anticoagulants or
platelet aggregation inhibitors. Patients on warfarin should have more frequent
monitoring of prothrombin times, while patients with other risk factors compli-
cated by hemorrhage (e.g., recent surgery, peptic ulceration) should have periodic
examinations for bleeding including hematocrit and/or hemoglobin. Trental®
(pentoxifylline) has been used concurrently with antihypertensive drugs, beta
blockers, digitalis, diuretics, antidiabetic agents, and antiarrhythmics, without
observed problems. Small decreases in blood pressure have been observed in
some patients treated with Trental® (pentoxifylline); periodic systemic blood pres-
sure monitoring is recommended for patients receiving concomitant antihyper-
tensive therapy. If indicated, dosage of the antihypertensive agents should be
reduced.
Carcinogenesis, Mutagenesis and Impairment of Fertility: Long-term studies
of the carcinogenic potential of pentoxifylline were conducted in mice and rats by
dietary administration of the drug at doses up to approximately 24 times (570
mg/kg) the maximum recommended human daily dose (MRHD) of 24 mg/kg for
18 months in mice and 18 months in rats with an additional 6 months without
drug exposure in the latter. No carcinogenic potential for pentoxifylline was noted
in the mouse study. In the rat study, there was a statistically significant increase in
benign mammary fibroadenomas in females in the high dose group (24 x MRHD).
The relevance of this finding to human use is uncertain since this was only a mar-
ginal statistically significant increase for a tumor that is common in aged rats.
Pentoxifylline was devoid of mutagenic activity in various strains of Salmonella
(Ames test) when tested in the presence and absence of metabolic activation.
Pregnancy: Category C. Teratogenic studies have been performed in rats and
rabbits at oral doses up to about 25 and 10 times the maximum recommended
human daily dose (MRHD) of 24 mg/kg, respectively. No evidence of fetal malfor-
mation was observed. Increased resorption was seen in rats at 25 times MRHD.
There are, however, no adequate and well controlled studies in pregnant women.
Because animal reproduction studies are not always predictive of human response,
Trental® (pentoxifylline) should be used during pregnancy only if clearly needed.
Nursing Mothers: Pentoxifylline and its metabolites are excreted in human milk.
Because of the potential for tumorigenicity shown for pentoxifylline 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.
Pediatric Use: Safety and effectiveness in children below the age of 18 years
have not been established.
ADVERSE REACTIONS:

Clinical trials were conducted using either controlled-release Trental® (pentoxifyl-
line) tablets for up to 60 weeks or immediate-release Trental® (pentoxifylline)
capsules for up to 24 weeks. Dosage ranges in the tablet studies were 400 mg bid
to tid and in the capsule studies, 200-400 mg tid.
The table summarizes the incidence (in percent) of adverse reactions considered

drug related, as well as the numbers of patients who received controlled-release
Trental® (pentoxifylline) tablets, immediate-release Trental® (pentoxifylline) cap-
sules, or the corresponding placebos. The incidence of adverse reactions was
higher in the capsule studies (where dose related increases were seen in digestive
and nervous system side effects) than in the tablet studies. Studies with the cap-
sule include domestic experience, whereas studies with the controlled-release
tablets were conducted outside the U.S. The table indicates that in the tablet
studies few patients discontinued because of adverse effects.

INCIDENCE (%) OF SIDE EFFECTS

(Numbers of Patients at Risk)
Discontinued for Side Effect
CARDIOVASCULAR SYSTEM

Angina/Chest Pain
Arrhythmia/Palpitation
Flushing

DIGESTIVE SYSTEM
Abdominal Discomfort
Belching/Flatus/Bloating
Diarrhea
Dyspepsia
Nausea
Vomiting

NERVOUS SYSTEM
Agitation/Nervousness
Dizziness
Drowsiness
Headache
Insomnia
Tremor
Blurred Vision

Controlled-Release
Tablets

Commercially
Available

Trental®

(321)
3.1

0.3

—

0.6
_

2.8
2.2
1.2

_
1.9
_
1.2
_

0.3

Placebo
(128)

0

_
—

_

4.7
0.8

_
3.1
_
1.6

0.8

Immediate-Release
Capsules

Used only for
Controlled Clinical Trials

Irental®
(177)

9.6

1.1
1.7
2.3

4.0
9.0
3.4
9.6

28.8
4.5

1.7
11.9
1.1
6.2
2.3

2.3

Placebo
(138)
7.2

2.2
0.7
0.7

1.4
3.6
2.9
2.9
8.7
0.7

0.7
4.3
5.8
5.8
2.2
_
1.4

Trental® (pentoxifylline) has been marketed in Europe and elsewhere since 1972.
In addition to the above symptoms, the following nave been reported spontane-
ously since marketing or occurred in other clinical trials with an incidence of less
than 1%; the causal relationship was uncertain:

Cardiovascular—dyspnea, edema, hypotension.
Digestive—anorexia, cholecystitis, constipation, dry mouth/thirst.
Nervous—anxiety, confusion.
Respiratory-epistaxis. flu-like symptoms, laryngitis, nasal congestion.
Skin and Appendages-brittle fingernails, pruritus, rash, urticaria, angioedema.
Special Senses—blurred vision, conjunctivitis, earache, scotoma.
Miscellaneous—bad taste, excessive salivation, leukopenia, malaise, sore
throat/swollen neck glands, weight change.

A few rare events have been reported spontaneously worldwide since marketing
in 1972. Although they occurred under circumstances in which a causal relation-
ship with pentoxifylline could not be established, they are listed to serve as infor-
mation for physicians: Cardiovascular—angina, arrhythmia, tachycardia;
Digestive—hepatitis, jaundice, increased liver enzymes; and Hemic and Lymphatic
—decreased serum fibrinogen, pancytopenia, aplastic anemia, purpura, thrombo-
cytopenia.
OVERDOSAGE:
Overdosage with Trental® (pentoxifylline) has been reported in children and adults.
Symptoms appear to be dose related. A report from a poison control center on 44
patients taking overdoses of enteric-coated pentoxifylline tablets noted that
symptoms usually occurred 4-5 hours after ingestion and lasted about 12 hours.
The highest amount ingested was 80 mg/kg; flushing, hypotension, convulsions,
somnolence, loss of consciousness, fever, and agitation occurred. All patients
recovered.
In addition to symptomatic treatment and gastric lavage, special attention must
be given to supporting respiration, maintaining systemic blood pressure, and
controlling convulsions. Activated charcoal has been used to adsorb pentoxifylline
in patients who have overdosed.
DOSAGE AND ADMINISTRATION:
The usual dosage of Trental® (pentoxifylline) in controlled-release tablet form is
one tablet (400 mg) three times a day with meals.
While the effect of Trental® (pentoxifylline) may be seen within 2 to 4 weeks, it is
recommended that treatment be continued for at least 8 weeks. Efficacy has
been demonstrated in double-blind clinical studies of 6 months duration.
Digestive and central nervous system side effects are dose related. If patients
develop these side effects it is recommended that the dosage be lowered to one
tablet twice a day (800 mg/day). If side effects persist at this lower dosage, the
administration of Trental® (pentoxifylline) should be discontinued. Edition 2/88
Trental® REG TM HOECHST AG

Hoechst-Roussel Pharmaceuticals Inc. H O G C l l S t
Somerville, New Jersey 08876

Help your patients take a step toward early
detection and treatment of RA.D....

• • • • • • • • • • • • • • • • • • • • • • • i

Send away today or ask your Hoechst-Roussel
representative for your free supply of our patient
education booklet, "Step Lively"

Name

Address

City State Zip

Cut out and mail to : Step Lively, HOECHST-ROUSSEL PHARMACEUTICALS INC,
P.O. Box 831, Andover, New Jersey 07821

400 mg
TabletsTrental

(pentoxifylline)
The only proven-effective agent for
intermittent daudication, a symptom
of peripheral arterial disease

073224-190
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Patience pays off
when you start a patient
onTrental
TVental® therapy can make a
dramatic difference to your
patients-increasing their mobility
and independence, enhancing
their participation in social and
professional activities, and giving
them a fresh outlook on life. But,
the physical improvement behind
these benefits doesn't happen
overnight. It's a gradual process.

3x3=success
with Trental treatment
To start patients off on the right
foot with Trental®, follow the 3x3
formula for success.

3 tablets a day,
with meals
The usual dosage of Trental® is one
400 mg tablet taken 3 times a day,
with a full meal.

3-month initial trial,
evaluate, then continue
While patients might feel
somewhat better within weeks, at
least 3 months' therapy is
generally required before the full
effectiveness of Trental® becomes
evident. To sustain improvement,
therapy must be continued.

(pentoxifylline)p y )
The only proven-effective agent

for intermittent claudication-a symptom
of peripheral arterial disease



IRTANT PRIVATE PHARMACEUTICAL
RESEARCH CENTER

(close to PARIS, West)
is recruiting an

VESTIGATOR
for its pharmacology unit

working on :

diabetes
The candidate we seek should have
experience in biochemical, physiolo-
gical and endocrinological techniques,
and have a formation as a PhD,
3rd cycle or equivalent.

Interested applicants should submit
their C. V. + photo to PUBLIVAL/2031
27 Route des Gardes
92190 MEUDON (FRANCE).

Endocrinologist/Internist

BC/BE to join same in Richmond, Virginia, in practice
of Endocrinology/Internal Medicine. Located near
Washington, DC, Williamsburg, Virginia Beach, and the
Chesapeake Bay, and two hours from Virginia/West Vir-
ginia skiing—an excellent practice opportunity with
guaranteed salary leading to partnership. Located ad-
jacent to 369-bed hospital with full facilities and teach-
ing opportunities. Send CV to:

Eugene M. Newman, M.D.
St. Mary's Medical Building
5855 Bremo Road, Suite 201
Richmond, Virginia 23226-1991

Visit the ADA Store at the
American Diabetes Association's

50th Annual Meeting &
Scientific Sessions
June 16-19,1990

Take the store items home with you and save!
The store will be open in

Atlanta's Georgia World Congress Center.
Come by and see us!

CLASSIFIED
ADVERTISING

Diabetes Care Classified Ad rates are:

V4Page $350
(for non-ADA members, $475)

Vi Page $175
(for non-ADA members, $235)

All advertising must be prepaid
with order.

All advertisements will be
typeset uniformly.

The closing date for space in
Diabetes Care is: the 25th of the 2nd

month preceding month of issue
(November 25 for the January issue).

Circulation: 11,500 Paid

For information on classified
advertising in Diabetes and

Diabetes Spectrum; and Copy and
Contract Policies, contact:

Peggy B. Donovan
American Diabetes Association

1660 Duke Street
Alexandria, VA 22314

(800) 232-3472 ext. 312 or in Virginia
and the Washington, DC area dial

(703) 549-1500.



When post-meal blood sugar
demands control, mmeafastingfm
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After meals, when NIDDM patients need insulin most,

^ , Glucotml stimulates insulin release within on ltpidsr

prolonged and severe
hypoglycemia4

Cglipizide) i?-mg and 1O-rng
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of GLUCOTROL* (glipizide) S — ^ • -

oTne^bt'page atlon When diet alone fails in non-insulin-dependent diabetes mellitus (NIDDM)
© 1990, Pfizer Inc. As with all sulfonylureas, hypoglycemia canoicur.



As fast as
blood sugar spills,
Glucotrol
O LJ \s I v O • • • . "

/

References: 1. Peterson CM. Sims RV. Jones RL. et al. Bioavailability of glipizide and its effect on blood glucose and
insulin levels in patients with non-msulin-dependent diabetes. Diabetes Care 1982:5:497-500- 2. Goebel R, Leb G:
Effects of glybunde and glipizide on levels of immunoreactive insulin and blood sugar, in Glipizide: A Worldwide
Review. Princeton, NJ, Excerpta Medica, 1984, pp 9-15.3. Reaven GM: Effect of glipizide treatment on various aspects
of glucose, insulin, and lipid metabolism in patients with noninsulin-dependent diabetes mellitus. Am J Med
1983;75(November 30).8-14. 4. Berger W, Caduff F. Pasquel M. et al: The relative frequency of severe sulfonylurea
hypoglycemia in the last 25 years in Switzerland. SchweizMed Wochenschr 1986;116:145-151.
Brief Summary of Prescribing Information

INDICATIONS AND USAGE: GLUCOTROL is indicated as an adjunct to diet for the control of hyperglycemia in patients
with non-msulin-dependent diabetes mellitus (N1DDM, type II) after an adequate trial of dietary therapy has proved
unsatisfactory.
CONTRAINDICATIONS: GLUCOTROL is contraindicated in patients with known hypersensitivity to the drug or with
diabetic ketoacidosis. with or without coma, which should be treated with insulin.
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration of oral hypoglycemic
drugs has been reported to be associated with increased cardiovascular mortality as compared to treatment with
diet alone or diet plus insulin. This warning is based on the study conducted by the University Group Diabetes
Program (UGDP), a long-term prospective clinical trial designed to evaluate the effectiveness of glucose-lowering
drugs in preventing or delaying vascular complications in patients with non-insulin-dependent diabetes. The study
involved 823 patients who were randomly assigned to one of four treatment groups (Diabetes, 19, supn. 2:747-830,1970X
UGDP reported that patients treated for 5 to 8 years with diet plus a fixed dose of tolbutamide (1.5 grams per
day) bad a rate of cardiovascular mortality approximately 2-1/2 times that of patients treated with diet alone. A
significant increase in total mortality was not observed, but the use of tolbutamide was discontinued based on
the increase in cardiovascular mortality, thus limiting the opportunity for the study to show an increase in
overall mortality. Despite controversy regarding the interpretation of these results, the findings of the UGDP
study provide an adequate basis for this warning. The patient should be informed of the potential risks and
advantages of GLUCOTROL and of alternative modes of therapy.
Although only one drug in the sulfonylurea class (tolbutamide) was included in this study, it is prudent from a
safety standpoint to consider that this warning may also apply to other oral hypoglycemic drugs in this class, in
view of their close similarities in mode of action and chemical structure.
PRECAUTIONS: Renal and Hepatic Disease: The metabolism and excretion of GLUCOTROL may be slowed in patients
with impaired renal and/or hepatic function Hypoglycemia may be prolonged in such patients should it occur.
Hypoglycemia: All sulfonylureas are capable of producing severe hypoglycemia. Proper patient selection, dosage.
and instructions are important to avoid hypoglycemia. Renal or hepatic insufficiency may increase the risk of
hypoglycemic reactions. Elderly, debilitated or ma I noun shed patients and those with adrenal or pituitary insuffi-
ciency are particularly susceptible to the hypoglycemic action of glucose-lowering drugs. Hypoglycemia may be
difficult to recognize in the elderly or people taking beta-adrenergic blocking drugs. Hypoglycemia is more likely to
occur when caloric intake is deficient, after severe or prolonged exercise, when alcohol is ingested, or when more
than one glucose-lowering drug is used.
Loss of Control of Blood Glucose: A loss of control may occur in diabetic patients exposed to stress such as fever,
trauma, infection or surgery. It may then be necessary to discontinue GLUCOTROL and administer insulin.
Laboratory Tests: Blood and urine glucose should be monitored periodically, Measurement of glycosylated
hemoglobin may be useful.
Information tor Patients: Patients should be informed of the potential risks and advantages of GLUCOTROL. of
alternative modes of therapy, as well as the importance of adhering to dietary instructions, of a regular exercise
program, and of regular testing of urine and/or blood glucose. The risks of hypoglycemia, its symptoms and
treatment, and conditions that predispose to its development should be explained to patients and responsible family
members. Primary and secondary failure should also be explained.
Drug Interactions: The hypoglycemic action of sulfonylureas may be potentiated by certain drugs including
non steroid a I anti-inflammatory agents and other drugs that are highly protein bound, salicylates, sulfonamides.
chloramphemcol, probenecid, coumarms, monoamine oxidase inhibitors, and beta-adrenergic blocking agents. In
vitro studies indicate that GLUCOTROL binds differently than tolbutamide and does not interact with salicylate or
dicumarol. However, caution must be exercised in extrapolating these findings to a clinical situation. Certain drugs
tend to produce hyperglycemia and may lead to loss of control, including the thiazides and other diuretics.
corticosteroids, phenothiazines, thyroid products, estrogens, oral contraceptives, phenytoin. nicotimc acid, sym-
pathomimetics, calcium channel blocking drugs, and isoniazid A potential interaction between oral miconazole and
oral hypoglycemic agents leading to severe hypoglycemia has been reported Whether this interaction also occurs
with the intravenous, topical, or vaginal preparations of miconazole is not known.
Carcinogenesis, Mutagenesis, Impairment of Fertility: A 20-month study in rats and an 18-month study in mice at
doses up to 75 times the maximum human dose revealed no evidence of drug-related carcinogenicity. Bacterial and
in vivo mutagenicity tests were uniformly negative. Studies in rats of both sexes at doses up to 75 times the human
dose showed no effects on fertility.

Glucotrol
5 m 9 a n d 1 0 m s

Scored Tablet

Pregnancy: Pregnancy Category C. GLUCOTROL (glipizide) was found to be mildly fetotoxic in rat reproductive studies
at all dose levels (5-50 mg/kg). This fetotoxicity has been similarly noted with other sulfonylureas. such as
tolbutamide and tolazamide. The effect is perinatal and believed to be directly related to the pharmacology
{hypoglycemic) action of GLUCOTROL. In studies in rats and rabbits no teratogenic effects were found. There are no
adequate and well-controlled studies in pregnant women. GLUCOTROL should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.
Because recent information suggests that abnormal blood glucose levels during pregnancy are associated with a
higher incidence of congenital abnormalities, many experts recommend that insulin be used during pregnancy to
maintain blood glucose levels as close to normal as possible.
Nonteratogenic Effects-. Prolonged severe hypoglycemia has been reported in neonates born to mothers who were
receiving a sulfonylurea drug at the time of delivery. This has been reported more frequently with the use of agents
with prolonged half-lives. GLUCOTROL should be discontinued at least one month before the expected delivery date.
Nursing Mothers: Since some sulfonylurea drugs are known to be excreted in human milk, insulin therapy should be
considered if nursing is to be continued.
Pediatric Use: Safety and effectiveness in children have not been established
ADVERSE REACTIONS: In controlled studies, the frequency of serious adverse reactions reported was very low. Of 702
patients. II.8% reported adverse reactions and in only 1.5% was GLUCOTROL discontinued.
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE sections.
Gastrointestinal: Gastrointestinal disturbances, the most common, were reported with the following approximate
incidence, nausea and diarrhea, one in 70; constipation and gastralgia, one in 100. They appear to be dose-related
and may disappear on division or reduction of dosage. Cholestatic jaundice may occur rarely with sulfonylureas
GLUCOTROL should be discontinued if this occurs.
DermatologiC: Allergic skin reactions including erythema, morbilliform or maculopapular eruptions, urticaria,
pruritus, and eczema have been reported in about one in 70 patients. These may be transient and may disappear
despite continued use of GLUCOTROL; if skin reactions persist, the drug should be discontinued. Porphyna cutanea
tarda and photosensitivity reactions have been reported with sulfonylureas.
Hematologic: Leukopema. agranulocytosis, thrombocytopenia. hemolytic anemia, aplastic anemia, and pan-
cytopenia have been reported with sulfonylureas.
Metabolic: Hepatic porphyna and disulfiram-like alcohol reactions have been reported with sulfonylureas Clinical
experience to date has shown that GLUCOTROL has an extremely low incidence ot disulfiram-like reactions.
Endocrine Reactions: Cases of hyponatremia and the syndrome of inappropriate antidiuretic hormone (SIADH)
secretion have been reported with this and other sulfonylureas.
Miscellaneous: Dizziness, drowsiness, and headache have each been reported in about one in fifty patients treated
with GLUCOTROL They are usually transient and seldom require discontinuance of therapy.
OVERDOSAGE: Overdosage of sulfonylureas including GLUCOTROL can produce hypoglycemia. If hypoglycemic coma
is diagnosed or suspected, the patient should be given a rapid intravenous injection of concentrated (50%) glucose
solution. This should be followed by a continuous infusion of a more dilute (10%) glucose solution at a rate that will
maintain the blood glucose at a level above 100 mg/dL. Patients should be closely monitored tor a minimum of 24 to
48 hours since hypoglycemia may recur after apparent clinical recovery. Clearance of GLUCOTROL from plasma would
be prolonged in persons.with liver disease. Because of the extensive protein binding of GLUCOTROL, dialysis is
unlikely to be of benefit
DOSAGE AND ADMINISTRATION: There is no fixed dosage regimen for the management of diabetes mellitus with
GLUCOTROL; in general, it should be given approximately 30 minutes before a meal to achieve the greatest reduction
in postprandial hyperglycemia.
Initial Dose: The recommended starting dose is 5 mg before breakfast Geriatric patients or those with liver disease
may be started on 2.5 mg. Dosage adjustments should ordinarily be in increments of 2 5-5 mg, as determined by
blood glucose response. At least several days should elapse between titration steps.
Maximum Dose: The maximum recommended total daily dose is 40 mg.
Maintenance-. Some patients may be effectively controlled on a ortce-a-day regimen, while others show better
response with divided dosing. Total daily doses above 15 mg should ordinarily be divided.
HOW SUPPLIED: GLUCOTROL is available as white, dye-free, scored, diamond-shaped tablets imprinted as follows.
5 mg tablet—Pfizer 411 (NDC 5 mg 0049-4110-66) Bottles of 100; 10 mg tablet—Pfizer 412 (NDC 10 mg
0049-4120-66) Bottles of 100.
CAUTION: Federal law prohibits dispensing without prescription
More detailed professional information available on request.

Roerig



For your patients who
inject less than 30 units...
the innovative, exclusive

E g 3/lOcc Insulin Syringe.

Easier to handle

Greater accuracy

Easier to read
[GIJARAiV

The ultimate in
injection comfort

If your patients don't
agree on all four points,

jfe agrees to refund
the full purchase price.

B-D and MICRO-FINE Ef are trademarks of Becton Dickinson and Company. BETTER
DIABETES CARE



In my
practice,
I've started
80 patients
on the pump
(and 79 continue
using it today)

Michael H. Koch, M.D.
Director, Diabetes Care

Roanoke Memorial Hospital

Roanoke, Virginia

I'm often asked, "Why Do My Patients Use the Pump?"
1 'Patients who want to TAKE CHARGE of their diabetes
love the pump because it makes their blood glucose
control easier.

Patients using pump therapy are delighted with the
INCREASED FREEDOM they experience in meal plan-
ning, exercise and travel.

My patients thank me for recommending pump therapy,
because they never knew HOW GOOD THEY COULD
FEEL until they started using the pump."

Call Now for A Free Physician Implementation Guide

MINIMED
TECHNOLOGIES

ASK FOR MINIMED®
CLINICAL

SERVICES
12744 San Fernando Rd., Sylmar, California 91342

TOLL FREE (800) 843-6687
CALIFORNIA (800) 826-2099

OR CALL (818) 362-6822
Intensive Insulin Therapy with ihis device should be supervised

by a diabetes specialist with expertise in this technology.
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The feds behind the
Glucometer3

Diabetes Care System
with Glucofilm'Test Strips

To make the right recommen-
dation about a blood glucose
monitoring system demands all
the facts on reliability and ease
of use. All the facts about the
GLUCOMETEIT 3 Diabetes Care
System and GLUCOFILM® Test
Strips clearly make it the right
system for more patients.

Fact: Provides accuracy
for professionals, adds
simplicity for patients.
A measuring range of 20-500
mg/dL assures you of clinically
useful blood glucose results for
good diabetes management.
One-button operation, easy-to -
see display and film-strip accu-
racy assure patients of simple,
yet confident testing. In charts
A and B, our data from experi-
enced evaluators and patients
with diabetes who tested
themselves support high-level
accuracy for both groups.
The close correlation of
GLUCOMETER 3 System values
with the Yellow Springs
Instrument (YSI) reference
method shows this system
is right for all.

PROFESSIONAL RESULTS - Chart A

•act: GLUCOFILM
Strips provide the

idest hematocrit range
ile for blood

ucose levels from
0-500 mg/dL.
ematocrit levels from 20% to

% have shown no significant
on blood glucose results.

'act: GLUCOMETER 3
Care System

affordable.
. your own judge of the facts
:hind this reliable, easy-to-

and affordable blood glu-
_ _ i monitoring system. Contact
our Miles Inc., Diagnostics
" ision representative or
ite us.

! PATIENT RESULTS-Chart B

YSI mg/dL YSI mg/dL

C 1990 Miles Inc.

Miles Inc.
Diagnostics Division

ff. P.O. Box 70
M I L E 5 Elkhart, IN 46515



litfition
ontrol

ogether inTJfie
Enteral Formula

GLUCERNA'
Specialized Nutrition with Fiber
for Patients with Abnormal Glucose Tolerance

(Jlinically proveii to
j|rovide complete
rjutrition and eifhanced
Ibjlood glucose cdintrol.

[Type I Diabetes
IType II Diabetes
IA high-fiber, low-fcarbo-
1 hydrate enteral formula
[For oral or tube feeding

snack or meal j
replacement I

ROSS LABORATORIES
COLUfviBUS. OHIO 4 3 2 1 6
Division of Abbott Laboratones. USA

°: )90 Ross Laboratories

B347/( )50



American
Diabetes
Association*

The ADA Professional Section,
New Membership Categories
And Benefits Designed
Specifically For You.

ewMemm*rshl{r
To better serve your professional interests, ADA now
offers you a choice of four membership categories:

FULL PROFESSIONAL MEMBERSHIP—Includes all
physicians. Also includes all other health-care profes-
sionals who wish to receive the full range of profes-
sional section benefits. (Physicians must join this
category.)

RESEARCH FOCUS—Includes Ph.D.'s, researchers,
and scientists studying diabetes.

CLINICAL FOCUS—Includes nurses, dietitians, phar-
macists, diabetes educators, and other health-care
professionals who devote at least 50% of their time
to patients with diabetes.

ASSOCIATE PROFESSIONAL—Includes same pro-
fessionals as Clinical Focus Membership who devote
less than 50% of their time to diabetic patients.

If you have received your first professional degree
within the last five years, you are eligible to become
a Member-In-Training. This qualifies you for dues at
half-price. Just be sure to list your degree informa-
tion in the space provided on the membership form.

Publications
NEW! • DIABETES SPECTRUM

DIABETES
DIABETES CARE
CLINICAL DIABETES
DIABETES FORECAST
DIABETES '89
PROFESSIONAL SECTION REPORT

ADA publications offer continuing education for
professionals. You're as close to the latest research
and up-to-date information on treatment and care as
you are to your mailbox (see box for publications
offered for each membership category).

Professional
Section Report

Grants and Awards
Members of the ADA Professional Section are
eligible to receive grants to support diabetes
research. In addition, annual awards are
presented to physicians, educators, and research-
ers to honor outstanding performance.

•

FREE Council Membership
• Your opportunity to learn and serve on your

choice of nine ADA Special Interest Councils.
Select your council(s) from the list on the other
side.

Professional Membership Directory
• Your link to a valuable network of more than

9,000 diabetes experts.

scounts on Educational Programs
• Save on registration for ADA's Scientific Sessions

and the Postgraduate Course.

Voting Rights and Privileges
• Your national ADA membership also entitles you

to membership at the local affiliate level where
you can vote and actively participate in shaping
the future of ADA. Through your participation in
locally sponsored professional and patient educa-
tion programs, you can help ADA improve the
well-being of all people with diabetes. Through
the products and services we provide our profes-
sional members, ADA is helping you and your
colleagues to get closer and closer to the cure.

On-Line Library Access
• Discount of $25 when you subscribe to BRS

Colleague, the computerized medical library.
Members can now access Colleague via their per-
sonal computers to review selected ADA publica-
tions plus a comprehensive library of non-ADA
journals and books.



Application for Professional Membership
Association

(please print)

Name

Address

| ! 1 |

1

i

Phone (_ Is this your • Home or • Office address?

University or College Attended
Education: Degree

Degree

Specialty

Specialty

Date Famed

Date Earned

PROFESSIONAL SECTION MEMBERSHIP DIRECTORY INFORMATION
Please check your specialty or specialties (up to 3) for your Directory listing:

• Administration (AD)
• Anatomy (AN)
• Anesthesiology (AE)
• Biology (BI)
• Biochemistry (BC)
• Cardiology (CA)
D Dentistry (DO)
• Dermatology (DE)
• Diabetes (DM)
• Dietetics (DN)
• Education (ED)

D Epidemiology (EP)
• Endocrinology (EN)
• Family Practice (FP)
• General Practice (GP)
• Geriatrics (GE)
• Internal Medicine (IM)
• Immunology (IU)
• Metabolism (ME)
• Nephrology (NE)
• Neurology (NR)
D Nursing (NS)

Please check one of the following locations:

• Academic (1)
D Clinic (2)

• Hospital (3)
• Office (4)

• Nutrition (NU)
D Obstetrics/Gynecology (OG)
D Ophthalmology (OP)
• Optometry (OT)
• Orthopedics (OR)
• Osteopathy (OS)
• Pathology (PT)
• Pediatric Diabetes (PD)
• Pediatric Endocrinology (PN)
• Pediatrics (PE)
• Pedorthic Management (PR)
• Pharmacology (PA)

• Public Health (5)
• Research (6)

D Pharmacy (PM)
D Physical Therapy (PX)
• Physiology (PY)
• Podiatry (PO)
• Psychiatry (PS)
• Psychology (PC)
• Public Health (PH)
D Research (RE)
D Social Work (SW)
• Surgery (SU)
• Urology (UR)
l~l Other

• Other (7)

FREE COUNCIL MEMBERSHIP
Please check your selection. FULL PROFESSIONAL MEMBERS receive two free Council Memberships. All other members
receive one free Council Membership. Additional Council Memberships are available for $25 each.

New! D Council on Complications (TT)
• Council on Diabetes in Pregnancy (BB)
• Council on Diabetes in Youth (EE)

New! • Council on Education (SS)
New! • Council on Foot Care (RR)

• Council on Epidemiology
and Statistics (CC)

New! • Council on Exercise (XX)
• Council on Health Care (DD)
• Council on Nutritional

Sciences and Metabolism (AA)

M E M B E R S H I P C A T E G O R Y / D U E S INFORMATION Please check appropriate membership category

Full Membership* Research Focus Clinical Focus Associate

Regular

Student**

International** a

Student International * * *

• $180.00

• $ 90.00

• $280.00

• $190.00

• $108.00

D $ 54.00

• $181.00

• $127.00

• $108.00

• $ 54.00

• $184.00

• $130.00

• $ 60.00

• $ 30.00

• $106.00

• $ 76.00

M.D.'s must select this category.
If you've received your first professional degree, diploma, or certificate during the preceding 5 years, be sure to list your degree
information in the space provided on the membership form.

' Includes all members living outside the U.S. and Canada. All publications will be expedited within 18 days.

for a D New • Renewed Membership,
for additional Council(s).

• I am enclosing $
• I am enclosing $
TOTAL AMOUNT ENCLOSED $

The portion of the membership dues set aside for publications is as follows: DIABETES $50.00 (in-training members
$25.00); DIABETES CARE $35.00 (in-training members $17.50); DIABETES FORECAST $14.00 (in-training members $7.00);
DIABETES SPECTRUM $20.00 (in-training members $10.00).

Please send completed application with your dues
payment to: American Diabetes Association, Professional
Section Membership, 1660 Duke Street,

If you need specific information not available here, call our
toll-free number 1-800-232-3472. In Alaska, Hawaii, and
Virginia please call 703-549-1500.

Please allow 5-7 weeks for the processing of your order.
Alexandria, VA 22314. JEPM031



ACCU-CHEK® BLOOD GLUCOSE MONITORS:

We didn't get admitted to
more hospitals by accident

Accu-CheWIIm Blood
Glucose Monitor &
Chemstrip bG® Test Strips

Chosen by more hospitals
for accuracy and precision1

Accuracy and precision are only two
reasons 7 out of 10 hospitals have
selected the Accu-Chek® system for
blood glucose monitoring of diabetic
patients.1 Today, this same hospital
accuracy is available with the Accu-
Chek® Urn Blood Glucose Monitor.
Independent studies have proved
that the Accu-Chek® Ilm system out-
performs every other major blood
glucose monitor available.1 Accuracy
and precision studies show 100%
acceptable results across the entire
measured range of 20-500 mg/dL
blood glucose.1

When used with Chemstrip bG® Test
Strips, the Accu-Chek® Urn BLod
Glucose Monitor provides the most
accurate, precise system available. It is
also the only blood glucose monitor
that rejects most strips to which an
inadequate amount of blood has been
applied2 and is the only monitor
system cleared for use with neonates.1
A 30-value memory lets patients record
readings more conveniently.

Recommend the Accu-Chek" Ilm
Blood Glucose Monitor for hospital
accuracy each time your patients test.
References: 1. Data on file, Boehringer Mannheim
Diagnostics. 2. Meters for glucose monitoring. Med
Lett Drugs Ther 1988;30(778):101-102.

There's a person in
mind for every system
we design

BOEHRINGER
MANNHEIM

DIAGNOSTICS
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From the worldwide leader
in diabetes care.
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NovolinPeiw The world's first dial-a-dose insulin delivery system is
accurate, economical and easy to use.
PenFill® cartridges available in:
• Novolin® R Regular human insulin injection (semi-synthetic)
• Novolin® N NPH human insulin isophane suspension (semi-synthetic)
• Novolin® 70/30 70% NPH human insulin isophane suspension &

30% regular human insulin injection (semi-synthetic)
Patient-preferred over syringe and vial by users surveyed1

Transfer your patients to an easier way of life

Novo Nordisk Pharmaceuticals Inc.
The worldwide leader in diabetes care

1 Data on file, Novo Nordisk Pharmaceuticals Inc.. ©Novo Nordisk Pharmaceuticals Inc. 1990


