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When a type II diabetic patient
needs more than diet,
unique MiCRONASE® Tablets
are a logical first choice.

Choosing antidiabetic
1. Micronase—a rational choice in type II diabetes

Insulin levels are normal or elevated in most patients with
type II diabetes, although insulin action is markedly
impaired. MiCRONASE helps normalize the tissue response
to endogenous insulin.

Initially, MiCRONASE helps lower serum glucose in
responsive patients by stimulating the release of additional
insulin. As therapy continues, MiCRONASE is believed to
promote peripheral glucose metabolism by helping to correct
defects at the cellular receptor and postreceptor levels.

Micronase—a single, daily dose
provides 24-hour glycemic control
MiCRONASE provides 24-hour control of blood glucose with
a single, daily, low-milligram dose. MiCRONASE may be
taken with food, since food intake does not appear to affect
its bioava ilabi I ity.

Micronase—for the type II diabetic
patient who is also hypertensive:
Control without risk of water retention
This may also be significant for the type II diabetic patier
with congestive heart failure. MiCRONASE actually causes
mild diuresis.
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therapy today
Micronase—an important consideration in

the type II diabetic patient with renal impair-
ment: Control plus unique dual excretion...
50% urine, 50% bile
Elimination of MICRONASE equally in bile and urine reduces the
risk of drug accumulation, which may result in hypoglycemia.
MICRONASE should be used with caution in patients with renal
impairment; however, in a single-dose study, plasma clearance of
MICRONASE was prolonged only in patients with severe renal
impairment.

O - Micronase—for the patient who fails
on other diabetic therapy:
Potency and dosage flexibility
MICRONASE may prove effective when other drugs fail.
Five mg of MICRONASE is approximately equivalent to
250 mg of chlorpropamide or 500 mg of acetohexamide
in its ability to lower blood glucose. The dosage range
of MICRONASE allows for greater dosage flexibility than
other agents.

Overdosage of sulfonylureas, including MICRONASE,
can cause hypoglycemia. Although the interpretations are
controversial, the UGDP study reported in 1970 that

the use of tolbutamide, an oral hypoglycemic drug,
was associated with increased cardiovascular
mortality.

The Upjohn Company
Kalamazoo, Ml 49001

Your initial Rx in type II diabetes

Micronase
glyburide, 5 mgTablets

For brief summary of prescribing information, please turn page.



Tablets (glybunde)
Dosage Guide:* Although relatively rare, hypoglycemia may occur during the conversion to
MICRONASE from other therapy.
Prior therapy Considerations before Initial MICRONASE
or condition starting therapy dose (mg/day)
Dietary therapy ineffective

Oral therapy

Insulin therapy
(<40 units/day)

Insulin therapy
(>40 units/day)

No priming necessary

Discontinue oral hypoglycemict

Completely discontinue insulin injections
under medical supervision

Gradually discontinue insulin injections under
close medical observation or hospitalization

1.25to5mg

2.5to5mg

2.5to5mg

5mg

*See complete prescribing information.
tSee package insert for special precautions when transferring patients from chlorpropamide.

Micronase Tablets (brand of glyburide tablets)
CONTRAINDICATIONS: MICRONASE Tablets are contraindicated in patients with: 1. Known hyper-
sensitivity 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: 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 noninsulin-dependent diabetes. The study in-
volved 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 5 to 8 years with diet plus a fixed dose of tolbutamide (1.5
grams per day) had 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 re-
garding 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 hypo-
glycemic drugs in this class, in view of their close similarities in mode of action and chemical
structure.
PRECAUTIONS: General - Hypoglycemia: All sulfonylureas are capable of producing severe
hypoglycemia. Proper patient selection and dosage and instructions are important to avoid
hypoglycemic episodes. Renal or hepatic insufficiency may increase the risk of serious hypo-
glycemic 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 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 advan-
tages 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 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 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 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, nico-
tinic acid, sympathomimetics, calcium channel blocking drugs, and isoniazid. A potential interaction
between oral miconazole and oral hypoglycemic agents leading to severe hypoglycemia has been
reported. Carcinogenesis, Mutagenesis, and Impairment of Fertility: Studies in rats at doses up to
300mg/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 controlled studies in pregnant women. This drug should be used during preg-
nancy 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
Reactions: Cholestatic jaundice may occur rarely; MICRONASE Tablets should be discontinued if
this occurs. Gastrointestinal disturbances, e.g., 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, includ-
ing isolated transaminase elevations, have been reported. Dermatologic Reactions: Allergic skin
reactions, e.g., pruritis, erythema, urticaria, and morbilliform or maculopapular eruptions, occurred
in 1.5% of treated patients during clinical trials. These may be transient and may disappear despite
continued use of MICRONASE; if skin reactions persist, the drug should be discontinued. Porphyria
cutanea tarda and photosensitivity reactions have been reported with sulfonylureas. Hematologic
Reactions: Leukopenia, agranulocytosis, 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 MICRONASE and disulfiram-like reactions have been reported very rarely.
OVERDOSAGE: Overdosage of sulfonylureas, including MICRONASE Tablets, can produce hypogly-
cemia. If hypoglycemic coma is diagnosed or suspected, the patient should be given a rapid intra-
venous 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.

Caution: Federal law prohibits dispensing without prescription. Store at controlled room tempera-
ture 15°-30°C (59°-86°F). Dispensed in well closed containers with safety closures. Keep container
tightly closed.
For additional product information see your Upjohn representative. B-3-S
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hancing understanding of the disease for health
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such exclusion. When reporting studies on un-
anesthetized animals or on humans, indicate that
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Matter appearing in Diabetes is copyrighted by
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as a regular manuscript and reviewed accordingly.
Rapid Publications may not exceed 10 double-
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published in the earliest possible issue of the Jour-
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spacing, and submitted in triplicate together with
three copies of figures and photomicrographs.
Manuscripts prepared in accord with the require-
ments specified in the document "Uniform Re-
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71, 1982, will be considered for publication.
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A summary of the content of the paper of not
more than 250 words should be provided. This
should be self-contained and understandable
without reference to the text.

Photographs, drawings, and figures should be
suitable for reproduction. Photographs should be
unmounted, untrimmed glossy prints. The names
of authors should appear on the back. The tops of
photographs and figures should be indicated.

Galley proofs are sent to the principal author with
a price list and order blank for reprints.
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Effective control time and time again1

Effective control of fasting and postprandial
glucose—patient after patient, meal after meal,
year after year.

Insulin when it's needed
Insulin levels are rapidly elevated in response to a
meal, then return promptly to basal levels after the
meal challenge subsides.

Timed to minimize risks
Rapidly metabolized and excreted, with an
excellent safety profile.1 As with all sulfonylureas,
hypoglycemia may occur.

In concert with diet in non-insulin-
dependent diabetes mellitus

Glucotrol
SYNCHRONIZED
SULFONYLUREA THERAPY

Please see brief summary ofGlucotrol® (glipizide)
prescribing information on next page. A divisor, of Pfi/er Pharmaceutical

New YotK. New York 10017



Reterence:
1. Sachs R, Frank M Fishman SK: Overview of clinical experience with glipizide. in Glipizide: A Worldwide Review.
Princeton, NJ, Excerpta Medica. 1984, pp 163-172.
M.UC0TIIM* follpiiide) Tablets
Brief Summary ef Prescribing Information
INDICATIONS AND USAGE: GLUCOTROL is indicated as an adjunct to diet for the control of hyperglycemia in patients
with non-insulin-dependent diabetes mellitus (NIDDM, 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 hypogly-
cemic 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 lour treatment groups [Diabetes
19, supp. 2:747-830,1970).
UGDP reported that patients treated for 5 to 8 years with diet plus a filed dose ol tolbutamide (1.5 grams per day)
had 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
ol 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 hypogly-
cemic 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 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 hemo-
globin may be useful.
Information lor 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-
steroidal anti-inflammatory agents and other drugs that are highly protein bound, salicylates. sulfonamides. chlor-
amphenicol, probenecid, coumarins, 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, nicotinic acid, sympathomimetics.
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.
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 pharmacologic
(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, 11.8% 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: Leukopenia. 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 of 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.
OVEROOSAGE: 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 for 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 (glipizide), 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 adiustments 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 once-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 (NDC10 mg 0049-4120-66)
Bottles of 100.
CAUTION: Federal law prohibits dispensing without prescription.
More detailed professional information available on request.

ROeRIG A division of Pfizer Pharmaceuticals
New York, New York 10017
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Squibb-NovoNovoPenI Insulin

® Delivery System

fc The Future of
Human Insulin Delivery Is Here

The first comprehensive, streamlined
human insulin delivery system

Designed for the
lifestyle of your

. patients with diabetes

Discreet:
1 Unobtrusive carrying and handling of

NovoPen® may encourage adherence to
multiple daily injection regimens.
• Easy to administer insulin away from
home.

Convenient:
• Sleek fountain-pen design makes it
lightweight and portable.
• Eliminates the need for conventional
syringes and vials for Novolin® R Human
Insulin (semi-synthetic).

Accurate:
• Push-button measurement designed for
accurate delivery of two or more units of
Novolin® R Insulin.
• Eliminates dosing errors that may result
from visually estimating dose.

For further information about NovoPen®,
call 1-800-334-3678. In New Jersey, call
1-800-367-0249.

NovoPen.
bringing new simplicity and
convenience to life with diabetes.

S Q U I B B * T h e diabetes care specialists

NOVCT
© Squibb-Novo. Inc. February 1987



Canon CR4-45NM
A New Diagnostic Tool for

the Diabetologist.

Mild pre-proliferative stage with early retinal thickening, soft exudates. Advanced stage with microaneurysms. Diagnosed diabetic for twelve years.

The Canon CR4 45° non-mydriatic retinal camera
has been recognized as a useful diagnostic tool for the
Diabetologist.

Virtually automatic, and requiring no cycloplegic
dilation or fluorescein dye, the Canon CR4 can be
operated by any member of your office staff.

Touch a button, and in moments you have sharp,
clear 45° retinal photographs that will augment the basic
ophthalmoscopy exam, and are an excellent addition
to your patient records. Thus, the CR4 Retinal Camera
can assist in higher quality referrals to the
ophthalmologist.

The Canon CR4. A cost-effective addition to your
practice, that fills the gap between visits to the
ophthalmologist.
Photos by Andrew Bell, Joslin Diabetes Center, William Beetham Eye Unit.

Canon
CANON U.S.A., INC.
NEW YORK—One Canon Plaza, Lake Success, NY 11042 (516) 488-6700
CHICAGO—100 Park Blvd., Itasca, IL 60143 (312) 250-6200
LOS ANGELES—123 Paularino Ave. East, Costa Mesa, CA 92626 (714) 979-6000
CANON CANADA INC.
6390 Dixie Road, Mississauga, Ontario L5T1P7 (416) 678-2730
© 1987 Canon U S A . Inc

CR4-45NM
Non-Mydriatic
Retinal Camera

I Enjoy easy emended payments
«ith the Canon Credit Card Ask for details

I a! participating Canon dealers and retailers
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FOR HYPERTENSIVE PAnENTS
INTOLERANT

OF BE1ABLOCKER THERAPY

CONSIDER

VASOTEC
(ENALAPRIL MALEATE MSD)

" a Brief Summary of Prescribing Information, please see the last page of this adve



For many hypertensive patients

YOU MAY CHANGE THE WAY YOUR



PATIENTS FELL

Usually tyo Interference
with Physical or Mental Activity
Certain subjective symptoms such as malaise and
drowsiness, which may interfere with physical or mental
activity, have not been characteristic of VASOTEC-a fact that
may be related to the specificity of action of VASOTEC on
the renin-angiotensin-aldosterone system.

Also, certain central effects, such as impairment of
memory, nightmares, or depression, have not been
characteristic of VASOTEC.

ACE* Inhibition That Favorably
Affects Certain Hemodynamic
Parameters in Many Patients
VASOTEC has a highly specific mode of action which acts on
the renin-angiotensin-aldosterone system - i t blocks ACE
from converting angiotensin I to angiotensin II, one of
the most potent vasoconstrictors known. For many
hypertensive patients, VASOTEC favorably affects certain
hemodynamic parameters: peripheral arterial resistance
is reduced with an increase in cardiac output and no
significant change in heart rate; sodium and water
retention are also reduced.

VASOTEC is contraindicated in patients who are hypersensitive to this
product.
Angioedema of the face, extremities, lips, tongue, glottis, and/or larynx
has been reported in patients treated with angiotensin-converting-
enzyme (ACE) inhibitors, including VASOTEC (0.2% of patients treated
with VASOTEC in clinical trials). In such cases, VASOTEC should be promptly
discontinued and the patient carefully observed until the swelling
disappears. Angioedema associated with laryngeal edema may be fatal.
Where there is involvement of the tongue, glottis, or larynx,
likely to cause airway obstruction, appropriate therapy,
e.g., subcutaneous epinephrine solution 1:1000 (0.3 mL to 0.5 mU
should be promptly administered (see ADVERSE REACTIONS).
Excessive hypotension was rarely seen in uncomplicated hypertensive
patients but is a possible consequence of enalapril use in severely salt/
volume-depleted persons, such as those treated vigorously with
diuretics or patients on dialysis. In using VASOTEC, consideration should
be given to the fact that another ACE inhibitor, captopril, has caused
agranulocytosis, particularly in patients with renal impairment or
collagen vascular disease, and the avaijable data are insufficient to show
that VASOTEC does not have a similar risk (see WARNINGS).
Discontinue therapy with a beta bjocker only in accordance with the
recommendations in the prescribing information for that product.

For a Brief Summary of Prescribing Information, please see the last page
of this advertisement.

*angiotensin-converting enzyme

FOR MANY HYPERTENSIVE PATIENTS
ONCE-A-DAY

VASOTEC
(ENALAPRIL MALEATE MSD)
IT MAY HELP CHANGE THE WAV YOU
MANAGE YOUR HYPERTENSIVE PATIENTS



VASOTEC
(ENALAPR1L MALEATE MSD)

Contraindications: VASOTEC (Enalapril Maleate, MSD) is contraindicated in patients who are
hypersensitive to this product.
Warnings: Angioedema: Angioedema ot the face, extremities, lips, tongue, glottis, and/or larynx
has been reported in patients treated with ACE inhibitors, including VASOTEC. In such cases,
VASOTEC should be promptly discontinued and the patient carefully observed until the swelling
disappears. In instances where swelling has been confined to the face and lips the condition has
generally resolved without treatment, although antihistamines have been useful in relieving
symptoms. Angioedema associated with laryngeal edema may be fatal. Where there is
involvement of the tongue, glottis, or larynx, likely to cause airway obstruction,
appropriate therapy, e .g. , subcutaneous epinephrine solution 1:1000 (0.3 mL to 0.5
mL) should be promptly administered. (See ADVERSE REACTIONS.)
Hypotension: Excessive hypotension was rarely seen in uncomplicated hypertensive patients but
is a possible consequence of enalapril use in severely salt/volume-depleted persons such as
those treated vigorously with diuretics or patients on dialysis. (See PRECAUTIONS, Drug Interac-
tions and ADVERSE REACTIONS.) In patients with severe congestive heart failure, with or without
associated renal insufficiency, excessive hypotension has been observed and may be associated
with oliguria and/or progressive azolemia, and rarely with acute renal failure and/or death.
Because of the potential fall in blood pressure in these patients, therapy should be started under
very close medical supervision. Such patients should be followed closely for the first two weeks of
treatment and whenever the dose of enalapril and/or diuretic is increased,
jf hypotension occurs, the patient should be placed in supine position and, if necessary, receive an
intravenous infusion of normal saline. A transient hypotensive response is not a contraindication
to further doses, which usually can be given without difficulty once the blood pressure has
increased after volume expansion.

Neutropenia/Agranulocytosis: Another ACE inhibitor has been shown to cause agranurocytosis
and bone marrow depression, rarely in uncomplicated patients but more frequently in patients
with renal impairment, especially if they also have a collagen vascular disease. Available data from
clinical trials of enalapril are insufficient to show that enalapril does not cause agranulocytosis at
similar rates. Foreign marketing experience has revealed several cases of neutropenia or agranu-
locytosis in which a causal relationship to enalapril cannot be excluded. Periodic monitoring of
white blood cell counts in patients with collagen vascular disease and renal disease should be
considered.
Precautions: General: Impaired Renal Function: As a consequence of inhibiting the renin-
angiotensin-aldosterone system, changes in renal function may be anticipated in susceptible indi-
viduals. In patients with severe congestive heart failure whose renal function may depend on the
activity of the renin-angiotensin-aldosterone system, treatment with ACE inhibitors, including
VASOTEC, may be associated with oliguria and/or progressive azotemia and rarely with acute
renal failure and/or death.
jn clinical studies in hypertensive patients with unilateral or bilateral renal artery stenosis,
increases in blood urea nitrogen and serum creatinine were observed in 20% of patients. These
increases were almost always reversible upon discontinuation of enalapril and/or diuretic therapy
In such patients renal function should be monitored during the first few weeks of therapy.
Some hypertensive patients with no apparent preexisting renal vascular disease have developed
increases in blood urea and serum creatinine, usually minor and transient, especially when
VASOTEC has been given concomitantly with a diuretic. This is more likely to occur in patients
with preexisting renal impairment. Dosage reduction of VASOTEC and/or discontinuation of the
diuretic may be required.
Evaluation of the hypertensive patient should always include assessment of renal
function. (See DOSAGE AND ADMINISTRATION in complete Prescribing Information.)
Hyperkalemia: Elevated serum potassium (greater than 5.7 mEq/L) was observed in approxi-
mately 1% of hypertensive patients in clinical trials. In most cases these were isolated values
which resolved despite continued therapy. Hyperkalemia was a cause of discontinuation of therapy
in 0.28% of hypertensive patients. Risk factors for the development of hyperkalemia may include
renal insufficiency, diabetes mellitus, and the concomitant use of agents to treat hypokalemia. (See
Drug Interactions.)
Surgery/Anesthesia: In patients undergoing major surgery or during anesthesia with agents that
produce hypotension, enalapril may block angiotensin II formation secondary to compensatory
renin release. If hypotension occurs and is considered to be due to this mechanism, it can be
corrected by volume expansion.
Information tor Patients:
Angioedema: Angioedema, including laryngeal edema, may occur especially following the first
dose of enalapril. Patients should be so advised and told to report immediately any signs or
symptoms suggesting angioedema (swelling of face, extremities, eyes, lips, tongue, difficulty in
breathing) and to take no more drug until they have consulted with the prescribing physician.
Hypotension: Patients should be cautioned to report lightheadedness especially during the first
few days of therapy. If actual syncope occurs, the patients should be told to discontinue the drug
until they have consulted with the prescribing physician.
All patients should be cautioned that excessive perspiration and dehydration may lead to an
excessive fall in blood pressure because of reduction in fluid volume. Other causes of volume
depletion such as vomiting or diarrhea may also lead to a fall in blood pressure; patients should be
advised to consult with the physician.
Hyperkalemia: Patients should be told not to use salt substitutes containing potassium without
consulting their physician.
Neutropenia: Patients should be told to report promptly any indication of infection (e.g., sore
throat, fever) which may be a sign of neutropenia.
NOTE: As with many other drugs, certain advice to patients being treated with enalapril is war-
ranted. This information is intended to aid in the safe and effective use of this medication. It is not
a disclosure of all possible adverse or intended effects.
Drug Interactions:
Hypotension: Patients on Diuretic Therapy: Patients on diuretics and especially those in whom
diuretic therapy was recently instituted may occasionally experience an excessive reduction of
blood pressure after initiation of therapy with enalapril. The possibility of hypotensive effects with
enalapril can be minimized by either discontinuing the diuretic or increasing the salt intake prior to
initiation of treatment with enalapril. If it is necessary to continue the diuretic, provide medical
supervision for at least one hour after the initial dose. (See WARNINGS and DOSAGE AND
ADMINISTRATION in complete Prescribing Information.)
Agents Causing Renin Release: The antihypertensive effect of VASOTEC is augmented by antihy-
pertensive agents that cause renin release (e.g., diuretics).

Other Cardiovascular Agents: VASOTEC* (Enalapril Maleate, MSD) has been used concomitantly
with beta-adrenergic-blocking agents, methyldopa, nitrates, calcium-blocking agents, hydrala-
zine, and prazosin without evidence of clinically significant adverse interactions.
Agents Increasing Serum Potassium: VASOTEC may attenuate potassium loss caused by thia-
zide-type diuretics. Potassium-sparing diuretics (e.g., spironolactone, triamterene, or amiloride),
potassium supplements, or potassium-containing salt substitutes may lead to significant
increases in serum potassium. Therefore, if concomitant use of these agents is indicated, they
should be used with caution and with frequent monitoring of serum potassium.
Pregnancy-Category C: There was no fetotoxicity or teratogenicity in rats treated with up to
200 mg/kg/day of enalapril (333 times the maximum human dose). Fetotoxicity, expressed as a
decrease in average fetal weight, occurred in rats given 1200 mg/kg/day of enalapril, but did not
occur when these animals were supplemented with saline. Enalapril was not teratogenic in rabbits.
However, maternal and fetal toxicity occurred in some rabbits at doses of 1 mg/kg/day or
more. Saline supplementation prevented the maternal and fetal toxicity seen at doses of 3 and
10 mg/kg/day, but not at 30 mg/kg/day (50 times the maximum human dose).
There are no adequate and well-controlled studies in pregnant women. VASOTEC should be used
during pregnancy only if the potential benefit justifies the potential risk to the fetus.
Nursing Mothers: It is not known whether this drug is secreted in human milk. Because many
drugs are secreted in human milk, caution should be exercised when VASOTEC is given to a
nursing mother.
Pediatric Use: Safety and effectiveness in children have not been established.
Adverse Reactions: VASOTEC has been evaluated for safety in more than 10,000 patients,
including over 1000 patients treated for one year or more. VASOTEC has been found to be gener-
ally well tolerated in controlled clinical trials involving 2677 patients.
The most frequent clinical adverse experiences in controlled trials were: headache (4.8%), dizzi-
ness (4.6%), and fatigue (2.8%). For the most part, adverse experiences were mild and transient
in nature. Discontinuation of therapy was required in 6.0% of patients. In clinical trials, the overall
frequency of adverse experiences was not related to total daily dosage within the range of 10 to
40 mg. The overall percentage of patients treated with VASOTEC reporting adverse experiences
was comparable to placebo.

Other adverse experiences occurring in greater than 1% of patients treated with VASOTEC in
controlled clinical trials were: diarrhea (1.6%), rash (1.5%), hypotension (1.4%), cough (1.3%),
nausea (1.3%), and orthostatic effects (1.3%).
Clinical adverse experiences occurring in 0.5% to 1.0% of patients in the controlled trials or since
the drug was marketed include:
Cardiovascular: Syncope, orthostatic hypotension, palpitations, chest pain.
Nervous System: Insomnia, nervousness, paresthesia, somnolence.
Gastrointestinal System: Abdominal pain, vomiting, dyspepsia.
Renal: Renal dysfunction, renal failure, oliguria (See PRECAUTIONS and DOSAGE AND ADMIN-
ISTRATION in complete Prescribing Information.)
Other: Dyspnea, muscle cramps, hyperhidrosis, impotence, pruritus, asthenia.
Angioedema: Angioedema has been reported in patients receiving VASOTEC (0.2%). Angio-
edema associated with laryngeal edema may be fatal. If angioedema of the face, extremities, lips,
tongue, glottis, and/or larynx occurs, treatment with VASOTEC should be discontinued and
appropriate therapy instituted immediately. (See WARNINGS.)
Hypotension: Combining the results of clinical trials in patients with hypertension or congestive
heart failure, hypotension (including postural hypotension and other orthostatic effects) was
reported in 2.3% of patients following the initial dose of enalapril or during extended therapy. In
the hypertensive patients, hypotension occurred in 0.9% and syncope occurred in 0.5% of
patients. Hypotension or syncope was a cause for discontinuation of therapy in 0.1% of hyperten-
sive patients. (See WARNINGS.)
Clinical Laboratory Test Findings:
Hyperkalemia: (See PRECAUTIONS.)

Creatinine, Blood Urea Nitrogen: In controlled clinical trials, minor increases in blood urea nitro-
gen and serum creatinine, reversible upon discontinuation of therapy, were observed in about
0.2% of patients with essential hypertension treated with VASOTEC alone. Increases are more
likely to occur in patients receiving concomitant diuretics or in patients with renal artery stenosis.
(See PRECAUTIONS.)
Hemoglobin and Hematocrit: Small decreases in hemoglobin and hematocrit (mean decreases of
approximately 0.3 g% and 1.0 vol%, respectively) occur frequently in hypertensive patients
treated with VASOTEC but are rarely of clinical importance unless another cause of anemia coex-
ists. In clinical trials, less than 0.1% of patients discontinued therapy due to anemia.
Other (Causal Relationship Unknown): Rarely, elevations of liver enzymes and/or serum bilirubin
have occurred.
In marketing experience, rare cases of neutropenia, thrombocytopenia, and bone marrow depres-
sion have been reported.

Dosage and Administration: In patients who are currently being treated with a diuretic, symp-
tomatic hypotension occasionally may occur following the intitial dose of VASOTEC. The diuretic
should, if possible, be discontinued for two to three days before beginning therapy with VASOTEC
to reduce the likelihood of hypotension. (See WARNINGS.) If the patient's blood pressure is not
controlled with VASOTEC alone, diuretic therapy may be resumed.

If the diuretic cannot be discontinued, an initial dose of 2.5 mg (break the 5-mg tablet) should be
used under medical supervision for at least one hour to determine whether excess hypotension
will occur. (See WARNINGS and PRECAUTIONS, Drug Interactions.)
The recommended intial dose in patients not on diuretics is 5 mg once a day. Dosage should be
adjusted according to blood pressure response. The usual dosage range is 10 to 40 mg per day
administered in a single dose or two divided doses. In some patients treated once daily, the
antihypertensive effect may diminish toward the end of the dosing interval. In such patients, an
increase in dosage or twice daily administration should be considered. If blood pressure is not
controlled with VASOTEC alone, a diuretic may be added.
Concomitant administration of VASOTEC with potassium supplements, potassium salt substi-
tutes, or potassium-sparing diuretics may lead to increases of serum potassium (see PRECAU-
TIONS).
Dosage Adjustment in Renal Impairment: The usual dose of enalapril is recommended for patients
with a creatinine clearance >30 mL/min (serum creatinine of up to approximately 3 mg/dL). For
patients with creatinine clearance s=30 mL/min (serum creatinine &3 mg/dL), the first dose is 2.5
mg once daily. The dosage may be titrated upward until blood pressure is controlled or to a
maximum of 40 mg daily. For dialysis patients, the initial dose and the dose on
dialysis days is 2.5 mg/day. Dosage on nondialysis days should be adjusted | v | S D
depending on blood pressure response. ^ — —
For more detailed information, consult your MSD representative or see Pre- M^E R C K
scribing Information. Merck Sharp & Dohme, Division of Merck & Co., INC.,
West Point, PA 19486. jevsi2<406) DOHME
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Squibb-Novo
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Delivery System

The Future of
Human Insulin Delivery Is Here

The first
comprehensive,
streamlined
human insulin
delivery system

ined for the lifestyle of
our patients with diabetes

Convenient:
• SleelHountain-pen design makes it lightweight and portable.
• Eliminates the need for conventional syringes and vials for
Novolin® R Human Insulin (semi-synthetic).

Discreet:
1 Unobtrusive carrying and handling of NovoPen® may
encourage adherence to multiple daily injection regimens. ,

1 Easy to administer insulin away from home.

Accurate:
> Push-button measurement designed for accurate delivery of I "'
two or more units of Novolin® R Insulin.

1 Eliminates dosing errors that may result from visually
estimating dose.
For further information about NovoPen®, call 1-800-334-3678. '
In New Jersey, call 1-800-367-0249.

convenience to life with diabetes.
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Second Nature

r

sek'and na'char. An acquired habit
so deeply ingrained as to be auto-
matic and part of a persons nature.

Second nature comes from ease
of use.

To become a second-nature tool,
an object must possess certain
qualities.

Simplicity. Functionality.
Portability.

They are part and parcel of many
tools that make our life easier and
better.

Tools such as the GLUCOSCAN™
3000 Personal Blood Glucose Meter.

Simple
. Everything

' jl can be
, Jr learned, but

1 simple things
are learned more easily. Almost every-
one knows how to use a paper clip.

The GLUCOSCAN 3000 Meter
has precisely the kind of simplicity
that invites easy learning.

Like the simple procedure. The
simple two-touch operation. Or the
permanent factory calibration that
does away with both unnecessary
steps and operator errors.

The faster the learning, the easier
your training job. And the greater
the likelihood of continued use.

The GLUCOSCAN one-minute
test and dry-blot procedure make
compliance sure and simple.

And when your patients comply,
you can feel confident with their
treatment program.

Functional
Functional tools work small miracles
every day. Using a pencil has
become second nature to the degree
that its brilliant, functional design
is taken for granted.

The GLUCOSCAN 3000 Meter
can become just such a tool for your

patients. It is packed with
functional features that
make testing easy and
appropriate for ever)'
lifestyle.

Like the Memory Bank™
Data Log that auto-
matically stores your
patient's last 29 test
readings.

Or the largest,
easiest-to-read digital
display in glucose
monitoring. The only j
adjustable volume m
control. The longest -,
battery life. And ~
the longest meter
warranty—three
full years —
included free
of extra
charge.

Portable
Cumbersome objects stay home.
Compact ones go places. When we
wear a wristwatch, we always know
the time no matter where we are.

Equally, with the GLUCOSCAN
3000 Meter, your patients can test
their blood sugars
virtually anywhere,
because the
GLUCOSCAN
3000 Meter is the
smallest one
available.

But of
what use
is a small
meter if all
the other
testing
supplies
are not
readily at
hand? The unique,
truly pocket-portable GLUCOSCAN

case holds everything required for
on-the-go monitoring: Individually
foil-wrapped GLUCOSCAN Test Strips,
PENLET™ Automatic Blood Sampling
Pen, GLUCOSCAN Lancets, and, of
course, the GLUCOSCAN Meter itself.

GLUCOSCAN 3000
GLUCOSCAN 3000 is more than just
another meter. It's an important
part of life for many people.

Some say it's second nature.

Discover how blood glucose
testing can become second nature
with the GLUCOSCAN 3000 Personal
Blood Glucose Meter. Call us
toll-free for the name of your nearest
Authorized LifeScan Distributor:
Nationwide (800) 227-8862; in
California (800) 982-6132.

Also available in the econom-
ical GLUCOSCAN 2000 model
(Memory Bank not included).

ItiFEScnn inc.
^ ^ ^ Mountain View, CA 94043

© 1986 LifeScan Inc.
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GLUCOSCAN
Meters
Easiest to start with.
Easiest to stay with.



For diabetics
with peripheral arterial

disease...
Circulatory insufficiency—a 'tf'
well-known factor in the patho- :1
genesis of diabetic complica- fyfyX
tions—predisposes diabetics to
intermittent claudication.1 In
addition to narrowing of the •••

4 blood vessels, two specific
t microcirculatory abnormalities

—decreased red cell flexibility
: and increased blood viscosity-

are also associated with diabetes.'2 Although ideal glucose control
might correct these abnormalities, glucose levels do fluctuate, and _-.-,^.-^
patients remain at risk.



when microcirculatory
Hood flow improves,

so does life.
Though glucose
control may be
imperfect, Trental *
increases red cell
flexibility and
lowers blood vis-
cosity. The flow of
red cells—which
are larger than
the diameter of
the microcirculatory vessels—is enhanced through
the capillary bed, and tissue perfusion and oxygen-
ation improve.3"5

Evidence of improved perfusion and oxygena-
tion has been obtained from experimental mea-
surements of partial pressures of oxygen (pO2) in
the calf muscles of patients with limb ischemia
given Trental®.6

Significant improvement
in stabilized diabetics2

The effectiveness of Trental® on intermittent
claudication has been demonstrated in a controlled
trial of 50 maturity-onset diabetics stabilized on
insulin, oral antidiabetics, or diet alone. Eighty-four
percent of patients receiving Trental* 400 mgb. i.d.
showed a significant improvement in walking dis-
tance, compared with 17% of those on placebo.

Trental*-treated patients also had significant
improvement in paresthesias, skin temperature, and
subjective overall response.

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

Ttental
(pentoxifylline) 400 mg

Tablets

The only proven-
effective agent for

intermittent claudication
symptomatic of peripheral
arterial disease

Trental'can improve function and symptoms, but is not intended to
replace more definitive therapy such as surgery.

Please see following page for references and brief summary of prescribing
information.

©1987 by Hoechst-Roussel Pharmaceuticals Incorporated.
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Trental® (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 intermit-
tent claudication on the basis of chronic occiusive 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
exhibited intolerance to this product or methylxanthines such as caffeine, theo-
phylline, and theobromine.
PRECAUTIONS:
General: Patients with chronic occiusive arterial disease of the limbs frequently
show other manifestations of arteriosclerotic disease. Trental® (pentoxifylline) has
been used safely for treatment of peripheral arterial disease in patients with
concurrent coronary artery and cerebrovascular diseases, but there have been
occasional 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 peri-
odic 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
pressure monitoring is recommended for patients receiving concomitant antihy-
pertensive therapy. If indicated, dosage of the antihypertensive agents should
be reduced.

Carcinogenesis, Mutagenesis and Impairment of Fertility: Long-term stud-
ies 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 marginal 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 pentoxifyjline 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 consid-
ered drug related, as well as the numbers of patients who received controlled-

release Trental® (pentoxifylline) tablets, immediate-release Trental® (pentoxifyl-
line) capsules, 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 capsule 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

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

Trental®
(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 have been reported sponta-
neously 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 finger-
nails, pruritus, rash, urticaria; Special Senses—blurred vision, conjunctivitis, ear-
ache, scotoma; and Miscellaneous—bad taste, excessive salivation, leukopenia,
malaise, sore throat/swollen neck glands, weight change.

A few rare events have been reported spontaneously worjdwide since mar-
keting in 1972. Although they occurred under circumstances in which a causal
relationship with pentoxifylline could not be established, they are listed to serve
as information for physicians: Cardiovascular—angina, arrhythmia, tachycardia;
Digestive—hepatitis, jaundice; and Hemicand Lymphatic—decreased serum
fibrinogen,.pancytopenia, purpura, thrombocytopenia.
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 pentoxi-
fylline in patients who have overdosed.
DOSAGE AND ADMINISTRATION:
The usual dosage of Trentaj® (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.

Hoechst-Roussel Pharmaceuticals Inc. H O G C h S t OLJ
Somerville, New Jersey 08876 «--—

A giant step toward
compliance...

• Medication
• Diet
• Stopping smoking
• Exercise
Ask your Hoechst-Roussel
representative for
information about this
innovative patient
education program.

400 mg
TabletsTrental

(pentoxifylline)
The only proven-effective agent
for intermittent claudication
symptomatic of
peripheral arterial disease...
The name and logo HOECHST are
registered trademarks of Hoechst AC.



Pathway to progress in diabetes

For more than four decades, ICI pharmaceutical research has been an
innovative force in professional health care.. .most notably with the
introduction of beta blockade to cardiovascular disease and the first
antiestrogen therapy in oncology. And now, ICI innovation continues into
the area of diabetic complications. Its research laboratories in the United
States and throughout the world are committed, in particular, to probing
and clarifying the role of aldose reductase in the pathogenesis of diabetic
complications.

One day, the promise of this intensive diabetes research may become a reality.

Committed to improving the control
of diabetic complications

ICI Pharmaceuticals Group

1987 ICI Americas Inc
ICI Americas Inc/Wilmington, DE 19897

ICI Pharma
Stuart Pharmaceuticals



AWARD FOR
OUTSTANDING

SCIENTIFIC ACHIEVEMENT
BY AN INVESTIGATOR

SPONSORED BY ELI LILLY AND COMPANY

the 30th anniversary of this prestigious award, the
American Diabetes Association will honor the

1987 recipient and give special recognition to those previously
so honored. This award will be presented during the

annual ADA meeting, June 6-9,1987, in Indianapolis, Indiana.

Eh Lilly and Company
Indianapolis, Indiana 46285




