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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.

\ V

. 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 bioavailability.

O . 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 patient
with congestive heart failure. MiCRONASE actually causes a
mild diuresis.
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therapy today
4 . 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.

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.

Your initial Rx in type II diabetes

Micronase
glyburide, 5 mgTablets

For brief summary of prescribing information, please turn page.



MiCronasetablets (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 No priming necessary 1.25to5mg
Oral therapy Discontinue oral hypoglycemict 2.5to5mg
Insulin therapy
(<40 units/day)

Completely discontinue insulin injections
under medical supervision

2.5to5mg

Insulin therapy
(>40 units/day)

Gradually discontinue insulin injections under
close medical observation or hospitalization

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
ol 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 ol 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. Orug 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. Hematologlc
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 ot 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 100mg/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

Upjohn THE UPJOHN COMPANY
Kalamazoo, Ml 49001, USA

J-7349
January 1987

American
Diabetes
Association.

ANNOUNCEMENT

T h e American Diabetes
Association is pleased

to announce that

David C. Robbins, MD
Will become Editor of

in January 1988.

The Associate Editors
will be

Jorge Calles-Escandon,MD
Kenneth C. Copeland MD

John T. Devlin, MD
Edward S. Horton, MD



VOLUME 11 NUMBER 1
JANUARY 1988 C H A B E T E S C A R E

THE JOURNAL OF CLINICAL AND APPLIED RESEARCH AND EDUCATION

EDITOR
David C. Robbins, MD

ASSOCIATE EDITORS
Jorge Calles-Escandon, MD
Kenneth C. Copeland, MD
John T. Devlin, MD
Edward S. Horton, MD

EDITORIAL ASSISTANT
India Tresselt

EDITORIAL BOARD
Naji N. Abumrad, MD
Dorothy Becker, MBBCh
Peter Bennett, MD
Daniel J. Cox, PhD
John Cunningham, MD
Stephen Duck, MD
R. Philip Eaton, MD
Carelyn P. Fylling, RN, MS
Barry H. Ginsberg, MD, PhD
John E. Godine, MD
Gale E. Inoff-Germain, BA
Eli Ipp, MD
Jonathan Jaspan, MD
David J.A. Jenkins, MD
Robert Kaplan, PhD
Ronald Klein, MD
Ronald LaPorte, PhD
Rodney A. Lorenz, MD
Noel K. Maclaren, MD
Steven A. Mazzuca, PhD
Robert S. Mecklenburg, MD
L. Joseph Melton III, MD
Michael A. Pfeiffer, MD
Kenneth Polonsky, MD
Alyne T. Ricker, MD
Neil Ruderman, MD
Christopher Ryan, PhD
Robert R. Wolfe, PhD

PUBLISHER
Caroline Stevens

DIRECTOR OF PROFESSIONAL
PUBLICATIONS
Beverly Brittan Cook

MANAGING EDITOR
Orit Lowy

ASSISTANT MANAGING
EDITOR
Claire Reinburg

ASSISTANT EDITORS
Pamela Harley-Karl
Anne Wilson

PUBLICATIONS ASSISTANT
Yolanda Christie Walters

ADVERTISING COORDINATOR
Peggy Donovan

American
Diabetes
Association, Inc.

Diabetes Care and Diabetes are scientific research journals published by the American
Diabetes Association, Inc. Both publish original high-quality reports on biomedical
research related to the broad field of diabetes mellitus.

All manuscripts and other editorial correspondence should be sent by first class
mail to David C. Robbins, MD, Editor, Diabetes Care, University of Vermont, De-
partment of Medicine, Metabolic Unit, Given C-352, Burlington, VT 05405. Corre-
spondence concerning the copyediting and production of accepted manuscripts should
be addressed to the Editorial Office, Diabetes Care, American Diabetes Association,
Inc., 1660 Duke Street, Alexandria, VA 22314.

Manuscripts should be prepared in accord with the requirements specified in the
document "Uniform Requirements for Manuscripts Submitted to Biomedical Jour-
nals," Annals of Internal Medicine 96:766-71, 1982. An "Instructions for Authors"
page containing specifications for manuscript preparation appears in the January issue
of each volume.

Diabetes Care (ISSN 0149-5992) is published 10 times per year (Jan, Feb, Mar,
Apr, May, Jun, Jul/Aug, Sept, Oct, Nov/Dec) by the American Diabetes Association,
Inc., 1660 Duke Street, Alexandria, VA 22314. The annual subscription rate is $55
for individuals in the U.S. and Canada. Professional Membership dues include $55
designated for Diabetes Care. The annual rate for all foreign subscriptions, excluding
Canada, is $82. The fee for individual copies is $7 (overseas add $3.50 postage).
Second class postage paid at Alexandria, Virginia 22314, and at additional mailing
offices. POSTMASTER: Send change of address to Diabetes Care, American Diabetes
Association, Inc., P.O. Box 2055, Harlan, IA 51593-0238.

Copyright 1988 by the American Diabetes Association, Inc.

American Diabetes Association
Officers 1987-88

CHAIRMAN OF THE BOARD
S. Douglas Dodd
PRESIDENT
John A. Colwell, MD, PhD
CHAIRMAN OF
THE BOARD-ELECT
William A. Mamrack
PRESIDENT-ELECT
Charles Clark, Jr., MD

SENIOR VICE-PRESIDENT
Linda S. Hurwitz, RN, MS
VICE-CHAIRMAN OF THE BOARD
Sterling Tucker
VICE-PRESIDENTS
Sherman M. Holvey, MD
Alan D. Cherrington, PhD
SECRETARY
Gloria Hirsch
TREASURER
Gordon Mardis
EXECUTIVE VICE-PRESIDENT
Robert S. Bolan



Presenting D IASCAN-
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SELF-MONITORING SYSTEM
Featuring the New Diascan-S Meter

I t 's s imp le : Easy to learn . . . easier to use. Everything about it is easy . . . from applying
the sample to the test strip (no need for hanging drop) to removing the sample from the pad . . .
from touch calibration to adjustable prompts. Even the door has been eliminated . . . just insert
the strip and read.

I t 's smar t : So smart that it remembers the last ten tests, compensates for variations in
temperature, and tells you if the strip is not seated correctly. The DIASCAN-S offers the broadest
available range (10-600 mg/dl), plus unsurpassed accuracy and reliability that has made
DIASCAN the fastest growing blood glucose self-monitoring system in America.

D I A S C A N - S : T h e sens ib le Choice. Simplicity of use plus superior technology add
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Diabetes Training Center or call Home Diagnostics, Inc. 1-800-DIASCAN (in New Jersey and
outside the USA, please call 201-542-7788).
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Endurance exercise programs are becoming increasingly popular and even fashionable. In diabetic
subjects the potential problems of hypoglycemia or even hyperglycemia and ketosis tempers enthu-
siasm for this endeavor. A strategy was devised by Meinders et al. (p. 1) for five physically trained
and well-controlled subjects with insulin-dependent diabetes (IDDM) to omit their usual morning
dose of insulin and to eat their usual morning meal before a 3-h, 32-km run. The last insulin injection
was given 26 h before the run in two subjects and 16 h before the run in three subjects. Although
the diabetic runners began with their blood glucose values elevated to 3.5 times that of the control
subjects, the values decreased to the level of control values by 150 min and remained the same
thereafter. Significantly greater elevations of counterregulatory hormones in IDDM subjects and the
ingestion of food during exercise may have prevented the development of hypoglycemia. Ketone
bodies were not higher in IDDM subjects during the run but were elevated after exercise. This study
suggests that well-trained, well-controlled IDDM athletes can safely engage in endurance running
without excessive risk, although they should be advised not to exercise during periods of poor
metabolic control.

Treating the neuropathy of diabetic patients can be a frustrating task. Its natural history remains largely
unknown, and the relationship between nerve function and clinical symptoms is still unclear. Young
et al. (p. 34) have prospectively followed 29 diabetic patients for 12-18 mo to document the course
of newly developed neuropathy, measuring clinical variables as well as nerve electrophysiology.
Sixteen patients had complete remission within 12 mo. Serial neurophysiologic tests in this group
were superior to those of the group with continued symptoms. Remission of pain occurred in patients
in whom the onset was associated with acute changes in metabolic milieu, shorter duration of
diabetes, milder sensory loss, and greater preceding weight loss. These observations help characterize
the course of diabetic neuropathy and may help us counsel patients about their prognosis. These
studies are an important step leading to improved understanding of prognosis and treatment of diabetic
neuropathy.

Even the most conscientious diabetic patients have unexplained incidents of low or high blood
glucose. Frid et al. (p. 41) measured the absorption of radioactive insulin to determine whether
inadvertent intramuscular insulin injection could account for some of these episodes. Two important
observations were made. First, regardless of the depth of injection, regular insulin injected into the
thigh was absorbed more slowly than insulin injected into the abdomen. Second, intramuscular
injection resulted in more rapid absorption in the thigh but not in the abdomen. The results underscore
the importance of proper injection technique and educating patients about variations in insulin action
due to anatomic site of injection. Do these results mean that shorter needles are safer? Is the abdomen
the preferred site of injection? These questions are discussed in this issue.

Official dietary recommendations of several major medical organizations have converged toward a
generic diet higher in carbohydrate and lower in fat than the standard American diet. However, is
there a dietary composition that will be uniquely helpful in controlling the blood glucose of individuals
with type II (non-insulin-dependent) diabetes? In this issue, Nuttall and Cannon (p. 72) show a
significantly improved insulin response to oral glucose in type II diabetic patients when the glucose
is consumed with protein and fructose as part of a mixed meal. This interesting phenomenon is not
seen in nondiabetic subjects. These experiments demonstrate the beneficial impact of dietary protein
and fructose on glycemia in type II diabetic patients. However, more information relating insulin
response to the interactions of dietary protein, fructose, and fat need to be gathered before changes
in the diabetic diet are recommended. Dietary studies of a long-term prospective nature remain to
be done.

Do children with insulin-dependent diabetes mellitus (IDDM) have characteristic temperamental
profiles? An article by Rovet and Ehrlich (p. 77) suggests that certain aspects of behavior in children
with IDDM correlate with glycemic control, as defined by HbA1c values. Better glycemic control was
found in the more active children and in children whose diabetic routines were described as regular.
These findings support commonsense concepts of diabetes management: more activity results in more
caloric expenditure, and day-to-day consistency in a prescribed regimen results in better control.
Surprisingly, however, better glycemic control also was found in children with negative moody
behavior, in children who were easily distracted, and in children who did not display strong reactions
to external stimuli. Do these findings suggest that being an easily distractible "grouch-pot," insensitive
to external stress-provoking stimuli, provides some advantage to the child with IDDM? Conversely,
does poor glycemic control lead to characteristic behavioral patterns? The data and some speculation
as to their significance are discussed by the authors in this issue.
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For diabetics
ith peripheral arterial

disease...
— ^ Circulatory insufficiency—a

^ well-known factor in the patho-
s, genesis of diabetic complica-

z tions—predisposes diabetics to
g j intermittent claudication.1 In

, addition to narrowing of the
""" | blood vessels, two specific

| microcirculatory abnormalities
—decreased red cell flexibility

* .'. .-,*! and increased blood viscosity-
are also associated with diabetes.1-'Although ideal glucose control
might correct these abnormalities, glucose levels do fluctuate, and
patients remain at risk.



when microcirculatory
blood 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.35

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 Trentar.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 TrentalM 400 mg b.i.d.
showed a significant improvement in walking dis-
tance, compared with 17% of those on placebo.

Trentalw-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

Trental
(pentoxifylline) 400 mg

Tablets

^ J The only proven-
N 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 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
exhibited intolerance to this product or methylxanthines such as caffeine, theo-
phylline, and theobromine.
PRECAUTIONS:
General: Patients with chronic occlusive 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 TrentaK" (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 Trental40 (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 ofthe 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 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 consid-
ered drug related, as well as the numbers or 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 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.

Hoechst-Roussel Pharmaceuticals Inc. H O G C l l S t ULJ
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 HOECHSTare
registered trademarks of Hoechst AC.
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reliable blood glucose
monitoring
takes just
one touch.



R O N G

one TOUCH
SYSTEM

A revolutionary blood
glucose monitoring system

from LifeScan.

One Tbuch-
the first truly
simple system.

The new One Touch System
makes reliable blood glucose
monitoring easier than ever.
With One Touch, results can be
achieved by touching the reagent
pad just once—to apply blood—
because no wiping or blotting
is required.

1. Insert test strip.

One Touch-no timing,
no wiping, no blotting,
no user demands.
The One Touch System eliminates
three major demands on your
patients: starting the test, timing
the test and removing the blood.
With the test strip in the meter,
the patient presses Power, then
applies the blood sample to the
reagent pad at any time. At this

2. Press POWER.



point the meter takes over, start-
ing the test automatically when it
detects blood on the reagent pad.
No blood removal is required, and
results appear in just 45 seconds.
The opportunity for procedural
error is virtually eliminated.

One Touch-easier to use,
easier to handle.
The One Touch Meter provides
a stable platform for the test
strip while the blood sample

is applied. The reagent pad is
smaller, so less blood is required
for each test. The test strip is
wider, so it's easier to handle.

One Touch-added features
for greater convenience
and confidence.
One Touch is the first blood
glucose meter to provide inter-
active messages in plain English
on a large, easy-to-read display

With each One Touch test,
numerous system self-checks
(optics, software, memory
function, strip presence and
battery) are performed. And
250 previous test results may
be recalled from memory

One Touch-designed for
technique-independent
testing.
When blood glucose monitoring
is kept simple, results are more
reliable. The One Touch testing
procedure accomplishes this goal.

3. Apply sample. Result appears in just
45 seconds-with no timing,
wiping, or blotting.

one TOUCH
SYSTEM



The Complete One Touch™ System Includes:
One Touch Meter with Carry Case

One Touch Test Strips
Penlet™ Automatic Sampling Pen and Lancets

Glucose Control Solution
Instructional Audio Cassette

Owner's Booklet
Logbook

technology that tests the glucose, not the patient.
Specifications:
Past test time
Results appear in just 45 seconds.
Wider dynamic range
[) to600 mg/dL(0 to 333 mmol/L).
Unsurpassed accuracy
When compared to a clinical laboratory
instrument (YSI Model 23A Glucose
\nalyzer) at three different clinical
locations, results from patients using
the One Touch System demonstrated
excellent correlation with the
reference method.

slope 1.02
y intercept 4.7 mg/dL
correlation coefficient (r) 0.979

Automatic memory
Stores most recent 250 readings. Data
port for transferring memory contents
to Data Manager™ unit for printed
test histories with time and date.

Easy-to-read display
Mphanumeric; dot matrix LCD.

Comparison of One Touch
used by patients vs. laboratory
reference method*

For a One Touch demonstration,
contact your LifeScan Professional
Representative. For the name of your
local Representative, call toll-free:
In the US.: 1 800 227-8862
In Canada: 1800 663-5521

•Data on file, LifeScan, Inc.

one TOUCH
SYSTEM

100 200 300 400
Laboratory Method

Customer satisfaction guarantee
No risk money-back guarantee on
One Touch System within 30 days of
purchase. Full three-year warranty
on One Touch Meter.

uFEsenn

Mountain View, California 94043

© LifeScan, Inc. 1987 Printed in U.S.A. 8/87 53-2OOA





Then thousands...

Soon more than a million.
Soon more than a million insulin users
will be taking Humulin.
And no wonder. Humulin is identical to the insulin produced
by the human pancreas—except that it is made by rDNA
technology.

Humulin is not derived from animal pancreases. So it con-
tains none of the animal-source pancreatic impurities that
may contribute to insulin allergies or immunogenicity.

The clinical significance of insulin antibodies in the com-
plications of diabetes is uncertain at this time. However, high
antibody titers have been shown to decrease the small
amounts of endogenous insulin secretion some insulin
users still have. The lower immunogenicity of Humulin has been
shown to result in lower insulin antibody titers; thus, Humulin
may help to prolong endogenous insulin production in
some patients.

Any change of insulin should be made cautiously and
only under medical supervision. Changes in refinement,
purity, strength, brand (manufacturer), type (regular, NPH,
Lente®, etc), species/source (beef, pork, beef-pork, or
human), and/or method of manufacture (recombinant DNA
versus animal-source insulin) may result in the need for a
change in dosage.

DIET...EXERCISE...

Humulin
human insulin
(recombinant DNA origin]

tuoi

HumuSnn
tore*
szanhsuSh

rrntelrrKSJtprw

Lilly Leadership
i v /; i \ n i i i s c \ i< i

For your insulin-using patients © 1987, ELI LILLY AND COMPANY HI-2901-T

Eli Lilly and Company
Indianapolis, Indiana
46285



NEW Medi- Jector EZ
Advanced needle-free
insulin injection system

New size
• easy to hold

New slimline design
D easy to use at all sites

New simplified operation
D easy to learn and use

\

i ' i

New Medi-Jector EZ Its smaller, lighter weight and
much easier to use. And ft's the most affordable
Medi-Jector ever.
But some things about the Medi-Jector EZ arent
new. Like previous generations of Medi-Jectors used
each year for millions of insulin injections,
Medi-Jector EZ has exceptional quality and durability.
It is warranted for three years. And Medi-Jector EZ
makes economic sense. There are no needles to
purchase.
Also, like previous MedkJector models, Medi-Jector EZ
has an exclusive air compensation feature that

facilitates repeatable dosage accuracy (tenths of
a unit). Medi-Jector EZ will deliver 2-50 units of
insulin, single or mixed doses.
Best of all, Medi-Jector EZ has the feature that is the
hallmark of all Medi-Jector products. No needles.
Nothing is felt but a tiny stream of insulin one-third
the size of the thinnest needle. Compared to needle
injections, there is improved insulin dispersion and
less trauma to the injection site.
For more product information, call 1-800-328-3074.
In Minnesota, call collect 1-612-566-1202.
Now, more than ever, isn't it time for Medi-JectorR?

Life just got a little easier.

© 1987, Derate Corporation. P5/87

DERJJA
CORPORATION

6701 Parkway Circle. Suite 100
Minneapolis, MN 55430



Classified Advertising

Diabetes Care Classified Ad rates are:

V4 Page $475 (for members of ADA, $350)
Vs Page $235 (for members of ADA, $175)

For information on closing dates; Copy and
Contract Policies; and Classified Advertising
rates in Diabetes, contact:

Peggy B. Donovan
American Diabetes Association

1660 Duke Street
Alexandria, VA 22314

(800) ADA-DISC or in Virginia and
Washington DC Area dial (703) 549-1500.

p rivate practice opportunity
for an Endocrinologist in

There is now an attractive
private practice opportunity for an Endocrinologist
in the booming Central Florida community of
Orlando. This opportunity is to set up practice in
offices adjacent to a major referral center for cardio-
vascular, ophthalmology, oncology and orthopedic
services. An attractive financial assistance package
will be offered.

Orlando, one of Florida's most attractive
communities, continues to experience amazing
growth paced by the tourist industry and defense
spending. Support for the art and cultural activity
is also undergoing a renaissance here.

If you would like to learn more about this
opportunity, send your curriculum vitae to: John
Hollander, Director, Professional Relations, Humana
Inc., Dept. TT-11, 500 West Main Street, Louisville,
KY 40201-1438, or call TOLL-FREE 800/626-1590.

umana®

Mycelex Troche
(clotrimazole)Wm"

Description
Each Mycelex® Troche contains 10 mg clotrimazole [1 -(o-chloro-a, a-di-
phenylbenzyl) imidazole], a synthetic antifungal agent, tor topical use in
the mouth.
Structural Formula:

Chemical Formula:
C22H17CIN2

The troche dosage form is a large, slowly-dissolving tablet (lozenge) con-
taining 10 mg of clotrimazole dispersed in dextrose, microcrystalline cel-
lulose, povidone, and magnesium stearate.
Clinical Pharmacology
Clotrimazole is a broad-spectrum antifungal agent that inhibits the
growth of pathogenic yeasts by altering the permeability of cell mem-
branes. It exhibits fungicidal activity in vitro against Candida albicans and
other species of the genus Candida. No single-step or multiple-step re-
sistance to clotrimazole has developed during successive passages of
Candida albicans in the laboratory.
After oral administration of a 10 mg clotrimazole troche to healthy volun-
teers concentrations sufficient to inhibit most species of Candida persist
in saliva for up to three hours following the approximately 30 minutes
needed fora troche to dissolve. The long term effective concentration of
drug in saliva appears to be related to the slow release of clotrimazole
from the oral mucosa to which the drug is apparently bound. Repetitive
dosing at three hour intervals maintains effective salivary levels above
the minimum inhibitory concentration of most strains of Candida. In an-
other study the mean serum concentrations were 4 98 * 3.7 and
3.23 ± 1.4 nanoqrams/ml at 30 and 60 minutes respectively.
Indications and Usage
Mycelex1 Troches are indicated for the local treatment of oropharyngeal
candidiasis. The diagnosis should be confirmed by a KOH smear and/or
culture prior to treatment.
Contraindications
Mycelex-* Troches are contraindicated in patients who are hypersensitive
to any of its components.
Warning
Mycelex3 Troches are not indicated for the treatment of systemic
mycoses.
Precautions
Abnormal liver function tests have been reported in patients treated with
clotrimazole troches; elevated SGOT levels were reported in about 15% of
patients in the clinical trials. In most cases the elevations were minimal
and it was often impossible to distinguish effects of clotrimazole from
those of other therapy and the underlying disease (malignancy in most
cases). Periodic assessment of hepatic function is advisable particularly
in patients with pre-existing hepatic impairment.
Since patients must be instructed to allow each troche to dissolve slowly
in the mouth in order to achieve maximum effect of the medication, they
must be of such an age and physical and/or mental condition to compre-
hend such instructions.
Carcinogenesis: An 18 month dosing study with clotrimazole in rats has
not revealed any carcinogenic effect.
Usage in Pregnancy: Pregnancy Category C: Clotrimazole has been
shown to be embryotoxic in rats and mice when given in doses 100 times
the adult human dose (in mg/kg). possibly secondary to maternal toxic-
ity. The drug was not teratogenic in mice, rabbits, and rats when given in
doses up to 200,180, and 100 times the human dose.
Clotrimazole given orally to mice from nine weeks before mating through
weaning at a dose 120 times the human dose was associated with impair-
ment of mating, decreased number of viable young, and decreased sur-
vival to weaning. No effects were observed at 60 times the human dose.
When the drug was given to rats during a similar time period at 50 times
the human dose, there was a slight decrease in the number of pups per
litter and decreased pup viability.
There are no adequate and well controlled studies in pregnant women.
Clotrimazole troches should be used during pregnancy only if the poten-
tial benefit justifies the potential risk to the fetus.
PediatricUse
Safety and effectiveness of clotrimazole in children below the age of 3
years have not been established; therefore, its use in such patients is not
recommended.
Adverse Reactions
Abnormal liver function tests have been reported in patients treated with
clotrimazole troches; elevated SGOT levels were reported in about 15% of
patients in the clinical trials (see Precautions section).
Nausea and vomiting was reported in about one in twenty patients.
Overdosage
No data available.
Drug Abuse and Dependence
No data available.
Dosage and Administration
Mycelex • Troches are administered only as a lozenge that must be slowly
dissolved in the mouth. The recommended dose is one troche five times
a day for fourteen consecutive days. Only limited data are available on
the safety and effectiveness of the clotrimazole troche after prolonged
administration; therefore, therapy should be limited to short term use, if
possible.
How Supplied
Mycelex" Troches, white discoid, uncoated tablets are supplied in bot-
tles of 70 and 140. Mycelex Troches are also available for institutional use
in foil packages of 70 tablets. Each tablet will be identified with the follow-
ing: Miles 095.
Store below 86°F (30°C), avoid freezing.

Reterences: 1. Yap 8-S. Bodey GP: Oropharyngeal candidiasis treated
with a troche form of clotrimazole. Arch intern Med 139:656-657, 1979.
2. Quintiliani R. Owens NJ, Quercia RA, etal: Treatment and prevention
of oropharyngeal candidiasis. Am J/Wetf 77(40):44-48.1984.3. Data on
file. Miles Pharmaceuticals. 4. Drug Topics Red Book. Annual Pharma-
cists' Reference, Medical Economics Co.. Oradell, NJ. 1987. pp. 397,
398,411.

Miles Pharmaceuticals
Division of Miles Laboratories. Inc. MTW
West Haven, Connecticut 06516 USA Miles Pharmaceuticals



When
oral thrush
thrives
Mycelex Troche
provides

Up to 96% clinical cure rate*1

Safety2

High patient acceptance3

Low cost4

"... clotrimazole given as a troche may
be the best choice at the moment
owing to its high clinical success rate,
safety, cost effectiveness and high
patient acceptability."2

(clotrimazole)10"18

A combination of
benefits no other
therapy can match

"Clinical cure = absence of signs and symptoms.
Please see following page for brief summary of
prescribing information.

Miles Pharmaceuticals
Division of Miles Laboratories, Inc.
West Haven, Connecticut 06516 USA

c 1987 Miles Pharmaceuticals Division of Miles Laboratories, Inc. Miles Pharmaceuticals



NUTRIMED
DIETARY FOOD SUPPLEMENT

PROTEIN SUPPLEMENT OF EXCEPTIONAL BIOLOGICAL QUALITY WITH A
WIDE RANGE OF APPLICATIONS

ANORECTIC FEEDING
Nutrimed derives approximately 60% of its calories from protein (pasteurized egg white solids) and has a multi-vitamin, multi-mineral
supplement built into the product. An extremely well accepted taste.

ANABOLIC FEEDING
Having a blend of exceptionally high quality protein and carbohydrate, Nutrimed is an excellent adjunct to a normal diet for those
patients who need to gain weight-well suited for post operative patients.

SUPPLEMENTED FASTING PROGRAMS-REFERENCE ARTICLES

A. Bistrian, B. R., Blackburn, G. L, et al: NITROGEN METABOLISM AND INSULIN REOUIREMENTS IN OBESE DIABETIC ADULTS
ON A PROTEIN SPARING MODIFIED FAST. Diabetes, Vol. 25, No. 6: 494-504, June 1976.

B. Vertes, V.,Genuth, S. M., Hazelton, I.M.: SUPPLEMENTED FASTING AS A LARGE SCALE OUTPATIENT PROGRAM. JAMA, 238:
2151-2153, Nov. 14, 1977.

C. Kirschner, M. A., Schneider, G. et al: SUPPLEMENTAL STARVATION: A SUCCESSFUL METHOD FOR CONTROL OF MAJOR
OBESITY. Journal Med. Soc. New Jersey, Vol. 76, No. 3:175-179, March 1979.

D. Genuth, S., SUPPLEMENTED FASTING IN THE TREATMENT OF OBESITY AND DIABETES. The American Journal of Clinical
Nutrition, Vol. 32, No. 12: 2579-2586, Dec. 1979.

EACH AVAILABLE IN VANILLA OR CHOCOLATE FLAVORS

NUTRITIONAL INFORMATION

NUTRIMED
Serving Size One Packet (18.10 Grams; .63 Ounces)
Servings Per Box 18
Calories Per Packet 60

Percent 01
Per Serving

(One Packet)
9 Gm.Protein

Carbohydrate.
Fat
Ca lo r ies . . . .

6 Gm.
0 Gm.

60

Per Five
Servings*

45 Gm.
30 Gm.
0 Gm.

300

1.000 IU 5.000 IU.
400 IU

30 IU.
60 Mg

15 Mg
17 Mg
2 Mg

M

80 IU
6 IU . .

12 Mg.
.30 Mg.
34 Mg.
40 Mg.

120 Meg
4 Mg.

80 Meg
60 Meg

2 Mg.
120 Mg.

70 Mg.
3.6 Mg 18 Mg

30 Meg
30 Mg.

3 Mg
M

U.S. RDA"
(Five Servings)
. .. 100

.100

.100

.100

.100

.100

.100

.100

Vitamin A
Vitamin D
Vitamin E
Vitamin C
Thiamin
Ribollavin
Vitamin B6
Vitamin B,?
Niacin
Folic Acid
Biotin
Pantothenic Acid.
Calcium
Phosphorus
Iron
Iodine
Magnesium
Zinc
Copper
Manganese
Sodium
Potassium
Selenium
Chromium - - -
Molybdenum -
Approximate Analysis by Weight. Nutrimed (Vanilla Flavor)

Protein - 50%; Carbohydrate - 33%; Fat - 3%
'Typical Daily Serving

"Fo r Adults and Children Four Or More Years 01 Age
" * U S RDA Has Not Been Established

INGREDIENTS: (Vanilla Flavor) Pasteurized egg white solids, sucrose, nonfat dry milk, calcium
phosphate, natural and artiticial flavors, magnesium oxide, sodium ascorbate. alpha tocopheryl
acetate, niacin. terrous sulfate. vitamin A palmitate. manganese sulfate. 0-calcium pantothenate,
pyridoxine hydrochloride. copper gluconate. vitamin D2. thiamin. folic acid, biotin. riboflavin.
potassium iodide, cyanocobaiamin.

g
4 Mg
8 Mg

180 Mg
70 Mg17i

Mg.
Mg.

6 Meg 100
20 Mg 100

4 Mg 100
.3 Mg 100

10 Mg 100
.60 Gm 60
35 Gm 35

. . 100
15 Mg 100

150 Mg 35
15 Mg 100
2 Mg 100
4 Mg •**

92 Gm * * '
86 Gm ***

NUTRIMED 420
Serving Size
Servings Per Box 12
Calories Per Packet 84

One Packet (26.94 Grams; .93 Ounces)

Protein
Carbohydrate.
Fat
Calories. .. .

Vitamin A
Vitamin D
Vitamin E
Vitamin C
Thiamin.
Riboflavin
Vitamin B 6 . . . .
Vitamin B, 2 . . .
Niacin
Folic Acid
Biotin
Pantothenic Acid
Calcium
Phosphorus
Iron
Iodine
Magnesium.. . .
Zinc
Copper
Manganese... .
Sodium
Potassium
Selenium
Chromium
Molybdenum

Percent Of
U.S. RDA"

(Five Servings)
150

Per Serving Per Five
(One Packet) Servings*

14 Gm 70 Gm.
6 Gm 32 Gm.

.2 Gm 1 Gm.
84 420

1.000 IU 5.000 IU 100
80 IU 400 IU 100
.6 IU 30 IU 100
18 Mg 90 Mg 150

.45 Mg 2.25 Mg 150

.52 Mg 2.6 Mg 150

.60 Mg 3.0 Mg 150
1.2 Meg 6.0 Meg 100
4 Mg 20 Mg 100

.08 Mg 4 Mg 100
90 Meg 450 Meg 150

2 Mg 10 Mg 100
200 Mg 1 Gm 100
124 Mg 62 Gm 60

3.6 Mg 18 Mg 100
30 Meg 150 Meg 100
80 Mg 400 Mg 100
" - 15 Mg 100

2 Mg 100
4 Mg

95 Gm

3 Mg
.4 Mg
8 Mg

190 Mg
200 Mg 1 Gm..

30 Meg 150 Meg.
30 Meg 150 Meg.
60 Meg 300 Meg.

Approximate Analysis by Weight: Nutrimed 420 (Chocolate Flavor)
Protein - 52%; Carbohydrate - 24% Fat - 1%

'Typical Daily Serving
" F o r Adults and Children Four Or More Years Of Age

* " U . S . RDA Has Not Been Established

INGREDIENTS: (Chocolate Flavor) Pasteurized egg white solids, sucrose, calcium sodium
casemate, dutch cocoa (processed with alkali), nonfat milk, fructose, vegetable gums,
calcium phosphate, artificial flavor, magnesium oxide, sodium ascorbate. aspartame.*
ferrous sulfate. zinc sultate. alpha tocopheryl acetate, vitamin A palmitate. niacin. copper
gluconate. manganese sulfate. vitamin D?. pyridoxine hydrochloride. thiamin. ribollavin. chromic
acetate, sodium molybdate. biotin. folic acid, sodium selenite. potassium iodide, cyanocobaiamin
•Phenylketonurics: contains phenylalanine.

ALSO AVAILABLE - PROTEIN SOUPS, DRINKS, HOT COCOA MIX, AND GELATIN DESSERTS.

FOR INFORMATION CALL COLLECT 609-778-9200

ROBARD CORPORATION • 821 EAST GATE DRIVE • MT. LAUREL, N.J. 08054



QUALITY OF LIFE
THE

''(captoprii tablets)
DIFFERENCE

CAPOTEN« TABLETS
Captoprii Tablets
INDICATIONS: Hypertension-CAPOTEN (captoprii) is indicated for the treat-
ment of hypertension. Consideration should be given to the risk of neutropenia/
agranulocytosis (see WARNINGS). CAPOTEN may be used as initial therapy for
patients with normal renal function, in whom the risk is relatively low. In patients with
impaired renal function, particularly those with collagen vascular disease, captoprii
should be reserved for those who have either developed unacceptable side effects on
other drugs, or have failed to respond satisfactorily to drug combinations. CAPOTEN is
effective alone and in combination with other antihypertensive agents, especially thiazide-
type diuretics.
Heart Failure: CAPOTEN (captoprii) is indicated in patients with heart failure who
have not responded adequately to or cannot be controlled by conventional diuretic and
digitalis therapy. CAPOTEN is to be used with diuretics and digitalis.
CONTRAINDICATIONS: CAPOTEN is contraindicated in patients who are hyper-
sensitive to this product.
WARNINGS: Neutropenia/Agranulocytosis — Neutropenia (< 1000/mm3) with my-
eloid hypoplasia has resulted from use of captoprii. About half of the neutropenic pa-
tients developed systemic or oral cavity infections or other features of the syndrome of
agranulocytosis. The risk of neutropenia is dependent on the clinical status of the patient:

In clinical trials in patients with hypertension who have normal renal function (serum
creatinine less than 1.6 mg/dL and no collagen vascular disease), neutropenia has been
seen in one patient out of over 8,600 exposed. In patients with some degree of renal
failure (serum creatinine at least 1.6 mg/dL) but no collagen vascular disease, the risk
in clinical trials was about 1 per 500. Doses were relatively high in these patients, par-
ticularly in view of their diminished renal function. In patients with collagen vascular
diseases (e.g., systemic lupus erythematosus, scleroderma) and impaired renal func-
tion, neutropenia occurred in 3.7% of patients in clinical trials. While none of the over
750 patients in formal clinical trials of heart failure developed neutropenia, it has
occurred during the subsequent clinical experience. Of reported cases, about half had
serum creatinine s 1.6 mg/dL and more than 75% received procainamide. In heart
failure, it appears that the same risk factors for neutropenia are present.

Neutropenia has appeared usually within 3 months after starting therapy, associated
with myeloid hypoplasia and frequently accompanied by erythroid hypoplasia and de-
creased numbers of megakaryocytes (e.g., hypoplastic bone marrow and pancytopenia);
anemia and thrombocytopenia were sometimes seen. Neutrophils generally returned to
normal in about 2 weeks after captoprii was discontinued, and serious infections were
limited to clinically complex patients. About 13% of the cases of neutropenia have ended
fatally, but almost all fatalities were in patients with serious illness, having collagen
vascular disease, renal failure, heart failure or immunosuppressant therapy, or a combi-
nation of these complicating factors. Evaluation of the hypertensive or heart failure
patient should always include assessment of renal function. If captoprii is used
in patients with impaired renal function, white blood cell and differential counts should
be evaluated prior to starting treatment and at approximately 2-week intervals for about
3 months, then periodically. In patients with collagen vascular disease or who are ex-
posed to other drugs known to affect the white cells or immune response, particularly
when there is impaired renal function, captoprii should be used only after an assessment
of benefit and risk, and then with caution. All patients treated with captoprii should be
told to report any signs of infection (e.g., sore throat, fever). If infection is suspected,
perform white cell counts without delay. Since discontinuation of captoprii and other
drugs has generally led to prompt return of the white count to normal, upon confirma-
tion of neutropenia (neutrophil count < 1000/mm3) withdraw captoprii and closely fol-
low the patient's course.

Proteinuria: Total urinary proteins ->1 g per day were seen in about 0.7% of patients on
captoprii. About 90% of affected patients had evidence of prior renal disease or received
high doses (>150 mg/day), or both. The nephrotic syndrome occurred in about one-
fifth of proteinuric patients. In most cases, proteinuria subsided or cleared within
6 months whether or not captoprii was continued. The BUN and creatinine were seldom
altered in proteinuric patients. Since most cases of proteinuria occurred by the 8th
month of therapy with captoprii, patients with prior renal disease or those receiving
captoprii at doses >150 mg per day, should have urinary protein estimates (dip-stick on
1st morning urine) before therapy, and periodically thereafter.
Hypotension: Excessive hypotension was rarely seen in hypertensive patients but is a
possibility in severely salt/volume-depleted persons such as those treated vigorously
with diuretics (see PRECAUTIONS [Drug Interactions]). In heart failure, where the
blood pressure was either normal or low, transient decreases in mean blood pressure -~>20%
were recorded in about half of the patients. This transient hypotension may occur after
any of the first several doses and is usually well tolerated, although rarely it has been asso-
ciated with arrhythmia or conduction defects. A starting dose of 6.25 or 12.5 mg tid may
minimize the hypotensive effect. Patients should be followed closely for the first 2 weeks
of treatment and whenever the dose of captoprii and/or diuretic is increased.

BECAUSE OF THE POTENTIAL FALL IN BLOOD PRESSURE IN THESE
PATIENTS, THERAPY SHOULD BE STARTED UNDER VERY CLOSE
MEDICAL SUPERVISION.
PRECAUTIONS: General: Impaired Renal Function — Hypertension — Some hyper-
tensive patients with renal disease, particularly those with severe renal artery stenosis,
have developed increases in BUN and serum creatinine. It may be necessary to reduce
captoprii dosage and/or discontinue diuretic. For some of these patients, normalization
of blood pressure and maintenance of adequate renal perfusion may not be possible.
Heart Failure —About 20% of patients develop stable elevations of BUN and serum
creatinine ^20% above normal or baseline upon long-term treatment. Less than 5% of
patients, generally with severe preexisting renal disease, required discontinuation due
to progressively increasing creatinine. SeeDOSAGE AND ADMINISTRATION, AD-
VERSE REACTIONS [Altered Laboratory Findings]. Valvular Stenosis-A theoretical
concern, for risk of decreased coronary perfusion, has been noted regarding vasodilator
treatment in patients with aortic stenosis due to decreased afterload reduction. Surgery/
Anesthesia — If hypotension occurs during surgery or anesthesia, and is considered due
to the effects of captoprii, it is correctable by volume expansion.
Drug Interactions: Hypotension — Patients on Diuretic Therapy — Precipitous reduction
of blood pressure may occasionally occur within the 1st hour after administration of the
initial of captoprii dose in patients on diuretics, especially those recently placed on diuretics,
and those on severe dietary salt restriction or dialysis. This possibility can be minimized

by either discontinuing the diuretic or increasing the salt intake about 1 week prior to
initiation of captoprii therapy or by initiating therapy with small doses (6.25 or 12.5 mg).
Alternatively, provide medical supervision for at least 1 hour after the initial dose.

Agents Having Vasodilator Activity — In heart failure patients, vasodilators should be
administered with caution.

Agents Causing Renin Release — Captopril's effect will be augmented by antihypertensive
agents that cause renin release.

Agents Affecting Sympathetic Activity — The sympathetic nervous system may be es-
pecially important in supporting blood pressure in patients receiving captoprii alone or
with diuretics. Beta-adrenergic blocking drugs add some further antihypertensive effect
to captoprii, but the overall response is less than additive. Therefore, use agents affect-
ing sympathetic activity (e.g., ganglionic blocking agents or adrenergic neuron blocking
agents) with caution.

Agents Increasing Serum Potassium — Give potassium-sparing diuretics or potassium
supplements only for documented hypokalemia, and then with caution, since they may
lead to a significant increase of serum potassium. Use potassium-containing salt substi-
tutes with caution.

Inhibitors of Endogenous Prostaglandin Synthesis — Indomethacin and other nonsterqidal
anti-inflammatory agents may reduce the antihypertensive effect of captoprii, especially
in low renin hypertension.
Drug/Laboratory Test Interaction: Captoprii may cause a false-positive urine test
for acetone.
Carcinogenesis, Mutagenesis and Impairment of Fertility: Two-year studies with
doses of 50 to 1350 mg/kg/day in mice and rats failed to show any evidence of carcinogenic
potential. Studies in rats have revealed no impairment of fertility.
Pregnancy: Category C: There are no adequate and well-controlled studies in preg-
nant women. Embryocidal effects and craniofacial malformations were observed in rab-
bits. Therefore, captoprii should be used during pregnancy, or for patients likely to
become pregnant, only if the potential benefit outweighs the potential risk to the fetus.
Captoprii crosses the human placenta.
Nursing Mothers: Captoprii is secreted in human milk. Exercise caution when ad-
ministering captoprii to a nursing woman, and, in general, nursing should be interrupted.
Pediatric Use: Safety and effectiveness in children have not been established although
there is limited experience with use of captoprii in children from 2 months to 15 years of
age. Dosage, on a weight basis, was comparable to that used in adults. CAPOTEN
(captoprii) should be used in children only if other measures for controlling blood pres-
sure have not been effective.
ADVERSE REACTIONS: Reported incidences are based on clinical trials involving
approximately 7000 patients.

Renal— About 1 of 100 patients developed proteinuria (see WARNINGS). Renal in-
sufficiency, renal failure, polyuria, oliguria,and urinary frequency in 1 to 2 of 1000 patients.

Hematologic — Neutropenia/agranulocytosis has occurred (see WARNINGS). Ane-
mia, thrombocytopenia, and pancytopenia have been reported.

Dermatologic — Rash, (usually maculopapular, rarely urticarial), often with pruritus,
and sometimes with fever and eosinophilia, in about 4 to 7 of 100 patients (depending on
renal status and dose), usually during the 1st 4 weeks of therapy. Pruritus, without rash,
in about 2 of 100 patients. A reversible associated pemphigoid-like lesion, and
photosensitivity, have also been reported. Angioedema of the face, mucous membranes
of the mouth, or of the extremities in about 1 of 1000 patients — reversible on discontin-
uance of captoprii therapy. One case of laryngeal edema has been reported. Flushing or
pallor in 2 to 5 of 1000 patients.

Cardiovascular-Hypotension may occur; see WARNINGS and PRECAUTIONS
Drug Interactions] for discussion of hypotension on initiation of captoprii therapy,
"achycardia, chest pain, and palpitations each in about 1 of 100 patients. Angina pectoris,
lyocardial infarction, Raynaud's syndrome, and congestive heart failure each in 2 to 3

of 1000 patients.
Dysgeusia — Approximately 2 to 4 (depending on renal status and dose) of 100 patients

developed a diminution or loss of taste perception; taste impairment is reversible and
usually self-limited even with continued drug use (2 to 3 months). Gastric irritation,
abdominal pain, nausea, vomiting, diarrhea, anorexia, constipation, aphthous ulcers,
peptic ulcer, dizziness, headache, malaise, fatigue, insomnia, dry mouth, dyspnea, cough,
alopecia, paresthesias reported in about 0.5 to 2% of patients but did not appear at in-
creased frequency compared to placebo or other treatments used in controlled trials.
Altered Laboratory Findings: Elevations of liver enzymes in a few patients although
no causal relationship has been established. Rarely cholestatic jaundice, and hepatocellular
injury with or without secondary cholestasis, have been reported. A transient elevation
of BUN and serum creatinine may occur, especially in volume-depleted or renovascular
hypertension patients. In instances of rapid reduction of longstanding or severely ele-
vated blood pressure, the glomerular filtration rate may decrease transiently, also resulting
in transient rises in serum creatinine and BUN. Small increases in serum potassium
concentration frequently occur, especially in patients with renal impairment (see
PRECAUTIONS).
OVERDOSAGE: Primary concern is correction of hypotension. Volume expansion
with an I.V. infusion of normal saline is the treatment of choice for restoration of blood
pressure. Captoprii may be removed from the general circulation by hemodialysis.
DOSAGE AND ADMINISTRATION: CAPOTEN (captoprii) should be taken one
hour before meals. In hypertension, CAPOTEN may be dosed bid or tid. Dosage must
be individualized; see DOSAGE AND ADMINISTRATION section of package insert
for detailed information regarding dosage in hypertension and in heart failure. Because
CAPOTEN (captoprii) is excreted primarily by the kidneys, dosage adjustments are
recommended for patients with impaired renal function.

Consult package insert before prescribing CAPOTEN (captoprii).
HOW SUPPLIED: Available in tablets of 12.5, 25, 50, and 100 mg in bottles of 100 (25
mg and 50 mg also available in bottles of 1000), and in UNIMATIC" unit-dose packs of
100 tablets. (J3-658J)
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•CAPOTEN* (captopiil tablets) may be used as initial therapy only for patients with normal renal (unction in whom the
risk of neutropenia/agranulocytosis is relatively low (1 out of over 8,600 in clinical trials). Use special precautions in
patients with impaired renal function, collagen vascular disorders, or those exposed to other drugs known to affect the
white cells or immune response. Evaluation of hypertensives should always include assessment of renal function.
Overall, the most frequently occurring adverse reactions associated with CAPOTEN are skin rash and taste alteration;
both effects are generally mild, reversible, or self-limited. See INDICATIONS AND USAGE, WARNINGS, and ADVERSE
REACTIONS in the brief summary on the adjacent page.

1. Croog SH, Levine S, Testa MA, et al: The effects of antihypertensive therapy on the quality of life. N EnglJ Med
314(26): 1657-1664,1986.




