
It is an exciting time for those
interested in diabetes and re-
lated metabolic diseases.
Progress in both basic re-
search and clinical ap-
plication has been
rapid. The world's
leading scientists
and clinicians report
their work and
chronicle the ad-
vances in DIABETES,
an official journal of the
American Diabetes Associa-
tion. If you want to
know what's going on,
DIABETES is a must.
Here's a sampling of re-
cent papers:
• A study to determine the
extent to which the adrenergic
mechanisms contribute to
hypoglycemic glucose counter-
regulation in type I diabetes
mellitus with and without im-
paired A-cell responses to
hypoglycemia by Pierpaolo De Feo
and colleagues
• A controlled trial of sorbinil, an
aldose reductase inhibitor, in
chronic painful diabetic neuropathy
by Robert J. Young, David J. Ewing,
and Basil F. Clarke
• The Berson Memorial Lecture:
Insulin - glucagon relation-
ships in the defense against
hypoglycemia by Roger H.
Unger
• An investigation of the solu-
bility of short-acting insulins
when mixed with long-acting in-
sulins by Martha S. Nolte and co-
workers

What's
new in

diabetes?

diabetes
will tell

\ou!

• An examination of the ef-
fects of maternal diabetes on
early embryogenesis: the role

of insulin and insulin ther-
apy by T.W. Sadler and

W.E. Hortonjr.

Plus: articles on vi-
ruses and diabetes, the
role of islet cell antibod-
ies in the etiology of
insulin - dependent

diabetes, HLA relation-
ships in different types of

diabetes, a careful study
of postprandial hypo-
glycemia, the effect of con-
trol on diabetic retinopathy
and much, much more.

AND, several times a year
entire supplements on im-
portant issues at no extra cost.

For example:
• Proceedings of a workshop
on preventing the rejection of
transplanted pancreas or islets,

William H. Clark, Editor
• Effects of hypoglycemic agents
on vascular complications in

patients with adult-onset diabetes,
VIII. Evaluation of Insulin Ther-

apy: Final Report from The
University Group Diabetes

Program
• Proceedings of a confer-
ence on diabetic microangio-
pathy Donald E. McMillan and
J0rn Ditzel, Editors
For the best in research
and clinical application,

subscribe now to
DIABETES.

J

9 I want to know what's new in diabetes.
Please enter my subscription to Diabetes for:

• / year (12 issues) S60 or • 2 years (24 issues) SI 08 • Payment enclosed. • Bill me.

H6AAA

Name _

Street.

Citv. .State . .Zip .

diabetes
A Publication of the American Diabetes Association
Post Office Box 2045
Mahopac, New York 10541

Outside U.S. and Possessions, add SI2.50 postage each year
All foreign orders must be prepaid in r.S. funds drawn on a L'.S. bank. Thank you for your order. Please allow 4-8 weeks for receipt of your first issue.
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InType II
Diaoetes:

When persistent hyperglycemia
or adverse effects signal the need
for a change—

*Non-insulin-Dependent Diabetes Mellitus (NIDDM)

Although the findings are controversial, the UGDP study reported in 1970 that the use
of tolbutamide, an oral sulfonylurea, was associated with increased cardiovascular risk.



•if

Consider
the world's
most prescribed
oral hypoglycemic

»**

**Data on file, Hoechst-Roussel Pharmaceuticals Inc.

See following page for brief summary of prescribing information.

Hoechst E3Hoechst-Roussel Pharmaceuticals Inc.
SomerviHe New Jefsey 08876

Control: High success rate^
(77%-100%) reported in Type II
diabetics who fail on diet alone.
Effective in some patients who fail on
other oral agents.

Compliance: Simple one-a-day
dosage regimen for most patients.
Low incidence of side effects.

C o n f i d e n c e : Safety proven in over
15 years of clinical use.

DIET &
TABLETS
1.25, 2.5
and 5mgDiapeta

(GLYBURIDE)



THE WORLD'S MOST PRESCRIBED
ORAL HYPOGLYCEMIC AGENT

DiaBeta® (glyburide) Tablets
1.25,2.5 and 5 mg
BRIEF SUMMARY

INDICATIONS AND USAGE
DiaBeta* (glyburide) is indicated as an adjunct to diet to lower the blood glucose in patients with non-
insulin-dependent diabetes mellitus (Type II) whose hyperglycemia cannot be controlled by diet alone.

In initiating treatment for non-insulin-dependent diabetes, diet should be emphasized as the
primary form of treatment. Caloric restriction and weight loss are essential in the obese diabetic patient
Proper dietary management alone may be effective in controlling the blood glucose and symptoms of
hyperglycemia. The importance of regular physical activity should also be stressed, and cardiovascular
risk factors should be identified and corrective measures taken where possible.

If this treatment program fails to reduce symptoms and/or blood glucose, the use of an oral
sulfonylurea or insulin should be considered. Use of DiaBeta* (glyburide) must be viewed by both the
physician and patient as a treatment in addition to diet, and not as a substitute for diet or as a convenient
mechanism for avoiding dietary restraint. Furthermore, loss of blood glucose control on diet alone may
be transient, thus requiring only short-term administration of DiaBeta* (glyburide).

During maintenance programs, DiaBeta* (glyburide) should be discontinued if satisfactory lowering
of blood glucose is no longer achieved. Judgments should be based on regular clinical and laboratory
evaluations.

In considering the use of DiaBeta* (glyburide) in asymptomatic patients, it should be recognized
that controlling the blood glucose in non- insulin-dependent diabetes has not been definitely established
to be effective in preventing the long-term cardiovascular or neural complications of diabetes.
CONTRAINDICATIONS
DiaBeta* (glyburide) is contraindicated in patients with:
1. Known hypersensitivity to the drug.
2. Diabetic ketoacidosis, with or without coma. This condition should be treated with insulin.
WARNINGS

SPECIAL WARNING ON INCREASED
RISK OF CARDIOVASCULAR MORTALITY

The administration of oral hypogrycemic drugs has been reported to be associated with
increased cardiovascular mortality as compared to treatment with diet alone or diet plus insu-
lin. 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-lnsulin-
dependent diabetes. The study involved 823 patients who were randomly assigned to one of
four treatment groups {Diabetes, 19 (supp. 2): 747-830,1970).

UGDP reported that patients treated for 5 to 8 years with diet plus a fixed dose of tolbuta-
mide (1.5 grams per day) had a rate of cardiovascular mortality approximately 2V4 times that
of patients treated with diet alone. A significant Increase hi 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 hi overall mortality. Despite
controversy regarding the interpretation of these results, the findings of the UGDP study
provide an adequate basis for this warning. The patient should be informed of the potential
risks and advantages of DiaBeta* (glyburide) and of alternative modes of therapy.

Although only one drug hi the sulfonylurea class (tolbutamide) was included hi this study,
it is prudent from a safely standpoint to consider that this warning may also apply to other
oral hypoglycemic drugs hi this class, in view of their close similarities hi mode of action and
chemical structure.
PRECAUTIONS:
General
Hypoglycemia: All sulfonylurea drugs are capable of producing severe hypoglycemia. Proper patient
selection, dosage, and instructions are important to avoid hypoglycemic episodes. Renal or hepatic
insufficiency may cause elevated blood levels of DiaBeta* (glyburide) and the latter may also diminish
gluconeogenic capacity, both of which increase the risk of serious hypoglycemic reactions. Elderly,
debilitated or malnourished patients, and those with adrenal or pituitary insufficiency are particularly
susceptible to the hypoglycemic action of glucose-lowering drugs. Hypoglycemia may be difficult to
recognize in the elderly, and in people who are taking beta-adrenergic blocking drugs. Hypoglycemia is
more likely to occur when caloric intake is deficient, after severe or prolonged exercise, when alcohol is
ingested, or when more than one glucose-lowering drug is used.
Loss of control of Mood glucose: When a patient stabilized on any diabetic regimen is exposed to
stress such as fever, trauma, infection, or surgery, a loss of control may occur. At such times, it may be
necessary to discontinue DiaBeta* (glyburide) and administer insulin.

The effectiveness of any oral hypoglycemic drug, including DiaBeta* (glyburide), in lowering blood
glucose to a desired level decreases in many patients over a period of time, which may be due to
progression of the severity of the diabetes or to diminished responsiveness to the drug. This phenomenon
is known as secondary failure, to distinguish it from primary failure in which the drug is ineffective in an
individual patient when first given.
Information for patients
Patients should be informed of the potential risks, advantages, alternative modes of therapy, importance
of adherence to dietary instructions, to a regular exercise program, and regular testing of urine and/or
blood glucose. Also explain to the patient and responsible family members, the risks of hypoglycemia,
its symptoms, treatment, conditions that predispose to its development, and primary and secondary
failure.
Laboratory Tests
Blood and urine glucose should be monitored periodically. Measurement of glycosylated hemoglobin
may be useful.
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, chlor-
amphenicol, probenecid, coumarins, monoamine oxidase inhibitors, and beta-adrenergic blocking
agents. When such drugs are administered to a patient receiving DiaBeta* (glyburide), the patient
should be observed closely for hypoglycemia. When such drugs are withdrawn from a patient receiving
DiaBeta* (glyburide), the patient should be observed closely for loss of control.

Certain drugs tend to produce hyperglycemia and may lead to loss of control. These drugs include
the thiazides and other diuretics, corticosteroids, phenothiazines, thyroid products, estrogens, oral
contraceptives, phenytoin, nicotinic acid, sympathomimetics, calcium channel blocking drugs, and
isoniazid. When such drugs are administered to a patient receiving DiaBeta* (glyburide), the patient
should be closely observed for loss of control. When such drugs are withdrawn from a patient receiving
DiaBeta* (glyburide), the patient should be observed closely for hypoglycemia.
Carcinogenesis, Mutagenesis, and Impairment of Fertility
DiaBeta* (glyburide) is non-mutagenic when studied in the Salmonella microsome test (Ames test)
and in the DNA damage/alkaline elution assay. Studies in rats at doses up to 300 mg/kg/day for 18
months showed no carcinogenic effects.
Pregnancy
Teratogenic Effects: Pregnancy Category B
Reproduction studies have been performed in rats and rabbits at doses up to 500 times the human dose
and have revealed no evidence of impaired fertility or harm to the fetus due to DiaBeta* (glyburide).
There are, however, no adequate and well controlled studies in pregnant women. Because animal
reproduction studies are not always predictive of human response, this drug should be used during
pregnancy only if clearly needed. 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 (4 to 10 days) has been reported in neonates bom 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. If DiaBeta* (glyburide) is used during pregnancy, it should
be discontinued at least two weeks before the expected delivery date.
Nursing Mothers
Although it is not known whether DiaBeta* (glyburide) is excreted in human milk, some sulfonylureas
are known to be excreted in human milk. Because the potential for hypoglycemia in nursing infants may
exist, a decision should be made whether to discontinue nursing or to discontinue administering the
drug, taking into account the importance of the drug to the mother. If DiaBeta* (glyburide) is discon-
tinued and if diet alone is inadequate for controlling blood glucose, insulin therapy should be considered.
PEDIATRICUSE

Safety and effectiveness in children have not been established.
ADVERSE REACTIONS
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE Sections.
Gastrointestinal Reactions: Cholestatic jaundice may occur rarely, DiaBeta* (glyburide) should be
discontinued if this occurs. Gastrointestinal disturbances, e.g., nausea, epigastric fullness, and heartburn,
are the most common reactions and occur in 1.8% of treated patients. They tend to be dose-
related and may disappear when dosage is reduced.
Dermatologic Reactions: Allergic skin reactions, e.g., pruritus, erythema, urticaria, and morbilliform
or maculopapular eruptions, occur in 1.5% of treated patients. These may be transient and may
disappear despite continued use of DiaBeta* (glyburide); 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 reactions have been reported with sulfonylureas; however,
these have not been reported with DiaBeta* (glyburide). Disulfiram-like reactions have been reported
very rarely with DiaBeta* (glyburide).
OVERDOSAGE: Overdosage can produce hypoglycemia. Aggressively treat the mild symptoms (without
loss of consciousness or neurologic findings) with oral glucose and adjustments in drug dosage and/or
meal patterns. Continue close monitoring until patient is out of danger. Severe hypoglycemic reactions
with coma, seizure, or other neurological impairment, are medical emergencies requiring immediate
hospitalization. With hypoglycemic coma (diagnosed or suspected), administer rapid intravenous
injection of concentrated (50% ) glucose solution, followed by continuous infusion of a more dilute
(10% ) glucose solution at a rate to maintain a blood glucose level above 100 mg/dL. Monitor closely for
a minimum of 24-48 hours; hypoglycemia may recur after apparent clinical recovery.

Hoechst-Roussel Pharmaceuticals Inc.
Somerville, New Jersey 08876
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Just
what
the
Doctor
ordered
More and more physicians — and other members of
the health care team —are subscribing to DIABETES
CARE. And with good reason.

DIABETES CARE is the most talked-about publica-
tion of its kind. It's the official clinical journal of the
American Diabetes Association. The only specialized
journal, in fact, that keeps pace with the rapidly
changing technology of diabetes treatment.

Written by the country's most eminent physicians,
dietitians, nurses, educators and medical research-
ers, DIABETES CARE is dedicated to helping —both
you andyour patients. By arming you with the latest
knowledge, you can help your patients receive the
best possible treatment of diabetes and its ever-
present complications.

Fram hypertension to heart trouble . . . urinary
disorders to muscle dysfunction . . . diabetic
nephropathy to diabetic neuropathy . . . psycholog-
ical disorders to sexual problems, DIABETES CARE
zeroes in on the gamut of diabetes-related complica-
tions. With the most up-to-date information and
studies available: both original clinical research and

timely, practical reviews.
Some recent examples: Insulin Delivery Systems

• Family Characteristics of Diabetic Adolescents •
The New Insulins • Glucose Intolerance & Aging •
Diabetes & Pregnancy • Diabetes & Retinopathy •
The Myth of the Diabetic Personality . . . Plus
treatments tried by your colleagues nationwide:
their successes and failures. So you learn from
both.

There's no doubt about it. Diagnoses of diabetes
are on the rise. And that means today you need —
more than ever before — every practical source of as-
sistance. That's why DIABETES CARE does its best
to cover all the bases. Diagnosis. Diet and nutrition.
And drug therapy.

See for yourself why DIABETES CARE has earned
the distinction as the world's widest-read clinical
diabetes journal. Join your subscribing colleagues
. . . and discover one of the easiest and most thor-
ough ways of keeping abreast of the specialized in-
put so critical to the optimal performance of your
duties.

DIABETES
CARE

I CARE.Please enter my subscription to DIABETES CARE for:
D 1 year (6 issues) $30 or D 2 years ( 12 issues) $55 D Payment enclosed. • Bill me.

H6ACC

Narnc-

Street_

DIABETES
~ CARE

A Publication of the American Diabetes Association
Post Office Box 2044

— Mahopac, New York 10541

Outside U.S. and Possessions, add S7.00 postage each Year.
All foreign orders must be prepaid in L'.S. funds drawn on a L'.S. bank. Thank you for your order. Please allow -1-8 weeks for receipt of your first issue.

Citv. . State . .Zip .



Now there's a dry strip
blood glucose monitor
good enough to be call

Introducing

Ames GLUCO System"
The simple, use-anywhere system
designed to promote patient compliance

Convenience is the key to compliance. The new Ames GLUCO
System—Glucostix* Reagent Strips and Glucometer* II Blood
Glucose Meter—makes it more convenient than ever for your
patients to monitor their blood glucose levels at home,
at work or on-the-go! i

New Dry Test Strip
NewGlucostix

Reagent Strips feature Ames-developed dry
technology that permits visual or meter
evaluation to encourage patient compliance.

Product features that promote
patient compliance:
• Simple-to-learn dry strip technique
• Visual and meter reading versatility
• Use-anywhere instrumentation
• Confidence-building one-step calibration
• Responsive customer-service network

New "Pocket-Sized" Meter
The easy-to-use Glucometer II Blood
Glucose Meter fits easily into a shirt pocket
or purse so it can go wherever your diabetic
patients go.

GLUCO System continues the Ames
tradition of product development that
earns the trust of diabetes he tm care
professionals.

The new Ames GLUCO System!^
products are available through the Ames
national network of certified Self-Testi
Centers and retail pharmacies.

The first name in blood glucose monitoring.

Ames...the tradition continues

© 1985 Ames Division, Miles Laboratories, Inc.



ing system
edAmes

Glucostix® Reagent Strips are . _ .
available in bottles of 50 and 100.
Foil-wrapped strips available early 1986 Ames K J I I I «

Division " / H i - *

ion. Miles Laboratories, Inc
3 Box 70, Elkhart, Indiana 46515
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Why peripheral vasodilators
fail to improve

microcircuiatory blood flow

In chronic occlusive arterial disease, reduced blood
flow downstream of a stenosis results in additional
changes that further decrease efficient flow in the
microcirculation.

Red blood cells become less flexible, impairing
their normal capacity to pass through capillaries
often less than half of the cells' diameter.1 In addition,
blood viscosity is increased.2

As flow through the microcirculation becomes

more sluggish, acids and metabolites accumulate.
Reduced tissue oxygenation results in painful claudi-
cation that limits the distance patients can walk.

Peripheral vasodilators cannot affect flow through
arteries already maximally dilated, or through those
with fixed stenoses. In addition, these agents do not
increase the flexibility of red cells or decrease blood
viscosity. Microcircuiatory blood flow and tissue oxygen-
ation do not improve.

©1985 by Hoechst-Roussel Pharmaceuticals Incorporated



...and how only
Trental succeeds.
(pentoxifylline)

A public education
message urges

intermittent
ciaudication

sufferers
to see a

physician.

Improves red blood cell flexibility
Trental* is not a vasodilator, not an anticoagulant,

and not related to aspirin or dipyridamole. Trental®
increases the flexibility of red cells, thereby improving
their capacity to pass through capillaries. Blood viscosity
is also reduced, decreasing resistance and improving
perfusion of the ischemic microcirculation. As a result,
tissue oxygenation is increased.

Trental1 has been shown to significantly increase
oxygenation in the calf muscles of patients with inter-
mittent ciaudication.3

Well tolerated
Side effects with Trental8 are usually mild, transient,

and generally confined to reversible CNS or Gl effects.
Trental8 is compatible for concurrent use with

antihypertensive, beta-blocker, digitalis, diuretic, anti-
diabetic, and antiarrhythmic regimens. (See full pre-
scribing information.)

While the clinical benefits of Trental" may be seen
within two to four weeks, it is recommended that treat-
ment be continued for at least eight weeks. To maintain
clinical benefit, continued therapy is necessary.

The usual dose of Trental* is one 400-mg tablet
taken three times a day with meals.

(pentoxifylline) 400 mg
Tablets

The first proven-effective agent for intermittent ciaudication

Trental8 can improve function and symptoms but is not intended to replace more definitive therapy such as surgery.
See following page for references and brief summary of prescribing information



References:
1. Reid HL, et al: Impaired red cell deformability in peripheral vascular dis-
ease. Lancet 7:666-667, 1967
2. DormandyJA, etal: Clinical, haemodynamic, Theological, and biochemical
findings in 126 patients with intermittent claudication. Br/V/ed./4:576-581,
1973.
3. EhrlyAM: Effects of orally administered pentoxifylline on muscular oxygen
pressure in patients with intermittent claudication. IRCS Med Sci 70:401-402,
1982.

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 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
Stackers, 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 OT 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 pf metabolic
activation.
Pregnancy: Category C. Teratogenic studies have been performed in rats aYid
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/Fla'tus/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.
Somerville, New Jersey 08876

Trental
(pentoxifylline)

1 •'TABLETS, 400 mg

The first proven-effective agent
for intermittent claudication Q7383-186



Diabetes in the Family
From the American Diabetes Association

Here is all the information you and your family need. This
comprehensive reference book on diabetes addresses your
questions, concerns, and hopes for the future with accurate
and up-to-date information. Chapters on the nature of
diabetes and adjusting to i t . . . information on daily care,
diet, testing, exercise, stress . . . lifetime considerations
such as careers, marriage, travel, pregnancy . . . how to be
prepared for emergencies . . . diabetes and the family and
much more. Over 200 pages of valuable diabetes data.

Diabetes: Reach for Health and Freedom
By Dorothea F. Sims
"All who read Diabetes: Reach for Health and Freedom
should try to emulate its philosophy and learn its science."
—from the Foreword by Dr. Fred Whitehouse, President,
American Diabetes Association, 1978-1979

A warm, sensitive approach to living with diabetes, this
book discusses the daily management of both insulin-
dependent and non-insulin-dependent diabetes. Covering
the importance of exercise, testing, the dangers of compli-
cations, and the skills you need to meet the lifelong challenge
of diabetes, you'll find the practical advice you need to live
your life fully.

The American Diabetes Association/
The American Dietetic Association

FAMILYQDKDGDK
With the ALAIACA Family Cookbooks, add zest to meal
times with more delicious recipes than you ever thought
possible. Fully endorsed by the American Diabetes Association
and The American Dietetic Association, Family Cookbook
Volumes 1 and 2 provide delicious, wholesome recipes for
anyone, not just people with diabetes. Both bring you a
wealth of practical advice on nutrition including the complete
nutrient and exchange breakdown for one-serving portions
and calorie content.

Volume 1
• 250 delicious recipes
• The basics of good nutrition and meal planning
• Calculating exchanges from food labels and recipes
• Tips on dining out, fast foods, drinking alcohol
• Special-occasion menus

Volume 2
• 206 brand new taste-tempting recipes
• How to safely start and follow an exercise program
• Exciting new dishes from ethnic cuisines
• New and updated information on nutrition
• Exchanges for the most popular foods of Mexican, Jewish,

Black American, Indian, and Oriental cuisine

Yes! Please send me: Qty
• Diabetes in the Family, hardcover, $14.70

($12.95 plus $1.75 postage & handling)
• Diabetes in the Family, paperback, $11.45 x $11.45 =

($9.95 plus $1.50 postage & handling)
D Diabetes: Reach for Health andFreedom, $11.45 x $11.45 =

($9.95 plus $1.50 postage & handling)
• Family Cookbook, vol. 1, $17.45 x $17.45 =

($14.95plus $2.50 postage & handling)
• Family Cookbook, vol. 2, $18.45 x $18.45 =

($15.95plus $2.50 postage & handling)
• Cookbook set, vols. 1 &2, $34.40 x $34.40 =

($30.90 plus $3.50 postage & handling)

Order Form
Price

includes I enclose $_
postage Total

x $14.70 = Name

601JBK

. for the books I've checked.

Street.

City.

State. Zip.

Send your order to: American Diabetes Association,
P.O.Box 2047 Mahopac, NY 10541
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i H MICRO-FINE EL
The Thinnest, Finest,
Sharpest Needie For

Comfort

The Best There Is.
The needle on every other insulin

syringe has been surpassed by the
advanced B-D MICRO-FINE III needle...
a unique achievement in injection comfort.

Tests with hundreds of insulin users
prove conclusively that they have never
before experienced such ease with their
injections. Some typical comments: "It's
like no injection at all"..."It's a much easier
injection".

Finest Insulin Syringe Needle
Ever Made.

MICRO-FINE m is made with the
highest quality surgical-grade stainless
steel...tempered and honed to incredible
fineness and strength. Result: the thinnest,
finest, sharpest needle for unequalled
injection comfort.

MICRO-BONDED" Lubrication
For Extra Comfort.

An exclusive B-D process keeps the
lubrication on the needle even after it has
pierced the insulin vial stopper—and,
during the injection—for smoother, more
effortless injections.

America's Most Recommended
Syringes.

Doctors, nurses and pharmacists rec-
ommend B-D syringes above all others.
And B-D syringes are used most in
hospitals—trusted most by insulin users.

The B-D MICRO-FINE m Needle — Overwhelmingly Preferred By Insulin Users For Unequalled Injection Coml

B-D. MICRO-FINE ID. and MICRO-BONDED are trademarks of Becton Dickinson and Company.

Better
Diabetes
Care
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Matching your time/action expectations with regimens"" of..

Novolirf
HUMAN INSULIN

(semi-synthetic)

The timing you're accustomed to means...
Ease of transfer
Thirty-nine adult patients with IDDM were evaluated
for the efficacy and safety of Novolin™ Human Insulin
(semi-syntheticJ N when transferring from a single daily
injection of other NPH insulin formulations. These
patients exhibited:1

• unchanged or improved glycemic control
• unchanged mean fasting glucose
• unchanged total daily insulin dosage
© Squibb-Novo 1985 11/85

* These regimens are for illustrative purposes only and are not
intended as recommendations to achieve glycemic control for
specific patients or lifestyles.

Curves are artist's interpretations of insulin profiles.

Any change in insulin regimens should be made cautiously
and under physician supervision.

Reference
1. Gadia M, Salzman R, Lauritano AA, et al:
summary data available
on request.
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