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Master Plan for
NIDDM Control
A Diabinese' (chlorpropamide) prescription

completes the design
Diet, exercise, education and once-daily Diabinese®
dispensed as written, comprise the Master Plan
for successful non-insulin-dependent diabetes
mellitus (NIDDM) control. For overall NIDDM control,
specify Diabinese" by name.

Proven Efficacy and Safety
In a two-year study comparing Diabinese9 to
glyburide, ".. .chlorpropamide was clinically
more effective with a smaller number of primary
and secondary drug failures and a greater
proportion of patients successfully controlled
at the end of 2 years. Severe hypoglycemia was
a greater hazard during treatment with glyburide "'
As with all sulfonylureas, hypoglycemia may occur with Diabinese.

Once-a-day

Diabinese
(chlorpropamide) %% sssss*

A GENERATION AHEAD IN NIDDM CONTROL
Reference: 1 . Clarke BF: Comparative effectiveness of glyburide in the treatment of non-msulm-dependent diabetes, in
Diagnosis and Management ol Diabetes Mellitus. Postgraduate Medicine Custom Communications. April 1982. pp 57-65.

Please see Diabinese* (chlorpropamide) brief summary on the following page. LAIOXATORItS DIVISION



BRIEF SUMMARY
OIABINESE- (chlorpropamide)
TABLETS. USP

CONTRAINDICATIONS
DIABINESE 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 hypoglycemic drugs has been reported to be associated with increased
cardiovascular mortality as compared to treatment with diet alone or diet plus insulin. This warning
is based on the study conducted by the University Group Diabetes Program (UGDP), a long-term
prospective clinical trial designed to evaluate the effectiveness of glucose-lowering drugs in
preventing or delaying vascular complications in patients with non-insulin-dependent diabetes. The
study involved 823 patients who were randomly assigned to one of four treatment groups [Diabetes,
19 [supp. 21:747-830,1970).

UGDP reported that patients treated for 5 to 8 years with diet plus a fixed dose of tolbutamide (1.S
grams per day) had a rate of cardiovascular mortality approximately 2Vi times that of patients
treated with diet alone. A significant increase in total mortality was not observed, but the use of
tolbutamide was discontinued based on the increase in cardiovascular mortality, thus limiting the
opportunity for the study to show an increase in overall mortality. Despite controversy regarding the
interpretation of these results, the findings of the UGDP study provide an adequate basis for this
warning. The patient should be informed of the potential risks and advantages of OIABINESE (chlor-
propamide) and of alternative modes of therapy.

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

PRECAUTIONS
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 OIABINESE 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.

Because of the long half-life of chlorpropamide. patients who become hypoglycemic during therapy
require careful supervision of the dose and frequent feedings for at least 3 to 5 days. Hospitalization and
intravenous glucose may be necessary.

Loss ol control ol blood 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 DIABINESE (chlorpropamide) and administer insulin.

The effectiveness of any oral hypoglycemic drug, including DIABINESE. 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.

AOVERSE REACTIONS
Hypoglycemia: See PRECAUTIONS section.

Gastrointestinal Reactions: Cholestatic jaundice may occur rarely; DIABINESE should be discontinued
if this occurs. Gastrointestinal disturbances are the most common reactions: nausea has been reported in
less than 5% of patients, and diarrhea, vomiting, anorexia, and hunger in less than 2%. Other
gastrointestinal disturbances have occurred in less than 1% of patients including proctocolitis. They tend
to be dose related and may disappear when dosage is reduced.

Dermatologic Reactions: Pruritus has been reported in less than 3% of patients. Other allergic skin
reactions, e.g.. urticaria and maculopapular eruptions have been reported in approximately 1% or less of
patients. These may be transient and may disappear despite continued use of DIABINESE (chlorpropa-
mide): if skin reactions persist the drug should be discontinued.

Porphyria cutanea tarda and photosensitivity reactions have been reported with sulfonylureas.
Skin eruptions rarely progressing to erythema multiforme and exfoliative dermatitis have also been reported.
Hematologic Reactions: Leukopenia. agranulocytosis. thrombocytopenia. hemolytic anemia, aplastic

anemia, pancytopenia. and eosinophilia have been reported with sulfonylureas.
Metabolic Reactions: Hepatic porphyria and disulfiram-like reactions have been reported with DIABINESE.
Endocrine Reactions: On rare occasions, chlorpropamide has caused a reaction identical to the syndrome of

inappropriate antidiuretic hormone (ADH) secretion. The features of this syndrome result from excessive water
retention and include hyponatremia. low serum osmolality. and high urine osmolality

D0SA6E AND ADMINISTRATION
There is no fixed dosage regimen for the management of diabetes mellitus with DIABINESE or any other
hypoglycemic agent. In addition to the usual monitoring of urinary glucose, the patient's blood glucose
must also be monitored periodically to determine the minimum effective dose for the patient: to detect
primary failure, and to detect secondary failure. Glycosylated hemoglobin levels may also be of value in
monitoring the patient's response to therapy.

The total daily dosage is generally taken at a single time each morning with breakfast. Occasionally
cases of gastrointestinal intolerance may be relieved by dividing the daily dosage. A LOADING OR PRIMING
DOSE IS NOT NECESSARY AND SHOULD NOT BE USED.

Initial Therapy: 1. The mild to moderately severe, middle-aged, stable, non-insulin-dependent diabetic
patient should be started on 250 mg daily. Older patients should be started on smaller amounts of
DIABINESE (chlorpropamide), in the range of 100 to 125 mg daily.

2. No transition period is necessary when transferring patients from other oral hypoglycemic agents to
DIABINESE. The other agent may be discontinued abruptly and chlorpropamide started at once. In
prescribing chlorpropamide. due consideration must be given to its greater potency.

Many mild to moderately severe, middle-aged, stable non-insulin-dependent diabetic patients
receiving insulin can be placed directly on the oral drug and their insulin abruptly discontinued. For
patients requiring more than 40 units of insulin daily, therapy with DIABINESE may be initiated with a
50 per cent reduction in insulin for the first few days, with subsequent further reductions dependent
upon the response.

Five to seven days after the initial therapy, the blood level of chlorpropamide reaches a plateau. Dosage may
subsequently be adjusted upward or downward by increments of not more than 50 to 125 mg at intervals of
3 to 5 days to obtain optimal control. More frequent adjustments are usually undesirable.

Maintenance Therapy: Most moderately severe, middle-aged, stable non-insulin-dependent diabetic
patients are controlled by approximately 250 mg daily. Many investigators have found that some milder
diabetics do well on daily doses of 100 mg or less. Many of the more severe diabetics may require 500 mg
daily for adequate control. PATIENTS WHO DO NOT RESPOND COMPLETELY TO 500 MG DAILY WILL USUALLY
NOT RESPOND TO HIGHER DOSES. MAINTENANCE DOSES ABOVE 750 MG DAILY SHOULD BE AVOIDED.

HOW SUPPLIED
Blue. 'D'-shaped, scored tablets in strengths of 100 mg. tablet code 393: (100s. NDC #0663-3930-66;
500's. NDC #0663-3930-73; and 100 unit dose of 10 X 10, NDC #0663-3930-41) and 250 mg. tablet
code 394- (100s. NDC #0663-3940-66; 250s. NDC #0663-3940-71; 1000's, NDC #0663-3940-82; 100
unit dose of 10 X 10. NDC #0663-3940-41; and 30s D-Pak. NDC #0663-3940-30).

RECOMMENDED STORAGE: Store below 86°f (30°C).

CAUTION: Federal law prohibits dispensing without prescription.
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proceedings, preliminary communications, books,
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by all authors of the manuscript will necessitate
return of your manuscript.

Matter appearing in Diabetes is copyrighted by
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Rapid Publications: Observations considered to
be of unusual importance may be submitted as a
Rapid Publication. Editorial decision will be made
within 10 days after receipt of the manuscript. No
written review or explanation of the decision will
be provided. Rejected papers may be resubmitted
as a regular manuscript and reviewed accordingly.
Rapid Publications may not exceed 10 double-
spaced typewritten pages (including figures, ta-
bles, and references). Accepted papers will be
published in the earliest possible issue of the Jour-
nal.

Manuscripts should be typewritten (not photo-
copied), with double-spacing; submit original and
2 photocopies with 2 prints of figures and photo-
micrographs. Manuscripts prepared in accord with
the requirements specified in the document "Uni-
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96:766-71, 1982, will be considered for publica-
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of authors should appear on the back. The tops of
photographs and figures should be indicated.
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For diabetics
with peripheral arterial

disease...
Circulatory insufficiency—a

tions—predisposes diabetics to.

addition to narrowing of the
blood vessels, two specific
microcirculatory abnormalities
—decreased red cell flexibility

are also associated with diabetes.'-Although ideal glucose control
might correct these abnormalities, glucose levels do fluctuate, and
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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 Trental®.6

Significant improvement
in stabilized diabetics2

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

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

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

(pentoxifylline
The only proven-

effective agent for
intermittent claudication
symptomatic of peripheral
arterial disease

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

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

©1987 by Hoechst-Roussel Pharmaceuticals Incorporated.



References: 1. Oughton I, etal: Diabetes mellitus: Its effect on the flow properties of blood.
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Trental® (pentoxifylline) Tablets, 400 mg
A brief summary of the Prescribing Information follows.
INDICATIONS AND USAGE:
Trental® (pentoxifylline) is indicated for the treatment of patients with intermit-
tent claudication on the basis of chronic occiusive arterial disease of the limbs.
Trental® (pentoxifylline) can improve function and symptoms but is not intended
to replace more definitive therapy, such as surgical bypass, or removal of arterial
obstructions when treating peripheral vascular disease.
CONTRAINDICATIONS.
Trental® (pentoxifylline) should not be used in patients who have previously
exhibited intolerance to this product or methylxanthines such as caffeine, theo-
phylline, and theobromine.
PRECAUTIONS:
General: Patients with chronic occiusive arterial disease of the limbs frequently
show other manifestations of arteriosclerotic disease. Trental® (pentoxifylline) has
been used safely for treatment of peripheral arterial disease in patients with
concurrent coronary artery and cerebrovascular diseases, but there have been
occasional reports of angina, hypotension, and arrhythmia. Controlled trials do
not show that Trental® (pentoxifylline) causes such adverse effects more often
than placebo, but, as it is a methylxanthine derivative, it is possible some
individuals will experience such responses.
Drug Interactions: Although a causal relationship has not been established,
there have been reports of bleeding and/or prolonged prothrombin time in
patients treated with Trental® (pentoxifylline) with and without anticoagulants or
platelet aggregation inhibitors. Patients on warfarin should have more Frequent
monitoring of prothrombin times, while patients with other risk factors compli-
cated by hemorrhage (e.g., recent surgery, peptic ulceration) should have peri-
odic examinations for bleeding including nematocrit 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 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 of metabolic
activation.
Pregnancy: Category C. Teratogenic studies have been performed in rats and
rabbits at oral doses up to about 25 and 10 times the maximum recommended
human daily dose (MRHD) of 24 mg/kg, respectively. No evidence of fetal malfor-
mation was observed. Increased resorption was seen in rats at 25 times MRHD.
There are, however, no adequate and well controlled studies in pregnant women.
Because animal reproduction studies are not always predictive of human
response, Trental® (pentoxifylline) should be used during pregnancy only if
clearly needed.
Nursing Mothers: Pentoxifylline and its metabolites are excreted in human
milk. Because of the potential for tumorigenicity shown for pentoxifyjline in rats,
a decision should be made whether to discontinue nursing or discontinue the
drug, taking into account the importance of the drug to the mother.
Pediatric Use: Safety and effectiveness in children below the age of 18 years
have not been established.
ADVERSE REACTIONS:
Clinical trials were conducted using either controlled-release Trental® (pentoxifyl-
line) tablets for up to 60 weeks or immediate-release Trental® (pentoxifylline)
capsules for up to 24 weeks. Dosage ranges in the tablet studies were 400 mg
bid to tid and in the capsule studies, 200-400 mg tid.

The table summarizes the incidence (in percent) of adverse reactions consid-
ered drug related, as well as the numbers 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 ccmducted 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 worldwide since mar-
keting in 1972. Although they occurred under circumstances in which a causal
relationship with pentoxifylline coujd not be established, they are listed to serve
as information for physicians: Cardiovascular—angina, arrhythmia, tachycardia;
Digestive—hepatitis, jaundice; and Hemic and 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

Hoechst

A giant step toward
compliance...

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

400 mg
TabletsTrental

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

073130-287



Good news for
your patients who

inject 30 units or less
II Introduces the first

3/10cc syringe
Easier-to-read scale
More precise measurement
More accurate dosage

Almost half of all patients with
diabetes who are being treated with
insulin are prescribed smaller, more
frequent injections—30 units or less.

Which makes the new B-D 3/10cc
syringe the ideal insulin syringe for
many of your patients.

That's because this new
3/1 Occ syringe helps assure
more precise dosage
measurements. Extra-wide
spacing between single-unit
markings makes it a lot easier
to read the scale. And makes
it a lot more accurate when
measuring the dosage...an
important improvement.

The unique new 3/1 Occ syringe
comes with the famous B-D MICRO-
FINE® IE Needle—for unequalled
injection comfort.

Another reason why physicians,
nurses and hospitals use B-D

. syringes more than all other
brands combined.

c S430

B-D and MICRO-FINE m are trademarks of Becton Dickinson and Company.
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ANNOUNCING

Clinical
Diabetes
Reviews

/ Current,
/ complete,

/ and
I comprehensive
\ —the
\ essential
\ book on
\ diabetes!

New from the ADA, this first volume of Clinical Diabetes Reviews offers
you — the primary-care physician and health-care professional —

the essential information you need for your practice.
The American Diabetes Association has created this
compendium of up-to-date articles from its two interna-
tionally recognized clinical journals — Diabetes Care and
Clinical Diabetes. This indispensable softcover book pro-
vides you with the latest developments in diabetes treat-
ment . . . so you can provide your patients with the best
care possible.

Clinical Diabetes Reviews contains 29 jargon-free arti-
cles written for you by world-renowned experts in the
field of diabetes. Its 208 pages offers you the most
thorough analysis, in a single volume, covering all of
these important areas:

PATHOGENESIS

DIAGNOSIS

Classification and
Diagnosis of Diabetes
Mellitus
by Saul Genuth, MD

Genetics of Diabetes
by L. J. Raffel, MD and
J. I. Rotter, MD

Pathophysiology of
Insulin Secretion in
Non-Insulin-
Dependent Diabetes
By W. Ward, MD, J. C.
Beard, M D . J . B . Halter,
MD, M. A. Pfeifer, MD,
and D. Porte, Jr., MD

• • i H ^ B ORDER

PSYCHOSOCIAL
ASPECTS

The Young Child With
Diabetes: Challenges
of Diagnosis and
Management
by M. Frank, RN,
J. Link, RN, BScN,
D. Daneman, MB,
K. Perlman, MD, and
R. M. Ehrlich, MD

SPECIAL PROBLEMS
AND COMPLICATIONS

Brittle Diabetes:
Tracking Down Its
Sources
by R. A. Rizza, MD,
B. R. Zimmerman, MD,
and F. J. Service, MD

Management of
Diabetic Ketoacidosis
by J. M. Johnston, MD

TREATMENT:
Routine Management

Understanding GHb
Assays: A Guided
Tour for Clinicians
by D. E. Goldstein, MD

Self-Monitoring: A
Practical Guide to
Getting Started
by P. Raskin, MD

TREATMENT:
Drug Therapy

Insulin Absorption:
Understanding the
Variables
by P. Haycock, MD

Second-Generation
Sulfonylureas: What
Are They and What Is
Their Value?
by H. E. Lebovitz, MD

Please send me

YES!
copies of Clinical Diabetes

Reviews, Vol. 1. I have enclosed • $19.95 (nonmember
price) or • $15.95 (member price) for each copy (prices
include shipping and handling).

ADA Member # from my magazine label

Name

Organization

Address

A American
Diabetes
Association

City State. Zip.

Make checks payable to the:
American Diabetes Association
1660 Duke Street
Alexandria, VA 22314 H GQ1

OFFER EXPIRES 6/30/88.



Effective control time and time again1

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

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

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

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

Glucotrol
SYNCHRONIZED
SULFONYLUREA THERAPY

Please see brief summary of Glucotrot" (glipizide)
prescribing information on next page.



Reference:
1. Sachs R. Frank M, Fishman SK: Overview of clinical experience with glipizide. In Glipizide: A Worldwide Review.
Princeton. NJ. Excerpta Medica. 1984. pp 163-172.
6LUC0TR0L* (glipizide) Tabltts
Brill Summary of Prescribing Information
INDICATIONS AND USAGE: GLUCOTROL is indicated as an adjunct to diet for the control of hyperglycemia in patients
with non-insulin-dependent diabetes mellitus (NIDDM. type II) alter an adequate trial ol dietary therapy has proved
unsatisfactory.
CONTRAINDICATIONS: GLUCOTROL is contraindicated in patients with known hypersensitivity to the drug or with
diabetic ketoacidosis. with or without coma, which should be treated with insulin.
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration of oral hypogly-
cemic drugi 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 (UGOP). a long-term prospective clinical trial designed to evaluate the effectiveness of
glucose-lowering drugs in preventing or delaying vascular complications in patients with non-insulin-dependent
diabetes. The study involved 823 patients who were randomly assigned to one ol tour treatment groups [Diabetes,
19. supp. 2:747-830.1970).
UGOP reported that patients treated lor S to 8 years with diet plus a fixed dose ol tolbutamide (1.5 grams per day)
had a rate ol cardiovascular mortality approximately 2-1/2 times that ol patients treated with diet alone. A
signilicant increase In total mortality was not observed, but the use ol tolbutamide was discontinued based on the
Increase In cardiovascular mortality, thus limiting the opportunity lor the study to show an increase in overall
mortality. Despite controversy regarding the interpretation ot these results, the findings ol the UGDP study provide
an adequate basis tor Ihis warning. The patient should be informed ol the potential risks and advantages ol
GLUCOTROL and ol alternative modes ol therapy.
Although only one drug in the sultonylurea class (tolbutamide) was included in this study, it is prudent Irom a
satety standpoint to consider that this warning may also apply to other oral hypoglycemic drugs in this class, in
view ol their close similarities in mode ol action and chemical structure.
PRECAUTIONS: Renal and Hepatic Disease: The metabolism and excretion of GLUCOTROL may be slowed in patients
with impaired renal and/or hepatic function. Hypoglycemia may be prolonged in such patients should it occur.
Hypoglycemia: All sullonylureas are capable of producing severe hypoglycemia. Proper patient selection, dosage,
and instructions are important to avoid hypoglycemia. Renal or hepatic insufficiency may increase the risk ol
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 or people taking beta-adrenergic blocking drugs. Hypoglycemia is more likely to occur when
caloric intake is deficient, after severe or prolonged exercise, when alcohol is ingested, or when more than one
glucose-lowering drug is used.
Loss ol Control ol Blood Glucose: A loss ot control may occur in diabetic patients exposed to stress such as fever,
trauma, intection or surgery. It may then be necessary to discontinue GLUCOTROL and administer insulin.
Laboratory Tests: Blood and urine glucose should be monitored periodically. Measurement of glycosylated hemo-
globin may be useful.
Information tor Patients: Patients should be informed of the potential risks and advantages of GLUCOTROL. ot
alternative modes ol therapy, as well as the importance of adhering to dietary instructions, of a regular exercise
program, and of regular testing of urine and/or blood glucose. The risks ot hypoglycemia. its symptoms and
treatment, and conditions that predispose to its development should be explained to patients and responsible family
members. Primary and secondary failure should also be explained.
Drug Interactions: The hypoglycemic action ol sultonylureas may be potentiated by certain drugs including non-
steroidal anti-inflammatory agents and other drugs that are highly protein bound, salicylates. sulfonamides. chlo-
ramphenicol. probenecid, coumarins. monoamine oxidase inhibitors, and beta adrenergic blocking agents. In vilro
studies indicate that GLUCOTROL binds differently than tolbutamide and does not interact with salicylate or dicumarol.
However, caution must be exercised in extrapolating these findings to a clinical situation. Certain drugs tend to
produce hyperglycemia and may lead to loss ol control, including the thiazides and other diuretics, corticosteroids.
phenothiazines. thyroid products, estrogens, oral contraceptives, phenytom. nicotimc acid, sympathomimetics.
calcum channel blocking drugs, and isoniazid. A potential interaction between oral miconazole and oral hypoglycemic
agents leading to severe nypoglycemia has been reported. Whether this interaction also occurs with the intravenous,
topical, or vaginal preparations of miconazole is not known.
Carcinogenesls, Mutagenesis, Impairment ol Fertility: A 20-month study in rats and an 18-month study in mice at
doses up to 75 times the maximum human dose revealed no evidence ol drug-related carcinogenicity. Bacterial and
in vivo mutagenicity tests were uniformly negative. Studies in rats ot both sexes at doses up to 75 times the human
dose showed no effects on fertility.
Pregnancy: Pregnancy Category C: GLUCOTROL (glipizide) was found to be mildly fetotoxic in rat reproductive studies
at all dose levels (5-50 mg/kg). This tetotoxicity has been similarly noted with other sulfonylureas. such as
tolbutamide and tolazamide. The effect is perinatal and believed to be directly related to the pharmacologic
(hypoglycemic) action of GLUCOTROL. In studies in rats and rabbits no teratogenic effects were found. There are no
adequate and well controlled studies in pregnant women. GLUCOTROL should be used during pregnancy only if the
potential benefit lustifies the potential risk to the fetus.
Because recent information suggests that abnormal blood glucose levels during pregnancy are associated with a
higher incidence of congenital abnormalities, many experts recommend that insulin be used during pregnancy to
maintain blood glucose levels as close to normal as possible.
Nonteratogenic Effects: Prolonged severe hypoglycemia has been reported in neonates born to mothers who were
receiving a sulfonylurea drug at the time of delivery. This has been reported more frequently with the use of agents with
prolonged half-lives. GLUCOTROL should be discontinued at least one month belore the expected delivery date.
Nursing Mothers: Since some sulfonylurea drugs are known to be excreted in human milk, insulin therapy should be
considered it nursing is to be continued.
Pediatric Use: Safety and effectiveness in children have not been established.
ADVERSE REACTIONS: In controlled studies, the Irequency ol serious adverse reactions reported was very low. Of
702 patients. 11.8% reported adverse reactions and in only 1.5% was GLUCOTROL discontinued.
Hypoglycemia: See PRECAUTIONS and OVERO0SAGE sections.
Gastrointestinal: Gastrointestinal disturbances, the most common, were reported with the following approximate
incidence: nausea and diarrhea, one in 70: constipation and gastralgia. one in 100. They appear to be dose-related and
may disappear on division or reduction of dosage. Chloestatic jaundice may occur rarely with sulfonylureas:
GLUCOTROL should be discontinued if this occurs.
Dermatologic: Allergic Skin reactions including erythema, morbillitorm or maculopapular eruptions, urticaria,
pruritus, and eczema have been reported in about one in 70 patients. These may be transient and may disappear
despite continued use ol GLUCOTROL. if skin reactions persist, the drug should be discontinued. Porphyna cutanea
tarda and photosensitivity reactions have been reported with sulfonylureas.
Hematologlc: Leukopenia. agranulocytosis. thrombocytopenia. hemolytic anemia, aplastic anemia, and pan-
cytopenia have been reported with sultonylureas.
Metabolic: Hepatic porphyria and disulliram-like alcohol reactions have been reported with sulfonylureas Clinical
experience to date has shown that GLUCOTROL has an extremely low incidence ol disulfiram-like reactions.
Endocrine Reactions: Cases of hyponatremia and the syndrome of inappropriate antidiuretic hormone (SIAOH)
secretion have been reported with this and other sulfonylureas.
Miscellaneous: Dizziness, drowsiness, and headache have been reported in about one in fifty patients treated with
GLUCOTROL. They are usually transient and seldom require discontinuance ot therapy.
OVEROOSAGE: Overdosage ot sultonylureas including GLUCOTROL can produce hypoglycemia. It hypoglycemic
coma is diagnosed or suspected, the patient should be given a rapid intravenous inaction of concentrated
(50%) glucose solution. This should be followed by a continuous infusion ot a more dillute (10%) glucose solution at a
rate that will maintain the blood glucose at a level above 100 mg'd l Patients should be closely monitored for a
minimum ol 24 to 48 hours since hypoglycemia may recur alter apparent clinical recovery. Clearance ot GLUCOTROL
Irom plasma would be prolonged in persons with liver disease. Because of the extensive protein binding ot
GLUCOTROL (glipizide). dialysis is unlikely to be ol benefit.
DOSAGE ANO ADMINISTRATION: There is no fixed dosage regimen tor the management of diabetes mellilus with
GLUCOTROL: in general, it should be given approximately 30 minutes before a meal to achieve the greatest reduction
in postprandial hyperglycemia.
Initial Oose: The recommended starting dose is 5 mg before breakfast. Geriatric patients or those with liver disease
may be started on 2.5 mg. Dosage adjustments should ordinarily be in increments ot 2.5-5 mg. as determined by
blood glucose response. At least several days should elapse between litration steps.
Maiimum Oose: The maximum recommended total daily dose is 40 mg.
Maintenance: Some patients may be effectively controlled on a once-a-day regimen, while others show better
response with divided dosing. Total daily doses above 15 mg should ordinarily be divided.
HOW SUPPLIEO: GLUCOTROL is available as white, dye-free, scored diamond-shaped tablets imprinted as follows:
5 mg tablet—Pfizer 411 (NDC 5 mg 0049-4110-66) Bottles of 100:10 mg tablet—Pfizer 412 (NDC10 mg 0049-4120-65)
Bottles ot 100
CAUTION: Federal law prohibits dispensing without prescription.
More detailed prolessional Information available on request.

ROeRIG A division of Pfizer Pharmaceuticals
New York. New York 10017

FIGHT
HEART DISEASE

KIDNEY DISEASE
AND BLINDNESS
IN ONE STROKE.

Diabetes is a major contributor to heart disease, kidney
disease, and blindness. So when you support the American Diabetes

Association, you fight some of the worst diseases of our time
See the White Pages for the American Diabetes Association office

nearest you or call 1-800-ADA-DISC

FIGHT SOME OF THE WORST DISEASES OF OUR TIME.

Support the American Diabetes Association.

AMERICAN DIABETES ASSOCIATION

MISSING ISSUE
POLICY

Replacements for missing issues will be
sent free of charge provided we are
notified within two months of the issue
date for U.S. and Canadian subscribers/
members or within four months of the
issue date for all other foreign subscri-
bers/members.
To order back issues, please prepay in
U.S. funds drawn on a U.S. bank.

U.S.

$8.00

Diabetes and Diabetes Care
(Single copy price)

Foreign Foreign
Surface Mail Air Mail

$10.50 $14.00
Make check payable to:

American Diabetes Association
Back Issue Department
1660 Duke Street
Alexandria, VA 22314

i
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f W membership
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Available
FREE:

Diabetes '88
Receive 10 FREE copies of EVERY
ISSUE of Diabetes '88, ADA's
quarterly patient newsletter. Each
12-page issue is filled with basic
information on living with dia-
betes, including tips on diet, exer-
cise, and diabetes management.

ADA General
Membership Pad
Tell your patients about the benefits
of joining the American Diabetes
Association with a page from our
50-sheet Membership Pad.

FREE ADA
Information
for You
and Your
Patients

>*• •£• •» . .

The American Diabetes Association wants you to
know about the FREE materials available to you, your

patients, their families—everyone that you encounter
who needs information and advice on diabetes.

Choose the FREE issues of Diabetes '88 or the FREE
Membership Pad—or choose both. Help your patients to
receive the important information they need with Diabetes
'88, and to enjoy the benefits of membership in the
American Diabetes Association with the General Membership
Pad. General Membership benefits include:

• One-year subscription to Diabetes Forecast (12 issues),
the big, colorful members' magazine filled with in-depth
articles on diabetes management, research, celebrities and
everyday heroes who don't let diabetes stand in the way
of personal achievement, and much more.

• Membership in a nearby ADA Affiliate. Local ADA Affiliates
provide lectures, workshops, counseling, summer camps
and other services not available anywhere else—and the
chance to meet other people with diabetes.

• Mailed newsletter from the ADA Affiliate listing diabetes-
related events and educational programs in the area.

• A vote in the Association's local elections.
Please fill out the form below and return it to the
ADA—today!

The above items are FREE and
available now. Complete the form
and mail it today to receive
your FREE ADA information.

Return to: American Diabetes Association
DIABETES '88
P.O. Box 2055
Harlan, IA 51593-0238

YES! I want my patients to receive the FREE information and the
benefits of the American Diabetes Association. Please send me:

FREE copies of each issue of Diabetes '88. (10 or more copies
of each issue are available FREE. Please indicate your need.)
FREE 50-sheet Membership Pad.
(i only) 4 American

Diabetes
Association.A

Name

Organization.

Address

City . State. .Zip_
JGDJ



First hundreds.

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]

H I IBB

gr-

Lilly Leadership

For your insulin-using patients 5 1987, EU LILLY AND COMPANY Hi-2901-T

Eli Lilly and Company
Indianapolis, Indiana
46285
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reliable blood glucose
monitoring
takes just
one touch.



R O

onE TOUCH
SYSTEM

A revolutionary blood
glucose monitoring system

from LifeScan.

OneTbuch-
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.

ORE TOUCH
SYSTEM



TOUCH Bipod Glucose

Simple
One Tbuch Testing
""Easyp r o c e d u r e
' 'No wiping or blotting
'"No user timing

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:
Fast test time
Results appear in just 45 seconds.
Wider dynamic range
0 to 600 mg/dL (0 to 333 mmol/L).
Unsurpassed accuracy
When compared to a clinical laboratory
instrument (YSI Model 23A Glucose
Analyzer) 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
Alphanumeric; dot matrix LCD.

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

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.

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: 1 800 663-5521

•Data on file, LifeScan, Inc.

one TOUCH
SYSTEM

uFEsenn
a tyo(iMic?H.i(jofiM)tm company

Mountain View, California 94043

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



Canon CR4-45NM
A New Diagnostic Tool for

the Diabetologist.

Mild pre-proliferative stage with early retinal thickening, soft exudates. Background diabetic retinopathy with microaneurysms.

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

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

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

The Canon CR4. A cost-effective addition to your
practice, that fills the gap between visits to the
ophthalmologist.
• Photos by Andrew Bell, Beetham Eye Research

and Treatment Unit, Joslin Diabetes Center.

Canon
CANON U.S.A., INC.
NEW YORK—One Jericho Plaza, Jericho, NY 11753 (516) 933-6300
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LOS ANGELES—123 Paularino Ave. East, Costa Mesa, CA 92626 (714) 979-6000
CANON CANADA INC.
6390 Dixie Road, Mississauga, Ontario L5T1P7 (416) 678-2730
61987 Canon US A, Inc
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Non-Mydriatic
Retinal Camera
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TRACER
Blood Glucose Micro-monitor

UNMISTAKABLY THE ONE
FOR PATIENTS ON THE GO

Ideal for accurate results anywhere, anytime
Considering today's hectic lifestyles, it's important
that your diabetes patients be able to test for their
blood glucose easily in settings other than the home.
That's why Boehringer Mannheim Diagnostics
has designed the TRACER™ Blood Glucose
Micro-monitor for patients on the go.
Since it fits so easily into pocket or purse, your
patients can test conveniently anywhere, anytime.
And you can count on TRACER™ for accurate and
reliable blood glucose readings in the 40 to
400 mg/dL range.

Special features for extra convenience
TRACER™ has other advantages as well, such as
the unique TRACER bG™ Test Strips which are
smaller than conventional strips and thus require
less blood. In addition, these strips utilize the same
superior chemistry as CHEMSTRIP bG® Test Strips.
Furthermore, TRACER™ has a convenient mem-
ory function that allows for storage of up to seven
glucose values so that your patients can test now
and record their results later.

High quality to meet the highest standards
TRACER™ has been developed to meet the highest
standards of quality, accuracy and convenience.
At Boehringer Mannheim Diagnostics, the commit-
ment to achieve better diabetes control through
technology and education is ongoing.
For more information, please contact your
Boehringer Mannheim Diagnostics sales repre-
sentative or call toll-free 1-800-858-8072.

THE LINE OF CONFIDENCE
IN DIABETES CONTROL



ON/OFF

TIMER

© 1987 Boehringer Mannheim Corporation. AM rights reserved.

BOEHRINGER
MANNHEIM
DIAGNOSTICS

9115 Hague I
PO Box 50100
Indianapolis, IN 46250



\

*) 1987, Pfizer Inc




