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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

S In a two- yearsfudy comparing Diabinese” to
~ glyburide, “..chlorpropamide was clinically ;
~ more effecﬁve with a smaller number of primary
and secondary drug failures and a greater
proportion of patients successfully controlled % ’ U
the end of 2 years. Severe hypoglycemia was

e @ P J
~EEIEBIN e

~ (chlorpropamide ) g sz
" AGENERATION AHEAD IN NIDDM CONTROL

Reference: 1. Clarke BF: Comparative effectiveness of glyburide in the treatment of non-insulin-dependent diabetes, in
Diagnosis and Management of Diabetes Mellitus. Postgraduate Medicine: Custom Communications, April 1982, pp 57-65.

Please see Diabinese® (chlorpropamide) brief summary on the following page. LABORATORIES DIVISION




BRIEF SUMMARY
DIABINESE* (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 the effecti of gt -lowering drugs in
p ing or delaying l plhi 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. 2):747-830, 1970).

UGOP 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 2V2 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 DIABINESE (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 DIABINESE 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 of control of 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 lowening 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 diab or to diminished responsi 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.

ADVERSE REACTIONS
Hypoglycemia: See PRECAUTIONS section.

Gastrointestinal Reactions: Cholestatic jaundice may occur rarely: DIABINESE should be discontinued
if this occurs. Gastrointestinal disturbances are the most comman 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% o 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 h (ADH) secretion. The features of this syndrome result from excessive water
retention and include hyponatremia, low serum osmolality, and high urine asmolality.

DOSAGE 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 1S 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.

Mary 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 adj are usually i

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; (100's. NDC #0663-3930-66:
500's, NOC #0663-3930-73; and 100 unit dose of 10 X 10, NDC #0663-3930-41) and 250 mg, tablet
code 394; (100's, NDC #0663-3940-66: 250's, NDC #0663-3940-71; 1000's, NDC #0663-3940-82: 100
unit dose of 10 X 10, NDC #0663-3940-41; and 30's D-Pak, NDC #0663-3940-30).

RECOMMENDED STORAGE: Store below 86°F (30°C).
CAUTION: Federal law prohibits dispensing without prescription.

@ LABORATORIES DIVISION
PFIZER INC . NEW YORK.N Y 10017
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reported elsewhere. In submitting an article the
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such exclusion. When reporting studies on un-
anesthetized animals or on humans, indicate that
the procedures followed were in accordance with
institutional guidelines.

In view of The Copyright Revision Act of 1976,
all transmittal letters to the editor must contain the
following language before manuscripts can be re-
viewed for possible publication: “In consideration
of ADA's reviewing and editing of my (our) sub-
mission, the author(s) undersigned hereby trans-
fers, assigns, or otherwise conveys all copyright
ownership to the ADA in the event that such work
is published by the ADA." We regret that transmittal
letters not containing the foregoing language signed
by ail authors of the manuscript will necessitate
return of your manuscript.

Matter appearing in Diabetes is copyrighted by
the American Diabetes Association, Inc. Permis-
sion to reproduce all or parts of papers appearing
in it may be granted under appropriate conditions
and if proper credit is given. Such requests should
be addressed in writing to the Permissions Editor,
accompanied by a letter of permission from the
senior author.

All signed articles and editorials are the respon-
sibility of the author(s) and not that of the American
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to consider for publication papers presented at the
Annual Meeting of the association.

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-
form Requirements for Manuscripts Submitted to
Biomedical Journals,”" Annals of Internal Medicine
96:766-71, 1982, will be considered for publica-
tion.

References should be presented in the style of
the following examples and numbered in order of
appearance in the text: For Periodicals—Banting
FG, Best CH: The internal secretion of the pan-
creas. J Lab Clin Med 7:251-66, 1922. For Books—
Allen M: Studies Concerning Glycosuria and Dia-
betes. Cambridge, MA, Harvard Univ. Press, 1913,
p. 461.

A summary of the content of the paper of not
more than 250 words should be provided. This
should be self-contained and understandable
without reference to the text.

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

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

All manuscripts and related correspondence
should be sent by 1st class mail addressed to R.
Paul Robertson, M.D., University of Minnesota, P.O.
Box 731, Minneapolis, MN 55440-0731. Express
mail or correspondence requiring street address
should be addressed to R. Paul Robertson, M.D.,
Phillips-Wangensteen Bldg., Rm. 6-124, 516 Del-
aware St. SE, Minneapolis, MN 55455. Editorial
correspondence should be addressed to the Ed-
itorial Office, Diabetes, American Diabetes Asso-
ciation, Inc., National Service Center, 1660 Duke
Street, Alexandria, Virginia 22314.
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Amazingly Enough, This

Blood Glucose Meters

Biggest Breakthrough
[sn't Size.

.

Baxter



" Presenting the ExacTech™
ItS zA&CuraCy Blood Glucose Meter.

It's accurate because it’s less dependent on user
technique.

Technique-dependent steps like wiping, blottmg,

timing and cleaning have
been eliminated. In fact,
because this meter is so easy
to use, patients are inclined
to test themselves regularly.

They simply insert a test |
strip into the meter, put a
small drop of blood on the
target area and press the button. Results appear on
the display in just 30 seconds.

It's all due to our exclusive system. One part is

the ExacTech Meter, which determines blood
glucose levels through a unique electronic
measuring method. The other is the ExacTech Test
Strip, which has a small, hydrophilic target area
that attracts blood.

At last, theres been a breakthrough in meter
technology. Recommend it to your patients. Call
1-800-527-3339, ext. 700, for more information, or
write Baxter Healthcare Corporation, Physician
Diagnostics Division, Attn: ExacTech, 1415 Lake
Cook Road, PO. Box 852, Deerfield, Illinois
60015-0852.

Were committed
to helping people
with diabetes
live better lives.

————

ExacTech |
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Circulatory insufficiency—a
well-known factor in the patho-
genesis of diabetic complica-
tions—predisposes diabetics to
intermittent claudication.' 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."? 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 J __K
the microcirculatory vessels—is enhanced through
the capillary bed, and tissue perfusion and oxygen
ation improve.*?

Evidence of improved perfusion and oxygena
tion has been obtained from experimental mea
surements of partial pressures of oxygen (p0,) in
the calf muscles of patients with limb ischemia
given Trental®.®

Significant improvement
in stabilized diabetics?

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 ;mr('slh«'\ms, skin temperature, and
subjective overall response.

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

Trental

400 mg

(pentoxifylline ) =

D The only proven-
effective agent for

intermittent claudication
symptomatic of peripheral
arterial disease

.
Trental® can improve function and symptoms, but is not intended to

H‘U'.N e 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 methyixanthines 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 %ematocrit 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-
gertensrve therapy. If indicated, dosage of the antihypertensive agents should
e 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 t2 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
respanse, 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 nursin% 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 (inpercent) 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

Controlled- Release | Immediate-Release
Tablets Capsules
Trental® Placebo | Trental® Placebo
(Numbers of Patients at Risk) (321) (128) (177) (138)
Discontinued for Side Effect 3.1 0 9.6 7.2
CARDIOVASCULAR SYSTEM
Angina/Chest Pain 0.3 — 1.1 22
Arrhythmia/Palpitation — — 1.7 0.7
Flushing — — 23 0.7
DIGESTIVE SYSTEM
Abdominal Discomfort — —_ 4.0 1.4
Belching/Flatus/Bloating 0.6 — 9.0 36
Diarrhea — — 34 29
Dyspepsia 2.8 4.7 9.6 2.9
Nausea 2.2 0.8 28.8 8.7
Vomiting 1.2 — 45 0.7
NERVOUS SYSTEM
Agitation/Nervousness — — 1.7 0.7
Dizziness 19 3.1 1.9 43
Drowsiness — — 1.1 5.8
Headache 1.2 1.6 6.2 5.8
Insomnia — —_ 23 22
Tremor 0.3 0.8 — —
Blurred Vision — — 23 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, d
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 could 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 takinc]; 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; f?ushing, hypotension,
convulsions, somnolence, loss of consciousness, fever, and agitation occurred.
All patients recovered.

In addition to symptomatic treatment and gastric lavage, sgecial 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.
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