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Brief 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 melhtus (NIDDM, type II) after an adequate trial of dietary therapy has proved unsatisfactory.

CONTRAINDICATIONS: GLUCOTROL is contraindicated in patients with known hypersensttivity 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 bypoglycemic 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. 2:747-830,1970).

UGDP reported that patients treated for 5 to 8 years with diet plus a fixed dose of tolbutamide (1.5 grams per day) had a rate
of cardiovascular mortality approximately 2-1/2 times that of patients treated with diet alone. A significant increase in
total mortality was not observed, but the use of tolbutamide was discontinued based on the increase in cardiovascular
mortality, thus limiting the opportunity for the study to show an increase in overall mortality. Despite controversy
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 GLUCOTROL and of alternative modes of therapy.
Although only one drug in the sulfonylurea class (tolbutamide) was included in this study, it is prudent from a safety
standpoint to consider that this warning may also apply to other oral nypoglycemic drugs in this class, in view of their close
similarities in mode of action and chemical structure.

PRECAUTIONS: Renal and Hepatic Disease: The metabolism and excretion of GLUCOTROL may be slowed in patients with

impaired renal and/or hepatic function. Hypoglycemia may be prolonged in such patients should it occur.

Hypoglycemia: All sulfonylureas are capable of producing severe hypoglycemia Proper patient selection, dosage, and

instructions are important to avoid hypoglycemia. Renal or hepatic insufficiency may increase the risk of 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 of Control of Blood Glucose: A loss of control may occur in diabetic patients exposed to stress such as fever, trauma,

infection or surgery. It may then be necessary to discontinue GLUCOTROL and administer insulin.

Laboratory Tests: Blood and urine glucose should be monitored periodically. Measurement of glycosylated hemoglobin may be

useful.

Information for Patients: Patients should be informed of the potential risks and advantages of GLUCOTROL. of alternative

modes of therapy, as well as the importance of adhering to dietary instructions, of a regular exercise program, and of regular

testing of urine and/or blood glucose. The risks of hypoglycemia. its symptoms and treatment, and conditions that predispose to

its development should be explained to patients and responsible family members. Primary and secondary failure should also be

explained.

Drug Interactions: The hypoglycemic action of sulfonylureas may be potentiated by certain drugs including non steroid a I anti-

inflammatory agents and other drugs that are highly protein bound, salicylates, sulfonamides, chloramphemcol, probenecid.

coumarms, monoamme oxidase inhibitors, and beta-adrenergic blocking agents. In vitro studies indicate that GLUCOTROL

binds differently than toibutamide 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 ot control,

including the thiazides and other diuretics, corticosteroids, phenothiazines. thyroid products, estrogens, oral contraceptives,

phenytoin, nicotinic acid, sympathomimetics. calcium channel blocking drugs, and isomazid. A potential interaction between

oral miconazole and oral hypoglycemic agents leading to severe hypoglycemia has been reported. Whether this interaction also

occurs with the intravenous, topical, or vaginal preparations of miconazole is not known.

Carcinogsnesis, Mutagenesis, Impairment of Fertility: A 20-month study in rats and an 18-month study in mice at doses up to

75 times the maximum human dose revealed no evidence of drug-related carcinogenicity. Bacterial and in vivo mutagemcity

tests were uniformly negative. Studies in rats of both sexes at doses up to 75 times the human dose showed no effects on
fertility.

Pregnancy: Pregnancy Category C GLUCOTROL (glipizide) was tound to be mildly fetotoxic in rat reproductive studies at all dose
levels (5-60 mg/kg). This fetotoxicity has been similarly noted with other sulfonylureas. such as tolbutamide and tolazamide.
The effect is perinatal and believed to be directly related to the pharmacologic (hypoglycemic) action ot GLUCOTROL. In studies
in rats and rabbits no teratogemc etfects were found. There are no adequate and well-controlled studies in pregnant women.
GLUCOTROL should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus
Because recent information suggests that abnormal blood glucose levels during pregnancy are associated with a higher
incidence of congenital abnormalities, many experts recommend that insulin be used during pregnancy to maintain blood
glucose levels as close to normal as possible.

Nonteratogenic Effects: Prolonged severe hypoglycemia has been reported in neonates born to mothers who were receiving a
sulfonylurea drug at the time of delivery This has been reported more frequently with the use ot agents with prolonged half-
lives GLUCOTROL should be discontinued at least one month before the expected delivery date
Nursing Mothers: Since some sulfonylurea drugs are known to be excreted in human miih, insulin therapy should be considered
if nursing is to be continued

Pediatric Use: Safety and effectiveness in children have not been established.

ADVERSE REACTIONS: In controlled studies, the frequency of serious adverse reactions reported was very low. 01702 patients.
11.8% reported adverse reactions and in only 1.5% was GLUCOTROL discontinued.
Hypoglycemia: See PRECAUTIONS and OVER00SAGE sections.

Gastrointestinal: Gastrointestinal disturbances, the most common, were reported with the following approximate incidence:
nausea and diarrhea, one in 70; constipation and gastralgia, one in 100. They appear to be dose-related and may disappear on
division or reduction of dosage. Cholestatic jaundice may occur rarely with sulfonylureas GLUCOTROL should be discontinued if
this occurs.

Dermatoiogic: Allergic skin reactions including erythema, morbilliform or maculopapular eruptions, urticaria, pruritus, and
eczema have been reported in about one in 70 patients. These may be transient and may disappear despite continued use of
GLUCOTROL, if skin reactions persist, the drug should be discontinued. Porphyria cutanea tarda and photosensitivity reactions
have been reported with sulfonylureas

Hematologic: Leukopenia, agranulocytosis, thrombocytopema, hemolytic anemia, aplastic anemia, and pancytopema have
been reported with sulfonylureas

Metabolic; Hepatic porphyria and disulfrram-like alcohol reactions have been reported with sulfonylureas. Clinical experience to
date has shown that GLUCOTROL has an extremely low incidence ot disulfiram-lihe reactions,

Endocrine Reactions: Cases of hyponatremia and the syndrome of inappropriate antidiuretic hormone (SIADH) secretion have
been reported with this and other sulfonylureas.

Miscellaneous: Dizziness, drowsiness, and headache have each been reported in about one in fifty patients treated with
GLUCOTROL They are usually transient and seldom require discontinuance of therapy.

OVERDOSAGE: Overdosage of sulfonylureas including GLUCOTROL can produce hypoglycemia If hypoglycemic coma is
diagnosed or suspected, the patient should be given a rapid intravenous injection ot concentrated (50%) glucose solution. This
should be followed by a continuous infusion of a more dilute (10%) glucose solution at a rate that will maintain the blood
glucose at a level above 100 mg/dL Patients should be closely monitored for a minimum of 24 to 48 hours since hypoglycemia
may recur after apparent clinical recovery. Clearance of GLUCOTROL from plasma would be prolonged in persons with liver
disease. Because o( the extensive protein binding ot GLUCOTROL, dialysis is unlikely to be ot benefit
DOSAGE AND ADMINISTRATION: There is no fixed dosage regimen for the management of diabetes mellitus with GLUCOTROL; m
general, it should be given approximately 30 minutes before a meal to achieve the greatest reduction in postprandial
hyperglycemia.

Initial Dose: The recommended starting dose is 5 mg before breakfast. Geriatric patients or those with liver disease may be
started on 2.5 mg. Dosage adjustments should ordinarily be in increments of 2.5-5 mg, as determined by blood glucose
response. At least several days should elapse between titration steps.
Maximum Dose; Tne maximum recommended total daily dose is 40 mg.

Maintenance: Some patients may be effectively controlled on a once-a-day regimen, while others show better response with
divided dosing Total daily doses above 15 mg should ordinarily be divided.

HOW SUPPLIED: GLUCOTROL is available as white, dye-free, scored, diamond-shaped tablets imprinted as follows. 5 mg tablet—
Pfizer 411 (NDC 5 mg 0049-4110-66) Bottles of 100; 10 mg tablet—Pfizer 412 [NDC 10 mg 0049-4120-66) Bottles of 100.
CAUTION: Federal law prohibits dispensing without prescription.
More detailed professional information available on request.

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



AN INVITATION

THE SECOND ANNUAL
AMERICAN DIABETES ASSOCIATION
GOVERNMENT RELATIONS SEMINAR

March 12-14, 1989
Washington, D.C.

Learn all about the issues on Capitol Hill that affect people
with diabetes at the Second Annual Government Relations
Seminar.

At the seminar you'll hear from members of Congress,
Congressional staff, lobbyists, and Washington policymakers.
These professionals will discuss what's going on in diabetes
research, employment discrimination, legislation affecting
nonprofit organizations, and other issues.

On March 14 seminar participants will go to Capitol Hill to
meet with Senators, Representatives, and their staff to talk
about legislation and regulations that affect people with dia-
betes and their families.

Space at the seminar will be limited, so make your reserva-
tions today. For information on seminar registration and hotel
accommodations, call 1 -800-232-3472, extension 284 (in the
Virginia and Washington D.C. area call 703-549-1500), or
write:

ADA Government Relations Seminar
American Diabetes Association

1660 Duke Street
Alexandria, Virginia 22314

GOVERNMENT RELATIONS UPDATE
With the 101st Congress and the new Administration now in place,
you will need a reliable source to keep you informed on the key issues
that will make a difference to people with diabetes.

American Diabetes Association's Government Relations Update pre-
sents all these topics in an easy-to-read, concise format. Articles will
include analyses of Congressional actions, updates on lobbying for
increases in medical research funding, and reports on progress in
discrimination battles.

The Update is published ten times a year. The one-year-subscription
rate is only $40.00; the two year rate is $75.00 (U.S. currency). To
order your subscription now, call 1-800-232-3472, extension 284 (in
the Virginia and Washington D.C. area call 703-549-1500), or fill out
the form below and enclose your check or money order. Sorry, no
credit cards accepted!

YES! Please send me ADA'S Government Relations Update

Enclosed is my check or money order for $40.00
(one-year subscription)

$75.00
(two-year subscription)

NAME

ADDRESS.

(Please allow 4 weeks for delivery of your first issue.)

MAIL THIS FORM TO:

ADA GOVERNMENT RELATIONS UPDATE
AMERICAN DIABETES ASSOCIATION
1660 DUKE STREET
ALEXANDRIA, VIRGINIA 22314
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ERRATUM

Table 1 of the article titled "Influence of cAMP and Calcium on [3H]lnositol Efflux, Inositol Phosphate Accumulation, and
Insulin Release From Isolated Rat Islets," by Walter S. Zawalich, Victoria A. Diaz, and Kathleen C. Zawalich (vol. 37,
November issue, p. 1480), should read:

TABLE 1
Effects of forskolin and nitrendipine on inositol phosphate accumulation in cholecystokinin (CCK-8S)-, tolbutamide-, and
glucose-stimulated islets

Group

1
2
3
4
5
6
7
8
9

10
11
12
13
14
15

Glucose (mM)

5.5
5.5
5.5
5.5
5.5
5.5
5.5
5.5
5.5
2.75
2.75
2.75

20
20
20

Treatment

Forskolin
Nitrendipine
CCK-8S
CCK-8S + forskolin
CCK-8S + nitrendipine
Tolbutamide
Tolbutamide + forskolin
Tolbutamide + nitrendipine

Forskolin
Nitrendipine

Forskolin
Nitrendipine

Inositol phosphate accumulation

IP,

3094 ± 635
2610 ± 263
2458 ± 303

20,471 ± 1900
14,853 ± 1649
12,163 ± 2851

6873 ±912
6670 ± 292
3260 ± 183
1458 ± 183
1720 ± 213
1688 ± 193

14,807 ± 2037
8717 ± 902
8068 ±1012

IP2

329 ± 58
264 ± 17
320 ± 108

2036 ± 185
1691 ± 208
1349 ± 208
962 ± 73
808 ± 29
450 ± 12
167 ± 32
194 ± 18
225 ± 34

1418 ± 181
882 ± 130

1061 ± 88

(cpm/40 islets)

IPs

309 ± 65
253 ± 36
344 i
961 d
697 d
662 d
702 d
500 d
287 d
178 d
203 d
218 d
734 :
4 6 3 :

t 79
t 137
t 144
t 70
t 60
t 19
t 48
t 34
t 31
t 4 0
t 8 2
t 36

549 ± 51

Batches of islets were incubated for 2 h in myo-[2-3H]inositol, washed with 5 ml of fresh medium, and incubated in 200 pJ of fresh
medium containing 2.75 or 5.5 mM glucose and forskolin (1 |xM) or nitrendipine (200 nM) for 10-min stabilization period followed by
30-min stimulation period with CCK-8S (200 nM), tolbutamide (200 p-M), or glucose (20 mM). In forskolin- and nitrendipine-treated
islets, compounds were present for initial 10-min period and subsequent 30-min stimulation. Values are means ± SE of s3 experiments.
Statistical analysis of the data revealed the following. CCK-8S increases levels of all inositol phosphates (group 1 vs. group 4); forskolin
decreases the effect of CCK-8S on IP, levels (group 4 vs. group 5); nitrendipine reduces effect of CCK-8S on all inositol phosphate
levels (group 4 vs. group 6); tolbutamide increases all inositol phosphates (group 1 vs. group 7); forskolin significantly reduces IP3

levels in response to tolbutamide (group 7 vs. group 8); nitrendipine reduces tolbutamide effect on all inositol phosphates (group 7
vs. group 9); 20 mM glucose significantly increases all inositol phosphates (group 10 vs. group 13); forskolin significantly reduces all
inositol phosphates (group 13 vs. group 14); and nitrendipine significantly reduces all inositol phosphates (group 13 vs. group 15).
Lithium chloride (10 mM) was included in all incubations.
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A
For your patients who
inject 30 units or less.

The innovative
H 3/10 cc syringe

Easier-to-read scale
More precise measurement
More accurate dosage

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

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

The spacing between single-unit
markings on the 3/10 cc syringe is
extra wide so your
patients can read the
scale more easily.
This, in turn, provides
greater dosage
accuracy—a signifi-
cant improvement.

The unique B-D
3/10 cc syringe comes

with the famous Micro-Fine® IZNeedle
for the ultimate in injection comfort.

One more reason doctors,
nurses and hospitals use B-D
syringes more than all other brands
combined.

B-D, AND MICRO-FINE 32 ate trademarks of Becton Dickinson and Company.

DIABETES CARE



Goals for

Diabetes

Education

Slide tray not included.

EH Ydi)il I want to order the ADA publications I have chosen below.
I am an ADA Member and want to take advantage of my member discount.
My Membership Number is
(See mailing label on Diabetes Forecast.)

copies, Goals for Diabetes Education #201 $
copies, Physician's Guide to IDDM #038 $
copies, IDDM Slide Presentation #040 $
copies, Physician's Guide to NIDDM #037 $
copies, NIDDM Slide Presentation #034 $
copies, Nutrition Guide for Professionals #111 $

Subtotal
VA Residents add 4.5% State Sales Tax

TOTAL

Name
Address
City
State Zip

JXO1

Make checks or money orders payable to: American Diabetes Association. Mail to: American Diabetes
Association, 1970 Chain Bridge Road, McLean, VA 22109-0592.
Payment must be in U.S. funds and be drawn on a U.S. bank. Shipping and handling are included
for orders to the North American continent. Contact the ADA for foreign price list for shipping
charges to other destinations. Please allow 6-8 weeks for delivery. Prices subject to change without
notice.

Goals for Diabetes Education
Presented in an easy-to-use checklist
format, this manual provides you with a
logical, thorough approach to patient
education. Some topics covered include
diabetes and pregnancy, nutrition,
exercise, and psychosocial adjustment. A
must for all professionals involved in
patient education! 1986
Nonmember: $6.00
ADA Member: $4.80

Physician's Guide to Insulin-Dependent
(Type I) Diabetes: Diagnosis and Treatment
This authoritative new Guide covers
treatment advice about all areas of
IDDM including diagnosis, routine
management, special programs, and
complications. 1988
Nonmember: $22.45
ADA Member: $18.95

Principles of Good Care in the
Management of Insulin-Dependent (Type I)
Diabetes Mellitus: A Lecture Program
This color slide program, ideal for group
presentations, follows the outline of the
IDDM Guide. Presenter's script included.
1988
Nonmember: $91.75
ADA Member: $76.75
Physician's Guide to Non-lnsulin-Dependent
(Type II) Diabetes: Diagnosis and
Treatment, 2nd Edition
Newly revised, this Guide is essential for
you if you treat patients with NIDDM.
Learn about the latest advances in the
areas of classification and pathogenesis,
treatment, and complications. 1988
Nonmember: $22.45
ADA Member: $18.95

Principles of Good Care in the Management
of Non-lnsulin-Dependent (Type II) Diabetes
Mellitus: A Lecture Program
This color slide program, ideal for group
presentations, follows the outline of the
NIDDM Guide. Presenter's script
included. 1988
Nonmember: $91.75
ADA Member: $76.75

Nutrition Guide for Professionals:
Diabetes Education and Meal Planning
This new book helps you use the
Exchange Lists for Meal Planning
effectively. Some topics covered include
calculating an exchange meal plan, self-
monitoring of blood glucose and diet,
and the complete data bases of nutrients
that form the basis for the Exchange
Lists. 1988
Nonmember: $14.70
ADA Member: $12.75

A American
Diabetes
Association.



Taconic
Quality Laboratory Animals and Services

Introducing the Non-Obese Diabetic Mouse,
bred specifically for aiding researchers in

critical studies to understand diabetes.

Exclusively from Taconic.
Animal research remains a critical factor for understanding and finding a cure for diabetes.
Taconic now offers researchers two animal models for diabetes studies. The Non-Obese Diabetic
(NOD) Mouse and the Sprague Dawley Rat.

The Taconic Non-Obese Diabetic (NOD) Mouse is Murine Pathogen Free (MPF)™, and geneti-
cally consistent with NOD stock maintained at the NIH Genetic Resource. NOD mice exhibit
destructive autoimmune pancreatic insulitis as early as four weeks of age, and overt diabetes is
observed by three months of age. 70% of females and 40% of males are diabetic by seven months
of age.

All Taconic mice and rats are raised under strict barrier conditions and are tested weekly to ensure
that they are free of pathogenic viruses and other microorganisms. Comprehensive health profiles
for the NOD's and Sprague Dawley Rats are fully documented in Taconic's Lab Animal Health
Reports.

Investigators can now order directly from Taconic, the only source for MPF
Non-Obese Diabetic Mice. For more information call 518-537-6208, or use the
adjacent Business Reply Card. ^ ^ ^ ^ B ? ^ ^m •

Quality Laboratory Animals
and Services for Research



Increasing the risk of
Peripheral Arterial Disease

Diabetes
stacks the odds

microcirculatory
flow
In diabetes, atherosclerotic changes occur above and
below the knee, often involving smaller vessels and
multisegmental occlusions.1 Diabetes has also been
associated with decreased red cell flexibility, and
increasing fibrinogen levels, platelet aggregation and
platelet adherence, factors which predispose patients
to peripheral arterial disease.1

Duration of Diabetes
10 years
20 years

Incidence of PAD
15%
45%

© 1988 by Hoechst-Roussel Pharmaceuticals Incorporated. I



Trental
improves

microdrculatory flow
and lifestyle for many
diabetics with RAD

With Trental, patients experience significant
improvement in pain-free walking distance, par-
esthesia, skin temperature and subjective overall

Trental® (pentoxifylline) increases red cell flexibility2

while decreasing elevated plasma fibrinogen
levels,3 aggregation of platelets4 and red cells.5 The
resulting increase in microcirculatory flow enhances response.7

tissue perfusion and oxygenation.6

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

Trental
® 400 mg Tablets

(pentoxifylline)
The only piroven-effective agent for intermittent claudication,
a symptom of peripheral arterial disease

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

TrentaHran improve function and symptoms, but is not intended to replace more
definitive therapy, such as surgery.
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1. Levin ME, Sicard GA: Evaluating and treating diabetic peripheral vascular dis-
ease, Part I. Clinical Diabetes May/Jun 1987.2. Stormer B, Kleinschmidt K, Loose D,
et al: Rheological changes in the blood of patients with chronic arterial occlu-
sive disease after the administration of vasoactive drugs. Curr Med Res Opin
1977;4:588-595.3. Perego MA, Sergio G, Artale F: Haemorrheological aspects
of the pathophysiology and clinical features of peripheral occlusive arterial disease.
Pharmatherapeutica 1983;3(1):91.4. Seiffge D: IRCSMedSci 1980;8:727.
5. Lowe GDO, Drummond MM, Forbes CD, et al: Blood and plasma viscosity in
prediction of venous thrombosis. Abstracts: 77, International Symposium on
Filterability and Red Blood Cell Deformability, Goteborg, Sweden, Sep 11-13,1980.
6. Ehrly AM: Effects of orally administered pentoxifylline on muscular oxygen
pressure in patients with intermittent daudication. IRCSMedSci 1982,10:401.
7. Schubotz R: Double-blind trial of pentoxifylline in diabetes with peripheral
vascular disorders. Pharmatherapeutica 1976;1(3):172-179.

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 intermittent
daudication 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 exhib-
ited intolerance to this product or methylxanthines such as caffeine, theophyl-
line, 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 con-
current coronary artery and cerebrovascular diseases, but there have been occa-
sional 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 periodic
examinations for bleeding including hematocrit and/or hemoglobin. Trental*
(pentoxifylline) has been used concurrently with antihypertensive drugs, beta
blockers, digitalis, diuretics, antidiabetic agents, and antiarrhythmics, without
observed problems. Small decreases in blood pressure have been observed in
some patients treated with Trental* (pentoxifylline); periodic systemic blood pres-
sure monitoring is recommended for patients receiving concomitant antihyper-
tensive therapy. If indicated, dosage of the antihypertensive agents should be
reduced.
Carcinogenesis, Mutagenesis and Impairment of Fertility: Long-term studies
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 mar-
ginal statistically significant increase for a tumor that is common in aged rats.
Pentoxifylline was devoid of mutagenic activity in various strains of Salmonella
(Ames test) when tested in the presence and absence of metabolic activation.
Pregnancy: Category C. Teratogenic studies have been performed in rats and
rabbits at oral doses up to about 25 and 10 times the maximum recommended
human daily dose (MRHD) of 24 mg/kg, respectively. No evidence of fetal malfor-
mation was observed. Increased resorption was seen in rats at 25 times MRHD.
There are, however, no adequate and well controlled studies in pregnant women.
Because animal reproduction studies are not always predictive of human response,
Trental* (pentoxifylline) should be used during pregnancy only if clearly needed.
Nursing Mothers: Pentoxifylline and its metabolites are excreted in human milk.
Because of the potential for tumorigenicity shown for pentoxifylline in rats, a
decision should be made whether to discontinue nursing or discontinue the drug,
taking into account the importance of the drug to the mother.
Pediatric Use: Safety and effectiveness in children below the age of 18 years
have not been established.
ADVERSE REACTIONS:

Clinical trials were conducted using either controlled-release Trental* (pentoxifyl-
line) tablets for up to 60 weeks or immediate-release Trental* (pentoxifylline)
capsules for up to 24 weeks. Dosage ranges in the tablet studies were 400 mg bid
to tid and in the capsule studies, 200-400 mg tid.
The table summarizes the incidence (in percent) of adverse reactions considered

drug related, as well as the numbers of patients who received controlled-release
Trental* (pentoxifylline) tablets, immediate-release Trental* (pentoxifylline) cap-
sules, 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 cap-
sule include domestic experience, whereas studies with the controlled-release
tablets were conducted outside the U.S. The table indicates that in the tablet
studies few patients discontinued because of adverse effects.

INCIDENCE (%) OF SIDE EFFECTS

(Numbers of Patients at Risk)
Discontinued for Side Effect
CARDIOVASCULAR SYSTEM

Angina/Chest Pain
Arrhythmia/Palpitation
Flushing >

DIGESTIVE SYSTEM
Abdominal Discomfort
Belching/Flatus/Bloating
Diarrhea
Dyspepsia
Nausea
Vomiting

NERVOUS SYSTEM
Agitation/Nervousness
Dizziness
Drowsiness
Headache
Insomnia
Tremor
Blurred Vision

Controlled-Release
Tablets

Commercially
Available

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

Used only for
Controlled Clinical Trials

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 spontane-
ously 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 fingernails, pruritus, rash, urticaria, angioedema.
Special Senses-blurred vision, conjunctivitis, earache, scotoma.
Miscellaneous-bad taste, excessive salivation, leukopenia, malaise, sore
throat/swollen neck glands, weight change.

A few rare events have been reported spontaneously worldwide since marketing
in 1972. Although they occurred under circumstances in which a causal relation-
ship with pentoxifylline could not be established, they are listed to serve as infor-
mation for physicians: Cardiovascular—angina, arrhythmia, tachycardia;
Digestive-hepatitis, jaundice, increased liver enzymes; and Hemicand Lymphatic
-decreased serum fibrinogen, pancytopenia, aplastic anemia, purpura, thrombo-
cytopenia.
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 pentoxifylline
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. Edition 2/88
Trental® REG TM HOECHST AG

Hoechst-Roussel Pharmaceuticals Inc. H O G C h s t
Somerville, New Jersey 08876

Help your patients take a step toward early
detection and treatment of RA.D....

• • • • • • • • • • • • • • • • • • • • • • • •

Send away today or ask your Hoechst-Roussel
representative for your free supply of our patient
education booklet, "Step Lively"

Name

Address

City State Zip

Cut out and mail to : Step Lively, HOECHST-ROUSSEL PHARMACEUTICALS INC.
P.O. Box 831, Andover, New Jersey 07821

400 mg
TabletsTrental

(pentoxifylline)
The only proven-effective agent for
intermittent claudication, a symptom
of peripheral arterial disease

073174-1088



34 New Grants Awarded in November 1988 by the

Diabetes Research and Education Foundation

solely funded by

Hoechst-Roussel Pharmaceuticals Inc.
makers of DiaBeta® (glyburide) and Trental1 (pentoxifylline)

FOURTEEN IN BASIC RESEARCH
Andrew Baird, PhD, Lajolla, CA

"Glycosylation of Angiogenic Factors Produced by Endo-
thelial Cells and Their Relationship to the Complications of
Diabetes"
Stephen James Brand, PhD, Boston, MA

"Pancreatic Gastrin Gene Expression Role as a Growth Fac-
tor in Fetal Islet Development"

Mayte Vtllalba Diaz, PhD, New York, NY
"Structure of the Insulin Receptor and Its Effect on Glyco-
phosphatidylinositol Hydrolysis"

James A. Fagin, MD, Los Angeles, CA
"Molecular Pathophysiology of Proliferative Diabetic
Retinopathy"

Bent Formby, PhD, Dr. Phil., Santa Barbara, CA
"Immunotherapy of the Nonobese Diabetic Mouse: Treat-
ment with Vanadate"

Kathryn M. Haskins, PhD, Denver, CO
"rslet-Specific T Cell Lines"

Howard C. Haspel, PhD, Stony Brook, NY
"Regulation of Hexose Transporter Expression in Cultured
Adipocytes by Hyperinsulinemia, Chronic Glucose
Deprivation, and Long-Term Growth Hormone Exposure"

John I. Malone, MD, Tampa, FL
"Taurine and Complications of Diabetes Mellitus"

Alvin C. Powers, MD, Nashville, TN
"Identification of the Pancreatic Target Antigens of the
Islet Cell Autoantibodies of Type I Diabetes"

R. Harsha Rao, MD, Pittsburgh, PA
"Developing an Animal Model for Malnutrition Diabetes"

Mary Jane Spiro, PhD, Boston, MA
"Effect of Diabetes on Placental Microvasculature: Study
of Rat Placental Endothelial and Trophoblast Cells in
Culture"

Roger H. Unger, MD, Dallas, TX
"In Situ Hybridization of Histochemistry: Study of
Molecular Morphometry"

Daniel C. Weaver, MD, PhD, Cincinnati, OH
"Identification of Proteins that Recognize D-Glucose in
Liver and Pancreas"

Walter S. Zawalich, PhD, New Haven, CT
"Is Interleukin-1 Diabetogenic In Vivo"

TEN IN CLINICAL RESEARCH
John L. Beggs, PhD,
Peter C. Johnson, MD, Phoenix, AZ

"Pancreas Transplantation: Regression of Diabetic Induced
Nerve Changes"

Thomas A. Buchanan, MD, Los Angeles, CA
"Development of a New Method for Measuring Hepatic
Glucose Production In Viv&'

Suzanne Campbell, PharmD, Tucson, AZ
"Efficacy of Transdermal Clonidine in the Treatment of
Diabetic Gastroparesis"

Larry C. Deeb, MD, Tallahassee, FL
Roger Mazze, PhD, Minneapolis, MN
Arlan Rosenbloom, MD, Tallahassee, FL

"Evaluation of Outreach Clinic Programs for Children
with Diabetes in Minnesota and Florida"

Susan P. Helmrich, MS, PhD Cand, Berkeley, CA
"The Relationship Between Life-Time Physical Activity
Habits and the Development of Non-Insulin-Dependent
Diabetes Mellitus"

Thomas L. McDonald, PhD, Omaha, NE
"A Unique Marker for the Early Detection and Monitoring
of Diabetic Nephropathy"

Ram K. Menon, MD
Mark A. Sperling, MD, Cincinnati, OH

"Placental Transfer of Antibody Bound Insulin: Cause of
Macrosomia in Infants of .Well Controlled Diabetic Mothers?"

Richard S. Novitch, MD, Newark, NJ
"Respiratory Load Compensation in Diabetes Mellitus"

Eric Ravussin, PhD, Phoenix, AZ
"Skeletal Muscle Mitochondrial Morphology Alteration as a
Possible Predictor of Development of Obesity and NIDDM"

Rosalyn J. Watts, EdD, RN, Philadelphia, PA
"Sexual Function in Diabetic Females"

TEN IN EDUCATION
Janet Black Costantinou, Alpine, CA

"Diabetes Education Program"
Vali J. Hawkins Edwards, MS, CMP, Lake Havasu, AZ

"An Investigative Questionnaire: Diabetes and Violence"
Dr. Susan Kruger
Dr. Diana Guthrie, Wichita, KS

"Foot Care: Knowledge Retention and Self-Care"
Linda S. Mitteness, PhD, San Francisco, CA

"A Comparison of Health Beliefs and Management Strategies
Utilized by Black and White Elderly Adults with NIDDM:
Developing Culturally Specific Educational Materials"

Lucy Mullen, RN, BS, CDE
Ellie Strock, RN, ANP, CDE, Minneapolis, MN

"A Pyramid Structured Diabetes Education Program for
Public Health Nurses"

Beatrice Nordberg, RN, MA, CDE, Baltimore, MD
"Financial Strain and Its Impact on Inner City Diabetes
Health Care"

Janice L Roth, RN, BSN, CDE
Katherine S. Johnson, RN, BA, CDE, Tacoma, WA

"The Impact of Intensive Nursing Education in Diabetes
Management upon the Glycemic Control of Long-Term Care
Patients, and upon Professional Satisfaction of the Care-
Givers"

Larry Vanderlinde, RPh, MBA
Danial Baker, PharmD, RPh, Spokane, WA

"A Prototype for Concurrent Diabetic Drug Regimen Review
Developed in an Acute Care Hospital"

Sandy Weinrauch, MSW, Salt Lake City, UT
"The Legal Complications of Diabetes Care: Information for
the Health Care Provider"

Maureen Williams, RN, CDE, Trenton, NJ
"An Innovative Nutrition Education Program for Low Income,
Inner City Patients"

For a grant application, write to Herbert Rosenkilde, MD,
Executive Director, Diabetes Research and Education Founda-
tion, Inc., P.O. Box 6168, Bridgewater, NJ 08807-9998.

Q69233-1288



With One Touch, simplicity and
With its breakthrough technology, the One Touch
System dramatically simplifies blood glucose
self-monitoring for your patients with diabetes.
The One Touch procedure eliminates three major
demands on the user: starting the test, timing the
test and removing the blood.

1. Insert
test strip

2. Press
POWER

3. Apply
sample

Patients rated One Touch
simplest to use1

one TOUCH

Product X 2.2

Product Y 2.7

Product Z

Mean scores of blood glucose monitoring systems rated by 45 patients
with diabetes, using a 7-point scale. A score of 1 indicates strong
agreement with the statement "Easy to do." A score of 7 indicates
strong disagreement.

No timing. No wiping. No blotting.
Results in 45 seconds.

© LifeScan Inc. 1988



accuracy go hand in hand.
Unsurpassed accuracy in
the hands of patients1

[QiifElTiQUCH

Product X 82%

Product Z 8 1 %

Product Y 68%

Blood glucose readings obtained by patients using blood glucose meters
were compared to readings obtained by a technician using a laboratory
reference standard. Figures indicate the percentage of patient readings
within 15% of reference standard.

l.Jovanovic-Peterson L, Peterson CM, Dudley JD, Kilo C, Ellis B: Identify-
ing sources of error in self-monitoring of blood glucose. Diabetes Care
1988;11 (10)791794.

The One Touch System helps patients achieve
greater accuracy because test results are virtually
technique-independent. When you recommend
the One Touch System, you put simpler, more
accurate monitoring within your patients' grasp.

For a One Touch System demonstration and a
complete review of clinical data, contact your
lifeScan Professional Representative. For the
name of your representative, call toll-free:
1800 227-8862.

one TOUCH
BLOOD GLUCOSE MONITORING SYSTEM

a w»m»cm«»UoHmoM company

Mountain View, California 94043



For treatment of diabetes:

REPLACE
Human Insulin

With Human Insulin

Humuliri®
human insulin

Any change of insulin should be made r~-^ ^v ^ ^^ £-* .'~^ ^ ~^ 4- r~\ h I A
cautiously and only under medical supervision. £ r < 9 C O / T 7 D / n S A 7 f LJN/\

Leadership
In Diabetes Care
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