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GLUCOTROL* (glipizide) Tablets

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
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abetes educational programs in the Center, as well as
participate in direct patient care and the coordina-
tion of diabetes clinical practice within the ambula-
tory services of the Center. The applicant should have
extensive previous experience in the care of the dia-
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Dear Colleague:

It is my pleasure to invite you to the American Diabetes Association's 24th Interna-
tional Research Symposium, October 25-27, 1989, at the Marriott Marco Island Resort in
Marco Island, Florida.

The 2%-day Symposium will attempt to link pathophysiological problems in clinical
and experimental diabetes to possible explanations in cell physiology, membrane bio-
physics, and molecular biology. Sessions will progress from clinical to basic science, and
will include presentations by experts in the field who will discuss the latest research ad-
vances and give their viewpoints about that research.

The format for the Symposium is five half-day sessions (mornings and evenings; after-
noons free for recreation). Speakers' presentations will be lA hour, followed by discussion
periods. Poster Sessions will display selected abstracts, some of which will be discussed
during the program.

This Symposium will provide a unique opportunity for close scientific exchange and
collaboration with your colleagues, for both junior and senior investigators. Please take a
few minutes to look through this brochure and feel free to share it with your colleagues.
Enrollment is limited, so register early.

I hope to see you in Marco Island.

Daniel L. Cook, M.D., Ph.D.
Chairman, 24th International Research
Symposium Organizing Committee

CALL FOR ABSTRACTS

Abstracts that are submitted about the following topics will be considered for presentation at the
Symposium: insulin secretion in diabetes, pathogenesis of diabetes, cellular mechanisms of insulin release,
iS-cell electrophysiology, and molecular biology of /3-cells. Abstract forms are available by contacting
the Scientific and Medical Affairs Division of the American Diabetes Association at 1-800-ADA-DISC.
The abstract submission deadline is August 18, 1989.



Qonoral Information

Registration

All those planning to attend the Symposium must preregis-
ter. REGISTRATION IS LIMITED! Preference will be given
to individuals making abstract presentations.

The registration fee covers transportation between the
Southwest Regional Airport in Fort Myers, Florida or the
Naples Municipal Airport and the Marriott Marco Island
Resort, coffee breaks, and program materials.

The registration fee does not cover telephone, taxi, food,
or any other personal expenses. The full fee will be charged
regardless of the time an individual attends the Symposium.

Registration Foos

ADA Members
Nonmembers

$115
$140

Registration Deadline: October 2, 1989

Hotel Accommodations

Accommodations are at the Marriott Marco Island Resort.
Meeting attendees must make room reservations through
the ADA.

Rates
Double occupancy-$58 each night
(Room assignments will be made by the ADA, if you
do not indicate a roommate selection. Room assign-
ments made by the ADA are nonnegotiable.)

Single occupancy-$115 each night

Registration Deadline: October 2, 1989
To register for the symposium and hotel accommodations,
use the form in this brochure. The form must be accom-
panied by the full cost of both the registration fee and the
hotel fee. Please make your check or money order payable
to the American Diabetes Association. Purchase orders or
bank drafts are not acceptable.

Cancellation

A full refund will be made until October 11, 1989 for the
meeting registration fee and the hotel fee, on written re-
quest. After October 11, only 25% of the registration and
hotel fees will be refunded on written request.

Continuing Education Credits

The American Diabetes Association is accredited by the
Accreditation Council for Continuing Medical Education to
sponsor continuing medical education for physicians.

As an organization accredited for continuing medical educa-
tion, the American Diabetes Association certifies that this
continuing medical education activity meets the criteria for
16 credit hours in Category I for the Physician's Recogni-
tion Award of the American Medical Association.

R E G I S T R A T I O N FORM

International Research Symposium "Pancreatic 0-Cell
Ion Channels: Role in Diabetes Pathogenesis and Therapy"

Marco Island, Florida, Octobor 28-27, 1989 Marriott Marco Island Retort

Advance registration is required by all attendees.

Registration Deadline: Octobor 2, 1989

Applicant's Name. . MD
PhD
Other

Business Affiliation.

Business Address.

Ctty. . State. . Zip Code.

Country
(if other than USA)

Arrival Date

. Telephone ( ) _

Departure Date.

Hotel Fee

$58 each night double occupancy
(Meeting registrants only. Attach separate registration
form for accompanying attendee. In the absence of an
attached form, the ADA will make all room assignments.)

$115 each night single occupancy
(This fee applies to participants bringing an unregistered
spouse or guest)

Registration fee enclosed $

Hotel fee enclosed + $

TOTAL AMOUNT REMITTED $

All fees must accompany this registration form. Checks or money
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Pancreatic 0-Cell Ion Channels: Rola In
Diabetes Patltogenesls and Therapy

Wednesday, October 25, 1989

10:00-10:15 am BREAK

8:18 M WELCOME

Insulin Secretion In Clinical and
Experimental Diabetes
What are the problems of insulin secretion in clinical and experi-
mental diabetes? How might these abnormalities reflect disruption
of ionic mechanisms and second-messenger systems?

Co-Chairs: Daniel Porte, Jr., MD, and Gordon C. Weir, MD

8:30-9:18 am
Phasic Insulin Secretion and "Desensitization"—Gerold M.
Grodsky, PhD, University of California, San Francisco

9:18-10:00 am
Islet Dysfunction in Type II Diabetes-Daniel Porte, Jr., MD,
Veterans Administration Medical Center, University of Washing-
ton, Seattle
10:00-10:18 am BREAK
10:18-11:00 am
Insulin Secretion in Type II Diabetes—Robert Turner, MD,
University of Oxford, United Kingdom

11:00-11:48 am
jS-Cell Adaptation to Chronic Hypergiycemia—Gordon C. Weir,
MD, Joslin Diabetes Center, Boston, Massachusetts
11:48 am-12:30 pm POSTER SESSION*
12:30 pm ADJOURN

Pathogenesls of Diabetes
What are the pathogenic mechanisms of clinical and experimental
diabetes? How might these mechanisms relate to abnormal ion
handling, second-messenger systems and insulin secretion in
/3-cells? Is there evidence for toxic or immunologic involvement?

Chair: Ake Lenunark, PhD

7:00-7:48 pm
Pathogenic Mechanisms in Insulin-Dependent Diabetes—Ake
Lernmark, PhD, University of Washington, Seattle

7:48-8:30 pm
Cellular and Cytokine Mechanisms of Islet Cell Injury—Alexander
Rabinovitch, MD, University of Alberta, Edmonton, Alberta,
Canada

8:30-9:18 pm
Second-Messenger Systems Involved in Interleukin 1-Induced
Inhibition of Insulin Secretion by Pancreatic Islets—Michael L.
McDaniel, PhD, Washington University, St. Louis, Missouri

9:16-10:00 pm
Autoimmune Response to Acetylcholine Receptors in Myasthenia
Gravis—Jon Lindstrom, PhD, Salk Institute for Biological
Studies, La Jolla, California

10:00 pm ADJOURN
ThMMday, October 26, 1989

Cellular Mechanism* of Insulin Ralaasa
What are the cellular mechanisms regulating 0-cell ion channels
and insulin secretion? How might these be affected by pathologic
processes in diabetes?
Chair: R. Paul Robertson, MD

8:30-9:18 am
Role of Receptors, Ion Channels, and Cytosolic Calcium in 0-Cell
Signal Transduction-A.E. Boyd, m, MD, Baylor College of
Medicine, Houston, Texas

9:18-10:00 am
G-Proteins and Insulin Secretion in HIT Cells-R. Paul Robert-
son, MD, University of Minnesota, Minneapolis

10:16-11:00 am
Metabolic Coupling Factors in Fuel-Stimulated Insulin Release—
Franz M. Matschinsky, MD, University of Pennsylvania,
Philadelphia
11:00-11:46 am
Phosphoinositide Signaling System: A Potpourri—Lowell E. Hokin,
MD, PhD, University of Wisconsin, Madison

11:45 am-12:30 pm POSTER SESSION*

12:30 pm ADJOURN

0-Cell Electrophyslology
What is the role of electrical activity in controlling insulin secre-
tion? How are ion channels regulated by glucose and other
secretogogues? How might these channels participate in diabetes
pathogenesis and therapy?

Chair: Daniel L. Cook, MD, PhD

7:00-7:48 pm
Regulation of ATP-Sensitive K+ Channels in ^-Cells-Francis
Ashcroft, PhD, University of Oxford, United Kingdom

7:46-8:30 pm
Regulation of 0-Cell Calcium Current by Membrane Voltage and Cal-
cium Influx—Leslie Satin, PhD, Veterans Administration Medical
Center, University of Washington, Seattle

11:48 am ADJOURN

8:30-9:16 pm
Do Altered K+ Channel Properties Underlie Abnormal Electrical Ac-
tivity in the Diabetic /3-Cell?-Geoffrey Eddlestone, PhD, University
of California, Los Angeles
9:15-10:00 pm
Secretogogue-Induced Electrical Activity in Rat, Human, and
Canine Islet Cells: Variations on a Theme—Stanley Misler, MD,
PhD, Washington University, St. Louis, Missouri

10:00 pm ADJOURN

Friday, Octobw 27, 1969

Prospects for tho Molacular Biology of Ion
Channels and Second Messengers In /3-Cells
What can we learn from the molecular structure of ion channels
that may help us understand them as targets for immunologic,
toxic, and therapeutic agents? How can the molecular biology of
second-messenger systems help us understand channel regulation?

Chair: C. Nicholas Hales, MD, PhD

8:30-9:18 am
Nucleotide-Dependent Ion Channels in Insulin-Secreting Cells—
C. Nicholas Hales, MD, PhD, University of Cambridge, England

9:15-10:00 am
Molecular Properties of Voltage-Sensitive Sodium and Calcium
Channels-William A. Catteral, PhD, University of Washington,
Seattle

10:00-10:15 am BREAK
10:15-11:00 am
Molecular Analysis of Potassium Channels—Bruce L. Tempel,
PhD, Veterans Administration Medical Center, University of
Washington, Seattle

11:00-11:45 am
G-Protein Control of Ion Channels—David Clapham, PhD,
Mayo Clinic, Rochester, Minnesota

11:45 am ADJOURN

'POSTERS WILL BE ON DISPLAY ALL DAY.
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Ttental® (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
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 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 ccmcomitant 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
Controlled-Release Immediate-Release

Tablets Capsules

(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

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
_

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 nave 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
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