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For your patients with type 2 diabetes: once-a-day Glucotrol XL for the glucose control

they need, with lower fasting insulin than glyburide and immediate-release glipizide13

WHEN DIET ALONE FAILS IN TYPE 2 DIABETES...
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GLUCOTROL XL (glipizide) Extended Release Tablets For Oral Use
Brief Summary of Prescribing Information
INDICATIONS AND USAGE: GLUCOTROL XL is indicated as an adjunct to diet for the control of hyperglycemia and its associated symptomatology in patients with non-insulin-dependent diabetes mellitus
(NIDDM; type II), formerly known as maturity-onset diabetes, after an adequate trial of dietary therapy has proved unsatisfactory. Some patients fail to respond or gradually lose their responsiveness to
sulfonylurea drugs, including Glucotrol XL. In these cases, the addition of another oral blood glucose-lowering agent to Glucotrol XL therapy can be considered. Other approaches that can be considered
include substitution of Glucotrol XL therapy with that of another glucose lowering agent or insulin. Glucotrol XL should be discontinued if it no longer contributes to glucose lowering. Judgment of response
to therapy should be based on regular clinical and laboratory evaluations.
CONTRAINDICATIONS: Glipizide is contraindicated in patients with: 1. Known hypersensitivity to the drug and 2. Diabetic ketoacidosis, with or without coma. This condition should be treated with insulin.
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.

As with any other non-deformable material, caution should be used when administering GLUCOTROL XL Extended Release Tablets in patients with preexisting severe gastrointestinal
narrowing (pathologic or iatrogenic). There have been rare reports of obstructive symptoms in patients with known strictures in association with the ingestion of another drug in this
non-deformable sustained release formulation.
PRECAUTIONS: Renal and Hepatic Disease: The pharmacokinetics and/or pharmacodynamics of glipizide may be affected in patients with impaired renal or hepatic function. If hypoglycemia should
occur in such patients, it may be prolonged and appropriate management should be instituted.
Gl Disease: Markedly reduced Gl retention times of the GLUCOTROL XL Extended Release Tablets may influence the pharmacokinetic profile and hence the clinical efficacy of the drug.
Hypoglycemia: All sulfonylurea drugs are capable of producing severe hypoglycemia. Renal or hepatic insufficiency may affect the disposition of glipizide 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 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. Therapy with a combination of glucose-lowering agents may increase the potential for hypoglycemia.
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 glipizide and administer insulin.

Adequate adjustment of dose and adherence to diet should be assessed before classifying a patient as a secondary failure.
Laboratory Tests: Blood and urine glucose should be monitored periodically. Measurement of hemoglobin A i c may be useful.
Information for Patients: Patients should be informed that GLUCOTROL XL Extended Release Tablets should be swallowed whole. Patients should not chew, divide or crush tablets. Patients should not be
concerned if they occasionally notice in their stool something that looks like a tablet. In the GLUCOTROL XL Extended Release Tablet, the medication is contained within a nonabsorbable shell that has been
specially designed to slowly release the drug so the body can absorb it. When this process is completed, the empty tablet is eliminated from the body.

Patients should be informed of the potential risks and advantages of GLUCOTROL XL and of alternative modes of therapy. They should also be informed about 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
also should be explained.
Drug Interactions: The hypoglycemic action of sulfonylureas may be potentiated by certain drugs including nonsteroidal anti-inflammatory agents and other drugs that are highly protein bound,
salicylates, sulfonamides, chloramphenicol, probenecid, coumarins, monoamine oxidase inhibitors, and beta-adrenergic blocking agents. In vitro binding studies with human serum proteins indicate that
glipizide binds differently than tolbutamide and does not interact with salicylate or dicumarol. However, caution must be exercised in extrapolating these findings to the clinical situation and in the use of
glipizide with these drugs.

Certain drugs tend to produce hyperglycemia and may lead to loss of control. These drugs include the thiazides and other diuretics, corticosteroids, phenothiazines, thyroid products, estrogens, oral
contraceptives, phenytoin, nicotinic acid, sympathomimetics, calcium channel blocking drugs, and isoniazid.

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. The effect of concomitant administration of Diflucan" (fluconazqle) and Glucotrol has been demonstrated in a placebo-controlled crossover study in normal
volunteers. All subjects received Glucotrol alone and following treatment with 100 mg of Diflucan0 as a single daily oral dose for 7 days. The mean percentage increase in the Glucotrol AUC after fluconazole
administration was 56.9% (range: 35 to 81%).
Carcinogenesis, Mutagenesis, Impairment of Fertility: A twenty month study in rats and an eighteen 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 mutagenicity 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: Glipizide was found to be mildly fetotoxic in rat reproductive studies at all dose levels (5-50 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 of glipizide. In studies in rats and rabbits no teratogenic effects were
found. There are no adequate and well controlled studies in pregnant women. Glipizide should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.

Many experts recommend that insulin be used during pregnancy to maintain blood glucose levels as close to normal as possible.
Nonteratogenic Effects: Prolonged severe hypoglycemia (4 to 10 days) has been reported in neonates born to mothers who were receiving a sulfonylurea drug at the time of delivery. This has been
reported more frequently with the use of agents with prolonged half-lives. If glipizide is used during pregnancy, it should be discontinued at least one month before the expected delivery date.
Nursing Mothers: Although it is not known whether glipizide is excreted in human milk, some sulfonylurea drugs are known to be excreted in human milk. A decision should be made whether to
discontinue nursing or to discontinue the drug. If the drug is discontinued and if diet alone is inadequate for controlling blood glucose, insulin therapy should be considered.
Pediatric Use: Safety and effectiveness in children have not been established.
Geriatric Use: Of the total number of patients in clinical studies of GLUCOTROL XL;:, 33 percent were 65 and over. No overall differences in effectiveness or safety were observed between these patients and
younger patients, but greater sensitivity of some individuals cannot be ruled out. Approximately 1-2 days longer were required to reach steady-state in the elderly. (See CLINICAL PHARMACOLOGY and
DOSAGE AND ADMINISTRATION).
ADVERSE REACTIONS: In U.S. controlled studies the frequency of serious adverse experiences reported was very low and causal relationship has not been established.

The 580 patients from 31 to 87 years of age who received GLUCOTROL XL Extended Release Tablets in doses from 5 mg to 60 mg in both controlled and open trials were included in the evaluation of
adverse experiences. All adverse experiences reported were tabulated independently of their possible causal relation to medication.
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE sections.

In double-blind, placebo-controlled studies the adverse experiences reported with an incidence of 3% or more in GLUCOTROL XL-treated patients (N=278) and placebo-treated patients (N=69),
respectively, include: Asthenia - 1 0 . 1 % and 13.0%; Headache - 8.6% and 8.7%; Dizziness - 6.8% and 5.8%; Nervousness - 3.6% and 2.9%; Tremor - 3.6% and 0.0%; Diarrhea - 5.4% and 0.0%; Flatulence
-3 .2% and 1.4%.

The following adverse experiences occurred with an incidence of less than 3% in GLUCOTROL XL-treated patients: Body as a whole - pain; Nervous system - insomnia, paresthesia, anxiety, depression and
hypesthesia; Gastrointestinal - nausea, dyspepsia, constipation and vomiting; Metabolic - hypoglycemia; Musculoskeletal - arthralgia, leg cramps and myalgia; Cardiovascular - syncope; Skin - sweating and
pruritus; Respiratory - rhinitis; Special senses - blurred vision; Urogenital - polyuria.

Other adverse experiences occurred with an incidence of less than 1 % in GLUCOTROL XL-treated patients: Body as a whole - chills; Nervous system - hypertonia, confusion, vertigo, somnolence, gait
abnormality and decreased libido; Gastrointestinal - anorexia and trace blood in stool; Metabolic - thirst and edema; Cardiovascular - arrhythmia, migraine, flushing and hypertension; Skin - rash and
urticaria; Respiratory - pharyngitis and dyspnea; Special senses - pain in the eye, conjunctivitis and retinal hemorrhage; Urogenital - dysuria.

There have been rare reports of gastrointestinal irritation and gastrointestinal bleeding with use of another drug in this non-deformable sustained release formulation, although causal relationship to the
drug is uncertain.

The following are adverse experiences reported with immediate release glipizide and other sulfonylureas, but have not been observed with GLUCOTROL XL:
Hematologic: Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic anemia, and pancytopenia have been reported with sulfonylureas.
Metabolic: Hepatic porphyria and disulfiram-like reactions have been reported with sulfonylureas. In the mouse, glipizide pretreatment did not cause an accumulation of acetaldehyrJe after ethanol
administration. Clinical experience to date has shown that glipizide has an extremely low incidence of disulfiram-like alcohol reactions.
Endocrine Reactions: Cases of hyponatremia and the syndrome of inappropriate antidiuretic hormone (SIADH) secretion have been reported with glipizide and other sulfonylureas.
OVERDOSAGE: Overdosage can produce hypoglycemia. Mild hypoglycemic symptoms without loss of consciousness or neurologic findings should be treated aggressively with oral glucose and
adjustments in drug dosage and/or meal patterns. Close monitoring should continue until the physician is assured that the patient is out of danger. Severe hypoglycemic reactions with coma, seizure, or other
neurological impairment occur infrequently, but constitute medical emergencies requiring immediate hospitalization. If hypoglycemic coma is diagnosed or suspected, the patient should be given rapid
intravenous injection of 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 glipizide from plasma may be prolonged
in persons with liver disease. Because of the extensive protein binding of glipizide, dialysis is unlikely to be of benefit.
DOSAGE AND ADMINISTRATION: There is no fixed dosage regimen for the management of diabetes mellitus with GLUCOTROL XL Extended Release Tablet or any other hypoglycemic agent.

In general, GLUCOTROL XL should be given with breakfast.
Recommended Dosing: The recommended starting dose of GLUCOTROL XL is 5 mg per day, given with breakfast. The recommended dose for geriatric patients is also 5 mg per day.

Dosage adjustment should be based on laboratory measures of glycemic control. While fasting blood glucose levels generally reach steady-state following initiation or change in GLUCOTROL XL dosage, a
single fasting glucose determination may not accurately reflect the response to therapy. In most cases, hemoglobin A i c level measured at three month intervals is the preferred means of monitoring response
to therapy.

Hemoglobin A-|C should be measured as GLUCOTROL XL therapy is initiated at the 5 mg dose and repeated approximately three months later. If the result of this test suggests that glycemic control over the
preceding three months was inadequate, the GLUCOTROL XL dose may be increased to 10 mg. Subsequent dosage adjustments should be made on the basis of hemoglobin A-|C levels measured at three
month intervals. If no improvement is seen after three months of therapy with a higher dose, the previous dose should be resumed. Decisions which utilize fasting blood glucose to adjust GLUCOTROL XL
therapy should be based on at least two or more similar, consecutive values obtained seven days or more after the previous dose adjustment.

Most patients will be controlled with 5 mg or 10 mg taken once daily. However, some patients may require up to the maximum recommended daily dose of 20 mg. While the glycemic control of selected
patients may improve with doses which exceed 10 mg, clinical studies conducted to date have not demonstrated an additional group average reduction of hemoglobin A i c beyond what was achieved with the
10 mg dose. When Glucotrol XL is used in combination with another glucose-lowering agent, the second agent should be added at the lowest recommended dose and patients should be observed carefully.
Titration of the second agent should be based on clinical judgment.
More detailed information available on request.
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Because diabetes affects everyone differently, LifeScan
makes meters to match the personal needs of each user.
For patients who use insulin or actively manage their
diabetes, recommend our easy-to-use, full-featured
ONE TOUCH® Profile™ Meter. They can record up
to 15 different activities at the push of a button, using
simple event labels. And check the automatic 14-day
event averaging to learn how each activity affects their
blood glucose. So you can adjust their diet, insulin dosage
and exercise accordingly to help them stay healthier. All
of which helps your patients manage their diabetes more
effectively. Something they'll thank you for, personally.

Profile 1
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ONE TOUCH® Profile™
Complete Diabetes Tracking System
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jor me, the key to

managing my diabetes

is in the details.

The kind I get from

my ONE TOUCH"

Profile'" Meter."

For diabetes and life.
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O1998 LifeScan Inc. Milpitas, California 95035 • The ONE TOUCH Brand is recommended by more healthcare
professionals • 30-day, money-back guarantee • 24-hour, toll-free customer service hotline: 1 800 227-8862

Healthcare Professional Hotline: 1 800 524-7226 • http://www.LifeScan.com
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Diabetes Care is a journal for the health care practitioner that is intended to increase knowledge,
stimulate research, and promote better management of people with diabetes. To achieve these goals,
the journal publishes original articles on human studies in the following four categories: 1) clinical
care/education/nutrition, 2) epidemiology/health services/psychosocial research, 3) emerging treat-
ments and technologies, and 4) pathophysiology/complications. The journal also publishes clini-
cally relevant review articles, letters to the editor, and health/medical news or points of view. Topics
covered are of interest to clinically oriented physicians, researchers, epidemiologists, psychologists,
diabetes educators, and other health professionals.

All manuscripts and other editorial correspondence should be sent to the editor, Charles M.
Clark, Jr., MD, Diabetes Care Editorial Office, Regenstrief Institute, 6th Floor, 1001 West Tenth Street,
Indianapolis, IN 46202-2859; (317) 630-6925.

Diabetes Care publishes only original material. When submitting a manuscript, authors must
state in their transmittal letter that the material has not been previously published or is not currently
being submitted to another journal.

Manuscripts should be prepared in accord with the requirements specified in the document
"Uniform Requirements for Manuscripts Submitted to Biomedical Journals," New England Journal of
Medicine 336:309-315, 1997. "Instructions for Authors" containing specifications for manuscript
preparation appears in the January and July issues.

All material published in Diabetes Care is copyrighted by the American Diabetes Association, Inc.
All manuscripts submitted to Diabetes Care must include a transmittal letter stating the following before
they will be considered for publication: "In consideration of ADA reviewing my (our) submission, the
undersigned author(s) transfers, assigns, or otherwise conveys all copyright ownership to ADA in the
event the work is published." Permission to reproduce copyrighted material from Diabetes Care will be
granted for limited, noncommercial purposes. Requests for permission to use Figures or Tables or to
adapt or reprint articles from this journal should be sent by letter or fax to Permissions Editor, American
Diabetes Association, Inc., 1660 Duke Street, Alexandria, VA 22314; Fax: (703) 683-2890. Requests
should be accompanied by a letter of permission from the senior author of the article.

Diabetes Care (ISSN 0149-5992) is published monthly by the American Diabetes Association, Inc.,
1660 Duke Street, Alexandria, VA 22314. Individual subscription rates are $110 in the U.S., Canada,
and Mexico (for Canada add 7% GST) and $170 for all other countries. Institutional rates are $180 in
the U.S., Canada, and Mexico (for Canada add 7% GST) and $240 in all other countries. Professional
membership includes $75 designated for Diabetes Care. Single issues are $13.50 in the U.S., Canada,
and Mexico (Canada add 7% GST) and $17.00 in all other countries. Periodical postage paid at Alexan-
dria, VA 22314, and at additional mailing offices. For more subscription information, call toll free (800)
232-3472, 8:30 A.M. to 8:00 P.M., E.T., Monday through Friday. Outside the U.S., call (703) 549-1500.

POSTMASTER: Send change of address to Diabetes Care, American Diabetes Association, Inc.,
Journal Subscriptions, 1660 Duke St., Alexandria, VA 22314. Claims for missing issues should be
made within 6 months of publication. The publisher expects to supply missing issues free of charge
only when losses have been sustained in transit and when the reserve stock permits.

Diabetes Care is listed in MEDLARS, Index Medicus, EMBASE, Science Citation Index, Science Cita-
tion Index Expanded, Current Contents (Life Science and Clinical Medicine), Research Alert, and Reference
Update. It is available in machine-readable format from University Microfilms International. Diabetes
Care is printed on acid-free paper starting with Vol. 11, 1988.

The mission of the American Diabetes Association is to prevent and cure diabetes and to improve
the lives of all people affected by diabetes.
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THE LAST STRAW? Mg deficiency is common in disease states

such as hypertension, diabetes, cardiac

arrhythmias, and congestive heart failure.

In hypomagnesemic patients at high risk, a

recent consensus report advocates replenishing

with oral magnesium chloride supplements of

documented bioavailability and effectiveness.
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Chloride formulation for high solubility
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readily absorbed
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long-term compliance
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220 mg of calcium carbonate
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betes topics, and a professional guide for
each sheet. Handouts are interactive,
allowing you to tailor the teaching process
and content to an individual's needs. Also
ideal for diabetes education classes.

Each 2-sided handout follows a stan-
dard format. The first section covers self-
assessment, rationale for learning about
the topic, and learning objectives. Topic-
specific information comes next. The last
section focuses on goal-setting, monitor-
ing, and problem solving.
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of patients reached NCEP LDL-C goal on
the 10-mcj starting dose in clinical trials'

i < i ; than Zocor@, PravachoP, and
Mevacor in head-to-head trials to lower
LDL-C at starting doses1 *

LDL-C 39% to 60%
u prs triglycerides 19% to 37%

Rassus HDL-C 5% to 9%
based on mean changes in placebo-controlled trials of LIPITOR 10-80 mg

Indicated as an adjunct to diet to reduce elevated total cholesterol (TC), LDL-C, apoB, and TG
levels in patients with primary hypercholesterolemia (heterozygous familial and nonfamilial) and
mixed dyslipidemia.

In clinical trials, the most common adverse events were constipation, flatulence, dyspepsia, and
abdominal pain.

It is recommended that liver function tests be performed prior to and at 12 weeks following both
the initiation of therapy and any elevation of dose, and periodically thereafter.

LIPITOR is contraindicated in patients with hypersensitivity to any component of this medication;
in patients with active liver disease or unexplained persistent elevations of serum transaminases;
in women during pregnancy and in nursing mothers.

With any statin, tell patients to promptly report muscle pain, tenderness, or weakness.
Discontinue drug if myopathy is suspected, if creatine phosphokinase (CPK) levels rise markedly,
or if the patient has risk factors for rhabdomyolysis.

' Source: IMS National Prescription Audit: February 1998.
f A multicenter, double-blind study of all hypercholesterolemic patients taking LIPITOR (10 mg,

n=707) for 16 weeks. Baseline lipid level: 192 mg/dL Target NCEP LDL-C goal based on CHD
risk status, percentage of patients reaching goal, and total number of patients: <2 CHD risk
factors, <160 mg/dL, 95%, n=329; >2 CHD risk factors, <130 mg/dL, 67%, n=268; with CHD,
<100 mg/dL, 18%, n=110.

* The impact on clinical outcomes of the differences in lipid-altering effects between these treat-
ments is not known. This study did not compare the effects of LIPITOR 10 mg and higher doses
of simvastatin, pravastatin, and lovastatin.

Mevacor (lovastatin) and Zocor (simvastatin) are the registered trademarks of Merck & Co, Inc:

Pravachol (pravastatin sodium) is the registered trademark of Bristol-Myers Squibb Co.

Please see brief summary of prescribing information on last page.

calcium
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L I P I T O R ® (Atorvastatin Calcium) Tablets
Brief Summary of Prescribing Information

CONTRAINDICATIONS: Active liver disease or unexplained persistent elevations of serum transaminases.
Hypersensitivity to any component of this medication. Pregnancy and Lactation: Atherosclerosis is a
chronic process and discontinuation of lipid-lowering drugs during pregnancy should have little impact on
the outcome of long-term therapy of primary hypercholesterolemia. Cholesterol and other products of
cholesterol biosynthesis are essential components for fetal development (including synthesis of steroids
and cell membranes). Since HMG-CoA reductase inhibitors decrease cholesterol synthesis and possibly
the synthesis of other biologically active substances derived from cholesterol, they may cause fetal harm
when administered to pregnant women. Therefore, HMG-CoA reductase inhibitors are contraindicated
during pregnancy and in nursing mothers. ATORVASTATIN SHOULD BE ADMINISTERED TO WOMEN OF
CHILDBEARING AGE ONLY WHEN SUCH PATIENTS ARE HIGHLY UNLIKELY TO CONCEIVE AND HAVE
BEEN INFORMED OF THE POTENTIAL HAZARDS. If the patient becomes pregnant while taking this drug,
therapy should be discontinued and the patient apprised of the potential hazard to the fetus.

WARNINGS: Liver Dysfunction — HMG-CoA reductase inhibitors, like some other lipid-lowering therapies,
have been associated with biochemical abnormalities of liver function. Persistent elevations (>3 times the
upper limit of normal [ULN] occurring on 2 or more occasions) in serum transaminases occurred in 0.7%
ot patients who received atorvastatin in clinical trials. The incidence of these abnormalities was 0.2%,
0.2%, 0.6%, and 2.3% for 10,20,40, and 80 mg, respectively. One patient in clinical trials developed jaun-
dice. Increases in liver function tests (LFT) in other patients were not associated with jaundice or other
clinical signs or symptoms. Upon dose reduction, drug interruption, or discontinuation, transaminase levels
returned to or near pretreatment levels without sequelae. Eighteen of 30 patients with persistent LFT eleva-
tions continued treatment with a reduced dose of atorvastatin. It is recommended that liver function tests
be performed prior to and at 12 weeks following both the initiation of therapy and any elevation of dose,
and periodically (eg, semiannually) thereafter. Liver enzyme changes generally occur in the first 3 months
of treatment with atorvastatin. Patients who develop increased transaminase levels should be monitored
until the abnormalities resolve. Should an increase in ALT or AST of >3 times ULN persist, reduction of
dose or withdrawal of atorvastatin is recommended. Atorvastatin should be used with caution in patients
who consume substantial quantities of alcohol and/or have a history of liver disease. Active liver disease
or unexplained persistent transaminase elevations are contraindications to the use of atorvastatin (see
CONTRAINDICATIONS). Skeletal Muscle — Rhabdomyolysis with acute renal failure secondary to myo-
globinuria has been reported with other drugs in this class. Uncomplicated myalgia has been reported in
atorvastatin-treated patients (see ADVERSE REACTIONS). Myopathy, defined as muscle aches or muscle
weakness in conjunction with increases in creatine phosphokinase (CPK) values >10 times ULN, should be
considered in any patient with diffuse myalgias, muscle tenderness or weakness, and/or marked elevation
of CPK. Patients should be advised to report promptly unexplained muscle pain, tenderness or weakness,
particularly if accompanied by malaise or fever. Atorvastatin therapy should be discontinued if markedly
elevated CPK levels occur or myopathy is diagnosed or suspected. The risk of myopathy during treatment
with other drugs in this class is increased with concurrent administration of cyclosporine, fibric acid deriv-
atives, erythromycin, niacin, or azole antifungals. Physicians considering combined therapy with atorvas-
tatin and fibric acid derivatives, erythromycin, immunosuppressive drugs, azole antifungals, or lipid-lower-
ing doses of niacin should carefully weigh the potential benefits and risks and should carefully monitor
patients for any signs or symptoms of muscle pain, tenderness, or weakness, particularly during the initial
months of therapy and during any periods of upward dosage titration of either drug. Periodic creatine
phosphokinase (CPK) determinations may be considered in such situations, but there is no assurance that
such monitoring will prevent the occurrence of severe myopathy. Atorvastatin therapy should be tem-
porarily withheld or discontinued in any patient with an acute, serious condition suggestive of a myopa-
thy or having a risk factor predisposing to the development of renal failure secondary to rhabdomyolysis
(eg, severe acute infection, hypotension, major surgery, trauma, severe metabolic, endocrine and elec-
trolyte disorders, and uncontrolled seizures).

PRECAUTIONS: General — Before instituting therapy with atorvastatin, an attempt should be made to con-
trol hypercholesterolemia with appropriate diet exercise, and weight reduction in obese patients, and to
treat other underlying medical problems (see INDICATIONS AND USAGE in full prescribing information).
Information for Patients — Patients should be advised to report promptly unexplained muscle pain, ten-
derness, or weakness, particularly if accompanied by malaise or fever. Drug Interactions — The risk of
myopathy during treatment with other drugs of this class is increased with concurrent administration of
cyclosporine, fibric acid derivatives, niacin (nicotinic acid), erythromycin, azole antifungals (see WARN-
INGS, Skeletal Muscle). Antacid: When atorvastatin and Maalox^TC suspension were coadministered,
plasma concentrations of atorvastatin decreased approximately 35%. However, LDL-C reduction was not
altered. Antipyrine: Because atorvastatin does not affect the pharmacokinetics of antipyrine, interactions
with other drugs metabolized via the same cytochrome isozymes are not expected. Colestipol: Plasma
concentrations of atorvastatin decreased approximately 25% when colestipol and atorvastatin were coad-
ministered. However, LDL-C reduction was greater when atorvastatin and colestipol were coadministered
than when either drug was given alone. Cimetidine: Atorvastatin plasma concentrations and LDL-C reduc-
tion were not altered by coadministration of cimetidine. Digoxin: When multiple doses of atorvastatin and
digoxin were coadministered, steady-state plasma digoxin concentrations increased by approximately
20%. Patients taking digoxin should be monitored appropriately. Erythromycin: In healthy individuals, plas-
ma concentrations of atorvastatin increased approximately 40% with coadministration of atorvastatin and
erythromycin, a known inhibitor of cytochrome P450 3A4 (see WARNINGS, Skeletal Muscle). Oral
Contraceptives: Coadministration of atorvastatin and an oral contraceptive increased AUC values for
norethindrone and ethinyl estradiol by approximately 30% and 20%. These increases should be considered
when selecting an oral contraceptive for a woman taking atorvastatin. Warfarin: Atorvastatin had no
clinically significant effect on prothrombin time when administered to patients receiving chronic warfarin
treatment. Endocrine Function — HMG-CoA reductase inhibitors interfere with cholesterol synthesis and
theoretically might blunt adrenal and/or gonadal steroid production. Clinical studies have shown that ator-
vastatin does not reduce basal plasma cortisol concentration or impair adrenal reserve. The effects of
HMG-CoA reductase inhibitors on male fertility have not been studied in adequate numbers of patients.
The effects, if any, on the pituitary-gonadal axis in premenopausal women are unknown. Caution should be
exercised if an HMG-CoA reductase inhibitor is administered concomitantly with drugs that may decrease
the levels or activity of endogenous steroid hormones, such as ketoconazole, spironolactone, and cimeti-
dine. CNS Toxicity — Brain hemorrhage was seen in a female dog treated for 3 months at 120 mg/kg/day.
Brain hemorrhage and optic nerve vacuolation were seen in another female dog that was sacrificed in
moribund condition after 11 weeks of escalating doses up to 280 mg/kg/day. The 120 mg/kg dose resulted
in a systemic exposure approximately 16 times the human plasma area-under-the-curve (AUC, 0-24 hours)
based on the maximum human dose of 80 mg/day. A single tonic convulsion was seen in each of 2 male
dogs (one treated at 10 mg/kg/day and one at 120 mg/kg/day) in a 2-year study. No CNS lesions have been
observed in mice after chronic treatment for up to 2 years at doses up to 400 mg/kg/day or in rats at doses
up to 100 mg/kg/day. These doses were 6 to 11 times (mouse) and 8 to 16 times (rat) the human AUC (0-24)
based on the maximum recommended human dose of 80 mg/day. CNS vascular lesions, characterized by
perivascular hemorrhages, edema, and mononuclear cell infiltration of perivascular spaces, have been
observed in dogs treated with other members of this class. A chemically similar drug in this class pro-
duced optic nerve degeneration (Wallerian degeneration of retinogeniculate fibers) in clinically normal
dogs in a dose-dependent fashion at a dose that produced plasma drug levels about 30 times higher
than the mean drug level in humans taking the highest recommended dose. Carcinogenesis,
Mutagenesis, Impairment of Fertility — In a 2-year carcinogenicity study in rats at dose levels of 10,30,
and 100 mg/kg/day, 2 rare tumors were found in muscle in high-dose females: in one, there was a rhab-
domyosarcoma and, in another, there was a fibrosarcoma. This dose represents a plasma AUC (0-24)
value of approximately 16 times the mean human plasma drug exposure after an 80 mg oral dose. A 2-
year carcinogenicity study in mice given 100,200, or 400 mg/kg/day resulted in a significant increase in
liver adenomas in high-dose males and liver carcinomas in high-dose females. These findings occurred
at plasma AUC (0-24) values of approximately 6 times the mean human plasma drug exposure after an
80 mg oral dose. In vitro, atorvastatin was not mutagenic or clastogenic in the following tests with and
without metabolic activation: the Ames test with Salmonella typhimurium and Escherichia coli, the
HGPRT forward mutation assay in Chinese hamster lung cells, and the chromosomal aberration
assay in Chinese hamster lung cells.

Atorvastatin was negative in the in vivo mouse micronucleus test. Studies in rats performed at doses up to
175 mg/kg (15 times the human exposure) produced no changes in fertility. There was aplasia and aspermia
in the epididymis of 2 of 10 rats treated with 100 mg/kg/day of atorvastatin for 3 months (16 times the human
AUC at the 80 mg dose); testis weights were significantly lower at 30 and 100 mg/kg and epididymal weight
was lower at 100 mg/kg. Male rats given 100 mg/kg/day for 11 weeks prior to mating had decreased sperm
motility, spermatid head concentration, and increased abnormal sperm. Atorvastatin caused no adverse
effects on semen parameters, or reproductive organ histopathology in dogs given doses of 10,40, or 120
mg/kg for two years. Pregnancy: Pregnancy Category X — See CONTRAINDICATIONS. Safety in pregnant
women has not been established. Atorvastatin crosses the rat placenta and reaches a level in fetal liver
equivalent to that of maternal plasma. Atorvastatin was not teratogenic in rats at doses up to 300 mg/kg/day
or in rabbits at doses up to 100 mg/kg/day. These doses resulted in multiples of about 30 times (rat) or 20
times (rabbit) the human exposure based on surface area (mg/m'). In a study in rats given 20,100, or 225
mg/kg/day, from gestation day 7 through to lactation day 21 (weaning), there was decreased pup survival at
birth, neonate, weaning, and maturity in pups of mothers dosed with 225 mg/kg/day. Body weight was
decreased on days 4 and 21 in pups of mothers dosed at 100 mg/kg/day; pup body weight was decreased at
birth and at days 4,21, and 91 at 225 mg/kg/day. Pup development was delayed (rotorod performance at 100
mg/kg/day and acoustic startle at 225 mg/kg/day; pinnae detachment and eye opening at 225 mg/kg/day).
These doses correspond to 6 times (100 mg/kg) and 22 times (225 mg/kg) the human AUC at 80 mg/day. Rare
reports of congenital anomalies have been received following intrauterine exposure to HMG-CoA reductase
inhibitors. There has been one report of severe congenital bony deformity, tracheo-esophageal fistula, and
anal atresia (VATER association) in a baby born to a woman who took lovastatin with dextroamphetamine
sulfate during the first trimester of pregnancy. LIPITOR should be administered to women of child-bearing
potential only when such patients are highly unlikely to conceive and have been informed of the potential
hazards. If the woman becomes pregnant while taking LIPITOR, it should be discontinued and the patient
advised again as to the potential hazards to the fetus. Nursing Mothers: Nursing rat pups had plasma and
liver drug levels of 50% and 40%, respectively, of that in their mother's milk. Because of the potential for
adverse reactions in nursing infants, women taking LIPITOR should not breast-feed (see CONTRAINDICA-
TIONS). Pediatric Use: Treatment experience in a pediatric population is limited to doses of LIPITOR up to 80
mg/day for 1 year in 8 patients with homozygous FH. No clinical or biochemical abnormalities were reported
in these patients. None of these patients was below 9 years of age. Geriatric Use: Treatment experience in
adults age >70 years with doses of LIPITOR up to 80 mg/day has been evaluated in 221 patients. The safety
and efficacy of LIPITOR in this population were similar to those of patients <70 years of age.

ADVERSE REACTIONS: LIPITOR is generally well-tolerated. Adverse reactions have usually been mild and
transient. In controlled clinical studies of 2502 patients, <2% of patients were discontinued due to adverse
experiences attributable to atorvastatin. The most frequent adverse events thought to be related to ator-
vastatin were constipation, flatulence, dyspepsia, and abdominal pain. Clinical Adverse Experiences:
Adverse experiences reported in >2% of patients in placebo-controlled clinical studies of atorvastatin,
regardless of causality assessment, are shown in the following table.

Adverse Events in Placebo-Controlled Studies (% of Patients)
BODY SYSTEM
Adverse Event

BODY AS A WHOLE
Infection
Headache
Accidental Injury
Flu Syndrome
Abdominal Pain
Back Pain
Allergic Reaction
Asthenia
DIGESTIVE SYSTEM
Constipation
Diarrhea
Dyspepsia
Flatulence

Placebo

N = 270

10.0
7.0
3.7
1.9
0.7
3.0
2.6
1.9

1.8
1.5
4.1
3.3

RESPIRATORY SYSTEM
Sinusitis
Pharyngitis

2.6
1.5

SKIN AND APPENDAGES
Rash 0.7
MUSCULOSKELETAL SYSTEM
Arthralgia
Myalgia

1.5
1.1

Atorvastatin
10 mg

N = 863

10.3
5.4
4.2
2.2
2.8
2.8
0.9
2.2

2.1
2.7
2.3
2.1

2.8
2.5

3.9

2.0
3.2

Atorvastatin
20 mg
N = 36

2.8
16.7
0.0
0.0
0.0
0.0
2.8
0.0

0.0
0.0
2.8
2.8

0.0
0.0

2.8

0.0
5.6

Atorvastatin
40 mg
N = 79

10.1
2.5
1.3
2.5
3.8
3.8
1.3
3.8

2.5
3.8
1.3
1.3

2.5
1.3

3.8

5.1
1.3

Atorvastatin
80 mg
N = 94

7.4
6.4
3.2
3.2
2.1
1.1
0.0
0.0

1.1
5.3
2.1
1.1

6.4
2.1

1.1

0.0
0.0

The following adverse events were reported, regardless of causality assessment in patients treated with
atorvastatin in clinical trials. The events in italics occurred in >2% of patients and the events in plain type
occurred in <2% of patients.
Body as a Whole: Chest pain, face edema, fever, neck rigidity, malaise, photosensitivity reaction, general-
ized edema. Digestive System: Nausea, gastroenteritis, liver function tests abnormal, colitis, vomiting,
gastritis, dry mouth, rectal hemorrhage, esophagitis, eructation, glossitis, mouth ulceration, anorexia,
increased appetite, stomatitis, biliary pain, cheilitis, duodenal ulcer, dysphagia, enteritis, melena, gum
hemorrhage, stomach ulcer, tenesmus, ulcerative stomatitis, hepatitis, pancreatitis, cholestatic jaundice.
Respiratory System: Bronchitis, rhinitis, pneumonia, dyspnea, asthma, epistaxis. Nervous System:
Insomnia, dizziness, paresthesia, somnolence, amnesia, abnormal dreams, libido decreased, emotional
lability, incoodination, peripheral neuropathy, torticollis, facial paralysis, hyperkinesia, depression, hypes-
thesia, hypertonia. Musculoskeletal System: Arthritis, leg cramps, bursitis, tenosynovitis, myasthenia,
tendinous contracture, myositis. Skin and Appendages: Pruritus, contact dermatitis, alopecia, dry skin,
sweating, acne, urticaria, eczema, seborrhea, skin ulcer. Urogenital System: Urinary tract infection, urinary
frequency, cystitis, hematuria, impotence, dysuria, kidney calculus, nocturia, epididymitis, fibrocystic
breast vaginal hemorrhage, albuminuria, breast enlargement metrorrhagia, nephritis, urinary inconti-
nence, urinary retention, urinary urgency, abnormal ejaculation, uterine hemorrhage. Special Senses:
Amblyopia, tinnitus, dry eyes, refraction disorder, eye hemorrhage, deafness, glaucoma, parosmia, taste
loss, taste perversion. Cardiovascular System: Palpitation, vasodilatation, syncope, migraine, postural
hypotension, phlebitis, arrhythmia, angina pectoris, hypertension. Metabolic and Nutritional Disorders:
Peripheral edema, hyperglycemia, creatine phosphokinase increased, gout weight gain, hypoglycemia.
Hemic and Lymphatic System: Ecchymosis, anemia, lymphadenopathy, thrombocytopenia, petechia.
Postintroduction Reports: Adverse events associated with LIPITOR that have been received since market
introduction, that are not listed above, and that may have no causal relationship to drug include the follow-
ing: anaphylaxis, angioneurotic edema and rhabdomyolysis.

OVERDOSAGE: There is no specific treatment for atorvastatin overdosaqe. In the event of an overdose,
the patient should be treated symptomatically, and supportive measures instituted as required. Due to
extensive drug binding to plasma proteins, hemodialysis is not expected to significantly enhance atorvas-
tatin clearance.

Consult package insert before prescribing UPITOR®(Atorvastatin Calcium) Tablets.
Ijt. only
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A first-line, first-choice sulfonylurea

AMARYL DELIVERS HIGHLY EFFECTIVE
GLUCOSE CONTROL*

HbAu <7.2% is defined as tight control by the DCCF

69%
HbAlc <7.2%

(n=247)

15%
HbAlc<8.0%

60%
HbAlc <7.2%

Baseline HbAlc 9.1% Baseline HbAlc>10%

FAVORABLE SAFETY PROFILE
• 0 . 9 % to 1.7% incidence of hypoglycemia as documented by

blood glucose <60 mg/dL2

• Most common adverse reactions (>1%) include dizziness (1.7%),
asthenia (1.6%), headache (1.5%), and nausea (1.1%)

• 60% renal, 40% hepatic dual route of elimination-100% biotransformed

*Multicenter, placebo-controlled study of 247 patients who failed on diet and exercise.
Combined use of Amaryl and insulin may increase the potential for hypoglycemia.

Please see brief summary of prescribing information on back.



CLINICAL STUDIES DEMONSTRATE
INSULIN-SPARING GLUCOSE CONTROL

• O n e year of Amaryl treatment led to a smaller increase from baseline
of fasting insulin and C-peptide levels than did 1 year of glyburide with
comparable blood glucose control (n=1044)4

PROVEN 24-HOUR CONTROL
WITH ONCE-DAILY DOSING
•Indicated as an adjunct to diet and exercise for both monotherapy and

in combination with insulin during second-line therapy1
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Amaryl
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Insulin-sparing glucose control
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Brief Summary of
Prescribing Information as of November 1996

Amaryf
glimepiride* TABLETS

1,2, and 4 mg

Drug Interactions. The hypoglycemic action of sulfonylureas may be
potentiated by certain drugs, including nonsteroidal anti-inflammatory
drugs and other drugs that are highly protein bound, such as salicylates,
sulfonamides, chloramphenicol, coumarins, probenecid, monoamine
oxidase inhibitors, and beta adrenergic blocking agents. When these drugs
are administered to a patient receiving AMARYL®, the patient should be
observed closely for hypoglycemia. When these drugs are withdrawn from
a patient receiving AMARYL®, the patient should be observed closely for
loss of glycemic control.

Certain drugs tend to produce hyperglycemia and may lead to loss of
control. These drugs include the thiazides and other diuretics, corticos-
teroids, phenothiazines, thyroid products, estrogens, oral contraceptives,
phenytoin, nicotinic acid, sympathomimetics, and isoniazid. When these
drugs are administered to a patient receiving AMARYL®, the patient should
be closely observed for loss of control. When these drugs are withdrawn
from a patient receiving AMARYL®, the patient should be observed closely
for hypoglycemia.

Coadministration of aspirin (1 g tid) and AMARYL® led to a 34% decrease in
the mean glimepiride AUC and, therefore, a 34% increase in the mean CL/f.
The mean Cmax had a decrease of 4%. Blood glucose and serum C-peptide
concentrations were unaffected and no hypoglycemic symptoms were
reported. Pooled data from clinical trials showed no evidence of clinically
significant adverse interactions with uncontrolled concurrent administration
of aspirin and other salicylates.
Coadministration of either cimetidine (800 mg once daily) or ranitidine
(150 mg bid) with a single 4-mg oral dose of AMARYL® did not significantly
alter the absorption and disposition of glimepiride, and no differences were
seen in hypoglycemic symptomatology. Pooled data from clinical trials
showed no evidence of clinically significant adverse interactions with uncon-
trolled concurrent administration of M2-receptor antagonists.
Concomitant administration of propranolol (40 mg tid) and AMARYL® signifi-
cantly increased Cmax, AUC, and Tie of glimepiride by 23%, 22%, and 15%,
respectively, and it decreased CL/f by 18%. The recovery of M1 and M2 from
urine, however, did not change. The pharmacodynamic responses to
glimepiride were nearly identical in normal subjects receiving propranolol and
placebo. Pooled data from clinical trials in patients with NIDDM showed no
evidence of clinically significant adverse interactions with uncontrolled
concurrent administration of beta-blockers. However, if beta-blockers are
used, caution should be exercised and patients should be warned about the
potential for hypoglycemia.

Concomitant administration of AMARYL® (glimepiride tablets) (4 mg once
daily) did not alter the pharmacokinetic characteristics of R- and S-warfarin
enantiomers following administration of a single dose (25 mg) of racemic
warfarin to healthy subjects. No changes were observed in warfarin plasma
protein binding. AMARYL® treatment did result in a slight, but statistically
significant, decrease in the pharmacodynamic response to warfarin. The
reductions in mean area under the prothrombin time (PT) curve and
maximum PT values during AMARYL® treatment were very small (3.3% and
9.9%, respectively) and are unlikely to be clinically important.
The responses of serum glucose, insulin, C-peptide, and plasma glucagon to
2 mg AMARYL® were unaffected by coadministration of ramipril (an ACE
inhibitor) 5 mg once daily in normal subjects. No hypoglycemic symptoms
were reported. Pooled data from clinical trials in patients with NIDDM showed
no evidence of clinically significant adverse interactions with uncontrolled
concurrent administration of ACE inhibitors.

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. Potential interactions of glimepiride with other
drugs metabolized by cytochrome P450 II C9 also include phenytoin,
diclofenac, ibuprofen, naproxen, and mefenamic acid.
Although no specific interaction studies were performed, pooled data from
clinical trials showed no evidence of clinically significant adverse interactions
with uncontrolled concurrent administration of calcium-channel blockers,
estrogens, fibrates, NSAIDS, MMG CoA reductase inhibitors, sulfonamides,
or thyroid hormone.

INDICATIONS AND USAGE
AMARYL® is indicated as an adjunct to diet and exercise to lower the
blood glucose in patients with noninsulin-dependent (Type II) diabetes
mellitus (NIDDM) whose hyperglycemia cannot be controlled by diet and
exercise alone.
AMARYL® is also indicated for use in combination with insulin to lower blood
glucose in patients whose hyperglycemia cannot be controlled by diet and
exercise in conjunction with an oral hypoglycemic agent. Combined use of
glimepiride and insulin may increase the potential for hypoglycemia.
In initiating treatment for noninsulin-dependent diabetes, diet and exercise
should be emphasized as the primary form of treatment. Caloric restriction,
weight loss, and exercise are essential in the obese diabetic patient. Proper
dietary management and exercise alone may be effective in controlling the
blood glucose and symptoms of hyperglycemia. In addition to regular
physical activity, cardiovascular risk factors should be identified and correc-
tive measures taken where possible.
If this treatment program fails to reduce symptoms and/or blood glucose, the
use of an oral sulfonylurea or insulin should be considered. Use of AMARYL0

must be viewed by both the physician and patient as a treatment in addition
to diet and exercise and not as a substitute for diet and exercise or as a
convenient mechanism for avoiding dietary restraint. Furthermore, loss of
blood glucose control on diet and exercise alone may be transient, thus
requiring only short-term administration of AMARYL®.
During maintenance programs, AMARYL® monotherapy should be discon-
tinued if satisfactory lowering of blood glucose is no longer achieved.
Judgments should be based on regular clinical and laboratory evaluations.
Secondary failures to AMARYL® monotherapy can be treated with
AMARYL°-insulin combination therapy.

In considering the use of AMARYL® in asymptomatic patients, it should be
recognized that blood glucose control in NIDDM has not definitely been
established to be effective in preventing the long-term cardiovascular and
neural complications of diabetes. However, the Diabetes Control and
Complications Trial (DCCT) demonstrated that control of HbA1c and glucose
was associated with a decrease in retinopathy, neuropathy, and nephropathy
for insulin-dependent diabetic (IDDM) patients.

CONTRAINDICATIONS
AMARYL® is contraindicated in patients with
1. Known hypersensitiyity to the drug.
2. Diabetic ketoacidosis, with or without coma. This condition should be

treated with insulin.

WARNINGS
SPECIAL WARNING ON INCREASED RISK OF

CARDIOVASCULAR MORTALITY
The administration of oral hypoglycemic drugs has been reported to be
associated with increased cardiovascular mortality as compared to
treatment with diet alone or diet plus insulin. This warning is based on
the study conducted by the University Group Diabetes Program
(UGDP), a long-term, prospective clinical trial designed to evaluate the
effectiveness of glucose-lowering drugs in preventing or delaying
vascular complications in patients with non-insulin-dependent
diabetes. The study involved 823 patients who were randomly assigned
to one of four treatment groups (Diabetes, 19 supp. 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 cardiovas-
cular 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 AMARYL®
(glimepiride tablets) 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 impor-
tant to avoid hypoglycemic episodes. Patients with impaired renal function
may be more sensitive to the glucose-lowering effect of AMARYL®. A starting
dose of 1 mg once daily followed by appropriate dose titration is recom-
mended in those patients. Debilitated or malnourished patients, and those
with adrenal, pituitary, or hepatic 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-adren-
ergic blocking drugs or other sympatholytic agents. 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: 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 add insulin
in combination with AMARYL® or even use insulin monotherapy. The effec-
tiveness of any oral hypoglycemic drug, including AMARYL®, in lowering
blood glucose to a desired level decreases in many patients over a period of
time, which may be due to progression of the severity of the diabetes or to
diminished responsiveness to the drug. This phenomenon is known as
secondary failure, to distinguish it from primary failure in which the drug is
ineffective in an individual patient when first given. Should secondary failure
occur with AMARYL® monotherapy, AMARYL®-insulin combination therapy
may be instituted. Combined use of glimepiride and insulin may increase the
potential for hypoglycemia.
Information for Patients
Patients should be informed of the potential risks and advantages of
AMARYL® and of alternative modes of therapy. They should also be
informed about the importance of adherence to dietary instructions, of a
regular exercise program, and of regular testing of blood glucose.
The risks of hypoglycemia, its symptoms and treatment, and conditions that
predispose to its development should be explained to patients and respon-
sible family members. The potential for primary and secondary failure
should also be explained.
Laboratory Tests
Fasting blood glucose should be monitored periodically to determine thera-
peutic response. Glycosylated hemoglobin should also be monitored, usually
every 3 to 6 months, to more precisely assess long-term glycemic control.
Drug Interactions

(See CLINICAL PHARMACOLOGY, Drug Interactions.)
Carcinogenesis, Mutagenesis, and Impairment of Fertility
Studies in rats at doses of up to 5000 ppm in complete feed (approximately
340 times the maximum recommended human dose, based on surface area)
for 30 months showed no evidence of carcinogenesis. In mice, administra-
tion of glimepiride for 24 months resulted in an increase in benign pancreatic
adenoma formation which was dose related and is thought to be the result of
chronic pancreatic stimulation. The no-effect dose for adenoma formation in
mice in this study was 320 ppm in complete feed, or 46-54 mg/kg body
weight/day. This is about 35 times the maximum human recommended dose
of 8 mg once daily based on surface area.

Glimepiride was non-mutagenic in a battery of in vitro and in vivo
mutagenicity studies (Ames test, somatic cell mutation, chromosomal aberra-
tion, unscheduled DNA synthesis, mouse micronucleus test).
There was no effect of glimepiride on male mouse fertility in animals exposed
up to 2500 mg/kg body weight (>1,700 times the maximum recommended
human dose based on surface area). Glimepiride had no effect on the fertility
of male and female rats administered up to 4000 mg/kg body weight (approx-
imately 4,000 times the maximum recommended human dose based on
surface area). •
Pregnancy

Teratogenic Effects. Pregnancy Category C. Glimepiride did not produce
teratogenic effects in rats exposed orally up to 4000 mg/kg body weight
(approximately 4,000 times the maximum recommended human dose based
on surface area) or in rabbits exposed up to 32 mg/kg body weight (approx-
imately 60 times the maximum recommended human dose based on surface
area). Glimepiride has been shown to be associated with intrauterine fetal
death in rats when given in doses as low as 50 times the human dose based
on surface area and in rabbits when given in doses as low as 0.1 times the
human dose based on surface area. This fetotoxicity, observed only at doses
inducing maternal hypoglycemia, has been similarly noted with other sulfony-
lureas, and is believed to be directly related to the pharmacologic
(hypoglycemic) action of glimepiride.

There are no adequate and well-controlled studies in pregnant women. On
the basis of results from animal studies, AMARYL® (glimepiride tablets)
should not be used during pregnancy. 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 glucose levels as close to
normal as possible.
Nonteratogenic Effects. In some studies in rats, offspring of dams exposed
to high levels of glimepiride during pregnancy and lactation developed
skeletal deformities consisting of shortening, thickening, and bending of the
humerus during the postnatal period. Significant concentrations of
glimepiride were observed in the serum and breast milk of the dams as well
as in the serum of the pups. These skeletal deformations were determined to
be the result of nursing from mothers exposed to glimepiride.
Prolonged severe hypoglycemia (4 to 10 days) has been reported in
neonates bom to mothers who were receiving a sulfonylurea drug at the time
of delivery. This has been reported more frequently with the use of agents
with prolonged half-lives. Patients who are planning a pregnancy should
consult their physician, and it is recommended that they change over to
insulin for the entire course of pregnancy and lactation.
Nursing Mothers

In rat reproduction studies, significant concentrations of glimepiride were
observed in the serum and breast milk of the dams, as well as in the serum
of the pups. Although it is not known whether AMARYL® is excreted in human
milk, other sulfonylureas are excreted in human milk. Because the potential
for hypoglycemia in nursing infants may exist, and because of the effects on
nursing animals, AMARYL® should be discontinued in nursing mothers. If
AMARYL® is discontinued, and if diet and exercise alone are inadequate for
controlling blood glucose, insulin therapy should be considered. (See above
Pregnancy, Nonteratogenic Effects.)
Pediatric Use
Safety and effectiveness in pediatric patients have not been established.

ADVERSE REACTIONS
The incidence of hypoglycemia with AMARYL®, as documented by blood
glucose values < 60 mg/dL, ranged from 0.9-1.7% in two large, well-
controlled. 1-year studies. (See WARNINGS and PRECAUTIONS.)
AMARYL® has been evaluated for safety in 2,013 patients in US controlled
trials, and in 1,551 patients in foreign controlled trials. More than 1,650 of
these patients were treated for at least 1 year.
Adverse events, other than hypoglycemia, considered to be possibly or
probably related to study drug that occurred in US placebo-controlled trials in
more than 1% of patients treated with AMARYL® are shown below.

Adverse Events Occurring in 2 1 % AMARYL® Patients

AMARYL® Placebo

No, %. fe %
Total Treated

Dizziness
Asthenia
Headache
Nausea

746
13
12
11
8

100
1.7
1.6
1.5
1.1

294
1
3
4
0

100
0.3
1.0
1.4
0.0

Gastrointestinal Reactions
Vomiting, gastrointestinal pain, and diarrhea have been reported, but the
incidence in placebo-controlled trials was less than 1%. Isolated transami-
nase elevations have been reported. Cholestatic jaundice has been reported
to occur rarely with sulfonylureas.
Dermatologic Reactions

Allergic skin reactions, e.g., pruritus, erythema, urticaria, and morbilliform or
maculopapular eruptions, occur in less than 1% of treated patients. These
may be transient and may disappear despite continued use of AMARYL®; if
skin reactions persist, the drug should be discontinued. Porphyria cutanea
tarda and photosensitivity reactions have been reported with sulfonylureas.

Hematologic Reactions
Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic
anemia, and pancytopenia have been reported with sulfonylureas.
Metabolic Reactions
Hepatic porphyria reactions and disulfiram-like reactions have been
reported with sulfonylureas; however, no cases have yet been reported
with AMARYL® (glimepiride tablets). Cases of hyponatremia have been
reported with glimepiride and all other sulfonylureas, most often in patients
who are on other medications or have medical conditions known to cause
hyponatremia or increase release of antidiuretic hormone. The syndrome of
inappropriate antidiuretic hormone (SIADH) secretion has been reported
with certain other sulfonylureas, and it has been suggested that these
sulfonylureas may augment the peripheral (antidiuretic) action of ADH
and/or increase release of ADH.
Other Reactions
Changes in accommodation and/or blurred vision may occur with the use of
AMARYL®. This is thought to be due to changes in blood glucose, and may
be more pronounced when treatment is initiated. This condition is also seen
in untreated diabetic patients, and may actually be reduced by treatment. In
placebo-controlled trials of AMARYL®, the incidence of blurred vision was
placebo, 0.7%, and AMARYL®, 0.4%.
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With the breakthrough oral medication
for erectile dysfunction

SUCCESS
is ONE
SIMPLE

STEP
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VIAGRA
(sildenafil citrate)tablets

INTRODUCING NEW

VIAGRA
THE SIMPLE NEW STEP TO

IMPROVE ERECTILE FUNCTION
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Now you can effectively treat
erectile dysfunction (ED)

with the ease of an oral medication

IMPROVES THE NATURAL
SEXUAL RESPONSE

• VIAGRA relaxes the smooth muscle in the
penis and allows erections to form the natural
way—in response to sexual stimulation

THE EFFICACY YOUR
PATIENTS WANT

VIAGRA improved erections in up to 82%
of patients

• VIAGRA resulted in successful intercourse
in up to 66% of attempts

<¥!AGRA is effective in a broad range
")f patients

:y was consistent regardless of
w baseline severity, etiology, race, and age

(19 to 87 years)

The vast majority of ED patients have
mild to moderate ED. In general, VIAGRA
patients who were less impaired at baseline
responded best

The most common side effects are
headache (16%), flushing (10%), and

using organic nitrates in any form, at
any time.

In clinical trials, mild and transient

There is a degree of cardiac risk
associated with sexual activity; therefore,
physicians may wish to consider the
cardiovascular status of their patients
prior to initiating anv treatment for ED.

NEW

il citrate)tablets
The simple slcp to improve

erectile function
Please see brief summary of prescribing information for
VIAGRA (25-mg. 50-mg, 100-mg) tablets on last page.



THE SIMPLE NEW STEP TO IMPROVE ERECTILE FUNCTION

Brief summary of prescribing information

(sildenafil citrate)tablets

INDICATION AND USAGE

VIAGRA is indicated for the treatment of erectile dysfunction. The studies that established benefit
demonstrated improvements in success rates for sexual intercourse compared with placebo.

CONTRAINDICATIONS
Use of VIAGRA is contraindicated in patients with a known hypersensitivity to any component of
the tablet. Consistent with its known effects on the nitric oxide/cGMP pathway (see CLINICAL
PHARMACOLOGY), VIAGRA was shown to potentiate the hypotensive effects of nitrates, and
its administration to patients who are concurrently using organic nitrates in any form is therefore
contraindicated.

PRECAUTIONS
General
A thorough medical history and physical examination should be undertaken to diagnose erectile
dysfunction, determine potential underlying causes, and identify appropriate treatment.

There is a degree of cardiac risk associated with sexual activity; therefore, physicians may wish
to consider the cardiovascular status of their patients prior to initiating any treatment for erectile
dysfunction.

Agents for the treatment of erectile dysfunction should be used with caution in patients with
anatomical deformation of the penis (such as angulation, cavernosal fibrosis or Peyronie's disease),
or in patients who have conditions which may predispose them to priapism (such as sickle cell
anemia, multiple myeloma, or leukemia).

The safety and efficacy of combinations of VIAGRA with other treatments for erectile dysfunction
have not been studied. Therefore, the use of such combinations is not recommended.

VIAGRA has no effect on bleeding time when taken alone or with aspirin. In vitro studies with
human platelets indicate that sildenafil potentiates the antiaggregatory effect of sodium nitroprusside
(a nitric oxide donor). There is no safety information on the administration of VIAGRA to patients with
bleeding disorders or active peptic ulceration. Therefore, VIAGRA should be administered with
caution to these patients.

A minority of patients with the inherited condition retinitis pigmentosa have genetic disorders of
retinal phosphodiesterases. There is no safety information on the administration of VIAGRA to
patients with retinitis pigmentosa. Therefore, VIAGRA should be administered with caution to these patients.
Information for Patients
Physicians should discuss with patients the contraindication of VIAGRA with concurrent organic
nitrates.

The use of VIAGRA offers no protection against sexually transmitted diseases. Counseling of
patients about the protective measures necessary to guard against sexually transmitted diseases,
including the Human Immunodeficiency Virus (HIV), may be considered.
Drug Interactions
Effects of Other Drugs on VIAGRA

In vitro studies: Sildenafil metabolism is principally mediated by the cytochrome P450 (CYP)
isoforms 3A4 (major route) and 2C9 (minor route). Therefore, inhibitors of these isoenzymes may
reduce sildenafil clearance.
In Î /Î O studies: Cimetidine (800 mg), a non-specific CYP inhibitor, caused a 56% increase in plasma
sildenafil concentrations when co-administered with VIAGRA (50 mg) to healthy volunteers.

When a single 100 mg dose of VIAGRA was administered with erythromycin, a specific CYP3A4
inhibitor, at steady state (500 mg bid for 5 days), there was a 182% increase in sildenafil systemic
exposure (AUC). Stronger CYP3A4 inhibitors such as ketoconazole, itraconazole or mibefradil would
be expected to have still greater effects, and population data from patients in clinical trials did indicate
a reduction in sildenafil clearance when it was co-administered with CYP3A4 inhibitors (such as
ketoconazole, erythromycin, or cimetidine). It can be expected that concomitant administration of
CYP3A4 inducers, such as rifampin, will decrease plasma levels of sildenafil.

Single doses of antacid (magnesium hydroxide/aluminum hydroxide) did not affect the
bioavailability of VIAGRA.

Pharmacokinetic data from patients in clinical trials showed no effect on sildenafil pharmaco-
kinetics of CYP2C9 inhibitors (such as tolbutamide, warfarin), CYP2D6 inhibitors (such as selective
serotonin reuptake inhibitors, tricyclic antidepressants), thiazide and related diuretics, ACE inhibitors,
and calcium channel blockers. The AUC of the active metabolite, N-desmethyl sildenafil, was
increased 62% by loop and potassium-sparing diuretics and 102% by non-specific beta-blockers.
These effects on the metabolite are not expected to be of clinical consequence.
Effects of VIAGRA on Other Drugs

In vitro studies: Sildenafil is a weak inhibitor of the cytochrome P450 isoforms 1A2,2C9,2C19,2D6,
2E1 and 3A4 (IC50 >150 uM). Given sildenafil peak plasma concentrations of approximately 1 u.M
after recommended doses, it is unlikely that VIAGRA will alter the clearance of substrates of these
isoenzymes.

In vivo studies: No significant interactions were shown with tolbutamide (250 mg) or warfarin
(40 mg), both of which are metabolized by CYP2C9.

VIAGRA (50 mg) did not potentiate the increase in bleeding time caused by aspirin (150 mg).
VIAGRA (50 mg) did not potentiate the hypotensive effect of alcohol in healthy volunteers with

mean maximum blood alcohol levels of 0.08%.
No interaction was seen when VIAGRA (100 mg) was co-administered with amlodipine in hyperten-

sive patients. The mean additional reduction on supine blood pressure (systolic, 8 mmHg; diastolic,
7 mmHg) was of a similar magnitude to that seen when VIAGRA was administered alone to healthy
volunteers (see CLINICAL PHARMACOLOGY).

Analysis of the safety database showed no difference in the side effect profile in patients taking
VIAGRA with and without anti-hypertensive medication.
Carcinogenesis, Mutagenesis, Impairment of Fertility

Sildenafil was not carcinogenic when administered to rats for 24 months at a dose resulting in total
systemic drug exposure (AUCs) for unbound sildenafil and its major metabolite of 29- and 42-times,
for male and female rats, respectively, the exposures observed in human males given the Maximum
Recommended Human Dose (MRHD) of 100 mg. Sildenafil was not carcinogenic when administered
to mice for 18-21 months at dosages up to the Maximum Tolerated Dose (MTD) of 10 mg/kg/day,
approximately 0.6 times the MRHD on a mg/rn basis.

Sildenafil was negative in in vitro bacterial and Chinese hamster ovary cell assays to detect
mutagenicity, and in vitro human lymphocytes and in vivo mouse micronucleus assays to detect
clastogenicity.

There was no impairment of fertility in rats given sildenafil up to 60 mg/kg/day for 36 days to
females and 102 days to males, a dose producing an AUC value of more than 25 times the human
male AUC.

There was no effect on sperm motility or morphology after single 100 mg oral doses of VIAGRA in
healthy volunteers.

Pregnancy, Nursing Mothers and Pediatric Use
VIAGRA is not indicated for use in newborns, children, or women.

Pregnancy Category B. No evidence of teratogenicity, embryotoxicity or fetotoxicity was observed
in rats and rabbits which received up to 200 mg/kg/day during organogenesis. These doses
represent, respectively, about 20 and 40 times the MRHD on a mg/nf basis in a 50 kg subject. In the
rat pre- and postnatal development study, the no observed adverse effect dose was 30 mg/kg/day
given for 36 days. In non-pregnant rats the AUC at this dose was about 20 times human AUC. There
are no adequate and well-controlled studies of sildenafil in pregnant women.

ADVERSE REACTIONS
VIAGRA was administered to over 3700 patients (aged 19-87 years) during clinical trials worldwide.
Over 550 patients were treated for longer than one year.

In placebo-controlled clinical studies, the discontinuation rate due to adverse events for VIAGRA
(2.5%) was not significantly different from placebo (2.3%). The adverse events were generally
transient and mild to moderate in nature.

In trials of all designs, adverse events reported by patients receiving VIAGRA were generally
similar. In fixed-dose studies, the incidence of some adverse events increased with dose. The nature
of the adverse events in flexible-dose studies, which more closely reflect the recommended dosage
regimen, was similar to that for fixed-dose studies.

When VIAGRA was taken as recommended (on an as-needed basis) in flexible-dose, placebo-
controlled clinical trials the following adverse events were reported:

TABLE 1 . ADVERSE EVENTS REPORTED BY
>2% OF PATIENTS TREATED WITH VIAGRA AND MORE FREQUENT ON DRUG THAN PLACEBO

IN PRN FLEXIBLE-DOSE PHASE ll/lll STUDIES

Adverse Event Percentage of Patients Reporting Event

Headache
Flushing
Dyspepsia
Nasal Congestion
Urinary Tract Infection
Abnormal Vision'
Diarrhea
Dizziness
Rash

VIAGRA
N=734

16%
10%
7%
4%
3%
3%
3%
2%
2%

PLACEBO
N=725

4%
1%
2%
2%
2%
0%
1%
1%
1%

'Abnormal Vision: Mild and transient, predominantly color tinge to vision, but also increased sensitivity to ligbt or blurred
vision. In these studies, only one patient discontinued due to abnormal vision.

Other adverse reactions occurred at a rate of >2%,but equally common on placebo: respiratory tract
infection, back pain, flu syndrome, and arthralgia.

In fixed-dose studies, dyspepsia (17%) and abnormal vision (11%) were more common at 100 mg
than at lower doses. At doses above the recommended dose range, adverse events were similar to
those detailed above but generally were reported more frequently.

No cases of priapism were reported.
The following events occurred in < 2% of patients in controlled clinical trials; a causal relationship

to VIAGRA is uncertain. Reported events include those with a plausible relation to drug use; omitted
are minor events and reports too imprecise to be meaningful:

Body as a whole: face edema, photosensitiyity reaction, shock, asthenia, pain, chills, accidental
fall, abdominal pain, allergic reaction, chest pain, accidental injury.

Cardiovascular: angina pectoris, AV block, migraine, syncope, tachycardia, palpitation, hypoten-
sion, postural hypotension, myocardial ischemia, cerebral thrombosis, cardiac arrest, heart failure,
abnormal electrocardiogram, cardiomyopathy.

Digestive: vomiting, glossitis, colitis, dysphagia, gastritis, gastroenteritis, esophagitis, stomatitis,
dry mouth, liver function tests abnormal, rectal hemorrhage, gingivitis.

Hemic and Lymphatic: anemia and leukopenia.
Metabolic and Nutritional: thirst, edema, gout, unstable diabetes, hyperglycemia, peripheral

edema, hyperuricemia, hypoglycemic reaction, hypernatremia.
Musculoskeletal: arthritis, arthrosis, myalgia, tendon rupture, tenosynovitis, bone pain,

myasthenia, synovitis.
Nervous: ataxia, hypertonia, neuralgia, neuropathy, paresthesia, tremor, vertigo, depression,

insomnia, somnolence, abnormal dreams, reflexes decreased, hypesthesia.
Respiratory: asthma, dyspnea, laryngitis, pharyngitis, sinusitis, bronchitis, sputum increased,

cough increased.
Skin and appendages: urticaria, herpes simplex, pruritus, sweating, skin ulcer, contact dermatitis,

exfoliative dermatitis.
Special senses: mydriasis, conjunctivitis, photophobia, tinnitus, eye pain, deafness, ear pain, eye

hemorrhage, cataract, dry eyes.
Urogenital: cystitis, nocturia, urinary frequency, breast enlargement, urinary incontinence, abnormal

ejaculation, genital edema and anorgasmia.

OVERDOSAGE
In studies with healthy volunteers of single doses up to 800 mg, adverse events were similar to those
seen at lower doses but incidence rates were increased.

In cases of overdose, standard supportive measures should be adopted as required. Renal dialysis
is not expected to accelerate clearance as sildenafil is highly bound to plasma proteins and it is not
eliminated in the urine.
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NEW/fom Now Nordisk

Eliminate
Almost Every Obstacle
to Insulin Compliance

^ 1 '

iJ.il
Make therapy more discreet, easy, and
convenient with the NovoPen® 3...designed
exclusively for use with Novolin® PenFill® human
insulin (recombinant DNA origin) 3 mL cartridges.

/r-% ft
.'vXr.o Simple, precise,

single-unit dosage selection that dials from
2 to 70 units per injection...and the insulin
needs no refrigeration when product is in use.

liQl J,o Injections are virtually
painless with NovoFine®30 disposable needles.1

For more information call:

1-800-727-6500
Reference: 1. Data on file, Novo Nordisk Pharmaceuticals, Inc.

Novolinc, NovoPenj., PenFill̂ , and NovoFineo are registered trademarks of Novo Nordisk A/S.

© 1998 Novo Nordisk Pharmaceuticals, Inc. 123609R2 4/98 Printed in the U.S.A.

NovoPen. 3
Insulin Delivery System
The Anywhere Insulin



Help your patients with diabetes help themselves

Help your patients lower
their HbAic levels, test

after test, to help
prevent long-term

_ complications

Lowering HbA,c levels hat

American Diabetes Associillifi 1 i
recommends taking action lot '
levels over 8% and striving lot __
target level of 7% or less.* I

References: 1. American Diabetes
Association. Standards of medical car® for
patients with diabetes mellitus. Oiafeefss
Care. 1998;21(suppl1):S23-$31. 2. Data m.
file, Becton Dickinson.



New from 1U

The B-D A1c At-Home Test kit
can help your patients manage their
diabetes more confidently

Comparable accuracy and precision to laboratory or in-office HbA
testing (CV 3.9%) with just 2 drops of dried blood2

More convenient than conventional testing methods that
can require additional trips to laboratory or office
• Increased convenience may improve testing compliance

You and your patients receive test results
within about 2 weeks, so you can review
results at regularly scheduled visits

Patient Test Results
Acceptable range for good control

5.7^-8.0%'

Test this test

10/1 1/1

"Target range varies by individual. Values are an example.

The American Diabetes Association recommends

reevaluation of therapy when HbA>t levels are > ?

points above normal (non-diabetes) range.1

Patients can be automatically enrolled in
the B-D A1c mail program
• Patients can receive new test kit every

3 or 6 months
• Arrival of each new test kit reminds patients to perform next

B-D A1c At-Home Test

iecomrwend the B-D A1c At-Home Test

Call 1-888-367 9539

Visit our Web site at www.BD.com/diabetes

NEW

At'HomeTesi
TO MANAGE DIABETES MORE CONFIDENTLY TM

BECTON B-D, B-D A1c At-Home Test, and To Manage Diabetes More Confidently are
DICKINSON trademarks of Becton Dickinson and Company.py

© 1998, Becton Dickinson and Company 98A1CD035E0 April 1998

BECTON DICKINSON CONSUMER HEALTH CARE
Becton Dickinson and Company
Franklin Lakes, New Jersey 07417-1883



know a few things.

know what makes me happy.

I know what's best for me.

know the road ahead is rojufh.

know the (finger sign!.

know how to enjoy life.

know I have diabetes.

And I know



ACCU-CHEK ACCU-CHEK

:"ZZm * * ACCU-CHEK 'SS

The Accu-Chek
family of products
includes a blood
glucose meter for
every need.

Your patients may have accepted

their diabetes, but they don't have

to give in to it. That's why there's

Accu-Chek. Whether it's our line of

discreet, convenient products for

monitoring their blood sugar, or our

24-hour Accu-Chek Customer CareSM

center to answer any questions, they

can count on us to make living

with their diabetes a little easier.

ACCU-CHEK"

Roche^
www.Accu-Chek.com



NOVARTIS AWARD in DIABETES

Announcing The Novartis Award in Diabetes
Novartis Pharmaceuticals Corporation, to recognize innovative clinical research, education, and clinical practice
in the field of diabetes mellitus, is establishing an award program to honor outstanding individuals who have
dedicated themselves to improving the lives of patients with diabetes. These awards will be granted annually
to candidates in 2 categories:

Young Investigator: to recognize innovative patient-oriented research in the physiology,
pathophysiology, or epidemiology of diabetes mellitus and its complications

Long-standing Achievement: to recognize accomplishment in clinical research, education,
and clinical practice that has had a significant effect on the field of diabetes mellitus

Criteria
All candidates must be licensed physicians.
They must be peer nominated and seconded.
The Young Investigator award candidate must
be 45 years or younger by February 16, 1999.
There is no age limit for the Long-standing
Achievement award. Current close associates
of any member of the award panel are
not eligible.

Submission Period

Nominations for the first Novartis Award in Diabetes
will be accepted from September 11, 1998, through
the deadline, February 16, 1999.

Prize
The winning candidate for each award will receive
a check for US$25,000 from Novartis.

Award Panel

Final decisions will be made by the award

panel members:

Professor Philip Cryer, A/ID, St. Louis

Professor Ele Ferrannini, A/ID, Pisa

Professor Edward Horton, A/ID, Boston

Professor Harold Lebovitz, A/ID, New York

Professor Philippe Passa, A/ID, Paris

Professor Eberhard Standi, A/ID, A/lunich

Award Presentation

Presentation will take place at the time of the
American Diabetes Association annual meeting
in June 1999.

All candidates will receive written
acknowledgment of their nomination.

For Further Information
Contact the award coordinator at Gardiner-Caldwell Communications at +44 1625 664085 or visit the
Novartis Award in Diabetes Web site at www.diabetesaward.novartis.com.

NOVARTIS
NOVARTIS PHARMACEUTICALS CORPORATION ©1998 Novartis Printed in USA 9/98 C-NOV-1002 Printed on recycled paper
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TROGLITAZONE

200,300, AND400MG TABLETS

Synergy in combinat ion wi th su l fony lureas

The first and only PPAR-gamma Activator—Unlocks ifwulin resistance

• Synergy that works with diet and exercise at every"Stage

• Indicated for concomitant use with a sulfonylurea or insulin or as monotherapy,
as an adjunct to diet and exercise, in type 2 diabetes

Rezulin may be used concomitantty with a sulfonylurea or insulin to improve glycemic control. Rezulin, as monotherapy, is indicated as an adjunct to diet and exercise to lower
blood glucose in patients with type 2 diabetes. Rezulin should not be used as monotherapy in patients previously well controlled on sulfonylurea therapy. For patients
inadequately controlled with a sulfonylurea alone, Rezulin should be added to, not substituted for, the sulfonylurea.
Management of type 2 diabetes should also include diet control, weight loss, and exercise, which are essential for proper treatment
In a clinical study with Rezulin in combination with glyburide, these improvements in glycemic control were associated with mean weight gains of 5.8 to 13.1 pounds. To
eliminate weight as a confounding factor in this study, patier ' ' ~
there were no clinically significant changes in weight.

patients had been instructed to follow a diet to maintain current weight. In studies of Rezulin as monotherapy,

Prior to initiation of Rezulin therapy, correctable causes of poor glycemic control should be sought and treated. Rezulin should not be used in type 1 diabetes or for the
treatment of diabetic ketoacidosis.
Rare cases of severe idiosyncratic hep
very rare cases of hepatic failure, leani
Serum transaminase levels should be checked at the start of therapy, monthly for the first 8 months of therapy, every 2 months for the remainder of the first year of Rezulin
h p y , d periodically thereafter. Rezulin therapy should not be initiated if the patient exhibits clinical evidence of active liver disease or increased serum transaminase

levels (ALT >i.5 times the upper limit of normal). Liver function tests also should be obtained for patients at the first symptoms suggestive of hepatic dysfunction, eg, nausea,
iti b d i l i f t i i d k i If i l l d t l i d (ALT 15 2 ti th l i f l) li f i

patocellular injury have been reported during marketed use (see Adverse Reactions). The hepatic injury is usually reversible, but
ning to death or liver transplant nave been reported. Injury has occurred after both short- and long-term troglitazone treatment

Seum t a s a
therapy, and
l l ALT( pp ) p y p gg p y , g,
vomiting, abdominal pain, fatigue, anorexia, dark urine. If serum transaminase levels are moderately increased (ALT >1.5 to 2 times the upper limit of normal), liver function
tests should be repeated within a week and then weekly until the levels return to normal. If at any time a patient has jaundice or ALT rises above 3 times the upper limit
of normal, Rezulin should be discontinued.

Please see following page for Brief Summary of full Prescribing Information, including Hepatic boxed WARNING.
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810078
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WARNINGS
Hepatic
Rare cases of severe idiosyncratic hepatocellular injury have been reported during marketed use (see ADVERSE REAC-
TIONS). The hepatic injury is usually reversible, but very rare cases of hepatic failure, leading to death or liver transplant,
have been reported. Injury has occurred after both short- and long-term troglitazone treatment.
During all clinical studies in North America, a total of 48 of 2510 (1.9%) Rezulin-treated patients and 3 of 475 (0.6%) placebo-
treated patients had ALT levels greater than 3 times the upper limit of normal. Twenty of the Rezulin-treated and one of the
placebo-treated patients were withdrawn from treatment. Two of the 20 Rezulin-treated patients developed reversible jaun-
dice; one of these patients had a liver biopsy which was consistent with an idiosyncratic drug reaction. An additional
Rezulin-treated patient had a liver biopsy which was also consistent with an idiosyncratic drug reaction. {See ADVERSE
REACTIONS, Laboratory Abnormalities.)
Serum transaminase levels should be checked at the start of therapy, monthly for the first eight months of therapy, every
two months for the remainder of the first year of Rezulin therapy, and periodically thereafter. Rezulin therapy should not be
initiated if the patient exhibits clinical evidence of active liver disease or increased serum transaminase levels (ALT>15
times the upper limit of normal). Liver function tests also should be obtained for patients at the first symptoms suggestive of
hepatic dysfunction, eg, nausea, vomiting, abdominal pain, fatigue, anorexia, dark urine. If serum transaminase levels are
moderately increased (ALTM.5 to 2 times the upper limit of normal), liver function tests should be repeated within a week
and then weekly until the levels return to normal. If at any time a patient has jaundice or ALT rises above 3 times the upper
limit of normal, Rezulin should be discontinued.

BRIEF SUMMARY
Consult Package Insert for full Prescribing Information.
INDICATIONS AND USAGE
Rezulin may be used concomitantly with a sulfonylurea or insulin to improve glycemic control. Rezulin, as monotherapy, is indi-
cated as an adjunct to diet and exercise to lower blood glucose in patients with type II diabetes (see DOSAGE AND ADMINIS-
TRATION in Package Insert for full Prescribing Information). Rezulin should not be used as monotherapy in patients previously
well-controlled on sulfonylurea therapy. For patients inadequately controlled with a sulfonylurea alone, Rezulin should be
added to, not substituted for, the sulfonylurea.
Management of type II diabetes should include diet control. Caloric restriction, weight loss, and exercise are essential for the
proper treatment of the diabetic patient. This is important not only in the primary treatment of type II diabetes, but in maintain-
ing the efficacy of drug therapy. Prior to initiation of Rezulin therapy, secondary causes of poor glycemic control, eg, infection
or poor injection technique, should be investigated and treated.
CONTRAINDICATIONS
Rezulin is contraindicated in patients with known hypersensitivity or allergy to Rezulin or any of its components.
WARNINGS
SEE BOXED WARNING.
PRECAUTIONS
General
Because of its mechanism of action, Rezulin is active only in the presence of insulin. Therefore, Rezulin should not be used in
type I diabetes or for the treatment of diabetic keto-acidosis.
Hypoglycemia: Patients receiving Rezulin in combination with insulin or oral hypoglycemic agents may be at risk for hypo-
glycemia and a reduction in the dose of the concomitant agent may be necessary. Hypoglycemia has not been observed dur-
ing the administration of Rezulin as monotherapy and would not be expected based on the mechanism of action.
Ovulation: In premenopausal anoyulatory patients with insulin resistance, Rezulin treatment may result in resumption of ovu-
lation. These patients may be at risk for pregnancy.
Hematologic: Across all clinical studies, hemoglobin declined by 3 to 4% in troglitazone-treated patients compared with 1 to
2% in those treated with placebo. White blood cell counts also declined slightly in troglitazone-treated patients compared to
those treated with placebo. These changes occurred within the first four to eight weeks of therapy. Levels stabilized and
remained unchanged for up to two years of continuing therapy. These changes may be due to the dilutional effects of
increased plasma volume and have not been associated with any significant hematologic clinical effects (see ADVERSE REAC-
TIONS, Laboratory Abnormalities).
Use in Patients With Heart Failure
Heart enlargement without microscopic changes has been observed in rodents at exposures of parent compound and active
metabolite exceeding 7 times the AUC of the 400 mg human dose (see PRECAUTIONS, Carcinogenesis, Mutagenesis,
Impairment of Fertility, and Animal Toxicology). Serial echocardiographic evaluations in monkeys treated chronically at expo-
sures at 4-9 times the human exposure to parent compound and active metabolite at the 400 mg dose did not reveal changes
in heart size or function. In a 2-year echocardiographic clinical study using 600 to 800 mg/day of Rezulin in patients with type II
diabetes, no increase in left ventricular mass or decrease in cardiac output was observed. The methodology employed was
able to detect a change of about 10% or more in left ventricular mass.
In animal studies, troglitazone treatment was associated with increases of 6% to 15% in plasma volume. In a study of 24 normal
volunteers, an increase in plasma volume of 6% to 8% compared to placebo was observed following 6 weeks of troglitazone
treatment.
No increased incidence of adverse events potentially related to volume expansion (eg, congestive heart failure) have been
observed during controlled clinical trials. However, patients with New York Heart Association (NYHA) Class III and IV cardiac
status were not studied during clinical trials. Therefore, Rezulin is not indicated unless the expected benefit is believed to out-
weigh the potential risk to patients with NYHA Class III or IV cardiac status.
Information for Patients
Rezulin should be taken with meals. If the dose is missed at the usual meal, it may be taken at the next meal. If the dose is
missed on one day, the dose should not be doubled the following day.
It is important to adhere to dietary instructions and to regularly have blood glucose and glycosylated hemoglobin tested.
During periods of stress such as fever, trauma, infection, or surgery, insulin requirements may change and patients should
seek the advice of their physician.
Patients who develop nausea, vomiting, abdominal pain, fatigue, anorexia, dark urine or other symptoms suggestive of hepat-
ic dysfunction or jaundice should immediately report these signs or symptoms to their physician. Patients should be informed
that blood will be drawn to check their liver function at the start of therapy, monthly for the first eight months of therapy, every
two months for the remainder of the first year of Rezulin therapy, and periodically thereafter.
When using combination therapy with insulin or oral hypoglycemic agents, the risks of hypoglycemia, its symptoms and treat-
ment, and conditions that predispose to its development should be explained to patients and their family members.
Use of Rezulin can cause resumption of ovulation in women taking oral contraceptives and in patients with polycystic ovary
disease. Therefore, a higher dose of an oral contraceptive or an alternative method of contraception should be considered.
Rezulin may affect other medications used in diabetic patients. Patients started on Rezulin should ask their physician to review
their other medications to make sure that they are not affected by Rezulin.
Drug Interactions
Oral Contraceptives: Administration of Rezulin with an oral contraceptive containing ethinyl estradiol and norethindrone
reduced the plasma concentrations of both by approximately 30%, which could result in loss of contraception. Therefore, a
higher dose of oral contraceptive or an alternative method of contraception should be considered.
Terfenadine: Coadministration of Rezulin with terfenadine decreases the plasma concentration of both terfenadine and its
active metabolite by 50-70% and may result in decreased efficacy of terfenadine.
Cholesryramine: Concomitant administration of cholestyramine with Rezulin reduces the absorption of troglitazone by 70%;
thus, coadministration of cholestyramine and Rezulin is not recommended.
Glyburide: Coadministration of Rezulin and glyburide does not appear to alter troglitazone or glyburide pharmacokinetics.
Digoxin: Coadministration of Rezulin with digoxin does not alter the steady-state pharmacokinetics of digoxin.
Warfarin: Rezulin has no clinically significant effect on prothrombin time when administered to patients receiving chronic war-
farin therapy.
Acetaminophen: Coadministration of acetaminophen and Rezulin does not alter the pharmacokinetics of either drug.
Metformin: No information is available on the use of Rezulin with metformin.
Ethanol: A single administration of a moderate amount of alcohol did not increase the risk of acute hypoglycemia in Rezulin-
treated patients with type II diabetes mellitus.
The above interactions with terfenadine and oral contraceptives suggest that troglitazone may induce drug metabolism by
CYP3A4. Studies have not been performed with other drugs metabolized by this enzyme such as: astemizole, calcium channel
blockers, cisapride, corticosteroids, cyclosporine, HMG-CoA reductase inhibitors, tacrolimus, triazolam, and trimetrexate.

The possibility of altered safety and efficacy should be considered when Rezulin is used concomitantly with these drugs.
Patients stable on one or more of these agents when Rezulin is started should be closely monitored and their therapy
adjusted as necessary.
Carcinogenesis, Mutagenesis, Impairment of Fertility
Troglitazone was administered daily for 104 weeks to male rats at 100,400, or 800 mg/kg and to female rats at 25,50, or 200
mg/kg. No tumors of any type were increased at the low and mid doses. Plasma drug exposure based on AUC of parent com-
pound and total metabolites at the low and mid doses was up to 24-fold higher than human exposure at 400 mg daily. The high-
est dose in each sex exceeded the maximum tolerated dose. In a 104-week study in mice given 50,400, or 800 mg/kg, incidence
of hemangiosarcoma was increased in females at 400 mg/kg and in both sexes at 800 mg/kg; incidence of hepatocellular car-
cinoma was increased in females at 800 mg/kg. The lowest dose associated with increased tumor incidence (400 mg/kg) was
associated with AUC values of parent compound and total metabolites that were at least 2-fold higher than the human expo-
sure at 400 mg daily. No tumors of any type were increased in mice at 50 mg/kg at exposures up to 40% of that in humans at 400
mg daily, based on AUC of parent compound and total metabolites.
Troglitazone was neither mutagenic in bacteria nor clastogenic in bone marrow of mice. Equivocal increases in chromosome
aberrations were observed in an in vitro Chinese hamster lung cell assay. In mouse lymphoma cell gene mutations assays,
results were equivocal when conducted with a microtiter technique and negative with an agar plate technique. A liver
unscheduled DNA synthesis assay in rats was negative.
No adverse effects on fertility or reproduction were observed in male or female rats given 40,200, or 1000 mg/kg daily prior to
and throughout mating and gestation. AUC of parent compound at these doses was estimated to be 3- to 9-fold higher than the
human exposure.
Animal Toxicology
Increased heart weights without microscopic changes were observed in mice and rats treated for up to 1 year at exposure
(AUC) of parent and active metabolite exceeding 7 times the human AUC at 400 mg/day. These heart weight increases were
reversible in 2- and 13-week studies, were prevented by coadministration of an ACE inhibitor, and 14 days of troglitazone
administration to rats did not affect left ventricular performance. In the lifetime carcinogenicity studies, microscopic changes
were noted in the hearts of rats but not in mice. In control and treated rats, microscopic changes included myocardial inflam-
mation and fibrosis and karyomegaly of atrial myocytes. The incidence of these changes in drug-treated rats was increased
compared to controls at twice the AUC of the 400 mg human dose.
Pregnancy
Pregnancy Category 8. Troglitazone was not teratogenic in rats given up to 2000 mg/kg or rabbits given up to 1000 mg/kg dur-
ing organogenesis. Compared to human exposure of 400 mg daily, estimated exposures in rats (parent compound) and rabbits
(parent compound and active metabolite) based on AUC at these doses were up to 9-fold and 3-fold higher, respectively. Body
weights of fetuses and offspring of rats given 2000 mg/kg during gestation were decreased. Delayed postnatal development,
attributed to decreased body weight, was observed in offspring of rats given 40,200, or 1000 mg/kg during late gestation and
lactation periods; no effects were observed in offspring of rats given 10 or 20 mg/kg.
There are no adequate and well-controlled studies in pregnant women. Rezulin should not be used during pregnancy unless
the potential benefit justifies the potential risk to the fetus.
Because current information strongly suggests that abnormal blood glucose levels during pregnancy are associated with a
higher incidence of congenital anomalies as well as increased neonatal morbidity and mortality, most experts recommend that
insulin be used during pregnancy to maintain blood glucose levels as close to normal as possible.
Nursing Mothers
It is not known whether troglitazone is secreted in human milk. Troglitazone is secreted in the milk of lactating rats. Because
many drugs are excreted in human milk, Rezulin should not be administered to a breast-feeding woman.
Pediatric Use
Safety and effectiveness in pediatric patients have not been established.
Geriatric Use
Twenty-two percent of patients in clinical trials of Rezulin were 65 and over. No differences in effectiveness and safety were
observed between these patients and younger patients.
ADVERSE REACTIONS
Two patients in the clinical studies developed reversible jaundice; one of these patients had a liver biopsy which was consis-
tent with an idiosyncratic drug reaction. An additional patient had a liver biopsy which was also consistent with an idiosyn-
cratic drug reaction. Symptoms that are associated with hepatic dysfunction or hepatitis have been reported, including:
nausea, vomiting, abdominal pain, fatigue, anorexia, dark urine, abnormal liver function tests (including increased ALT, AST,
LDH, alkaline phosphatase, bilirubin). Also see WARNINGS.
The overall incidence and types of adverse reactions reported in placebo-controlled clinical trials for Rezulin-treated patients
and placebo-treated patients are shown in Table 1. In patients treated with Rezulin in glyburide-controlled studies (N=550) or
uncontrolled studies |N=510), the safety profile of Rezulin appeared similar to that displayed in Table 1. The incidence of with-
drawals during clinical trials was similar for patients treated with placebo or Rezulin (4%).

TABLE 1. North American Placebo-Controlled Clinical Studies:
Adverse Events Reported at a Frequency > 5% of Rezulin-Treated Patients

% of Patients

Infection
Headache
Pain
Accidental Injury
Asthenia
Dizziness
Back Pain

Placebo
N = 492

22
11
14
6
5
5
4

Rezulin
N = 1450

18
11
10
8
6
6
6

Nausea
Rhinitis
Diarrhea
Urinary Tract Infection
Peripheral Edema
Pharyngitis

Placebo
NM92

4
7
6
6
5
4

Rezulin
N = 1450

6
5
5
5
5
5

Types of adverse events seen when Rezulin was used concomitantly with insulin (N=543) were similar to those during Rezulin
monotherapy (N=1731), although hypoglycemia occurred on insulin combination therapy (see PRECAUTIONS).
Laboratory Abnormalities
Hematologic: Small decreases in hemoglobin, hematocrit, and neutrophil counts (within the normal range) were more common
in Rezulin-treated than placebo-treated patients and may be related to increased plasma volume observed with Rezulin treat-
ment. Hemoglobin decreases to below the normal range occurred in 5% of Rezulin-treated and 4% of placebo-treated patients.
Lipids: Small changes in serum lipids have been observed (see CLINICAL PHARMACOLOGY, Pharmacodynamics and Clinical
Effects in Package Insert for full Prescribing Information).
Serum Transaminase Levels: During all clinical studies in North America, a total of 48 of 2510|1.9%) Rezulin-treated patients
and 3 of 47510.6%) placebo-treated patients had ALT levels greater than 3 times the upper limit of normal. During controlled
clinical trials, 2.2% of Rezulin-treated patients had reversible elevations in AST or ALT greater than 3 times the upper limit of
normal, compared with 0.6% of patients receiving placebo. Hyperbilirubinemia (>1.25 upper limit of normal) was found in 0.7%
of Rezulin-treated patients compared with 1.7% of patients receiving placebo. In the population of patients treated with
Rezulin, mean and median values for bilirubin, AST, ALT, alkaline phosphatase, and GGT were decreased at the final visit
compared with baseline, while values for LDH were increased slightly (see WARNINGS).
Postintroduction Reports
Adverse events associated with Rezulin that have been reported since market introduction, that are not listed above, and for
which causal relationship to drug has not been established include the following: congestive heart failure, weight gain, edema,
fever, abnormal lab tests including increased CPK and creatinine, hyperglycemia, syncope, anemia, malaise.
Rx only
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59th SCIENTIFIC SESSIONS
June 19 - 22,1999 San Diego, CA

ABSTRACT PREPARATION GUIDELINES

1. Abstracts must be received at the Association's National Center
by Thursday, January 7, 1999.

2. Abstracts are not eligible if the paper has been presented at
another national or international meeting or has been accepted for
publication before the abstract submission deadline and will be
published prior to the 59th Scientific Sessions. Failure to notify the
Association of the publication of an abstract will result in a morato-
rium on the submission of abstracts for all authors appearing on the
abstract in question for one year.

3. The printed abstract should be submitted on the original forms
A and B found in this packet. Visit ADA's web site at
www.diabetes.org/am99 for on-line submisson information begin-
ning in mid-September. Abstracts cannot be submitted via fax

4. An individual (member or non-member) may appear on four
abstracts as an author, but may only appear as first author on two
abstracts. A member may appear as author, co-author, or sponsor.
A non-member may appear as author or co-author, but not as a
sponsor. Authors are not required to be members of the Association.

5. Originality of work, adequacy of data, and clarity of exposition
are the determinants in the selection of abstracts. Make abstracts
as informative as possible, including a brief statement of the purpose
of the study or why it was done, the methods or what was done, the
results observed, and the author(s)' conclusions based upon the
results. Actual data should be summarized. It is inadequate to state
"The results will be discussed" or "The data will be presented."
Tables may be used to present data (refer to #18 in the instructions)

6. The final decision with respect to selection, programming, and/
or publication of any abstract will be made by the Association's
Scientific Sessions Meeting Committee.

7. Accepted abstracts will be printed as submitted. Changes to
abstracts will not be accepted after submission. They should be
carefully written and edited prior to submission.

8. For additional abstract packets, or if you have questions about
completing the abstract form, contact Sandy DeVault, American
Diabetes Association, 1660 Duke Street, Alexandria, V A 22314-3447,
USA; phone: 703/299-2096; FAX: 703/549-1715;
E-mail: sdevault@diabetes.org.

9. Oral presentations at the Scientific Sessions will be limited to ten
minutes each to allow time for discussion.

10. Expenses associated with the submission and presentation of the
abstract are the responsibility of the presenter.

11. Presenters must pay the registration fee for attendance at the
Scientific Sessions. Presenters will be able to register at pre-
registration rates but should plan to register early. Do not wait for
abstract results before registering. For more information on regis-
tration, contact the Meeting Services Department, American Diabe-
tes Association, 1660 Duke Street, Alexandria, VA 22314-3447, USA;
phone: (703) 549-1500, ext. 2516 or 2271; FAX: (703)683-1351;
E-mail: meetings@diabetes.org.

U inJiS lrvJimuJ§)

12. Accepted abstracts will be reproduced as submitted for publi-
cation in the 59th Abstract Book, the May supplement to Diabetes.
We recommend using a font no smaller than 10 points.

13. The text must be clear, within the border of the form, and limited
to the space provided. Use only a typewriter or laser printer, as the
quality of dot matrix printers varies considerably. Those with text
exceeding the border will not be accepted. Text glued or taped inside
the border will be accepted. Please use the following tips when
printing your abstract:

• If typed, use carbon ribbon or slightly used black silk ribbon (new
ribbons smudge, old ones reproduce too faintly). Practice typing
the abstract in a rectangle 4 3/16" (10.64 cm)X 6 3/16" (15.42cm)
before using the original form.

• If using a laser printer, please note that the page size of the form
is not standard. A left margin of 1.15" (2.92 cm) and a right margin
of 3.35" (8.51 cm) should keep the text within the border. Practice
printing the abstract with these margins before using the original
form.

14. Abstract headings must follow a specified format. The format
is as follows (refer to the example below):

a. Headings should begin to the immediate right of the box located
in the upper left corner of the abstract area.

b. The first letters of major words in the title should be capitalized.
Do not use subtitles (e.g., Methods, Results) in the abstract body.

c. Author(s)1 complete first and last name(s) should be listed and
capitalized. Authors who appear on more than one abstract should
list their names the same way on all.

d. Author(s) who are members of the Association's Professional
Section must be indicated by an asterisk (*) after their name. No other
identifying marks are permissible except as noted in "e." below.

e. Author(s) who indicate "yes" on the Duality of Interest
Disclosure Form (see pg. 6) must include a notation after their
name(s). Use the following to indicate the type of duality: 1= any
significant financial interest or other relationship with the
manufacturer(s) of any commercial product(s) and/or providers(s) of
commercial services discussed in the educational presentation; 2 =
any significant financial interest or other relationship with any
commercial supporters of the activity.

f. Do not list credentials, degrees, academic title(s) (e.g., MD, RN,
RD), departments, divisions, or institutional affiliation(s) on the
abstract form.

g. Include city and state (postal abbreviations) or country of origin
of work; do not include street address and zip code.

Example of abstract heading:

• Regulation of Insulin Receptor Signaling Pathways.
JOHN JONES', JANE A. DOE*, ADAM SMITH2, MARY

BROWN2, Alexandria, VA

- 1 -



15. The first line of the text of the abstract and first line of any
subsequent paragraphs should be indented three spaces.

16. The use of standard abbreviations is requested. Examples
include kg,g,mg,ml,L(liter),meq,m(meter),mM(millimolesperliter),
/(per), and % (percent). Place special or unusual abbreviations in
parentheses after the full word the first time it appears, then use the
abbreviation throughout the rest of the abstract. Use numerals to
indicate numbers, except when beginning sentences.

17. Nonproprietary (generic) names should be used the first time a
drug is mentioned and typed in lowercase letters; names are always
capitalized, for example, aspirin (Bufferin).

18. Simple tables or special symbols may be included if they fit within
the border of the form. Data that cannot be typed should be drawn
in India ink.

19. Do not include references, credits, or grant support information
in the abstract.

20. The Scientific Sessions Meeting Committee will consider presen-
tation preference when planning the program. An abstract marked
as "Only" (see Forms, pages 3 & 5) indicates the authors do not want
an abstract considered for any other type of presentation. However,
if an abstract is marked as "Oral Only" and is not selected for an oral
presentation, the committee may place the abstract in a poster
session. Marking an abstract as "Oral Only" will not guarantee its
selection for the program. The author's wishes will be followed if
possible but are not guaranteed. The Committee has the final
decision.

21. Categories for the 59th Scientific Sessions are located on
page 4. Indicate the appropriate category under which you wish to
have the abstract reviewed on both Form A and Form B. The
Scientific Sessions Meeting Committee reserves the right to move
an abstract that has been inappropriately categorized without noti-
fying the author(s).

22. The signature of an active member of the Professional Section
of the American Diabetes Association is required to validate the
abstract. Members who sponsor non-members should verify that
the latter are conforming to the rules. A member is not limited to the
number of abstracts he/she can sponsor.

23. All authors must read and sign the Duality of Interest form (page
6) and this form must be included with each abstract submitted.
Please refer to #14e for instructions on noting dualities on the
abstract form. Duality forms do not have to be originals, they may
be faxed to authors for signature,but all authors must sign a duality
form for each abstract they submit.

24. Provide the correct information requested for the corresponding
author. Only the corresponding author will receive notification of
abstract status by the end of March, 1999. (#28).

25. If the research presented in this abstract has been supported, in
whole or in part, by a grant from the American Diabetes Association,
please check the appropriate box on Form A. Accepted abstracts,
with Association funding, will be highlighted in the Final Program
of the 59th Scientific Sessions. The response provided to this
question will not affect the acceptance of abstracts for the 59th
Scientific Sessions.

26. Before mailing an abstract submission, use the checklist on
page 7 to confirm that all instructions have been followed and all
items have been included in the submission packet.

27. For acknowledgment that an abstract was received by the
Association, you must provide a self-addressed, US stamped
postal card addressed to the corresponding author. The reverse
side of the card should indicate the title of the abstract.
Confirmation of receipt will not be made by phone.

28. A letter of notification and appropriate accompanying materials
will be mailed only to the corresponding author by the end of March,
1999. fftos® dlo moil oflfl ADA rega raising tlUne stetos ©(Fyoaoir

riiO IS. in addition, all international correspondence will
be sent by Internet E-mail or fax if correct numbers and addresses are
included on Form A.

29. A non-refundable processing fee of US $40.00 and a completed
payment form (see page 7) must accompany each abstract submitted
to the American Diabetes Association. Payment must be in the form
of a check or credit card. Checks must be in U.S. funds and drawn
on a U.S. bank, and made payable to the American Diabetes
Association. Major credit cards (American Express, VISA,
MasterCard) are also accepted. Purchase orders or money orders will
not be accepted.

30. The review of abstracts is blinded, therefore two forms must be
submitted: one (1) for publication (Form A) with the title and
author(s)' name(s) within the border of the form, and one (1) for
review (Form B) without author information. Please refer to Abstract
Forms A and B on pages 3 and 5 for further instructions.

31. Five (5) copies of the front only of both Form A and Form B must
also be provided for processing.

32. Do not fold the originals or copies. They should be mailed FIRST
CLASS, AIR MAIL, or by express mail and should be addressed as
follows: Scientific Sessions Meeting Committee, American Diabe-
tes Association, 1660 Duke Street, Alexandria, VA 22314-3447, USA.
When shipping express mail, do not ship for a Saturday arrival.
Abstracts submitted via fax cannot and will not be accepted for
review.

33. Late-breaking research abstracts will be peer-reviewed, and only
those deemed highly meritorious will be accepted for presentation.
Selected abstracts will be presented during the President's Poster
Session. "Late-breaking research" abstracts will not be published
in the Abstract Book, nor will they appear in the Final Program
because of printing deadlines, but a list of the accepted abstracts will
be included in the registration materials for each attendee. Authors
should use the forms and follow instructions found in this packet.
The appropriate box on Form A must be check marked, and all
submissions must be received by April 23, 1999. The processing fee
for abstracts in this classification is $50. "Late-breaking research"
abstracts must be sent to the attention of Sandy DeVault, American
Diabetes Association, 1660 Duke Street, Alexandria, VA 22314-3447
USA. Notification of abstract status will be provided no later than
May 17,1999.

- 2 -
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Date Rec'd

Abstract No.

Duality?

Mean Score

©me

Y

PMT?

N Signed? Y N

11 A
(For publication)

CHECK ONE (See#20):

Q Poster Session I
Preferred

Oral Session
Preferred

Q Poster Session LJ Oral Only
Only

• No Preference

The author's wishes will be followed if possible.

• I am submitting this abstract after
January 6,1999 as "late-breaking
research" (See #33).

Abstract Category Number:
(Categories are listed on page 4)

IMPORTANT

This form must be signed by an active member
of the Professional Section of the American
Diabetes Association.

The instructions on pages 1 and 2 must be
followed exactly for abstracts to be considered
for review.

The sponsoring member agrees that the mate-
List family name, first name, middle initial, credentials/degrees, address r i a I submitted herein conforms with the in-
(including city/state/country/zip), and telephone/fax numbers of author who structions on pages 1 and 2.
should receive correspondence (please type or print):

Family Name_

First Name

MEMBER SIGNATURE

MI
PRINTED NAME

Credentials/Degrees_

Institution

Department

Street Address_

City State Country_

Phones (include area code/country/city code): Work:_

_Zip Code/Postal Code_

Fax:

Has this research been supported, in whole or in part, by a grant from the American Diabetes Association?_ N

Internet E-mail address: (International submitters must include for timely notification)
59th SS
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AREA BLANK

iESTRACT CATEGORIES

Select one two-digit category number and enter it on the appropriate line on both Abstract Form A and Abstract Form B:

01 Clinical Diabetes, Other
02 Clinical Diabetes: Therapeutics/

New Technology
03 Complications, Hypoglycemia
04 Complications, Macrovascular
05 Complications, Nephropathy
06 Complications, Neuropathy
07 Complications, Ocular
08 Diabetes Education
09 Epidemiology

10 Exercise
11 Foot Care/Lower Extremities
12 Genes and Genetics
13 Health Care Delivery/Economics
14 Hormones, Not Insulin
15 Immunology
16 Insulin Action
17 Insulin Biology:

Signal/Synthesis/Secretion
18 Lipids/Lipoproteins

- 4 -

19 Metabolism: CellularPhysiology
20 Metabolism, in vivo, animals
21 Metabolism, in vivo, humans
22 Nutrition/Obesity
23 Obesity: Pathophysiology
24 Pregnancy
25 Psychosocial/Behavioral

Medicine
26 SignalTransduction
27 Transplantation and Cell

Engineering
59th SS



ONLY TYPE ABSTRACT TJITLE AND ABSTRACT WETMEN 1EOX;

BO NOT TYPE AUTMOJifS)'NAMES Oli LOCATION

Type only title
to rijrfitof box

FOK GCT'K'iE I'SK OMD.Y

Abstract No.

7\

(For review)

CHECK ONE (See#20):

• Poster Session [
Preferred

Oral Session
Preferred

n Poster Session n Oral Only
Only

• No Preference

The author's wishes will be followed if possible.

m I am submitting this abstract after
January 6,1999 as "late-breaking re-
search" (See #33).

Abstract Category Number:
(Categories are listed on page 4)

Keywords:
1.

Amgoicain) UDoalbgttes AssocnaScomi's Mondledl abstract! review process:
All abstracts submitted to the American Diabetes Association are peer-reviewed through a "blinded" review process. Reviewers are provided
copies of the abstract form on this page (Abstract Form B). Please be certain that Abstract Form B does not include the author(s)' names or
location(s). Be sure to indicate your presentation preference and the abstract category number on Abstract Form B as you have done on Abstract
Form A. Abstract forms which do not comply with these guidelines or instructions on pages 1 and 2 will not be submitted for review. SeeAbstract
Form B sample format below.

ONLY TYPE ABSTRACT TITLE AND ABSTRACT WITHIN BOX;
DO NOT TYPE AUTHOR(S)' NAPLES OR LOCATION

Type only title
to riyhtof box

Abstract data....

Insulin-Mediated Mitogenic Signal Transduction Requires
IRS-1.

59th SS
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As a provider of continuing medical education credits accredited by the ACCME, VNA, and ACPE, the American
Diabetes Association must ensure balance, independence, objectivity, and scientific rigor in all its individually sponsored or
jointly sponsored educational activities. All presenters participating in a sponsored activity are expected to disclose to the
activity audience any significant financial interest or other relationship (1) with the manufacturer(s) of any commercial
product(s) and/or provider(s) of commercial services discussed in an educational presentation and (2) with any
commercial supporters of the activity. Significant financial interest or other relationship includes: employment (full or part-
time); membership on the board of directors of any fiduciary relationship; membership on a scientific advisory panel, or
other standing scientific/medical committee; stock ownership (shares of stock directly owned or controlled, including those
owned or controlled by an immediate family member); all consultative or advisory arrangements for which monetary
compensation is received; and grants/research support.

The intent of this disclosure is not to prevent a presenter with a significant financial or other relationship from making a
presentation, but rather to provide listeners with information on which they can make their own judgments. It remains for
the audience to determine whether the presenter's interests or relationships may influence the presentation with regard to
exposition or conclusion. Each author listed on an abstract must complete and return one of these forms.
An author may decline to complete this form, and, in that event, cannot have his/her name on the abstract.

TITLE OF THE ACTIVITY: 59TH ANNUAL SCIENTIFIC SESSIONS DATE: JUNE 19-22, 1999

ABSTRACT AUTHOR NAME:

TITLE OF ABSTRACT:

PLEASE COMPLETE BOTH SECTIONS I AND II:
I. Will your presentation include discussion of any commercial products or services that might be

perceived as a duality of interest?
Yes No (If No, skip to question II)
If YES, do you have a financial interest or other relationship with the manufacturer(s)
of any of the products or provider(s) of any of the services you intend to discuss?

Yes No
If YES, please list the manufacturer(s) or provider(s) and describe the nature of the
relationship(s):

II. Do you have a relationship(s) with the commercial supporter(s) of this activity?
Yes No {Answer "no" unless you have been notified of commercial support for this activity).
If YES, please list the relevant commercial supporter(s) and describe the nature of the
relationship(s):

Signature Date

•.8!'.ceasco [plk^oscsjpy filaiis ftbirmm suadi c

ADA will disclose the existence of any significant financial interest or other relationship in the Abstract Book and final
program.

rsssiratottnoim (ADH slbsttirgictJs&ir©

e a c c e p t e d ! Coir pirescs^ttsiScoini])?oir^^)DcnfTDaDeinic©ttlb©ir<gvD©iyyofTttDncgsi!bstJirsi<s(ts
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ABSTRACT PREPALUTEON CMECKLEST

Two original abstract forms must be submitted as indicated in the Instruc-
tions for Preparation of Abstracts on Forms A and B (see #3).

Before mailing, please check your abstract submission for the following:

Few both Abstmd Form A ami Abstract IFonn IB;

• Is the submission on original abstract forms? (#3)

• Does the heading of the abstract begin to the right of the box located in
the left corner of the abstract border, and is the text of the abstract within
the border? (#13,#14a)

Q Are the first letters of major words in the title capitalized? (#14b)

D Have the instructions for the body of the abstract been followed, including
indentation, abbreviation, nonproprietary names, tables, and references?
(#15 -#19)

D Has the type of presentation preference been indicated? (Form A, B)

D Has the appropriate category numberbeen filled in? (Form A, B)

Fa? A. bMmct IF mm A:

D Are author(s)' and co-author(s)' names capitalized, and do author(s)'
complete first name(s) precede last name(s), in the heading? (# 14c)

D Has an asterisk(s) been used to designate active member(s) of the
Professional Section of the Association in the heading? (#14d)

D Have appropriate numerals to indicate the existence of an author(s)1

duality been included in the heading? (# 14e)

• Have degrees, academic titles, institutional affiliations, street address, and
zip code not been listed in the heading? (#14f, 14g)

• Has the form been signed by an active member of the Professional Section
of the Association? (#22)

D Has the corresponding author information been provided, i.e., creden
tials, institution, and mailing address, as well as an E-mail address (if
available) and a fax number? (#24, #28)

D Has the question regarding the funding of the abstract's research been
answered? (#25)

FQFA bstmct Form IB;

• Have author(s)' name(s), city(ies) and state(s) been removed from the
heading to "blind" the abstract? (#30)

Fmr sack (abstract a t e s w , kcuve ike faMmvm
mclmied;

eodm bcem

D Has each author read and signed the Duality of Interest form (back of the
original Abstract Form B)? (#23)

• Has a self-addressed, stamped postal card been provided if acknow-
ledgement is desired? (#27)

• Has a processing fee of US $40.00, payable by check to the American
Diabetes Association, been enclosed with a payment form, or, has the
appropriate credit card information on the payment form been com
pleted and signed by the ,credit card holder? (#29)

D Have five copies of the front only of both Form A and Form B been
included in the submission packet? (#31)

D Have the specific instructions for submission of "Late-Breaking
Research" abstracts been followed completely? (#33)

CUT ALONG DOTTED LINE

Include this form with your abstract submission.

Title of Abstract:

Date Rec'

Processed
Bv:

d:

Name of Corresponding Author:

Method of Payment

I have enclosed a check in the amount of $

abstract submitted ~ attach check to this form)

I authorize the American Diabetes Association to charge $

(US$40 regular or US$50 "Late-Breaking" for each

(US$40 regular or US$50 "Late-

Breaking" for each abstract submitted) to my credit card for my abstract processing fee.

| |j American Express | | VISA | ^ M a s t e r c a r d

Card issued in name of (please print):

CardNumber: r~ • • • • • • • • • • • • • • E x p D a t e :

Signature:
59th SS
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4.! i iL FUTURE MEETINGS

MODYs as Paradigm of the Pathogenesis of Type 2 Diabetes
November 5-8, 1998
SunBurst Resort
Scottsdale, Arizona

46th Annual Advanced Postgraduate Course
January 22-24, 1999
Buena Vista Palace Hotel
Orlando, Florida

60th Annual Scientific Sessions
June 10-13,2000
San Antonio, Texas

For more information and registration forms, contact the
American Diabetes Association, Meeting Services Department,

1660 Duke Street, Alexandria, VA 22314-3447 USA;
phone: (703) 549-1500, ext. 2516; fax: (703)683-1351;

E-mail: meetings@diabetes.org
Visit our web site at www.diabetes.org/am99



In type 2 diabetes TURN ON
THE PRANDIAL POWER
A physiological approach
to glycemic control
• First of a new class—the meglitinides
• Effective first-line therapy.
• Synergistic with metformin.
The adverse events profile for PRANDIN was comparable
to that of other classes of oral hypoglycemic agents. The
most common adverse events leading to discontinuation
of PRANDIN therapy were hyperglycemia, hypoglycemia,
and related symptoms. The most common other side
effects reported were cold- and flu-like symptoms,
headache, diarrhea, joint ache, and back pain.

An adjunct to diet and exercise

eTABLETS
INSULIN-RELEASING POWER W H E N YOU NEED IT™

Please see brief summary of prescribing information on adjacent page.



.repaglinideTABLETS

PRANDIN™ (repaglinide tablets) 0.5 mg, 1 mg, and 2 mg

BRIEF SUMMARY: CONSULT PACKAGE INSERT BEFORE PRESCRIBING PRANDIN.

INDICATIONS AND USAGE PRANDIN is indicated as an adjunct to diet and exercise to lower
the blood glucose in patients with type 2 diabetes mellitus (NIDDM) whose hyperglycemia
cannot be controlled satisfactorily by diet and exercise alone. PRANDIN is also indicated for use
in combination with metformin to lower blood glucose in patients whose hyperglycemia cannot
be controlled by exercise, diet, and either repaglinide or metformin alone.
CONTRAINDICATIONS PRANDIN is contraindicated in patients with diabetic ketoacidosis,
with or without coma, in patients with type 1 diabetes, and in patients with known
hypersensitivity to the drug or its inactive ingredients.
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.
PRECAUTIONS Hypoglycemia: All oral blood glucose-lowering drugs are capable of
producing hypoglycemia. Proper patient selection, dosage, and instructions to the patients are
important to avoid hypoglycemic episodes. Hepatic insufficiency may cause elevated
repaglinide blood levels and may diminish gluconeogenic capacity, both of which increase the
risk of serious hypoglycemia. Elderly, debilitated, or malnourished patients, and those with
adrenal, pituitary, or hepatic insufficiency are particularly susceptible to the hypoglycemic
action of glucose-lowering drugs. Hypoglycemia may be difficult to recognize in the elderly and
in 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. The frequency of hypoglycemia is greater in
patients with type 2 diabetes who have not been previously treated with
oral blood glucose-lowering drugs (naive) or whose HbAic is less than
8%. PRANDIN should be administered with meals to lessen the risk of
hypoglycemia.

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 glycemic control may occur. At such times, it may be
necessary to discontinue PRANDIN and administer insulin.
Renal insufficiency: Initial dosage adjustment does not appear
to be necessary, but subsequent increases in PRANDIN
should be made carefully in patients with type 2 diabetes who
have renal function impairment or renal failure requiring
hemodialysis.
Hepatic insufficiency: PRANDIN should be used cautiously in
patients with impaired liver function. Longer intervals
between dose adjustments should be utilized to allow full
assessment of response.
Information for Patients: Patients should be informed of the potential
risks and advantages of PRANDIN and of alternative modes of therapy.
They should also be informed about the importance of adherence to
dietary instructions, of a regular exercise program, and of regular testing
of blood glucose and HbAic.The risks of hypoglycemia, its symptoms and treatment, and
conditions that predispose to its development and concomitant administration of other
glucose-lowering drugs should be explained to patients and responsible family members.
Primary and secondary failure should also be explained. Patients should be instructed to
take PRANDIN before meals (2, 3, or 4 times a day preprandially). Doses are usually
taken within 15 minutes of the meal but time may vary from immediately preceding the meal
to as long as 30 minutes before the meal. Patients who skip a meal (or add an extra
meal) should be instructed to skip (or add) a dose for that meal.
Laboratory Tests: Response to PRANDIN should be monitored by periodic measurements of
fasting blood glucose and glycosylated hemoglobin levels with a goal of decreasing these levels
towards the normal range.
Drug Interactions: In vitro data indicate that repaglinide metabolism may be inhibited by
antifungal agents like ketoconazole and miconazole, and antibacterial agents like erythromycin.
Drugs that induce the cytochrome P-450 enzyme system 3A4 may increase repaglinide
metabolism; such drugs include troglitazone, rifampicin, barbiturates, and carbamazepine. Drug
interaction studies performed in healthy volunteers show that PRANDIN had no clinically
relevant effect on the pharmacokinetic properties of digoxin, theophylline, or warfarin. Co-
administration of cimetidine with PRANDIN did not significantly alter the absorption and
disposition of repaglinide.The hypoglycemic action of oral blood glucose-lowering agents may
be potentiated by certain drugs including nonsteroidal anti-inflammatory agents and other
drugs that are highly protein bound, salicylates, sulfonamides, chloramphenicol, coumarins,
probenecid, monoamine oxidase inhibitors, and beta-adrenergic blocking agents. Certain drugs
tend to produce hyperglycemia and may lead to loss of glycemic control, these drugs include
the thiazides and other diuretics, corticosteroids, phenothiazines, thyroid products, estrogens,
oral contraceptives, phenytoin, nicotinic acid, sympathomimetics, calcium channel blocking
drugs, and isoniazid.
Carcinogenesis, Mutagenesis, and Impairment of Fertility: Long-term carcinogenicity
studies were performed for 104 weeks at doses up to and including 120 mg/kg body
weight/day (rats) and 500 mg/kg body weight/day (mice) or approximately 60 and 125 times
clinical exposure, respectively, on a mg/m2 basis. No evidence of carcinogenicity was found in
mice or female rats. In male rats, there was an increased incidence of benign adenomas of the
thyroid and liver. The relevance of these findings to humans is unclear. The no-effect doses for
these observations in male rats were 30 mg/kg body weight/day for thyroid tumors and 60
mg/kg body weight/day for liver tumors, which are over 15 and 30 times, respectively, clinical
exposure on a mg/m2 basis. Repaglinide was non-genotoxic in a battery of in vivo and in vitro

studies: Bacterial mutagenesis (Ames test), in vitro forward cell mutation assay in V79 cells
(HGPRT), in vitro chromosomal aberration assay in human lymphocytes, unscheduled and
replicating DNA synthesis in rat liver, and in vivo mouse and rat micronudeus tests. Fertility of
male and female rats was unaffected by repaglinide administration at doses up to 80 mg/kg
body weight/day (females) and 300 mg/kg body weight/day (males); over 40 times clinical
exposure on a mg/m2 basis.
Pregnancy: Pregnancy category C.
Teratogenic Effects: Safety in pregnant women has not been established. Repaglinide was
not teratogenic in rats or rabbits at doses 40 times (rats) and approximately 0.8 times (rabbit)
clinical exposure (on a mg/m! basis) throughout pregnancy. PRANDIN should be used during
pregnancy only if it is clearly needed. Many experts recommend that insulin be used during
pregnancy to maintain blood glucose levels as close to normal as possible.
Nonteratogenic Effects: Offspring of rat dams exposed to repaglinide at 15 times clinical
exposure on a mg/m2 basis during days 17 to 22 of gestation and during lactation developed
nonteratogenic skeletal deformities consisting of shortening, thickening, and bending of the
humerus during the postnatal period. This effect was not seen at doses up to 2.5 times clinical
exposure (on a mg/m2 basis) on days 1 to 22 of pregnancy or at higher doses given during days
1 to 16 of pregnancy. Relevant human exposure has not occurred to date and therefore the
safety of PRANDIN administration throughout pregnancy or lactation cannot be established.
Nursing Mothers: In rat reproduction studies, measurable levels of repaglinide were detected
in the breast milk of the dams and lowered blood glucose levels were observed in the pups.
Cross-fostering studies indicated that skeletal changes could be induced in control pups nursed
by treated dams, although this occurred to a lesser degree than those pups treated in utero.
Although it is not known whether repaglinide is excreted in human milk, some oral agents are
known to be excreted by this route. A decision should be made as to whether PRANDIN should
be discontinued in nursing mothers, or if mothers should discontinue nursing. If PRANDIN is
discontinued and if diet alone is inadequate for controlling blood glucose, insulin therapy
should be considered.

Pediatric Use: No studies have been performed in pediatric patients.
Geriatric Use: In repaglinide clinical studies of 24 weeks or greater duration, 415 patients
were over 65 years of age. In one-year, active-controlled trials, no differences were seen
in effectiveness or adverse events between these subjects and those less than 65 other than
the expected age-related increase in cardiovascular events observed for PRANDIN and
comparator drugs. Other reported clinical experience has not identified differences in responses
between the elderly and younger patients, but greater sensitivity of some older individuals to
PRANDIN therapy cannot be ruled out.
ADVERSE REACTIONS In placebo-controlled trials, the adverse events reported in >2% of
PRANDIN patients (n = 352) and with a greater frequency than in the placebo group (n = 108)
and in active-controlled trials in PRANDIN patients (n = 1228) versus glyburide and glipizide

patients (n = 498) were, respectively: hypoglycemia-31%, 7%, 16%, and
20%; URI—16%, 8%, 10%, and 10%; sinusitis-6%, 2%, 3%, and 4%;
rhinitis—3%, 3%, 7%, and 8%; bronchitis-2%, 1%, 6%, and 7%;
nausea-5%, 5%, 3%, and 2%; diarrhea-5%, 2%, 4%, and 6%;
constipation-3%, 2%, 2%, and 3%; vomiting-3%, 3%, 2%, and 1%;
dyspepsia-2%, 2%, 4%, and 2%; arthralgia-6%, 3%, 3%, and 4%; back
pain-5%, 4%, 6%, and 7%; headache-11%, 10%, 9%, and 8%;
paresthesia-3%, 3%, 2%, and 1%; chest pain-3%, 1%, 2%, and 1%;
urinary tract infection-2%, 1 %, 3%, and 3%; tooth disorder—2%, 0%,
< 1 % , and < 1 % ; and allergy—2%, 0%, 1%, and < 1 % . Cardiovascular
events also occur commonly in patients with type 2 diabetes. In one-year
comparator trials, the incidence of individual events was not greater than
1% except for chest pain (1.8%) and angina (1.8%). The overall incidence
of other cardiovascular events (hypertension, abnormal EKG, myocardial
infarction, arrhythmias, and palpitations) was < 1 % and not different for
PRANDIN and the comparator drugs. The incidence of serious cardiovascular
adverse events added together, including ischemia, was slightly higher for
repaglinide (4%) than for the sulfonylurea drugs glyburide and glipizide
(3%) in controlled comparator clinical trials. Cardiac ischemic events
occurred in 2% of patients in each treatment group, and deaths due to
cardiovascular events in 0.1% of the PRANDIN group and 0.04% of the

sulfonylurea group. PRANDIN treatment was not associated with excess mortality rates compared
to rates observed with other oral hypoglycemic agent therapies.
Infrequent adverse events (<1 % of patients): Less common adverse clinical or laboratory
events observed in clinical trials included elevated liver enzymes, thrombocytopenia,
leukopenia, and anaphylactoid reactions (one patient).
OVERDOSAGE In a clinical trial, patients received increasing doses of PRANDIN up to 80 mg
a day for 14 days. There were few adverse effects other than those associated with the
intended effect of lowering blood glucose. Hypoglycemia did not occur when meals were given
with these high doses. Hypoglycemic symptoms without loss of consciousness or neurologic
findings should be treated aggressively with oral glucose and adjustments in drug dosage
and/or meal patterns. Close monitoring may continue until the physician is assured that
the patient is out of danger. Patients should be closely monitored for a minimum of 24 to 48
hours, since hypoglycemia may recur after apparent clinical recovery. There is no evidence that
repaglinide is dialyzable using hemodialysis. Severe hypoglycemic reactions with coma, seizure, or
other neurological impairment occur infrequently but constitute medical emergencies requiring
immediate hospitalization. If hypoglycemic coma is diagnosed or suspected, the patient should be
given a rapid intravenous injection of concentrated (50%) glucose solution. This should be
followed by a continuous infusion of more dilute (10%) glucose solution at a rate that will
maintain the blood glucose at a level above 100 mg/dL.
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