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^ Enhances insulin action in skeletal muscle, adipose tissue, and the liver
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with insulin despite over 30 units per day in multiple injections
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• In clinical trials, significantly lowered fasting serum glucose and HbA,, levels

May reduce or eliminate the need for exogenous insulin while maintaining glycemic control

Side effects comparable to placebo
" Hypoglycemia has not been observed during the administration of Rezulin as monotherapy. Patients receiving Rezulin

in combination with insulin may be at risk for hypoglycemia, and a reduction in the dose of insulin may be necessary

The most common side effects reported in clinical trials were infection (22% placebo vs 18% Rezulin group),
headache (11% placebo vs 11% Rezulin group), and pain (14% placebo vs 10% Rezulin group)
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Rezulin should not be used in Type I diabetes or lor the treatment of diabetic keloacidosis. Rezulin has not been tested in patients with
New York Heart Association (NYHA) Class III and IV cardiac status; therefore, caution is advised in administering Rezulin to these patients.
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U N L O C K S I N S U L I N R E S I S T A N C E
BRIEF SUMMARY
Consult Package Insert for full Prescribing Information.
INDICATIONS AND USAGE
Rezulin is indicated for use in patients with type II diabetes currently on insulin therapy whose hyperglycemia is inade-
quately controlled (HbA,c>8.5%) despite insulin therapy of over 30 units per day given as multiple injections.
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 maintaining 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.
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.
Hepatic: During all clinical studies in North America (N=2510 patients), a total of 20 Rezulin-treated patients were with-
drawn from treatment because of liver function test abnormalities. Two of the 20 patients developed reversible jaun-
dice. Both had liver biopsies which were consistent with an idiosyncratic drug reaction (see ADVERSE REACTIONS,
Laboratory Abnormalities).
Hypoglycemia: Patients receiving Rezulin in combination with insulin may be at risk for hypoglycemia and a reduction
in the dose of insulin may be necessary. Hypoglycemia has not been observed during the administration of Rezulin as
monotherapy and would not be expected based on the mechanism of action.
Ovulation: In premenopausal anovulatory patients with insulin resistance, Rezulin treatment may result in resumption
of ovulation. 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 com-
pared 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 dilu-
tional effects of increased plasma volume and have not been associated with any significant hematologic clinical
effects (See ADVERSE REACTIONS, Laboratory Abnormalities).
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.
When using combination therapy with insulin, the risks of hypoglycemia, its
symptoms and treatment 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 con-
traceptives and in patients with polycystic ovary disease. Therefore, a high-
er 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 medica-
tions 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.
Cholestyramine: 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, but may further decrease fasting
plasma glucose. There are insufficient data on the use of Rezulin with
sulfonylureas to establish the efficacy of this combination.
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 warfarin 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 metab-
olism by CYP3A4. Studies have not been performed with other drugs metabolized by this enzyme such as: astemi-
zole, calcium channel blockers, cisapride, corticosteroids, cyclosporine, HMG-CoA reductase inhibitors,
tacrojimus, 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 ther-
apy 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. Maximum plasma troglitazone AUC values based on parent compound represent exposures 12- and 47-
fold higher for male and female rats, respectively, than human exposure of 400 mg daily. Troglitazone was not car-
cinogenic in male rats at any dose tested. In female rats, there was a statistically significant increase in
sarcomatous tumors at the high dose (47-fold greater than estimated human exposure of parent compound).
However, these findings are of unknown clinical relevance as this dose was associated with excessive mortality and
is considered to have surpassed the maximum tolerated dose. No tumors of any type were increased in rats at 25
and 50 mg/kg at exposures of 5- to 14-fold higher than in humans based on AUC of parent compound. 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 carcinoma was increased in females at 800 mg/kg. The low-
est dose with increased tumor incidence (400 mg/kg) was associated with AUC values of parent compound that
were at least 16-fold higher than the human exposure. No tumors of any type were increased in mice at 50 mg/kg at
exposures 2- to 4-fold higher than in humans based on AUC of parent compound.
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 at these doses was estimated to be 2- to 8-fold higher than the
human exposure.

Pregnancy
Pregnancy Category B. Troglitazone was not teratogenic in rats given up to 2000 mg/kg or rabbits given up to 1000 mg/kg
during organogenesis. Compared to human exposure of 400 mg daily, estimated exposures based on AUC at these doses
were up to 8-fold higher in rats and up to 6-fold higher in rabbits. 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.
Use in Patients With Heart Failure
Heart enlargement without microscopic changes has been observed in rodents at exposures exceeding 14 times the
AUC of the 400 mg human dose. Serial echocardiographic evaluations in monkeys treated chronically at maximum
achievable exposures (3-5 times the human exposure 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 dia-
betes, 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, caution is advised during the administration of

Rezulin to patients with NYHA Class III or IV cardiac status.
ADVERSE REACTIONS
In general, Rezulin is well-tolerated. Two patients in the clinical studies devel-
oped reversible jaundice with findings on liver biopsy consistent with idiosyn-
cratic drug reaction (See PRECAUTIONS, General).
The overall incidence and types of adverse reactions reported in placebo-con-
trolled 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=510j, the safety profile of Rezulin
appeared similar to that displayed in Table 1. The incidence of withdrawals dur-
ing 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
Nausea
Rhinitis
Diarrhea
Urinary Tract Infection
Peripheral Edema
Pharyngitis

Placebo
N = 492

22
11
14
6
5
5
4
4
7
6
6
5
4

Rezulin
N = 1450

18
11
10
8
6
6
6
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 PRE-
CAUTIONS).

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 treatment Hemoglobin decreases to below the normal range occurred in 5% of Rezulin-treat-
ed 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 controlled clinical trials, 2.2% of Rezulin-treated patients had reversible eleva-
tions 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 PRECAUTIONS, General, Hepatic).
DOSAGE AND ADMINISTRATION
The current insulin dose should be continued upon initiation of Rezulin therapy. Rezulin therapy should be initiated at
200 mg once daily in patients on insulin therapy. For patients not responding adequately, the dose of Rezulin should be
increased after approximately 2 to 4 weeks. The usual dose of Rezulin is 400 mg once daily. The maximum recommend-
ed daily dose is 600 mg. It is recommended that the insulin dose be decreased by 10% to 25% when fasting plasma glu-
cose concentrations decrease to less than 120 mg/dL in patients receiving concomitant insulin and Rezulin. Further
adjustments should be individualized based on glucose-lowering response. Rezulin should be taken with a meal.
Patients With Renal Insufficiency
Dose adjustment in patients with renal insufficiency is not required (See CLINICAL PHARMACOLOGY,
Pharmacokinetics and Drug Metabolism in package insert for full prescribing information).
Patients With Hepatic Impairment
Rezulin should be used with caution in patients with hepatic disease (See CLINICAL PHARMACOLOGY,
Pharmacokinetics and Drug Metabolism in package insert for full prescribing information).
Caution: Federal law prohibits dispensing without prescription.
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everything needed for self-injection:
• Single-dose vial of lyophilized powder
• Prefilled syringe with sterile diluent

and plunger rod
• Two M-inch needles: 27G and 30 G
• Two alcohol swabs
• Detailed patient instructions

*EDEX is not a cure for erectile dysfunction. The
underlying treatable medical causes should be diagnosed
and treated prior to initiation of therapy. The therapeutic
effect of each dose is temporary. If priapism occurs, the
patient should seek immediate medical attention. EDEX
should be used no more than 3 times per week with at
least 24 hours between each dose.

EDEX is contraindicated in men with known hypersensitivity to
alprostadil or other prostaglandins, men with conditions that might
predispose them to priapism, and patients with penile implants or
anatomical deformities of the penis. EDEX should not be used in
men for whom sexual activity is inadvisable or contraindicated.

The injection of EDEX can induce a small amount of bleeding
at the site of injection. Patients should be counseled about the
protective measures that are necessary to guard against sexually
transmitted or blood-borne diseases.
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In-office vials
Provided in a carton of six

STERILE POWDER

RESTORE ERECTILE FUNCTION*

At-home patient pack
Everything needed for four self-injections

EDEX"
(alprostadil for injection)
For Intracavernous Use Only
Sterile Powder
The following is a Brief Summary. For complete prescribing
information, see package insert.

INDICATIONS AND USAGE: Treatment of erectile
dysfunction due to neurogenic. vasculogenic. psychogenic,
or mixed etiology.

CONTRAINDICATIONS: Known hypersensitivity to
alprostadil or other prostaglandins; conditions that might
predispose the patient to priapism, such as sickle cell
anemia or trait, multiple myeloma, or leukemia; anatomical
penile deformity, such as angulation, cavernosal fibrosis, or
Peyronie's disease; and penile implants. EDEX should
not be used in men for whom sexual activity is inadvisable
or contraindicated. Do not use EDEX in women, children,
or newborns.

WARNINGS: Prolonged erections >4 hours occurred in
4% of patients treated up to 24 months. Incidence of
priapism (erections >6 hours) was <l% with use for up to
24 months. In most cases, spontaneous detumescence
occurred. Pharmacologic intervention and/or aspiration of
blood from the corpora was necessary in 1.6% of 311
patients with prolonged erections/priapism. Titrate EDEX
slowly to the lowest effective dose to minimize the chance
of prolonged erection or priapism. Instruct the patient to
immediately report and seek medical assistance for any
erection that persists longer than 6 hours. Failure to treat
priapism immediately may result in penile tissue damage and
permanent loss of potency.

PRECAUTIONS: General: 1) EDEX can lead to increased
peripheral blood levels of PGEi and its metabolites,
especially in patients with significant corpora cavernosa
venous leakage; hypotension and/or dizziness may occur.
2) Use regular patient follow-up, with careful examination
of the penis at the start of therapy and at regular intervals
(e.g. 3 months), to identify any penile changes. Penile
fibrosis, including Peyronie's disease, was reported in 7.8%
of patients in clinical studies up to 24 months. Stop
treatment with EDEX in patients who develop penile
angulation, cavernosal fibrosis. or Peyronie's disease.
Treatment can be resumed if the penile abnormality
subsides. 3) EDEX combined with other vasoactive agents
was not systematically studied; the use of such combinations
is not recommended. 4) After EDEX injection, compress
the injection site for five minutes or until bleeding stops.
Anticoagulant therapy, such as warfarin or heparin, may
increase the tendency for bleeding after injection.
5) Diagnose and treat underlying treatable medical causes
of erectile dysfunction before starting therapy with EDEX.
6) Instruct the patient not to re-use or share needles or
syringes and not to let anyone else use his prescription
medicines. 7) Drug Interactions: Exercise caution with
concomitant administration of heparin and EDEX.
Information for Patients: Thorough training in self-injection
technique is required before EDEX can be used at home.
The dose is established in the physician's office. Carefully
follow preparation instructions included with EDEX.
Discard vials with precipitates or discoloration. If dosage

prescribed is <1 ml_. the entire amount of solution will not
need to be withdrawn to reach the prescribed dose.
Properly discard needles after use; do not re-use or share
with others. Use solution immediately after reconstitution.
Follow the instructions in the patient information pamphlet.
The vial is designed for single use; therefore, discard the
vial and any remaining solution once the proper amount is
withdrawn. Do not change the prescribed dose without
physician consultation. EDEX should produce an erection
in 5 to 20 minutes. Do not exceed an injection frequency
of 3 times per week; separate each use by at least 24 hours.
Patients should know the possible side effects of EDEX and
what to do if side effects occur. Patients must return for
regular checkups for treatment benefit and safety
assessments. Counsel patients about protective measures
necessary to guard against the spread of sexually
transmitted diseases, including the human immunodeficiency
virus (HIV). The small amount of injection-site bleeding that
can occur in some patients could increase the risk of
transmitting blood-borne diseases between partners.
Carcinogenesis, Mutagenesis, Impairment of Fertility: Long-term
carcinogenicity studies have not been conducted.
Alprostadil was not mutagentc in a variety of assays.
Alprostadil did not cause any adverse effects on fertility or
general reproductive performance when administered
intraperitoneally to male or female rats. Pregnancy, Nursing
Mothers and Pediatric Use: EDEX is not indicated for use in
women or pediatric patients. Geriatric Use: In clinical studies,
geriatric patients required, on average, higher minimally
effective doses and had a higher rate of lack of effect
(optimum dose not determined). Overall differences in
safety were not observed between geriatric patients and
younger patients. Geriatric patients should be dosed and
titrated according to the same DOSAGE AND
ADMINISTRATION recommendations as younger patients,
and the lowest possible effective dose should always be
used.

ADVERSE REACTIONS: EDEX, administered in doses
ranging from 1 to 40 meg per injection for periods up to
24 months, has been evaluated for safety in over 1.065
patients with erectile dysfunction, Discontinuation of
therapy due to a side effect in clinical trials was required
in approximately 9% of patients treated with EDEX and in
< I % of patients treated with placebo. Local Adverse
Reactions: The following local adverse reactions were
reported in studies including 1,065 patients treated with
EDEX for up to two years. Penile Pain: Penile pain was mild
in intensity for 80% of painful injections, moderate in
intensity for 16% of painful injections, and severe in intensity
for 4% of painful injections. The frequency of penile pain
reports decreased over time; forty-one percent of the
patients experienced pain during the first 2 months and 3%
of the patients experienced pain during months 21-24.
Prolonged Erection I Priapism: See WARNINGS.
HematomalEcchymosis: Most cases of hematoma and
ecchymosis were attributed to faulty injection technique.
Local reactions reported in > l% of patients treated during
all study periods with EDEX (N=1,065): penile pain during
injection (29%); penile pain during erection (35%); penile
pain after erection (30%); penile pain-other (11%);
prolonged erection >4 <6 hours (4%); prolonged erection
>6 hours (<1%); bleeding (15%); hematoma (5%);

ecchymosis (4%); penile angulation (7%); penile fibrosis (5%);
cavernous body fibrosis (2%); Peyronie's disease (1%); faulty
injection technique (6%); penis disorder (3%); erythema
(2%). Systemic Adverse Experiences: Reported in controlled
and uncontrolled studies in > l% of patients treated for up
to 24 months with EDEX (N=l,065): upper respiratory
tract infection (5%); influenza-like symptoms (3%); headache
(2%); infection (2%); pain (2%); back pain (2%); hypertension
(2%); hypertriglyceridemia (2%); myocardial infarction (1%);
abnormal ECG (1%); hypercholesterolemia (1%);
hyperglycemia (1%); prostate disorder (1%); testicular pain
(1%); inguinal hernia (1%); skin disorder (1%); abnormal
vision (1%); leg pain (1%); and sinusitis (1%). Hemodynamic
changes were observed during clinical studies but did not
appear to be dose-dependent. Four patients (<!%) reported
clinical symptoms of hypotension such as dizziness or
syncope. EDEX had no clinically important effect on serum
or urine laboratory tests.

DOSAGE AND ADMINISTRATION: EDEX in the
Treatment of Erectile Dysfunction. The dosage range is 1 to
40 meg given as an intracavernous injection over a 5 to 10
second interval. Doses greater than 40 meg have not been
studied. A 'A inch. 27 or 30 gauge needle is generally
recommended. The patient should not exceed the optimum
EDEX dose which was determined in the doctor's office.
Use the lowest possible effective dose, initial Titration in
Physicians Office: Follow the initial titration instructions that
appear in the product package insert. Dosage titration
instructions differ depending on erectile dysfunction
etiology. At-Home (Maintenance Therapy) Dosing Instructions:
Properly instruct and train the patient in the self-injection
technique, and instruct the patient on the appropriate
needles to use for reconstitution and injection. Instruct the
patient to discard any needles which become bent as these
needles may break. Carefully assess the patient's skills and
competence with this procedure. The dose selected for
self-injection therapy should provide an erection that is
satisfactory for sexual activity and is maintained for no
longer than 1 hour. Reduce the dose if the erection lasts
longer than 1 hour. Use the lowest effective dose. Initiate
self-injection therapy at home with the dose that was
determined in the physician's office. Dose adjustment may
be required and should be made only after consultation
with the physician. Exercise careful and continuous follow-
up of patients on self-injection therapy especially for initial
self-injections. Recommended injection frequency is no
more than 3 times weekly, with at least 24 hours between
uses. Instruct the patient in the proper disposal of the
syringe, needles, and single-use vial. See the patient every
3 months during self-injection therapy to assess treatment
and. if needed, to adjust the dose. Instruct the patient to
follow the enclosed patient information pamphlet.
Preparation of Solut ion: Refer to product package insert
for reconstitution instructions. Stability: Refer to product
package insert for stability information.

C A U T I O N : Federal law prohibits dispensing without
prescription.
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Example of abstract heading:

•

A Novel Form of Chelatin Prevents IDDM in BB Rats.
JOHN DOE1, JAMES E. REASONER, SUSAN SMITH3,

JANE FRIDAY6, Alexandria, VA
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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 (millimoles per
liter), / (per), and % (percent). Place special or unusual abbrevia-
tions 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. Material 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
presentation preference when planning the program. An abstract
marked as "Only" (see Forms, pages 3 and 5) indicates that the
authors do not want an abstract considered for any other type of
presentation. For example, if an abstract is marked as "Oral Only"
and is not selected for an oral presentation, the committee will not
place the abstract in a poster session. Marking an abstract as "Oral
Only" will not guarantee its selection for the program.

21. Categories for the 56th 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 notifying the
author(s).

22. Provide two key words for program indexing on Form A in the
spaces provided.

23. 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.

24. 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. When preparing abstracts, please allow enough time
to have all authors sign the original form.

25. Provide the information requested for the corresponding
author, who will receive notification of abstract status (#29).

26. If the research presented in this abstract has been supported, in
whole or in part, by a grant from the American Diabetes Associa-
tion, please indicate so by checking on the appropriate line. Ac-
cepted abstracts with Association funding will be highlighted in the
Final Program of the 56th Scientific Sessions. The response
provided to this question will not affect the acceptance of abstracts
for the 56th Scientific Sessions.

27. 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.

ACKNOWLEDGEMENT OF RECEIPT AND ABSTRACT
STATUS
28. For acknowledgment that an abstract was received at the
Association, 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
cannot be made by phone.

29. A letter of notification and appropriate accompanying materi-
als will be sent by mail to the corresponding author. In addition, all
international correspondence will be sent by Internet E-mail or fax.

MAILING SUBMISSION
30. A non-refundable processing fee of US$35.00 and a completed
payment form (see page 7) must accompany each abstract submit-
ted 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 and money orders
will not be accepted.

31. 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.

32. Five (5) copies of the front only of each form must also be
provided for processing.

33. Do not fold the originals or copies. They should be mailed
FIRST CLASS or AIR MAIL, when applicable, and addressed as
follows: Scientific Sessions Meeting Committee, American Dia-
betes Association, P.O. Box 26427, Alexandria, VA 22313-6427,
USA. Abstracts sent by express mail should be addressed as
follows: Scientific Sessions Meeting Committee, American Dia-
betes Association, 1660 Duke Street, Alexandria, V A 22314-3447,
USA. When shipping express mail, do not ship for a Saturday
arrival. Abstracts will not be accepted for review if sent via fax.

"LATE-BREAKING RESEARCH" ABSTRACTS
34. A new abstract classification has been established to allow the
submission of "late-breaking research" abstracts. 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. Authors
should use the forms and follow instructions found in this packet.
The appropriate box on Form A must be checkmarked, and all
submissions must be received by May 10.1996. The processing fee
for abstracts in this classification is $50. "Late-breaking research"
abstracts must be sent to the attention of Jill Thompson, American
Diabetes Association, 1660 Duke Street, Alexandria, VA 22314-
3447 USA. Notification of abstract status will be provided no later
than May 24, 1996.
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TYPE ABSTRACT WITHIN BOX

List family name, first name, middle initial, credentials/degrees, address
(including city/state/country/zip), and telephone/fax numbers of author who
should receive correspondence (please type or print):

Family Name

First Name MI

Credentials/Degrees,

Institution.

_Department_

FOR OFFICE USE ONLY

Date Rec'd PMT?

Abstract No._

Duality Signed?

AS/400 ID No._

New Record?

American
Diabetes

k.. Association

FORMA
(For publication)

CHECK ONE (#21, pg 2):

n Poster Session Q Oral Session
Preferred Preferred

Q Poster Session Q Oral Only
Only

• No Preference

The author's wishes will be followed if possible.

Q I am submitting this abstract after 1/5/96
as "late-breaking research" (#34, pg 2).

Abstract Category Number:,
(Categories listed on pg 4)

Provide two key words for program index:

1.

2.

IMPORTANT
This form must be signed by an active mem-
ber of the Professional Section of the Ameri-
can 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 ma-
terial submitted herein conforms with the
instructions on pages 1 and 2.

MEMBER SIGNATURE

PRINTED NAME

Street Address,

City _State_ _Country _Zip Code/Postal Code_

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

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

Internet E-mail address:

N

-3-
56th SS



PLEASE LEAVE THIS AREA BLANK

1996 ABSTRACT 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
02 Complications, Hypoglycemia

and Other
03 Complications, Macrovascular
04 Complications, Nephropathy
05 Complications, Neuropathy
06 Complications, Retinopathy
07 Diabetes Education
08 Epidemiology
09 Foot Care

10 Forms of Therapy/New
Technology

11 Gene Regulation
12 Genetics
13 Health Care Delivery
14 Hormones, Not Insulin
15 Immunology
16 Insulin Action
17 Insulin Synthesis/Secretion
18 Lipids/Lipoproteins

-4-

19 Metabolism, in vitro
20 Metabolism, in vivo, animals
21 Metabolism, in vivo, humans
22 Nutrition/Obesity/Exercise
23 Pregnancy
24 Psychosocial/Behavioral

Medicine
25 Signal Transduction
26 Transplantation
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ONLY TYPE ABSTRACT TITLE AND ABSTRACT WITHIN
BOX; DO NOT TYPE AUTHOR(S)' NAMES OR LOCATION

Type only title
to right of box:

FOR OFFICE USE ONLY

Abstract No._

A American F O R M B

Diabetes
Association. ( F o r r e v i e w )

CHECK ONE (#21, pg 2):
• Poster Session

Preferred
Oral Session
Preferred

l~l Poster Session • Oral Only
Only

n No Preference

The author's wishes will be followed if possible.

Q I am submitting this abstract after 1/5/96
as "late-breaking research" (#34, pg 2).

Abstract Category Number:
(Categories listed on pg 4)

The American Diabetes Association's blinded 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)1 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 and2willnotbesubmittedforreview. See Abstract
Form B sample format below.

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

Type only title
to right of box:

Abstract data

Insulin-Mediated Mitogenic Signal Transduction Requires
IRS-1.

56th SS

-5-



DUALITY OF INTEREST STATEMENT

All participants at professional education events sponsored by the American Diabetes Association should present an objective
and scientifically valid view on the subject they are addressing. It is essential that all speakers adhere to this objective in order
to protect their reputation and integrity as well as that of the programs of the American Diabetes Association.

On occasion, however, a situation may exist in which an individual presenting the results of scientific research has a relevant
duality of interest. Generally, a relevant duality of interest exists when an individual has material interests which could influence
him/her or could be perceived as influencing him/her to act contrary to the interests of scientific research and for their own personal
benefit or that of a family member, or a business associate. Usually a relevant duality of interest would be financial, such as when
an individual has an employment relationship, stock ownership interest, consultative or advisory arrangement, or is the recipient
of monies through a grant or stipend.

Situations involving a relevant duality of interest are not inherently wrong or bad, but the prospective audience must be made aware
that an affiliation/financial interest exists in order to be able to evaluate fully the information presented. Accordingly, all abstract
authors must complete and return the statement below. An author may decline to complete this form, and, in that event, cannot
have his/her name on the abstract.

DUALITY OF INTEREST DISCLOSURE FORM

All authors listed on abstracts submitted for the 56th Annual Meeting and Scientific Sessions must sign this form, and a completed
form must be included with every abstract submitted.

I have read the American Diabetes Association's Duality of Interest Statement, and I am indicating below that I have or have not
had in the previous 12 months a relevant duality of interest with a company whose products or services are directly related to the
subject matter of my presentation. A relevant duality of interest includes employment, ownership of stock, membership on a
standing committee or on the board of directors, receiving honoraria or consulting fees, or receiving financial support or grants
for research. Company is defined as a for-profit concern engaged in the development, manufacture, or sale of pharmaceutical
or biomedical device(s)/supplies.

Abstract Title: .

Authors' Printed Names and Signatures: . I n d l c a t e ^ o f

duality using numeral*

1. Q NO Q YES
Printed Name Signature

2. • NO Q YES __
Printed Name Signature

3. • N0 •YES
Printed Name Signature

4. • N0 •YES

5. • NO

Printed Name Signature
(If additional space is needed for authors' signatures, please photocopy this form and include with abstract submission.)

*By answering yes, ADA will disclose the existence of the relevant duality of interest. ADA will make the disclosure by placing
a numeral by the author(s)' name(s) in the program indicating the type of duality that exists (1 = employment; 2 = membership
on board of directors; 3 = stock/shareholder; 4 = honoraria or consulting fees; 5 - grant/research support; 6 = other duality). The
numeral will refer to the following statement in the program book:

"This presenter (denoted by a numeral next to his/her name in the program) has indicated that he/she has a relationship which, in the context
of the subject of his/her presentation, could be perceived to represent a relevant duality of interest. The relationship is between the author
and a pharmaceutical company, biomedical device manufacturer, or other corporation whose products or services are directly related to the
subject matter of the author's presentation. Relevant dualities include: employment by an industrial concern (1); ownership of stock (2);
membership on a committee or on the board of directors (3); receiving honoraria or consulting fees (4); receiving grants or funds from such
corporations (5); or, other types of dualities not listed (6)."

Submission of this form does not: 1) guarantee acceptance of the abstract for presentation (All abstracts are peer-reviewed
and not all abstracts are accepted for presentation.); and 2) influence the review of the abstracts (Reviewers are not
provided copies of the signed Duality of Interest Disclosure Forms.) 56th SS
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ABSTRACT PREPARATION CHECKLIST

Two original abstract forms must be submitted as indicated in the Instruc-
tions for Preparation of Abstracts (see pg 1, #3).

• Has the form been signed by an active member of the Professional
Section of the Association? (#23)

Before mailing, please check your abstract submission for the following: O Have two key words been provided for indexing? (#22, Form A)

For both Abstract Form A and Abstract Form B:
• 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? (#14a, #13)

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

Q Have the instructions for the body of the abstract been followed,
including indentation, abbreviation, nonproprietary names, tables, and
references? (#15, #16, #17, #18, #19)

D Has the type of presentation preference been indicated? (forms)

D Has the appropriate abstract category number been filled in? (forms)

For Abstract Form A:
D Are author(s)1 and co-author(s)' names capitalized, and do author(s)'

complete first name(s) precede last name(s), in the heading? (#14c)

• Have asterisk(s) been used to designate active member(s) of the Profes-
sional Section of the Association in the heading? (#14d)

• Have appropriate numerals to indicate the existence of an author(s)'
duality been included in the heading? (#14e, pg 6)

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

• 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? (#25, #29, Form A)

• Has the question regarding the funding of the abstract's research been
answered? (#26, Form A)

For Abstract Form B:
• Have author(s)' name(s), city(ies) and state(s) been removed from the

heading to "blind" the abstract? (#31, Form B)

For each abstract submission, have the following items been completed
and included:
• Has each author read and signed the Duality of Interest form (back of the

original Abstract Form B)? (#24, page 6)

D Has a self-addressed, stamped postal card been provided if acknow-
ledgement is desired? (#28)

• Has a processing fee of US$35.00, 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? (#30)

• Have five copies of the front of each form been made and included in the
submission packet? (#33)

"Late-breaking research" abstracts:
• Have the specific instructions for submission of "late-breaking researchs

abstracts been followed completely? (#34)

A American
Diabetes
Association.

CUT ALONG DOTTED LINE

PAYMENT FORM

Include this form with your abstract submission.

Title of Abstract:

FOR OFFICE USE ONLY

Date Rec'd:

Processed By:_

No.Submitted:_

Name of Corresponding Author:

Method of Payment

_I have enclosed a check in the amount of $_
abstract - attach check to this form)

. (US$35 regular or US$50 "late-breaking" for each

_I authorize the American Diabetes Association to charge $_ . (US$35 regular or US$50 "late-
breaking" for each abstract) to my credit card for my abstract processing fee.

American Express L^JviSA L ^ l Mastercard

Card issued in name of (please print):

Card Number:

Signature:

• • • • • ] • Exp. Date:_

56th SS
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« FUTURE MEETINGS

43rd Annual Advanced Postgraduate Course
January 19-21, 1996
New York, New York

2nd Annual International Conference and Postgraduate Course
February 22 - 25, 1996
Ocho Rios, Jamaica

Co-sponsored by The University of the West Indies Diabetes Outreach Project
and the American Diabetes Association

Genetics of Diabetes Research Conference
March 21 - 24, 1996
Denver, Colorado

56th Annual Meeting and Scientific Sessions
June 8-11 , 1996
San Francisco, California

44th Annual Advanced Postgraduate Course
January 17 - 19, 1997
New Orleans, Louisiana

57th Annual Meeting and Scientific Sessions
June 21-24, 1997
Boston, Massachusetts

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. 2330; fax: (703)683-1351;

E-mail: meetings@diabetes.org
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INSULIN-SPARING
GLUCOSE CONTROL

A new sulfonylurea

Amaryl binds to a different part of
the sulfonylurea receptor complex* -
the clinical relevance of this mechanism
has not been established

Amaryl provides sustained blood
glucose control even in patients with
higher levels of HbAic (glycosylated
hemoglobin)5

Amaryl is insulin sparing-controls
glucose without clinically meaningful
increases in fasting insulin

Amaryl is indicated for both mono-
therapy and second-line combination use
with insulin*

Favorable safety profile'—most
common adverse reactions (>1%)
include dizziness (1.7%), asthenia
(1.6%), headache (1.5%), nausea
(1.1%), and hypoglycemia (0.9% to
1.7%), as documented by glucose values
<60 mg/dL

Proven 24-hour control with once-daily
dosing

*Data derived from predinical animal model.
The mechanism by which sulfonylureas
lower blood glucose during long-term use
has not been clearly established.

tCombined use of Amaryl and insulin may
increase the potential for hypoglycemia.

Please see brief summary of Prescribing
Information on last page of this advertisement.
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1 ,2 , and 4 mg
Brief Summary
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.

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, 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. 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, NSAIOs, HMG 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.
CONTRAINDICATIONS
AMARYL is contraindicated in patients with

1. Known hypersensitivity to the drug.
2. Diabetic ketoacidosis, with or without coma. This condition should be treated with insulin.

WARNINGS

SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY
The administration of oral hypoglycemic drugs has been reported to be associated with increased
cardiovascular mortality as compared to treatment with diet alone or diet plus insulin.
PRECAUTIONS
General

Hypoglycemia: All sulfonylurea drugs are capable of producing severe hypoglycemia. 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 recommended 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. Mypoglycemia 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. 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 tor 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 responsible family members. The potential for primary
and secondary failure should also be explained.
Laboratory Tests
Fasting blood glucose should be monitored periodically to determine therapeutic response. Glycosylated
hemoglobin should also be monitored, usually every 3 to 6 months, to more precisely assess long-term
glycemic control.
Carcinogenesis, Mutagenesis, and Impairment ot 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, administration 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 aberration, 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
(approximately 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 (approximately 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
sulfonylureas, 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 should not be used during pregnancy. 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 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. 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. 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 > 1 % AMARYL Patients
AMARYL Placebo

Total Treated
Dizziness
Asthenia
Headache
Nausea

No. .

746
13
12
11
8

%
100
1.7
1.6
1.5
1.1

No.
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 transaminase 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. 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%.
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 a 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, because hypoglycemia may recur after apparent
clinical recovery.
DOSAGE AND ADMINISTRATION
There is no fixed dosage regimen for the management of diabetes mellitus with AMARYL or any other
hypoglycemic agent.
Usual Starting Dose
The usual starting dose of AMARYL as initial therapy is 1-2 mg once daily, administered with breakfast or
the first main meal. Those patients who may be more sensitive to hypoglycemic drugs should be started
at 1 mg once daily, and should be titrated carefully. (See PRECAUTIONS Section for patients at increased risk).

No exact dosage relationship exists between AMARYL and the other oral hypoglycemic agents. The
maximum starting dose of AMARYL should be no more than 2 mg.

Failure to follow an appropriate dosage regimen may precipitate hypoglycemia. Patients who do not
adhere to their prescribed dietary and drug regimen are more prone to exhibit unsatisfactory response to
therapy.
Usual Maintenance Dose
The usual maintenance dose is 1 to 4 mg once daily. The maximum recommended dose is 8 mg once
daily. After reaching a dose of 2 mg, dosage increases should be made in increments of no more than 2
mg at 1-2 week intervals based upon the patient's blood glucose response. Long-term efficacy should be
monitored by measurement of HbA1c levels, for example, every 3 to 6 months.
AMARYL9-Insulin Combination Therapy
Combination therapy with AMARYL and insulin may be used in secondary failure patients. The fasting
glucose level for instituting combination therapy is in the range of >150 mg/dL in plasma or serum
depending on the patient. The recommended AMARYL dose is 8 mg once daily administered with the first
main meal. After starting with low-dose insulin, upward adjustments of insulin can be done approximately
weekly as guided by frequent measurements of fasting blood glucose. Once stable, combination-therapy
patients should monitor their capillary blood glucose on an ongoing basis, preferably daily. Periodic
adjustments of insulin may also be necessary during maintenance as guided by glucose and HbA1c levels.
Specific Patient Populations
AMARYL is not recommended for use in pregnancy, nursing mothers, or children. In elderly, debilitated,
or malnourished patients, or in patients with renal or hepatic insufficiency, the initial dosing, dose
increments, and maintenance dosage should be conservative to avoid hypoglycemic reactions (See
PRECAUTIONS, General).
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