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GLUCOTROL XL0 (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.
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.
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 Aic 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 Diflucan0

(fluconazole) 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 Diflucan3 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%).
Carclnogenesis, 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.

Nonteratogenlc 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 XL0,33 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:
Hematologlc: 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 acetaldehyde 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 Aic level measured at three month intervals is the preferred means of
monitoring response to therapy.

Hemoglobin A1C 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 Aic leve ls 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 ^ beyond what was achieved
with the 10 mg dose.
More detailed information available on request.
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BEGIN BY

TELLING

YOUR

PATIENTS

WHAT THEY

CAN EAT.

So much of treating people with diabetes is telling them what

they can't do. So start out with the good news, and assure your patients they

can still satisfy their sweet teeth with fruity, delicious Sugar Free Jell-O Gelatins

and rich, creamy Sugar Free Fat Free Jell-O Instant Puddings.

Gelatin is a Free Exchange Food: fat free, cholesterol free,

low in sodium and just 10 calories a serving.

Pudding is 80 calories or less per serving

and counts as I Carbohydrate

Exchange. So recommend Sugar Free

Fat Free Jell-O Puddings and Gelatins.You'll find

that being able to say "yes" is almost as

refreshing as a cool spoonful of fruity Jell-O.

If you'd like free recipe

brochures for you and your patients,

just call l-800-SAY-JELL-O?

FAT FREE SUGAR FREE JELLO PUDDING
SUGAR FREE JELLO GELATIN

SUGAR FREE JELLO GELATIN SNACKS

A proud sponsor of A . American Diabetes Association.

1 1995 American Diabetes Association, Inc. and the American Dietetic Association



When Your Diabetes
Patients Ask,

"Is This Enough
Blood for a Test?"



Front
Touchable test
strip makes it
easy to apply

blood.

Back
Dot turns
blue when

enough blood
is applied.

Recommend a Spot Check with the
SureStep® System. So They'll Always Be Sure.

Now, recommend a system that offers patients extra reassurance-every step
of the way. The new SureStep® Blood Glucose Monitoring System.

Blood application is simple because the test strip is touchable. Patients just
apply a blood drop to the SureStep® Test Strip. Then turn it over. The dot on the
back instantly turns blue when they've applied enough blood.

Starting today, help your patients be sure at every step. With the new SureStep
System. From LifeScan, creators of the ONE TOUCH® family of products-the brand
most recommended by health care professionals.

Contact your LifeScan Professional Sales
Representative. Or call the 24-hour Health Care
Professional Hotline at 1 800 524-7226, Option 2,
to arrange for a demonstration.

actual size

For diabetes and life.

|UFE5Cfln

c o m p a n y

© 1996 LifeScan Inc. Milpltas, California 95035



Ifyour patients only inject
this much insulin...

Why use a syringe that injects
this much insulin?

OccThe H I 3/1
with the ULTRA-FINE" Needle

is the right size foryour patients
who inject smaller doses.

Easier to read, hold, inject
1. The B-D 3/10cc Insulin Syringe with the ULTRA-FINE
Needle has the big bold unit markings that let your
patients measure dosage with greater accuracy.

2. The single unit markings are extra wide so it's easy
to read.

3. It is smaller, easier to handle.

4. The ultra-comfortable needle is the breakthrough
B-D ULTRA-FINET!\. the best there is.

®®
B-D and ULTHA-FINE are trademarks of Becton-Dickinson and Company BETTER

DIABETES CARE



NEW
for type II
diabetes

ANEW
CHOICE
FOR
CUTTING
SUGAR
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INTRODUCING a new adjunct to diet and exercise

NEW 0 N C E - A - D A Y

Amaryl
glimepjri.de TABLETS



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 HbAlc (glycosylated
hemoglobin)3

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 profile3—most
common adverse reactions (>l°/o)
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.

O3I3B6



Amaryl
glimepiride T A B L E T S

1,2 , and 4 mg
Briel 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 P450IIC9 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, 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 (NIODM) 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 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 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.
Cancinogenesis, 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, 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
fetotoxiciry, 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 maculopapujar 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.
AMARYL°-lnsulin 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).

IHOECHST-ROUSSEL
I Pharmaceuticals Incorporated
I Somerville, NJ 08876-1258

922100-10/95

References: 1. Kramer W, Muller G, Girbig F, et al. Differential interaction of glimepiride and
glibenclamide with the p-cell sulfonylurea receptor: II. photoaffinity labeling of a 65 kDa pro-
tein by [3H]glimepiride. Biochim Biophys Ada. 1994;1191:278-290. 2. Muller G, Hartz D,
Punter J, Okonomopulos R, Kramer W. Differential interaction of glimepiride and glibenclamide
with the p-cell sulfonylurea receptor: I. binding characteristics. Biochim Biophys Ada. 1994;
1191:267-277. 3. Data on file, Hoechst Marion Roussel.
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Our finest compliments come from patients like yours.
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Elizabeth E. Rowe
Newmarket, NH
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Mr. & Mrs. Michael Stout
Ramseur, NC

Mr. & Mrs. Marion Stephens
Whitefish, MT

Anthony Basile
Hopewell, VA

'•MICOMRTER ELITE

Now with new features, added savings.

The GLUCOMETER ELITE Diabetes Care System now includes a 10-test
memory with average. In addition, your patients can save up to $65
through a $40 mail-in rebate and a $25 competitive trade-in allowance.
For more information, call 1-800-445-5901. Offer good on purchases
through December 31, 1996.

GLUCOMETEREUTE
Diabetes Care System

Bayer 0
Diagnostics Division
Bayer Corporation
Tanytown, NY 10591

©1996 Bayer Corporation
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Exchange Lists
for Meal Planning

A collaborative effort between the
American Diabetes Association

and the American Dietetic Association,
the revised and expanded Exchange
Lists offer patients greater
meal planning
flexibility than
ever before.

The new lists
have been reordered
Foods are now
grouped
into three categories
based on their major
nutrient contents.
They've also been
expanded to include new products on
the market, such as reduced fat or fat-
free versions of foods, as well as vegetari-
an alternatives to meat products. And
the combination foods list now includes
fast foods.

The revised Exchange Lists reflect the
1994 ADA Nutrition Recommendations
emphasis on the amount of carbohydrate

consumed rather than the type of carbo-
hydrate. This gives patients greater flexi-
bility in choosing their foods at each

meal. They can now inter-
change fruit, starch, and
milk lists. They can even
include "other carbohy-
drates", such as cake, into
their overall meal plan.
Nutrition Tips with each
list give patients an
overview of the nutri-
ent content of those
foods, while Selection

Tips help them purchase the correct
quantities of foods and prepare them in
healthful ways.

Nonmember Member

Single copy #CELMPS $1.50 $1.20

Pkg of 25 #CELMP2 $37.50 $30.00

Bulk Pricing (same for members and nonmembers)

5-20 pfegso/25 $28.25 each
21 - 40 pkgs of 25 $26.25 each
41+ pkgs of 25 $22.50 each

The First Step in
Diabetes Meal Planning

A lso developed jointly by the
American Diabetes Association

and the American Dietetic Association,
this colorful tri-fold brochure provides
your patients with basic diabetes nutri-
tion guidelines. It opens to an 11" x 18"
poster depicting a diabetes food guide
pyramid. Written on a very basic level
for easy comprehension, this informative
pamphlet is ideal for newly diagnosed
patients, especially if they are not able
to meet with a dietitian right away.
Sold in packages of 25. #MODFSP

Nonmember: $9.00; Member: $7.20

To order, call •""•• ""* ~~~~~
or fax your order to:

What's new with the Exchange Lists?
• Carbohydrate Group: patients can now interchange fruit, starch, and milk lists and
can incorporate "other carbohydrates" such as pie or frozen yogurt into their meal plans.
• Meat and Meat Substitutes Group: includes the new Very Lean Meat list of foods
containing 1 gram or less of fat and no more than 35 calories per serving.
• Fat Group: now has 3 lists - monounsaturated, polyunsaturated, and saturated fats;
encourages use of foods containing monounsaturated fat.

• YES! Please send me the books I've listed, and include a free catalog.
• NO. I'm not ordering right now, but please send me a free catalog.

Item# Item Name Qty Unit Price Total

Shipping & Handling
up to $30.00 add $3.00
$30.01-$50.00 add $4.00
over $50.00 add 8%

Publications Subtotal
m Residents add 4.5% tax
GA Residents add 6% tax
Shipping & Handling (see chart)
Total Due

Ship To

First Name Middle Initial Last Name

Address

City/State/Zip

Phone Member # P29C86

• Payment enclosed (check or money order)
Charge my: Q VISA • MC
Account Number:

Q AMEX

Allow 2-3 weeks for shipment. Add $3 for each additional shipping address. Add $15 for each
address outside the U.S. Foreign orders must be paid in US funds, drawn on a US bank.

Signature:
Mail to: American Diabetes Association

Order Fulfillment Department
P.O. Box 930850
Atlanta, GA 31193-0850

. Exp. Date: l_

A American
Diabetes

.Association.



Reduce the risk
of hypoglycemic episodes

DCCT Study — Changing diabetes management
Findings of the Diabetes Control and Complications Trial showed that lowering blood sugar levels
using intensive insulin therapy delays the onset and progression of ophthalmological, renal, and
neurological diseases caused by diabetes. However, there is one problem inherent with this
therapy— the increased incidence of hypoglycemic episodes.

Zbar""— Reducing the risk of hypoglycemic
episodes...up to 9 hours
Zbar'" is a new medical food formulated with uncooked
cornstarch. Clinical research demonstrated that including Zbar"
as a snack, in a total diabetes dietary management program,
regulated blood glucose levels for an extended period of time.
In addition, studies showed that the incidence of hypoglycemic
episodes was reduced (78% at midnight; 74% at 7 a.m.).*

Zbar"— Making compliance easier
Zbar" is available in three great tasting
flavors—making it easier for your patients
to comply with your diabetes dietary
management regimen.

Percent of People With Diabetes
Experiencing Hypoglycemio

Patent Pending

Reduce the incidence of hypoglycemic episodes — recommend
For product samples & patient education materials call (800) 735-2315. Zbar"is a medical food developed

for use under medical supervision.

* References; Kaufman FR; Halvorson M; Kaufman ND. Evaluation of a snack bar containing uncooked cornstarch in normal controls and subjects with diabetes (Abstract). Diabetes 45 (Suppl. 2): 56A 1996.

Zbar" is DISTRIBUTED BY BAKER NORTON PHARMACEUTICALS, INC., MIAMI, FL 33137 © COPYRIGHT 1996 BAKER NORTON PHARMACEUTICALS, INC. POOMSI Rev.9606



Get Your
Co-workers

Together
&Te Go ahead.

Break the news to
your boss. And after you
talk the talk, it's time to
walk the walk.

the
Nbu Here's the deal.

Form a Walktoberfest team and
get everybody at work energized
about a good cause. You'll be raising
money for diabetes research.

Team up for
Walktoberfest
this October.
Call today. HiKe

1 -800-254-mLK
- 8 0 0 - 2 5 4 - 9 2 5 5

http://www.diabetes.org

Plus you'll burn
calories. Reduce stress.
Commune with nature.
And bond with your
colleagues.

an event of
American
Diabetes
Association®A

LUDEN.S Guiltf



When the goal is
metabolic control...

Now there's a great-tasting choice.

mTM

For flexibility to improve
metabcJcseontrol.
[Vj Consistc

recomm
lM

he latest nutritional
ns for diabetes12

.ilated . . . for excellent taste and acceptance
ady-to-use drink . . . for flexibility in meal
iabetes self-management

:>r in 8 oz liquid, 12 cans per case,
to-hang form.

ons .md Principles for People With Diabetes Mellitu-s. Po.sition Statement of the American
Habtta Care. 1994;17:519-522.
Bantle IP, Iieebe CA, Brunzell JD, Coulston AM, Hcnrj' RR, Hoogwcrf B), Stacpoole PW.
the Management of Diabetes and Related Complications. Diabetes Care. 1994;] 7:490-518.

L

iMun
NUTRITIONALS

CO 1fJJ5, Mead Johnson & Company. Evansville, Indiana 47721, U.S.A. Mead Johnson is a registered trademark of Mead Johnson & Company.



£70 you NEED R

Its smart
enough to care

for them.

If only a
VCR was this
easy to use.

Save 10% on the
3-Volume Guide
to Diagnosis and
Treatment

Includes Findings from the DCCT!
A good thing just got better. The reliable diagnosis and

treatment guides that thousands have come to rely on have
been completely revised and updated. Get the latest infor-
mation available—including DCCT results—all in three
concise, practical volumes. Enhancements include:

l / Revised Diagnosis and Classification Criteria
^ Updated Information on Pathogenesis
•" New Strategies for Achieving Better Metabolic Control
1/ New Information on Treating Diabetes Complications

Medical Management of
Type I Diabetes (PMMTI)
Nonmember: $37.50; Member: $29.95

Medical Management of
Type II Diabetes (PMMT2)
Nonmember: $37.50; Member: $29.95

Therapy for Diabetes
Mellitus, 2nd Ed (PMTDRD2)
Nonmember: $34.50; Member: $27.50

Advance
Orders Accepted

3-Volume Guide (PMMS3)
Nonmember: $98.55; Member: $78.65

$AVE 10% WHEN YOU ORDER THE $ET!
Order them individually, or order the set and save 10%

off the price of each book. Don't delay—mail in the coupon
below today.

Ship To

First Namt

Title

Street Address

(. ompany Name

Suite/Apt #

Additional Address Info

City Mate

Item# Item Name

Pnivince Country Zip Code

Qty Unit Price Total

SMpping"& Bancttmg" Publications Subtotal
up to 430 00 add $3 00 VA Residents Add 4.5% Tax
$30 01-450 00 add $4 00 Shipping & Handling
over$5000 add8% Total Due

• Payment enclosed (check or money order) P16C86
Charge my: OVISA QWC QAMEX

Account #:
Signature: Exp. Date: /

Mail to: ADA Order Fulfillment Dept.
P.O. Box 930850, Atlanta, GA 31193-0850
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The Stats Are In
Diabetes: 1996
Vital Statistics

Did you know that 16 million
people in the US have

diabetes and that it's the 4th
leading cause of death by dis-
ease? You'll find this informa-
tion and much, much more
in our most comprehensive
edition yet!

Completely revised with the most up-to-date
information available, it synthesizes critical information
from Diabetes in America, published by the National Institutes
of Health. You'll find new and expanded information on
incidence and prevalence by age and race; diabetes risk
factors; complications; diabetes in minorities; use of health
care; mortality; and more. It's packed with vital information,
highlighted by extensive charts and tables.
Softcover; 112 pages. #PMDVS96
Nonmember: $18.50
Member: $14.75

800/ADA-ORDER
FAX 770/442-9742

i 1

J YES! Please send me the books I've listed, and include a free catalog.
• NO. I'm not ordering right now, but please send me a free catalog.

Item # Item Name Qty Unit Price Total

Shipping & Handling
up to $30.00 add $3.00
$30.01-$50.00 add $4.00
over $50.00

Publications Subtotal
\A Residents add 4.5% tax
GA Residents add 6% tax
Shipping & Handling (see chart)
Total Due

Allow 2-3 weeks for shipment. Add $3 for each additional shipping address. Add $15
for each address outside the U.S. Foreign orders must be paid in US funds, drawn on
a US bank.

Ship To

First Name Middle Initial Last Name

Address

City/State/Zip

Phone Member #

• Payment enclosed (check or money order)
Charge my: • VISA • MC • AMEX
Account Number:
Signature: Exp. Date:_

P23C86

Mail to: American Diabetes Association
Order Fulfillment Department
EO. Box 930850
Atlanta, GA 31193-0850 A American

Diabetes
Association.

IS
HPH

It records the insulin
; they took and when

they took it.

It has something
important to say

to everyone.
For diabetes and life.
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New!
Coming in June. Advanced Orders Accepted

Practical Psychology
for Diabetes Clinicians
How to Deal with the Key Behavioral
Issues Faced by Patients and Health
Care Teams

"An outstanding effort that tviM be of tremen-
dous value to diabetes clinicians and their
patients.. A very successful translation of
research findings into nuts and bolts clinical
recommendations."

—Tim Wysocki, Ph.D.

This comprehensive guide
brings you the latest

information about the
behavioral side of diabetes
management. Written by
leading behavioral
researchers in the field of
diabetes, it delivers practi-
cal solutions to a broad
spectrum of behavioral
issues impacting dia-
betes management and
metabolic control.

No matter what the demo-
graphic background of your patients,
you'll find solid advice you can apply in
your practice. The authors do an excel-
lent job of identifying and addressing
issues relevant to a diverse patient popu-
lation and in a variety of practice set-
tings. Softcover; approximately 144
pages. #PPPDC
Nonmember: $24.95
Member: $19.95

Contents:
Developmental and Family Factors
When Children are your Patients •
Issues and Treatment Guidelines •
Improving Control in Adolescents
with IDDM • Caring for Older Patients
with Diabetes • Involving Family
Members in Treatment

Treatment Regimen Factors
Dealing with Complexity: The Case
of Diabetes Self-Management •
Eating and Diabetes: A Patient-
Centered Approach • Motivating
Patients to Exercise • What You

and Your Patients Need
to Know About Hypo-

glycemia • Helping
Patients Reduce the Risk
of Severe Hypoglycemia

Complex and Chronic
Behavioral Issues
Strategies for Improving
Glycemic Control in Patients

with IDDM • Strategies for
Improving Weight Loss and

Maintenance • Smoking
Cessation • Prevention of Eating

Disorders in Young Women with IDDM

Special Problems for Prevention Efforts
Using the Empowerment Approach •
The Therapeutic Alliance: Provider
Burnout • Understanding and
Treating "Diabetes Burnout" •
Psychological Issues Facing Newly
Diagnosed Patients

Diabetes Education Goals

Features the most up-to-date advice
on how to assess, plan, and evaluate

patient education and counseling
programs, including the recently revised
content areas recommended by the
National Diabetes Advisory Board.

Divided into sections on IDDM,
NIDDM, and GDM, the book covers
short-term, survival goals, and continu-
ing, in-depth goals. Features sections
devoted to age-sensitive considerations
as well as approaches for educating
patients with special challenges to learn-
ing. Much more
than a series of
checklists, the book
focuses on the educa-
tion process and
emphasizes assessing
the unique needs of
each patient.
Softcover, 64 pages.
#PEDEG
Nonmember: $21.95
Member: $17.50

Contents:
Elements of Successful Education •
Elements of Teaching and Learning •
Type I Diabetes: Initial Education Goals;
Continuing Education Goals • Type II
Diabetes: Initial Education Goals;
Continuing Education Goals; Special
Considerations • Diabetes and Pregnancy:
Pregnancy luith Preexisting Diabetes;
Gestational Diabetes • Diabetes Through
Life Stages • Educational Approaches
for Special Situations

• YES! Please send me the books I've listed, and include a free catalog.
• NO. I'm not ordering right now, but please send me a free catalog.

Item # Item Name Qty Unit Price Total

Shipping & Handling
up to $30.00 add $3.00
$30.01-$50.00 add $4.00
over $50.00 add 8%

Publications Subtotal
VAResidents add 4.5% tax
GA Residents add 6% tax..
Shipping & Handling (see chart) $_
Total Due $_

Ship To

First Name Middle Initial Last Name

Address

City/State/Zip

Phone Member #

Q Payment enclosed (check or money order)
Charge my: • VISA • MC
Account Number:

P30C86

• AMEX

Allow 2-3 weeks for shipment. Add $3 for each additional shipping address. Add $15 for each
address outside the U.S. Foreign orders must be paid in US funds, drawn on a US bank.

Signature:
Mail to: American Diabetes Association

Order Fulfillment Department
EO. Box 930850
Atlanta, GA 31193-0850

_ Exp. Date: l_

A American
Diabetes
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THAT'S WHY CARDURA® (doxazosin mesylate)
WAS ADDED TO HER REGIMEN.

Some people's hypertension is more difficult to control than others. That's why there's Cardura.

Cardura delivers powerful anti hypertensive efficacy comparable with the other major classes of agents when used as

monotherapy. Cardura can also be used with ACE inhibitors, beta blockers, calcium channel blockers, or diuretics."

Cardura has no adverse effect on the lipid profile, blood glucose, or insulin levels.34

Also, Cardura is well tolerated. The side effects reported significantly more often than placebo in hypertension studies

were dizziness, somnolence, and fatigue. These were generally mild and transient. Only 2% of patients discontinued

therapy due to adverse effects—the same as with placebo. Syncope has been reported, but rarely (<1%). Therefore, as

with all alpha blockers, careful titration and blood pressure monitoring is important.

So next time you're faced with a patient who is difficult to control, prescribe Cardura.

ONCE-ADAV ^ " ^

CARDURAO
(doxazosin 4mg, 8 mg

Please see brief summary of
prescribing information on adjacent page.

T A K E S T H E P R E S S U R E O F F

DC110A96 © 1996, Pfizer Inc
• S|...

U.S. Pharmaceuticals Group
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CARDURA® (doxazosin mesylate) Tablets
Brief Summary of Prescribing Information
INDICATIONS AND USAGE
CARDURA (doxazosin mesylate) is indicated for the treatment of hypertension. CARDURA may be used alone
or in combination with diuretics or beta-adrenergic blocking agents. There is limited experience with
CARDURA in combination with angiotensin converting enzyme inhibitors or calcium channel blockers.
CONTRAINDICATIONS
CARDURA is contraindicated in patients with a known sensitivity to quinazolines (e.g. prazosin, terazosin).
WARNINGS
Syncope and "First-dose" Effect:
Doxazosin, like other alpha-adrenergic blocking agents, can cause marked hypotension, especially
in the upright position, with syncope and other postural symptoms such as dizziness. Marked
orthostatic effects are most common with the first dose but can also occur when there is a dosage
increase, or if therapy is interrupted for more than a few days. To decrease the likelihood of
excessive hypotension and syncope, it is essential that treatment be initiated with the 1 mg dose.
The 2, 4, and 8 mg tablets are not for initial therapy. Dosage should then be adjusted slowly (see
DOSAGE AND ADMINISTRATION section) with increases in dose every two weeks. Additional
antihypertensive agents should be added with caution.

Patients being titrated with doxazosin should be cautioned to avoid situations where injury could
result should syncope occur.

In an early investigational study of the safety and tolerance of increasing daily doses of doxazosin in
normotensives beginning at 1 mg/day, only 2 of 6 subjects could tolerate more than 2 mg/day without
experiencing symptomatic postural hypotension. In another study of 24 healthy normotensive male
subjects receiving initial doses of 2 mg/day of doxazosin, seven (29%) of the subjects experienced
symptomatic postural hypotension between 0.5 and 6 hours after the first dose necessitating termination
of the study. In this study 2 of the normotensive subjects experienced syncope. Subsequent trials in
hypertensive patients always began doxazosin dosing at 1 mg/day resulting in a 4% incidence of postural
side effects at 1 mg/day with no cases of syncope.

In multiple dose clinical trials involving over 1500 patients with dose titration every one to two weeks,
syncope was reported in 0.7% of patients. None of these events occurred at the starting dose of 1 mg
and 1.2% (8/664) occurred at 16 mg/day.

If syncope occurs, the patient should be placed in a recumbent position and treated supportively as
necessary.
PRECAUTIONS
General
1 . Orthostatic Hypotension:
While syncope is the most severe orthostatic effect of CARDURA, other symptoms of lowered blood
pressure, such as dizziness, lightheadedness, or vertigo, can occur, especially at initiation of therapy or
at the time of dose increases. These were common in clinical trials, occurring in up to 23% of all patients
treated and causing discontinuation of therapy in about 2%.

In placebo controlled titration trials orthostatic effects were minimized by beginning therapy at 1 mg
per day and titrating every two weeks to 2, 4, or 8 mg per day. There was an increased frequency of
orthostatic effects in patients given 8 mg or more, 10%, compared to 5% at 1-4 mg and 3% in the
placebo group.

Patients in occupations in which orthostatic hypotension could be dangerous should be treated with
particular caution.

If hypotension occurs, the patient should be placed in the supine position and, if this measure is
inadequate, volume expansion with intravenous fluids or vasopressor therapy may be used. A transient
hypotensive response is not a contraindication to further doses of CARDURA.
2. Impaired liver function:
CARDURA should be administered with caution to patients with evidence of impaired hepatic function or
to patients receiving drugs known to influence hepatic metabolism. There is no controlled clinical
experience with CARDURA in patients with these conditions.
3. Leukopenia/Neutropenia:
Analysis of hematologic data from patients receiving CARDURA in controlled clinical trials showed that
the mean WBC (I\l=474) and mean neutrophil counts (N=419) were decreased by 2.4% and 1.0%
respectively, compared to placebo, a phenomenon seen with other alpha blocking drugs. A search
through a data base of 2400 patients revealed 4 in which drug-related neutropenia could not be ruled out.
Two had a single low value on the last day of treatment. Two had stable, non-progressive neutrophil
counts in the 1000/mm1 range over periods of 20 and 40 weeks. In cases where follow-up was available
the WBCs and neutrophil counts returned to normal after discontinuation of CARDURA. No patients
became symptomatic as a result of the low WBC or neutrophil counts.
Information for Patients:
Patients should be made aware of the possibility of syncopal and orthostatic symptoms, especially at the
initiation of therapy, and urged to avoid driving or hazardous tasks for 24 hours after the first dose, after
a dosage increase, and after interruption of therapy when treatment is resumed. They should be
cautioned to avoid situations where injury could result should syncope occur during initiation of
doxazosin therapy. They should also be advised of the need to sit or lie down when symptoms of lowered
blood pressure occur, although these symptoms are not always orthostatic, and to be careful when rising
from a sitting or lying position. If dizziness, lightheadedness, or palpitations are bothersome they should
be reported to the physician, so that dose adjustment can be considered. Patients should also be told
that drowsiness or somnolence can occur with doxazosin, requiring caution in people who must drive or
operate heavy machinery.
Drug Interactions:
Most (98%) of plasma doxazosin is protein bound. In vitro data in human plasma indicate that CARDURA
has no effect on protein binding of digoxin, warfarin, phenytoin or indomethacin. There is no information
on the effect of other highly plasma protein bound drugs on doxazosin binding. CARDURA has been
administered without any evidence of an adverse drug interaction to patients receiving thiazide diuretics,
beta blocking agents, and nonsteroidal anti-inflammatory drugs.
Cimetidine:
In a placebo-controlled trial in normal volunteers, the administration of a single 1 mg dose of doxazosin
on day 1 of a four-day regimen of oral cimetidine (400 mg twice daily) resulted in a 10% increase in mean
AUC of doxazosin (p=0.006), and a slight but not statistically significant increase in mean Cmax and mean
half-life of doxazosin. The clinical significance of this increase in doxazosin AUC is unknown.
Drug/Laboratory test interactions:
None known.
Cardiac Toxicity in Animals:
An increased incidence of myocardial necrosis or fibrosis was displayed by Sprague-Dawley rats after
6 months of dietary administration at concentrations calculated to provide 80 mg doxazosin/kg/day and
after 12 months of dietary administration at concentrations calculated to provide 40 mg doxazosin/kg/day
(150 times the maximum recommended human dose assuming a patient weight of 60 kg). Myocardial
fibrosis was observed in both rats and mice treated in the same manner with 40 mg doxazosin/kg/day
for 18 months. No cardiotoxicity was observed at lower doses (up to 10 or 20 mg/kg/day, depending on
the study) in either species. These lesions were not observed after 12 months of oral dosing in dogs and
Wistar rats at maximum doses of 20 mg/kg/day and 100 mg/kg/day, respectively. There is no evidence
that similar lesions occur in humans.
Carcinogenesis, Mutagenesis and Impairment of Fertility:
Chronic dietary administration (up to 24 months) of doxazosin mesylate at maximally tolerated
concentrations (highest dose 40 mg/kg: about 150 times the maximum recommended human dose of
16 mg/60 kg) revealed no evidence of carcinogenicity in rats. There was also no evidence of

carcinogenicity in a similarly conducted study (up to 18 months of dietary administration) in mice. The
mouse study, however, was compromised by the failure to use a maximally tolerated dose of doxazosin.

Mutagenicity studies revealed no drug- or metabolite-related effects at either chromosomal or
subchromosomal levels.

Studies in rats showed reduced fertility in males treated with doxazosin at oral doses of 20 (but not 5
or 10) mg/kg/day, about 75 times the maximum recommended human dose. This effect was reversible
within two weeks of drug withdrawal.
Pregnancy
Teratogenic Effects, Pregnancy Category C. Studies in pregnant rabbits and rats at daily oral doses of up
to 41 and 20 mg/kg, respectively (154 and 75 times the maximum recommended daily dose of
16 mg, assuming a patient weight of 60 kg), have revealed no evidence of harm to the fetus. A dosage
regimen of 82 mg/kg/day in the rabbit was associated with reduced fetal survival. There are no adequate
and well-controlled studies in pregnant women. Because animal reproduction studies are not always
predictive of human response, CARDURA should be used during pregnancy only if clearly needed.

Radioactivity was found to cross the placenta following oral administration of labelled doxazosin to
pregnant rats.
Nonteratogenic Effects. In peri-postnatal studies in rats, postnatal development at maternal doses of
40 or 50 mg/kg/day of doxazosin was delayed as evidenced by slower body weight gain and a slightly
later appearance of anatomical features and reflexes.
Nursing Mothers
Studies in lactating rats given a single oral dose of 1 mg/kg of ^-"CJ-doxazosin indicate that doxazosin
accumulates in rat breast milk with a maximum concentration about 20 times greater than the maternal
plasma concentration. It is not known whether this drug is excreted in human milk. Because many drugs
are excreted in human milk, caution should be exercised when CARDURA is administered to a nursing
mother.
PerJiatric Use
Safety and effectiveness in children have not been established.
ADVERSE REACTIONS
CARDURA has been administered to approximately 4000 patients, of whom 1679 were included in the
clinical development program. In that program, minor adverse effects were frequent, but led to
discontinuation of treatment in only 7% of patients. In placebo-controlled studies adverse effects
occurred in 49% and 40% of patients in the doxazosin and placebo groups, respectively, and led to
discontinuation in 2% of patients in each group. The major reasons for discontinuation were postural
effects (2%), edema, malaise/fatigue, and some heart rate disturbance, each about 0.7%.

In controlled clinical trials directly comparing CARDURA to placebo there was no significant difference
in the incidence of side effects, except for dizziness (including postural), weight gain, somnolence and
fatigue/malaise. Postural effects and edema appeared to be dose related.

The prevalence rates presented below are based on combined data from placebo-controlled studies
involving once daily administration of doxazosin at doses ranging from 1-16 mg. The following
summarizes those adverse experiences (possibly/probably related) reported for patients in these studies
where the prevalence rate in the doxazosin group was at least 0.5% or where the reaction is of particular
interest.
Adverse reactions during placebo-controlled studies with doxazosin (n=339) and placebo (n=336),
respectively: Cardiovascular—Dizziness. 19% and 9%; Vertigo: 2% and 1 % ; Postural Hypotension:
0.3% and 0%; Edema: 4% and 3%; Palpitation: 2% and 3%; Arrhythmia: 1 % and 0%; Hypotension: 1 %
and 0%; Tachycardia: 0.3% and 1 %; Peripheral Ischemia: 0.3% and 0%; Skin Appendages—Rash: 1 % and
1 % ; Pruritus: 1 % and 1 % ; Musculoskeletal—Arthralgia/Arthritis: 1 % and 0%; Muscle Weakness: 1 %
and 0%; Myalgia: 1 % and 0%; Central & Peripheral U.S.—Headache: 14% and 16%; Paresthesia: 1 %
and 1 % ; Kinetic Disorders: 1 % and 0%; Ataxia: 1 % and 0%; Hypertonia: 1 % and 0%; Muscle Cramps:
1 % and 0%; Autonomic—Mouth Dry: 2% and 2%; Flushing: 1 % and 0%; Special Senses— Vision
Abnormal: 2% and 1 % ; Conjunctivitis/Eye Pain: 1 % and 1 % ; Tinnitus: 1 % and 0.3%; Psychiatric—
Somnolence: 5% and 1 % ; Nervousness: 2% and 2%; Depression: 1 % and 1 % ; Insomnia: 1 % and 1 % ;
Sexual Dysfunction: 2% and 1 % ; Gastrointestinal—Nausea: 3% and 4%; Diarrhea: 2% and 3%;
Constipation: Yh and 1 % ; Dyspepsia: 1 % and 1 % ; Flatulence: 1 % and 1 % ; Abdominal Pain: Wo and 2%;
Vomiting: Wo and 1 % ; Respiratory—Rhinitis:2% and 1 % ; Dyspnea: 1 % and 1 % ; Epistaxis: 1 % and 0%;
Urinary—Polyuria: 2% and 0%; Urinary Incontinence: 1 % and 0%; Micturation Frequency: 0% and 2%;
General—Fatigue/Malaise: 12% and 6%; Chest Pain: 2% and 2%; Asthenia: 1 % and 1 % ; Face Edema:
1 % and 0%; Pain: 2% and 2%.

Additional adverse reactions have been reported, but these are, in general, not distinguishable from
symptoms that might have occurred in the absence of exposure to doxazosin. The following adverse
reactions occurred with a frequency of between 0.5% and 1 %: syncope, hypoesthesia, increased sweating,
agitation, increased weight. The following additional adverse reactions were reported by <0.5% of
3960 patients who received doxazosin in controlled or open, short- or long-term clinical studies, including
international studies. Cardiovascular System: angina pectoris, myocardial infarction, cerebrovascular
accident; Autonomic Nervous System: pallor; Metabolic: thirst, gout, hypokalemia; Hematopoietic:
lymphadenopathy, purpura; Reproductive System: breast pain; Skin Disorders: alopecia, dry skin, eczema;
Central Nervous System: paresis, tremor, twitching, confusion, migraine, impaired concentration;
Psychiatric: paroniria, amnesia, emotional lability, abnormal thinking, depersonalization; Special Senses:
parosmia, earache, taste perversion, photophobia, abnormal lacrimation; Gastrointestinal System:
increased appetite, anorexia, fecal incontinence, gastroenteritis; Respiratory System: bronchospasm,
sinusitis, coughing, pharyngitis; Urinary System: renal calculus; General Body System: hot flushes, back
pain, infection, fever/rigors, decreased weight, influenza-like symptoms.

CARDURA has not been associated with any clinically significant changes in routine biochemical tests.
No clinically relevant adverse effects were noted on serum potassium, serum glucose, uric acid, blood
urea nitrogen, creatinine or liver function tests. CARDURA has been associated with decreases in white
blood cell counts (See Precautions).
OVERDOSAGE
No data are available in regard to overdosage in humans.

The oral LD50 of doxazosin is greater than 1000 mg/kg in mice and rats. The most likely manifestation
of overdosage would be hypotension, for which the usual treatment would be intravenous infusion of
fluid. As doxazosin is highly protein bound, dialysis would not be indicated.
DOSAGE AND ADMINISTRATION
DOSAGE MUST BE INDIVIDUALIZED. The initial dosage of CARDURA in hypertensive patients is 1 mg
given once daily. This starting dose is intended to minimize the frequency of postural hypotension and
first dose syncope associated with CARDURA. Postural effects are most likely to occur between 2 and
6 hours after a dose. Therefore blood pressure measurements should be taken during this time period
after the first dose and with each increase in dose. Depending on the individual patient's standing blood
pressure response (based on measurements taken at 2-6 hours postdose and 24 hours postdose),
dosage may then be increased to 2 mg and thereafter if necessary to 4 mg, 8 mg and 16 mg to achieve
the desired reduction in blood pressure. Increases in dose beyond 4 mg increase the likelihood of
excessive postural effects including syncope, postural dizziness/vertigo, postural hypotension. At a
titrated dose of 16 mg once daily the frequency of postural effects is about 12% compared to 3% for
placebo.

More detailed professional information available on request.
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