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Non-insulin-dependent diabetes mellitus.

As with all sulfonylureas,
hypoglycemia may occur.
Please see brief summary of prescribing
information on the adjacent page.



how crucial diet and exercise are.

Since it's1

change lifestyle,
their first diabetic agent

« should be easy.
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When diet alone fails in IMIDDM*...

(glipizide) extended release
Tablets 5mg and 10 mg GITS'



Reference: 1 . Testa MA, Simonson DC. Beneficial effects of glipizide GITS on glycemic control,
quality of life and symptom distress in NIDDM. Diabetes. May 1996;45(suppl 2):123A. Abstract 450.

GLUCOTROL XL (glipizide) Extended Release Tablets For Oral Use

Brief Summary of Prescribing Information

INDICATIONS AND USAGE: GLUCOTROL XL is indicated as an adjunct to diet for the control of
hyperglycemia and its associated symptomatology in patients with non-insulin-dependent diabetes
mellitus (NIDDM; type II), formerly known as maturity-onset diabetes, after an adequate trial of dietary
therapy has proved unsatisfactory.
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 caf 3city, 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 A,c may be useful.
Information for Patients: Patients should be informed that GLUCOTROL XL Extended Release
Tablets should be swallowed whole. Patients should not chew, divide or crush tablets. Patients should
not be concerned if they occasionally notice in their stool something that looks like a tablet. In the
GLUCOTROL XL Extended Release Tablet, the medication is contained within a nonabsorbable shell
that has been specially designed to slowly release the drug so the body can absorb it. When this
process is completed, the empty tablet is eliminated from the body.

Patients should be informed of the potential risks and advantages of GLUCOTROL XL and of
alternative modes of therapy. They should also be informed about the importance of adhering to
dietary instructions, of a regular exercise program, and of regular testing of urine and/or blood
glucose.

The risks of hypoglycemia, its symptoms and treatment, and conditions that predispose to its
development should be explained to patients and responsible family members. Primary and secondary
failure also should be explained.
Drug Interactions: The hypoglycemic action of sulfonylureas may be potentiated by certain drugs
including nonsteroidal anti-inflammatory agents and other drugs that are highly protein bound,
salicylates, sulfonamides, chloramphenicol, probenecid, coumarins, monoamine oxidase inhibitors,
and beta-adrenergtc 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 Diflucan0 as
a single daily oral dose for 7 days. The mean percentage increase in the Glucotrol AUC after
fluconazole administration was 56.9% (range: 35 to 81%).
Carcinogenesis, Mutagenesis, Impairment of Fertility: A twenty month study in rats and an
eighteen month study in mice at doses up to 75 times the maximum human dose revealed no
evidence of drug-related carcinogenicity. Bacterial and in vivo mutagenicity tests were uniformly
negative. Studies in rats of both sexes at doses up to 75 times the human dose showed no effects on
fertility.
Pregnancy: Pregnancy Category C: Glipizide was found to be mildly fetotoxic in rat reproductive
studies at all dose levels (5-50 mgAg). This fetotoxicity has been similarly noted with other
sulfonylureas, such as tolbutamide and tolazamide. The effect is perinatal and believed to be directly
related to the pharmacologic (hypoglycemic) action of glipizide. In studies in rats and rabbits no
teratogenic effects were found. There are no adequate and well controlled studies in pregnant women.
Glipizide should be used during pregnancy only if the potential benefit justifies the potential risk to the
fetus.

Many experts recommend that insulin be used during pregnancy to maintain blood glucose levels
as close to normal as possible.

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

ADVERSE REACTIONS: In U.S. controlled studies the frequency of serious adverse experiences
reported was very low and causal relationship has not been established.

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

In double-blind, placebo-controlled studies the adverse experiences reported with an incidence of
3% or more in GLUCOTROL XL-treated patients (N=278) and placebo-treated patients (N=69),
respectively, include: Asthenia -10.1% and 13.0%; Headache - 8.6% and 8.7%; Dizziness - 6.8%
and 5.8%; Nervousness - 3.6% and 2.9%; Tremor - 3.6% and 0.0%; Diarrhea - 5.4% and 0.0%;
Flatulence-3.2% and 1.4%.

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

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

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

The following are adverse experiences reported with immediate release glipizide and other
sulfonylureas, but have not been observed with GLUCOTROL XL:
Hematologic: Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic anemia,
and pancytopenia have been reported with sulfonylureas.
Metabolic: Hepatic porphyria and disulfiram-like reactions have been reported with sulfonylureas. In
the mouse, glipizide pretreatment did not cause an accumulation of 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 A1C level measured at three month intervals is the preferred means of
monitoring response to therapy.

Hemoglobin Aic 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 levels measured at
three month intervals. If no improvement is seen after three months of therapy with a higher dose, the
previous dose should be resumed. Decisions which utilize fasting blood glucose to adjust
GLUCOTROL XL therapy should be based on at least two or more similar, consecutive values obtained
seven days or more after the previous dose adjustment.

Most patients will be controlled with 5 mg or 10 mg taken once daily. However, some patients may
require up to the maximum recommended daily dose of 20 mg. While the glycemic control of selected
patients may improve with doses which exceed 10 mg, clinical studies conducted to date have not
demonstrated an additional group average reduction of hemoglobin A^ 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,

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



Accu-Chek® Advantage'System
Moreinameter. For the most out of life".

You can bet they're not thinking about blood glucose testing. You see, with more of the features

that people prefer, the Accu-Chek® Advantage® blood glucose monitoring system makes people more

comfortable with testing, so they can get the most out of life.

That's what happens when you continually improve on a

meter that's already preferred by 3 out of 4* testers. For example, our

latest innovation is a new strip that needs only 9 uL—30% less blood.

When you add it all up, the more comfortable your patients

are with their meters, the more they'll get out of life—which may be

the best feature of all.

*Of those who expressed a preference in a nationwide trial.

© 1996 Boehringer Mannheim Corporation. All rights reserved.

Accu-Chek*
BLOOD GLUCOSE MONITORING SYSTEMS

What it takes to take control8
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Just ask your Lilly representative or call toll-free, 1-888-88 LILLY
(1-888-885-4559) for more information.

Potential side effects associated with the use of all insulins, including Humalog, include hypoglycemia,

hypokalomia, lipodystrophy, and hypersensitivity. Because of the difference in action, care should be

taken in patients in whom these conditions may be clinically relevant (e.g., those who have been fasting

for a prolonged period, have autonomic neuropathy, or are using potassium-lowering drugs).

!/ GiroGMDDtrD stouiDdl fa® mats!© (gaMftflocLOsIs; and) @My under medical supervision.

See accompanying brief summary for more complete prescribing information.

60-LI -0106 PRINTED IN USA LPR535100KI3896 ©1996, ELI LILLY AND COMPANY



Humalog®
insulin lispro injection (rDNA origin)
Brief Summary:

INDICATIONS AND USAGE: Humalog is an insulin analog that is indicated in the treatment of patients
with diabetes mellitus for the control of hyperglycemia. Humalog has a more rapid onset and a shorter
duration of action than human regular insulin. Therefore, Humalog should be used in regimens
including a longer-acting insulin.

CONTRAINDICATIONS: Humalog is contraindicated during episodes of hypoglycemia and in patients
sensitive to Humalog or one of its excipients.

WARNINGS: This human insulin analog differs from human regular insulin by its rapid onset of
action as well as a shorter duration of activity. When used as a mealtime insulin, the dose of
Humalog should be given within 15 minutes before the meal. Because of the short duration of
action of Humalog, patients with type I diabetes also require a longer-acting insulin to maintain
glucose control.

Hypoglycemia is the most common adverse effect of insulins, including Humalog. As with all
insulins, the timing of hypoglycemia may differ among various insulin formulations. Glucose
monitoring is recommended for all patients with diabetes.1

PRECAUTIONS: General— Hypoglycemia, hypokalemia, lipodystrophy, and hypersensitivity are among
the potential clinical adverse effects associated with the use of all insulins. Because of differences in
the action of Humalog and other insulins, care should be taken in patients in whom such potential side
effects might be clinically relevant (e.g., patients who are fasting, have autonomic neuropathy, or are
using potassium-lowering drugs).

As with all insulin preparations, the time course of Humalog action may vary in different individuals
or at different times in the same individual and is dependent on site of injection, blood supply,
temperature, and physical activity.

Adjustment of dosage of any insulin may be necessary if patients change their physical activity or
their usual meal plan. Insulin requirements may be altered during illness, emotional disturbances, or
other stress.

Hypoglycemia—As with all insulin preparations, hypoglycemic reactions may be associated with
the administration of Humalog. Rapid changes in serum glucose levels may induce symptoms of
hypoglycemia in persons with diabetes, regardless of the glucose value. Early warning symptoms of
hypoglycemia may be different or less pronounced under certain conditions, such as long duration
of diabetes, diabetic nerve disease, use of medications such as beta-blockers, or intensified
diabetes control.

Renal and Hepatic Impairment—Although there are no specific data in patients with diabetes,
Humaloq requirements may be reduced in the presence of renal or hepatic impairment, similar to
observations found with other insulins.

Allergy—Local Allergy—Patients occasionally experience redness, swelling, or itching at the site of
injection. This condition, called local allergy, usually clears up in a few days to a few weeks. In some
instances, this condition may be related to factors other than insulin, such as irritants in a skin
cleansing agent or poor injection technique.

Systemic Allergy—Less common, but potentially more serious, is generalized allergy to insulin,
which may cause rash over the whole body, shortness of breath, wheezing, reduction in blood
pressure, rapid pulse, or sweating. Severe cases of generalized allergy, including anaphylactic
reaction, may be life threatening. If patients think they are having such a reaction, they should notify
a doctor immediately.

Antibody Production—In large clinical trials, antibodies that cross react with human insulin and
insulin lispro were observed in both Humulin R- and Humalog-treatment groups. As expected, the
largest increase in the antibody levels during the 12 month clinical trials was observed with patients
new to insulin therapy.

Information for Patients— Patients should be informed of the potential risks and advantages of
Humalog and alternative therapies. Patients should also be informed about the importance of proper
insulin storage, injection technique, timing of dosage, adherence to meal planning, regular physical
activity, regular blood glucose monitoring, periodic glycosylated hemoglobin testing, recognition and
management of hypo- and hyperglycemia, and periodic assessment for diabetes complications.

Patients should be advised to inform their physician if they are pregnant or intend to become
pregnant.

Refer patients to the Information for the Patient circular for information on proper injection
technique, timing of Humalog dosing (< 15 minutes before a meal), storing and mixing insulin, and
common adverse effects.

Laboratory Tests—As with all insulins, the therapeutic response to Humalog should be monitored
by periodic blood glucose tests. Periodic measurement of glycosylated hemoglobin is recommended
for the monitoring of long-term glycemic control.

Drug Interactions—Insulin requirements may be increased by medications with hyperglycemic
activity such as corticosteroids, isoniazid, certain lipid lowering drugs (e.g., niacin), estrogens, oral
contraceptives, phenothiazines, and thyroid replacement therapy.

Insulin requirements may be decreased in the presence of drugs with hypoglycemic activity, such as
oral hypoglycemic agents, salicylates, sulfa antibiotics, and certain antidepressants (monoamine
oxidase inhibitors), certain angiotensin converting enzyme inhibitors, beta-adrenergic blockers,
inhibitors of pancreatic function (e.g., octreotide), and alcohol. Beta-adrenergic blockers may mask the
symptoms of hypoglycemia in some oatients.

Mixing of Insulins—Care should be taken when mixing all insulins as a change in peak action may
occur. A decrease in the absorption rate, but not total bioavailability, was seen when Humalog was

Humalog" (insulin lispro injection, rDNA origin)

mixed with Humulin N. This decrease in absorption rate was not seen when Humalog was mixed yvith
Humulin U. When Humalog is mixed with either Humulin U or Humulin N, the mixture should be given
within 15 minutes before a meal.

If Humalog is mixed with a longer-acting insulin, Humalog should be drawn into the syringe first to
prevent clouding of the Humalog by the longer-acting insulin. Injection should be made immediately
after mixing. Mixtures should not be administered intravenously.

Carcinogenesis, Mutagenesis, Impairment of Fertility—-Long-term studies in animals have not been
performed to evaluate the carcinogenic potential of Humalog. Humalog was not mutagenic in a battery
of in vitro and in vivo genetic toxicity assays (bacterial mutation tests, unscheduled DNA synthesis,
mouse lymphoma assay, chromosomal aberration tests, and a micronucleus test). There is no
evidence from animal studies of Humalog-induced impairment of fertility.

Pregnancy—Teratogenic Effects—Pregnancy Category B—
Reproduction studies have been performed in pregnant rats and rabbits at parenteral doses up to 4

and 0.3 times, respectively, the average human dose (40 units/day) based on body surface area. The
results have revealed no evidence of impaired fertility or harm to the fetus due to Humalog. There are,
however, no adequate and well-controlled studies in pregnant women. Because animal reproduction
studies are not always predictive of human response, this drug should be used during pregnancy only
if clearly needed.

Although there are no clinical studies of the use of Humalog in pregnancy, published studies with
human insulins suggest that optimizing overall glycemic control, including postprandial control, before
conception and during pregnancy improves fetal outcome. Although the fetal complications of
maternal hyperglycemia have been well documented, fetal toxicity also has been reported with
maternal hypoglycemia. Insulin requirements usually fall during the first trimester and increase during
the second and third trimesters. Careful monitoring of the patient is required throughout pregnancy.
During the perinatal period, careful monitoring of infants born to mothers with diabetes is warranted.

Nursing Mothers—H is unknown whether Humalog is excreted in significant amounts in human
milk. Many drugs, including human insulin, are excreted in human milk. For this reason, caution
should be exercised when Humalog is administered to a nursing woman. Patients with diabetes who
are lactating may require adjustments in Humalog dose, meal plan, or both.

Pediatric Use—Safety and effectiveness in patients less than 12 years of age have not been
established.

ADVERSE REACTIONS: Clinical studies comparing Humalog with human regular insulin did not
demonstrate a difference in frequency of adverse events between the two treatments.

Adverse events commonly associated with human insulin therapy include the following:
Body as a Whole—allergic reactions (see PRECAUTIONS)
Skin and Appendages—injection site reaction, lipodystrophy, pruritus, rash
Other—hypoglycemia (seeWARNINGS and PRECAUTIONS)

OVERDOSAGE: Hypoglycemia may occur as a result of an excess of insulin relative to food intake,
energy expenditure, or both. Mild episodes of hypoglycemia usually can be treated with oral glucose.
Adjustments in drug dosage, meal patterns, or exercise may be needed. More severe episodes with
coma, seizure, or neurologic impairment may be treated with intramuscular/subcutaneous glucagon or
concentrated intravenous glucose. Sustained carbohydrate intake and observation may be necessary
because hypoglycemia may recur after apparent clinical recovery.

CAUTION—Federal (USA) law prohibits dispensing without prescription.

Any change of insulin should be made cautiously and only under medical supervision. Changes
in insulin strength, manufacturer, type (e.g., regular, NPH, analog), species (animal, human), or
method of manufacture (rDNA versus animal-source insulin) may result in the need for a change in
dosage.
REFERENCES
I.American Diabetes Association: Clinical Practice Recommendations 1996, Insulin Administration.

Diabetes Care, 1996; 19(Supp 1):31-34.
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PATIENTS WHO SIMPLY
CLEAN AND BANDAGE A WOUND

ARE MISSING A STEP
Water and bandages alone do not help prevent infection

in minor cuts, scrapes and burns. Neosporin® does*

RECOMMEND THESE DAILY
" N E O " STEPS FOR BETTER

INFECTION PROTECTION

STEPI Clean it!
Flush wound with water.

Wash thoroughly to clear

dirt and debris. Rinse

with water.

STEP2 "Neo"it!
Apply a small amount of

Neosporin® — enough to

cover a fingertip — to

help prevent infection.

Repeat this step up

to 3 times daily.

STEP 3 Bandage it!
Cover wound with sterile

bandage. Repeat all

steps up to 3 times

daily.

Unlike many first-aid antibiotics,
Neosporin® ointment provides a
broad spectrum of protection
Don't leave patients open to infection. Get them in
the habit of treating minor cuts and scrapes daily with
Neosporin? Unlike Bacitracin alone, Neosporin^
ointment provides broad-spectrum protection against
both gram-positive and gram-negative pathogens,
including the three most common pathogens that
cause skin and burn infections: Staphylococcus
dureus/ Streptococcus pyogenes/ and
Pseudomonds deruginosd.

Neosporin plus a bandage helps
minor wounds heal four days faster
than a bandage alone*

Neosporin helps wounds heal fast. But only if your
patients apply what you've recommended.

SOI Tabor Road
Morris Plains, NJ 07950

(l:) Copyright, Warner-Lambert, 1996
PN-P5-3711

For more information on Neosporin/ visit our
Internet website ht tp: / /WWW. healing-aid.com

*l.eydcn JJ, Bartell N M . Comparison of topical antibiotic
ointments, a wound protectant, and antiseptics for the
treatment ol human blister wounds contaminated with
ctaphylococcus aureus. JFern Prx 1987;24:601-604.

RECOMMEND BROAD-SPECTRUM

NEOSPORIN
THE DAILY REGIMEN FOR BETTER

INFECTION PROTECTION



When Your Diabetes
Patients Ask,

"Is This Enough
Blood for a Test?"



Front Back
Touchable test Dot turns
strip makes it blue when
easy to apply enough blood

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 IifeScan, creators of the ONE TOUCH® family of products-the brand
most recommended by health care professionals.

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

SureStep
Csinplmthod OucoMMentortaf *r"~"

*B -

actual size

For diabetes and life.

0 1 9 % UfeScan Inc. Milpitas, California 95035



Exchange Lists
for Meal Planning

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 XCELMPS $1.50 $1.20
Pkg of 25 UCELMP2 $37.50 $30.00

The First Step in
Diabetes Meal Planning
, \ lso developed jointly by the

v 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

Bulk Pricing (same for members and nonmembers) Nonmember: $9.00; Member: $7.20

5-20 pkgsof25
21 - 40 pkgs of 25
41+ pkgs of 25

$28.25 each
$26.25 each
$22.50 each

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.
LJ 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
VA 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 # P26C96

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

• 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

American
Diabetes
Association



The high-carbohydrate content of
nutritional formulas can contribute to higher
blood glucose levels.
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Glucose response to a standard 1 Cal/mL nutritional
formula in type I diabetes.1

The low-carbohydrate content of
GLUCERNA® was specifically designed
to enhance blood glucose control.
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Glucose response to GLUCERNA in type I diabetes.1

For Additional Information,
call toll-free 1-800-544-7495

B426/B910

Specialized Nutrition With Fiber
For Patients With Abnormal Glucose Tolerance

The only nutritional formula
proven to enhance glucose
control In type I and type II
diabetes mellitus and stress-
induced hyperglycemla.1-5

GLUCEENA Is complete,
balanced nutrition for patients
with diabetes. For oral or tube
feeding. Pleasant vanilla flavor.

1. Peters AL, Davidson MB, Isaac RM: Lack of glucose elevation after simulated tube
feeding with a low-carbohydrate, high-fat enteral formula In patients wtth type I
diabetes. AmJMedl 989:87:178-"(32.

2. Peters AL, Davidson MB: Effects of various enteral feeding products on
postprandial blood glucose response in patents with type I diabetes. JPEN
1992;16S9-74. « - » - • - " "

3. Galkowski J, Silverstone FA, Brod M, Isaac RM: Use of a low carbohydrate with
fiber enteral formula as a snack for elderly patients with type 2 diabetes (abstract).
C//n fles1989;37:89A.

4. Hartey JR, Pohl SL, Isaac RM: Low carbohydrate with fiber versus high
carbohydrate without fiber enteral formulas: Effect on blood glucose excursion in
patients with type II diabetes (abstract). C#nfl»s1989;37:141A.

5. Grahm TW, Harrington TR, Isaac RM: Low carbohydrate (CHO) with fiber enteral
formula Impedes development of hypergtycemia In patients with acute head Injury
(abstract). C/n?fles1989;37:138A.

From Ross Laboratories, makers of
ENSURE* Complete, Balanced Nutrition™

RO88 PRODUCTS DIVISION
ABBOTT LABORATORIES
COLUMBUS. OHIO 43813-1724
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Overall response to CAVERJECT by clinical evaluation1

100— * Full rigidity
No response or partial response I ,* ¥>

From the open-label, dose-escalation phase of a multicenter,
randomized, double-blind, placebo-controlled crossover study.
Of 153 patients randomized into the study, 105 patients
completed the dose-ranging phase and entered the self-injection
phase.

72% EFFECTIVE IN OFFICE: 76 of 105
patients titrated to an optimum dose
received at least one evaluation of full
rigidity.*1 Placebo produced no response in
the double-blind arm of the study.1

89% EFFECTIVE AT HOME: In the 4-week
self-injection arm of the study, 91 of 102
patients reported a response to injections at
home.+1 At-home therapy requires proper
training of the patient in self-injection.

EFFECTIVE THERAPY: Intracavernosal
injection therapy with CAVERJECT is
indicated in patients with erectile
dysfunction due to vasculogenic, neurogenic,
psychogenic, or mixed etiology.*12

* Assessments of erection response were recorded at 5,10,15,30, and
120 minutes after injection.

t Patients previously received self-injection training and titration to an
optimum dose (a dose which induced an erection sufficient for intercourse).
Response was defined as a full or partial erection leading to satisfactory
intercourse.

Because injections may cause a small amount of bleeding at the
injection site, patients should be counseled about the protective measures
necessary to guard against sexually transmitted diseases.

©1996 The Upjohn Company

•Underlying treatable medical causes of erectile dysfunction should
be diagnosed and treated prior to initiating therapy with CAVERJECT.
CAVERJECT is contraindicated in men with known hypersensitivity to
the drug or conditions that might predispose them to priapism, and in
men with penile implants or anatomical deformities of the penis.

§Patients should contact their physician or seek immediate medical
assistance if an erection persists longer than 6 hours.

; In one self-injection clinical study where duration of use was up to
18 months, the incidence of fibrosis was 7.8%.

Please see adjacent page for brief summary of prescribing information.



CAVERJECT
for Erectile Dysfunction

Proven Effective
Pharmacologic Treatment
Regardless of Etiology

SAFETY CONSIDERATIONS
• Dosing should be titrated under physician

supervision to minimize the possibility of
priapism.§

• Mild to moderate penile pain was reported
at least once by 37% of patients in clinical
trials of up to 18-months' duration.

• Among patients reporting pain, not every
injection was associated with i t Of 21,490
injections studied, 11% were pain related.3

• The overall incidence of penile fibrosis
reported in clinical studies was 3%."

The reconstituted vial of CAVERJECT is for single use only. Patients
rnust properly discard needles after one use and never share them.

CAVERJECT is available in a single-dose system
with a self-locking case for safe disposal with

> a disposable syringe prefilled with diluent

> a vial of 10 or 20 meg of CAVERJECT Sterile Powder

> two alcohol swabs

> a patient instruction leaflet

•^Sterile
Powder

1 alpnostadil for injection
PROVEN EFFECTIVE TREATMENT



Powder
alpnostadirfor injection
CAVERJECT® Sterile Powder (brand of alprostadil for injection) For Intracavernosal Use

INDICATIONS AND USAGE: Treatment of erectile dysfunction due to neurogenic, vasculogenic, psychogenic, or
mixed etiology; also an adjunct to other diagnostic tests in the diagnosis of erectile dysfunction.
CONTRAINDICATIONS: Known hypersensitjvity to the drug; conditions that might predispose the patient to pri-
apism, 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. Do not use CAVERJECT in women,
children, or nowborns or in men who should not engage in sexual activity.
PRECAUTIONS: General Precautions: Pjianjsm [erection lasting over 6 hours) can occur. Instruct the patient to
immediately report and seek medical assistance for any erection that lasts longer than 6 hours. Treat priapism
according to established medical practice. Renilejbroiis, including Peyronie's disease, occurred in 3% of
patients in clinical studies (incidence was 7.8% in one 18-month study). Use regular patient follow-up, with
careful examination of the penis, to detect signs of penile fibrosis. Stop treatment with CAVERJECT in patients
who develop penile artgulation, cavernosal fibrosis, or Peyronie's disease. Anticoagulant therapy (such as war-
farin or hepann) may increase the tendency for bleeding after injection. Diagnose and treat underlying treatable
medical causes of erectile dysfunction before starting therapy with CAVERJECT. CAVERJECT combined with
other vasoactiye agents was not systematically studied; the use of such combinations is not recommended.
Instruct ths patient not to reuse or share needles or syringes and not to let anyone else use his prescription medi-
cines. Patient Information: Thorough training in self-injection technique is required before CAVERJECT can be
used at home. The dose is established in the physician s office. Carefully follow preparation instructions indued
with each package of CAVERJECT. Discard vials with precipitates or discoloration. The vial is designed for single
use; therefore, discard the vial and any remaining solution once the proper amount is withdrawn. Properly discard
needle after use; do not reuse or share with others. Do not change the prescribed dose without physician con-
sultation. CAVERJECT should produce an erection in 5 to 20 minutes. Generally, do not exceed an injection fre-
quency of three times per week; separate each use by at least 24 hours. Patients should know the possible side
effects of CAVERJECT and what to do if side effects occur. Patients must return for regular checkups for treat-
ment 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 (see ADVERSE REACTION'S) could increase
the risk of transmitting blood-borne diseases between partners. Drug Interactions: In clinical trials, concomitant
use of antihypertensive drugs, diuretics, antidiabetic agents (including insulin), or nonsteroidal anti-inflammatory
drugs had no effect on the efficacy and safety of CAVERJECT. Pharmacokmetic drug-drug interactions between
alprostadil and other agents were not formally studied. Carclnogenesis, Mutagenesls, and Fertility Impairment:
Long-term carcinogenfeity studies were not conducted. Alprostadil did not adversely affect or alter spermatoge-
nesis in rats. Mutagenicrty tests revealed no potential for mutagenesis. In a 1-year irritancy study in monkeys,
there was no evidence of drug-related penile irritancy or nonpenile tissue lesions that could be directly related to
alprostadil; any lesions noted were reversible; and histologic changes in the penis had regressed at the end of the
4-week recovery period.
PREGNANCY, NURSING MOTHERS, AND PEDIATR1C USE: CAVERJECT is not for use in newborns, children, or
women.
ADVERSE REACTIONS: Local Reactions: Reported by 1% or more of patients treated with CAVERJECT
(n-1,861): penile pain (33%, compared with 2% of 294 patients injected with placebo); prolonged erection
(4%); penile fibrosis (3%, see PRECAUTIONS); injection-site hematoma (3%); penis disorder (3%, includes
numbness, yeast infection, irritation, sensitivity, pnimosis, pruritus, erythema, venous leak, penile skin tear,
strange feeling of penis, penile head discoloration, and itch at tip of penis); injection-site ecchymosis (2%);
penile rash (1%); and penile edema (1%). Eenilfijain was mild or moderate in intensity in most cases; 3% of
patients stopped treatment because of penile pain. In most cases, spontaneous detumescence followed pjE;
jpngjd Erection (erection that lasts 4 to 6 hours) and pnapjsjn (erection that lasts longer than 6 hours; 0.4% in
clinical trials). Titrate CAVERJECT slowly to the lowest effective dose to minimize the chance of prolonged erec-
tion or priapism (see DOSAGE AND ADMINISTRATION). Instruct the patient to immediately report and seek med-
ical 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. Most cases of hematoma and ecchvmosis were attributed
to faulty injection technique. LocaLgactions reported bv less than 1% of patients: balanitis, injection-site hemor-
rhage, injection-site inflammation, injection-site itching, injection-site swelling, injection-site edema; urethral bleed-
ing,; penile warmth; numbness; yeast infection; irritation; sensitivity; phimosis; pruritus; erythema; venous leak;
painful erection; and abnormal ejaculation. Systemic Events: Reported b v 1 % or more of patients treated with
CAVERJECT (n-1,861): upper respiratory tract infection (4%); hypertension (2%); headache (2%); flu syndrome
(2%); sinusitis (2%); prostatic disorder (2%, includes prostatrtis, pain, hypertrophy, and enlargement); localized
pain (2%); trauma (2%); dizziness (1%); back pain (1%); nasal congestion (1%); and cough (1%). Systemic
events judged by investigators to be possibly related to the use of CAVERJECT were reported for less than 1% of
patients and included testicular pain, scrotal disorder, scrotal edema, hematuria, testicular disorder, impaired uri-
nation, urinary frequency, urinary urgency, pelvic pain, hypotension, vasodilation, peripheral vascular disorder,
supraventricular extrasystole, vasovagal reactions, hypesthesia, nongeneralized weakness, non-application-site
pruritus, skin neoplasm, nausea, dry mouth, increased serum creatinine, leg cramps, and mydriasis. Blood pres-
sure decreases and pulse rate increases were observed in clinical studies and appeared to be dose related (seen
principally at doses above 20 micrograms and above 30 micrograms of alprostadil, respectively); changes were
usually clinically unimportant (3% of patients stopped because of symptomatic hypotension). CAVERJECT had
no clinically important effect on serum or urine laboratory tests.
OVERDOSAGE: If intracavernous overdose with CAVERJECT occurs, place patient under medical supervision
until any systemic effects have resolved and penile detumescence has occurred. Symptomatic treatment of
systemic symptoms is appropriate.
DOSAGE AND ADMINISTRATION: Individualize each patient's dose by careful physician-supervised titration,
following the initial titration guidelines in the product package insert. Doses greater than 60 micrograms are not
recommended. In general, use the lowest possible effective dose. A 1/2-inch, 27- to 30-gauge needle is generally
recommended. Initial Titration in Physician's Office: Follow the initial titration instructions that appear in the
product package insert; dosage titration instructions differ depending on erectile dysfunction etiology. In one
clinical study, 56% of patients were titrated to doses of greater than 5 micrograms but less than or equal to
20 micrograms; the mean dose at the end of titration was 17.8 micrograms. Maintenance Therapy: Property
instruct and train the patient in the self-injection technique, and carefully assess the patient's skills and compe-
tence with this procedure before starting self-injection therapy. 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. Dose adjustments for self-injection, if required, should
only bs made with physician consultation and should follow initial titration guidelines. CAVERJECT was effective
for up to 6 months in an uncontrolled, self-injection study; the mean dose at the end of 6 months was 20.7
micrograms. Exercise careful and continuous follow-up of patients on self-injection therapy, especially for initial
self-injections. Recommended injection frequency is no more than three times weekly, with at least 24 hours
between uses. Instruct the patient in the proper disposal of the syringe, needle, and single-use vial. See the
patient every 3 months during self-injection therapy to assess treatment and, if needed, to adjust the dose.
CAVFRJECTjis.jin Adjuoctto the. Diagnosis pf Erectile Dysfunction: In pharmacologic diagnostic testing for
erectile dysfunction, monitor patients for the occurrence of an erection after an intracavernosal injection of
CAVERJECT. Use CAVERJECT as an adjunct to laboratory investigations to allow visualization and assessment
of penile vasculature. For these tests, use a single dose of CAVERJECT that induces a firm and rigid erection.
M # n J'jsparatipn; Refer to product package insert for reconstitution insfructiqns.One mL of sterile water
preserved with 0.945% w/v benzyl alcohol or bacteriostatic v/ater for injection with benzyl alcohol must be used
for reconstitution. Use the solution immediately after reconstitution; do not store or freeze. Inspect reconstituted
solution visually for particulate matter.
CAUTION: Federal law prohibits dispensing without a prescription.
Store vials at refrigerated temperatures of 2°C to 8°C (36°F to 46°F) until dispensed. After dispensing, unused
packages of CAVERJECT Sterile Powder may be stored up to 3 months at or below 25"C (77°F)
Pharmacia & Upjohn, Inc • Kalamazoo, Ml 49001, USA B-1-S
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Online
Services

For Readers
http://www.ada.judds.com

The American Diabetes Association has
introduced new World Wide Web services
for members and subscribers. The
publications home page offers:

t Tables of contents and a searchable database of
abstracts from the current and back issues of
Diabetes and Diabetes Care.

• Tables of contents and selected articles from
Diabetes Spectrum and Diabetes Forecast.

• Full text of Clinical Practice Recommendations
1996, the Association's annual compendium of
position and consensus statements.

• Information about and online ordering for books
and other resources for health professionals and
people with diabetes.

t Information about and online ordering for mem-
bership in the Professional Section of the Ameri-
can Diabetes Association.

t Links to other diabetes sites on the Internet,
including newsgroups and World Wide Web
pages.

• A professional-to-professional forum for dis-
cussing articles in Association publications and
other issues in diabetes research and treatment.
(This service is available only to Professional
Section members of the American Diabetes
Association.)
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Please see brief summary of prescribing
information, including the boxed
WARNING regarding Lactic Acidosis,
on the last page of this advertisement.

£-* Bristol-Myers Squibb Company



BENEFITS BEYOND GLUCOSE CONTROL
IN TYPE II DIABETES

No effect on pancreatic beta cells
or insulin secretion.

Significantly decreases fasting
plasma glucose (FPG) when used
as an adjunct to diet.

Mean difference in
FPG compared
with placebo

GLUCOPHAGE
vs placebo

P<0.00l

Study I : Results of a double-blind, placebo-
controlled, multicenter trial over 29 weeks. 286
randomized type II patients: GLUCOPHAGE,
n=141; placebo, n=145. Average dosage of
GLUCOPHAGE was 1,980 mg/day.11



Does not cause hyperinsulinemia

/ o Does not produce hypoglycemia

Helps keep weight from increasing

Has modest, favorable effects
on lipids

Combining GLUCOPHAGE
and a sulfonylurea with diet
lowers FPG significantly more
than monotherapy.1

Mean difference in
FPG compared
with monotherapy

GLUCOPHAGE
plus glyburide
vs glyburide alone P<O.OOI

Study 2: Results of a double-blind, placebo-controlled,
parallel-group, multicenter trial comparing GLUCOPHAGE
(n=210), glyburide (n=209),and the combination (n=213)
over 29 weeks. 632 randomized type II patients in whom
glyburide monotherapy (20 mg/day) plus dietary intervention
had foiled to provide adequate control. Average dosage of
GLUCOPHAGE was 2,050 mg/day as monotherapy and
1,894 mg/day in combination.'^

I f:

(METFORMIN HYDROCHLORIDE TABLETS)™

Please see brief summary of prescribing information, including the boxed
WARNING regarding Lactic Acidosis, on the last page of this advertisement.



DIABETES

ESTABLISHED SAFETY AND BID DOSING
Safety established in
millions of patient-years
of experience3

Mild and transient Gl side effects are most
common.

Diarrhea, nausea, vomiting, bloating, or
flatulence may occur, especially during
initiation of GLUCOPHAGE.
• Approximately 30% more frequent than with

placebo.
• Only ~ 4% of patients discontinue therapy due

to Gl reactions.

Rare occurrence of lactic
acidosis, a serious condition
Approximately 0.03 cases per 1,000
patient-years reported worldwide.
• If cases occur, up to half may be fatal.
• Seen primarily in patients with renal

insufficiency.
• Patient Package Insert lists symptoms to be

discussed with patients.

The UGDP study suggested increased cardio-
vascular risk with oral antidiabetics.

Appropriate patient
selection is key
Contraindicated in patients with renal
disease or renal dysfunction and in
patients with metabolic acidosis.

Temporarily withhold in patients receiving
iodinated contrast materials for radiologic
studies.

Avoid in patients with impaired hepatic
function or excessive alcohol intake (acute
or chronic).

Not recommended for children or
pregnant women.

Titrate to effective dosage
range (I5OO-25OO mg/day)
Recommended starting dosage:
500 mg BID with meals.

Increase dosage by one 500 mg tablet
each week.

Minimize Gl side effects: Administration
with meals helps.
• Occasionally, temporary dose reduction may

be useful.

Individualize dosage based on effectiveness
and tolerance up to a maximum of 2500 mg
administered on aTlD schedule.

b U U U £ A

UCOPHAGE
(METFORMIN HYDROCHLORIDE TABLETS)soo mg

CONDARY BENEFITS,

References: I . Data on file, Bristol-Myers Squibb Company. 2. DeFronzo RA, Goodman A, and the Multicenter Metformin Study Group: Efficacy of
metformin in patients with non-insulin-dependent diabetes mellitus. N Engl] Med 333(9):S41 -549,1995.3. Sirtori CR, Pasik C: Re-evaluation of a
biguanide, metformin: mechanism of action and tolerability. Pharmacol Res 30(3): 187-228,1994.

Please see brief summary of prescribing information, including the
boxed WARNING regarding Lactic Acidosis, on the last page
of this advertisement.



GLUCOPHAGE'(METFORMIN HYDROCHLORIDE TABLETS) 500 mg
CONTRAINDICATIONS: GLUCOPHAGE is contraindicated in patients with: 1 . Renal disease or renal dysfunction
(e.g., as suggested by serum creatinine levels S1.5 mg/dL [males], 21.4 mg/dL [females] or abnormal creatinine
clearance) which may also result from conditions such as cardiovascular collapse (shock), acute myocardial
infarction, and septicemia (see WARNINGS and PRECAUTIONS). 2. GLUCOPHAGE should be temporarily withheld
in patients undergoing radiologic studies involving parenteral administration of lodinated contrast materials,
because use of such products may result in acute alteration of renal function. (See also PRECAUTIONS). 3. Known
hypersensitivity to metformln hydrochloride. 4. Acute or chronic metabolic acidosis, including diabetic ketoacido-
sis, with or without coma. Diabetic ketoacidosis should be treated with insulin.

WAHNINGS: Lactic Acidosis: Lactic acidosis Is a rare, but serious, metabolic complication that can occur due to
niBtfnrmln accumulation during treatment with GLUCOPHAGE; when it occurs, It Is fatal In approximately 50% of
cases. Lactic acidosis may also occur In association with a number of pathophyslologlc conditions, Including dla-
hetes mellltus, and whenever there Is significant tissue hypoperfuslon and hypoxemla. Lactic acidosis is charac-
terized by elevated blood lactate levels (>5 mmol/L), decreased blood pH, electrolyte disturbances with an
Increased anlon gap, and an Increased lactate/pymvate ratio. When metformln is implicated as the cause of lac-
tic acidosis, metformin plasma levels >S pg/mL are generally found. The reported Incidence of lactic acidosis in
patients receiving metformln hydrochloride Is very low (approximately 0.03 cases/1,000 patient-years, with
approximately 0.015 fatal cases/1,000 patient-years). Reported cases have occurred primarily in diabetic
patients with significant renal Insufficiency, Including both Intrinsic renal disease and renal hypoperfuslon, often
In the setting of multiple concomitant medical/surgical problems and multiple concomitant medications. The risk
of lactic acidosis Increases with the degree of renal dysfunction and the patient's age. The risk of lactic acidosis
may, therefore, be significantly decreased by regular monitoring of renal function In patients taking
GUJGOPHAGE and by use of the minimum effective dose of GLUCOPHAGE. In addition, GLUCOPHAGE should be
promptly withheld in the presence of any condition associated with hypoxemla or dehydration. Because impaired
hepatic function may significantly limit the ability to clear lactate, GLUCOPHAGE should generally be avoided in
patients with clinical or laboratory evidence of hepatic disease. Patients should be cautioned against excessive
alcohol Intake, either acute or chronic, when taking GLUCOPHAGE, since alcohol potentiates the effects of met-
formln hydrochloride on lactate metabolism. In addition, GLUCOPHAGE should be temporarily discontinued prior
to any Intravascular radlocontrast study and for any surgical procedure (see also PRECAUTIONS). The onset of
lactic acidosis often is subtle, and accompanied only by nonspecific symptoms such as malaise, myalgias, res-
piratory distress, Increasing somnolence and nonspecific abdominal distress. There may be associated
hypothermia, hypotension and resistant bradyarrhythmlas with more marked acidosis. The patient and the
patient's physician must be aware ot the possible Importance of such symptoms and the patient should be
instructed to notify the physician Immediately if they occur (see also PRECAUTIONS). GLUCOPHAGE should be
withdrawn until the situation is clarified. Serum electrolytes, ketones, blood glucose and, II indicated, blood pH,
lactate levels and even blood metformln levels may be useful. Once a patient is stabilized on any dose level of
GLUCOPHAGE, gastrointestinal symptoms, which are common during Initiation of therapy, are unlikely to be drug
related. Later occurrence ol gastrointestinal symptoms could be due to lactic acidosis or other serious disease.
Levels of fasting venous plasma lactatB above the upper limit of normal but less than 5 mmol/L in patients taking
GLUCOPHAGE do not necessarily Indicate Impending lactic acidosis and may be explainable by other mecha-
nisms, such as poorly controlled diabetes or obesity, vigorous physical activity or technical problems In sample
handling. (See also PRECAUTIONS.) Lactic acidosis should be suspected In any diabetic patient with metabolic
acidosis lacking evidence of ketoacidosis (ketonurla and ketonemia). Lactic acidosis Is a medical emergency
that must be treated in a hospital setting. In a patient with lactic acidosis who Is taking GLUCOPHAGE, the drug
should be discontinued Immediately and general supportive measures promptly Instituted. Because metformin
hydrochloride is dlalyzable (with a clearance ot up to 170 mL/mln under good hemodynamlc conditions), prompt
hemodialysls is recommended to correct the acidosis and remove the accumulated metformin. Such
management often results In prompt reversal of symptoms and recovery. (See also CONTRAINDICATIONS and
PRECAUTIONS).

SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration of oral antidlabetlc
drugs has been reported to be associated with Increased cardiovascular mortality as compared to treatment with
diet alono or diet plus Insulin.
PRECAUTIONS: General: Monitoring ofrenal function—GLUCOPHAGE is known to be substantially excreted by the
kidney, and the risk of metformin accumulation and lactic acidosis increases with the degree of impairment of renal
function. Thus, patients with serum creatinine levels above the upper limit of normal for their age should not receive
GLUCOPHAGE. In patients with advanced age, GLUCOPHAGE should be carefully titrated to establish the minimum
doso for adequate glycemic effect, because aging is associated with reduced renal function. In elderly patients, renal
function should be monitored regularly and, generally, GLUCOPHAGE should not be titrated to the maximum dose (see
DOSAGE AND ADMINISTRATION). Before initiation of GLUCOPHAGE therapy and at least annually thereafter, renal
function should be assessed and verified as normal. In patients in whom development of renal dysfunction is
anticipated, renal function should be assessed more frequently and GLUCOPHAGE discontinued if evidence of renal
Impairment is present.—Use of concomitant medications that may affect renal function or metformln disposition
- -Concomitant medicationjfs) that may affect renal function or result in significant hemodynamic change or may inter-
fere with the disposition of GLUCOPHAGE, such as cationic drugs that are eliminated by renal tubular secretion (See
Drug Interactions], should be used with mlion.—Radlologlcstudies Involving the use of Iodlnated contrast mate-
rials (lor example, Intravenous urogram, Intravenous cholanglography, anglography, and scans with contrast
materials)—Parenteral contrast studies with iodinated materials can lead to acute renal failure and have been asso-
ciated with lactic acidosis in patients receiving GLUCOPHAGE (see CONTRAINDICATIONS). Therefore, in patients in
whom any such study is planned, GLUCOPHAGE should be withheld for at least 48 hours prior to, and 48 hours
subsequent to, the procedure and reinstituted only after renal function has been re-evaluated and found to be normal.
• • Hypoxlc states—Cardiovascular collapse (shock) from whatever cause, acute congestive heart failure, acute
myocardial infarction and other conditions characterized by hypoxemia have been associated with lactic acidosis and
may also cause prerenal azotemia. When such events occur in patients on GLUCOPHAGE therapy, the drug should be
promptly discontinued.—Surgical procedures—GLUCOPHAGE therapy should be temporarily suspended for any
surgical procedure (except minor procedures not associated with restricted intake of food and fluids) and should not
bo restarted until the patient's oral intake has resumed and renal function has been evaluated as normal.—Alcohol
Intake—Alcohol is known to potentiate the effect of metformin on lactate metabolism. Patients, therefore, should be
warned against excessive alcohol intake, acute or chronic, while receiving GLUCOPHAGE.—Impaired hepatic func-
tion-—Since impaired hepatic function has been associated with some cases of lactic acidosis, GLUCOPHAGE should
Generally be avoided in patients with clinical or laboratory evidence of hepatic disease. — Vitamin B,, levels—A
decrease to subnormal levels of previously normal serum vitamin B,2 levels, without clinical manifestations, is
observed in approximately 7% of patients receiving GLUCOPHAGE in controlled clinical trials of 29 weeks duration.
Such decrease, possiblydue to interference with B,2absorption from the B,2-intrinsic factor complex, is, however, very
rarely associated with anemia and appears to be rapidly reversible with discontinuation of GLUCOPHAGEorvitaminB,,
supplementation. Measurement of hematologic parameters on an annual basis is advised in patients on GLUCOPHAGE
and any apparent abnormalities should be appropriately investigated and managed (see Laboratory Tests). Certain
individuals (those with inadequate vitamin B,? or calcium intake or absorption) appear to be predisposed to developing
subnormal vitamin B12 levels. In these patients, routine serum vitamin B12 measurements at two- to three-year inter-
vals may be useful.—Change In clinical status ol previously controlled diabetic—A diabetic patient previously well
controlled on GLUCOPHAGE who develops laboratory abnormalities or clinical illness (especially vague and poorly
defined illness) should be evaluated promptly for evidence of ketoacidosis or lactic acidosis. Evaluation should include
serum electrolytes and ketones, blood glucose and, if indicated, blood pH, lactate, pyruvate and metformin levels. If
acidosis of either form occurs, GLUCOPHAGE must be stopped immediately and other appropriate corrective
measures initiated (see also WARNINGS). — Hypogtycemla—Hypoglycemia does not occur in patients receiving
GLUCOPHAGE alone under usual circumstances of use, but could occur when caloric intake is deficient, when strenu-
ous exercise is not compensated by caloric supplementation, or during concomitant use with other glucose-lowering
aqents (such as sulfonylureas) or ethanol. Elderly, debilitated or malnourished patients, and those with adrenal or
pituitary insufficiency or alcohol intoxication are particularly susceptible to hypoglycemic effects. Hypoglycemia may
bo difficult to recognize in the elderly, and in people who are taking beta-adrenergic blocking drugs.—Loss of control
ofbloodgtueose—Whvn a patient stabilized on any diabetic regimen is exposed to stress such as fever, trauma, infec-
tion, or surgery, a temporary loss of glycemic control may occur. At such times, it may be necessary to withhold
GLUCOPHAGE and temporarily administer insulin. GLUCOPHAGE may be reinstituted after the acute episode is
resolved. The effectiveness of oral antidiabetic drugs in lowering blood glucose to a targeted level decreases in many
patients over a period of time. This phenomenon, which may be due to progression of the underlying disease or to
diminished responsiveness to the drug, Is known as secondary failure, to distinguish it from primary failure in which
tha drug is ineffective during initial therapy. Should secondary failure occur with GLUCOPHAGE or sulfonylurea
moiiotherapy, combined therapy with GLUCOPHAGE and sulfonylurea may result ina response. Should secondary fail-
ure occur with combined GLUCOPHAGE/sulfonylurea therapy, it may be necessary to initiate insulin therapy.
• • information for Patients: Patients should be informed of the potential risks and advantages of GLUCOPHAGE and
of alternative modes of therapy. They should also be informed about the importance of adherence to dietary instruc-
tlunj, of a regular exercise program, and of regular testing of blood glucose, glycosylated hemoglobin, renal function
and hematologic parameters. The risks of lactic acidosis, its symptoms, and conditions that predispose to its develop-

ment, as noted in the WARNINGS and PRECAUTIONS sections should be explained to patients. Patients should be
advised to discontinue GLUCOPHAGE3 (metformin hydrochloride tablets) immediately and to promptly notify their health
practitioner if unexplained hyperventilation, myalgia, malaise, unusual somnolence or other nonspecificsymptoms occur.
Once a patient is stabilized on any dose level of GLUCOPHAGE, gastrointestinal symptoms, which are common
during initiation of therapy, are unlikely to be drug related. Later occurrence of gastrointestinal symptoms could be
due to lactic acidosis or other serious disease. Patients should be counselled against excessive alcohol Intake, either
acute or chronic, while receiving GLUCOPHAGE. GLUCOPHAGE alone does not usually cause hypoglycemia, although
it may occur when GLUCOPHAGE is used in conjunction with oral sulfonylureas. When initiating combination therapy,
the risks of hypoglycemia, its symptoms and treatment, and conditions that predispose to Its development should be
explained to patients. (See Patient Package Insert.)—Laboratory Tests: Response to all diabetic therapies should bo
monitored by periodic measurements of fasting blood glucose and glycosylated hemoglobin levels, with a goal of
decreasing these levels toward the normal range. During initial dose titration, fasting glucose can be used to determine
the therapeutic response. Thereafter, both glucose and glycosylated hemoglobin should be monitored. Measurements
of glycosylated hemoglobin may be especially useful for evaluating long-term control (see also DOSAGE AND ADMIN-
ISTRATION). Initial and periodic monitoring of hematologic parameters (e.g., hemoglobln/hematocrit and red blood cell
indices) and renal function (serum creatinine) should be performed, at least on an annual basis. While megaloblastic
anemia has rarely been seen with GLUCOPHAGE therapy, if this is suspected, vitamin B,2 deficiency should bo excluded.
— Drug Interactions: Glyhurlde— In a single-dose interaction study in NIDDM subjects, co-administration of
metformin and glyburide did not result in any changes in either metformin pharmacokinetlcs or pharmacodynamics.
Decreases in glyburide AUC and Cm^were observed, but were highly variable. The single-dose nature of this study and
the lack of correlation between glybunde blood levels and pharmacodynamic effects, makes the clinical significance of
this interaction uncertain (see DOSAGE AND ADMINISTRATION, Concomitant Glucophage and Oral Sulfonylurea
Therapy).—Furosemide—A single-dose, metformin-f urosemide drug interaction study in healthy subjects demon-
strated that pharmacqkinetic parameters of both compounds were affected by co-administration. Furosemide
increased the metformin plasma and blood C,™, °y 22% and blood AUC by 15%, without any significant change In
metformln renal clearance. When administered with metformin, the Cm™ and AUC of furosemldo were 3 1 % and I 2%
smaller, respectively, than when administered alone, and the terminal naif-life was decreased by 32%, without any
significant change in furosemide renal clearance. No information is available about the interaction of metformln and
furosemide when co-administered chronically.—Nifedipine—A single-dose, metformin-nifedipine drug Interaction
study in normal healthy volunteers demonstrated that co-administration of nifedipine increased plasma metformin
Cma»and AUC by 20% and 9%, respectively, and increased the amount excreted in the urine. T m i x and half-life were
unaffected. Nifedipine appears to enhance the absorption of metformin. Metformin had minimal effects on nifedipine.
—Cationic drugs—Cationic drugs (e.g., amiloride, digoxin, morphine, procainamide, quinidine, quinine, ranitidine,
triamterene, trimethoprim, and vancomycin) that are eliminated by renal tubular secretion theoretically have the poten-
tial for interaction with metformin by competing for common renal tubular transport systems. Such interaction
between metformin and oral cimetidine has been observed in normal healthy volunteers In both single- and multiplo-
dose, metformin-cimetidine drug interaction studies, with a 60% increase in peak metformin plasma and whole blood
concentrations and a 40% increase in plasma and whole blood metformin AUC. There was no change In elimination
half-life in the single-dose study. Metformin had no effect on cimetidine pharmacokinetics. Although such interactions
remain theoretical (except for cimetidine), careful patient monitoring and dose adjustment of GLUCOPHAGE and/or the
interfering drug is recommended in patients vyho are taking cationic medications that are excreted via the proximal renal
tubular secretory system.—Other—Certain drugs tend to produce hypergtycemia and may lead to loss of glycemic
control. These drugs include thiazide and other diuretics, corticosteroids, phenothiazines, thyroid products, estrogens,
oral contraceptives, phenytoin, nicotinicacid, sympathomimetics, calcium channel blocking drugs, and isoniazld. When
such drugs are administered to a patient receiving GLUCOPHAGE, the patient should be closely observed to maintain
adequate glycemic control. In healthy volunteers, the pharmacokinetics of metformin and propranolol and metformln
and ibuprofen were not affected when co-administered in single-dose interaction studies. Metformin is negligibly bound
to plasma proteins and is, therefore, less likely to Interact with highly protein-bound drugs such as salicylates, sulfon-
amides, chloramphenicol, and probenecid, as compared to the sulfonylureas, which are extensively bound to serum
proteins. — Carclnogenesls, Mutagenesls, Impairment of Fertility: Long-term carcinogenicity studies have been
performed in rats (dosing duration of 104 weeks] and mice (dosing duration of 91 weeks) at doses up to and including
900 mg/kg/day and 1500 mg/kg/day, respectively. These doses are both approximately three times the maximum rec-
ommended human daily dose on a body surface area basis. No evidence of carcinogenicity with metformln was found in
either male or female mice. Similarly, there was no tumorigenic potential observed with metformin in male rats. However,
an increased incidence of benign stromal uterine polyps was seen in female rats treated with 900 mg/kg/day. No evidence
of a mutagenic potential of metformin was found in the Ames test (5. typhSmurium), gene mutation test (mouse lymphoma
cells), chromosomal aberrations test (human lymphocytes), or in-vivo micronuclei formation test (mouse bone
marrow). Fertility of male or female rats was unaffected by metformin administration at doses as high as 600 mg/kg/day,
orapproximately two times the maximum recommended human daily dose on a body surface area basis. - - Pregnancy;
Teratogenlc effects—Pregnancy Category B. Safety In pregnant women has not been established. Metformin was
not teratogenic in rats and rabbits at doses up to 600 mg/kg/day, or about two times the maximum recommended
human daily dose on a body surface area basis. Determination of fetal concentrations demonstrated a partial placental
barrier to metformin. Because animal reproduction studies are not always predictive of human response, any decision
to use this drug should be balanced against the benefits and risks. Because recent information suggests that abnormal
blood glucose levels during pregnancy are associated with a higher incidence of congenital abnormalities, there is a
consensus among experts that insulin be used during pregnancy to maintain blood glucose levels as close to normal
as possible.—Nursing Mothers: Studies in lactating rats show that metformin is excreted into milk and reaches levels
comparable to those in plasma. Similar studies have not been conducted In nursing mothers, but caution should be
exercised in such patients, and a decision should be made whether to discontinue nursing or to discontinue the drug,
taking into account the importance of the drug to the mother.—Pediatrlc Uses Safety and effectiveness in children hava
not been established. Studies in maturity-onset diabetes of the young (M0DY) hava not been conducted.— Geriatric U S E
Controlled clinical studies of GLUCOPHAGE did not include sufficient numbers of elderly patients to determine whether
they respond differently from younger patients, although other reported clinical experience has not Identified differences
in responses between the elderly and younger patients. GLUCOPHAGE is known to be substantially excreted by the kidney
and because the riskofseriousadverse reactions to thedrugisgreEterinpatientswith impaired renal function, it should only
be used in patients vyith normal renal function (see CONTRAINDICATIONS, CLINICAL PHARMACOLOGY, Pharmacoki-
netics). Because aging is associated with reduced renal function, GLUCOPHAGE should be used with caution as age

AND ADMINISTRATION).
ADVERSE REACTIONS: Lactic Acidosis: See WARNINGS, PRECAUTIONS and OVERDOSAGE Sections.—Gastroin-
testinal Reactions: Gastrointestinal symptoms (diarrhea, nausea, vomiting, abdominal bloating, flatulence, and
anorexia) are the most common reactions to GLUCOPHAGE and are approximately 30% more frequent In patients on
GLUCOPHAGE monotherapy than in placebo-treated patients, particularly during initiation of GLUCOPHAGE therapy.
These symptoms are generally transient and resolve spontaneously during continued treatment. Occasionally, tempo-
rary dose reduction may be useful. In controlled trials, GLUCOPHAGE was discontinued due to gastrointestinal reac-
tions in approximately 4% of patients. Because gastrointestinal symptoms during therapy initiation appear to bo
dose-related, they may be decreased by gradual dose escalation and by having patients take GLUCOPHAGE with meals
(see DOSAGE AND ADMINISTRATION). Because significant diarrhea and/or vomiting may cause dehydration and pre-
renal azotemia, under such circumstances, GLUCOPHAGE should be temporarily discontinued. For patients who have
been stabilized on GLUCOPHAGE, nonspecific gastrointestinal symptoms should not be attributed to therapy unless
intercurrent illness or lactic acidosis have been excluded.—Special Senses: During Initiation of GLUCOPHAGE ther-
apy, approximately 3% of patients may complain of an unpleasant or metallic taste, which usually resolves sponta-
neously. —Dermatologlc Reactions: The incidence of rash/dermatitis in controlled clinical trials was comparable to
placeboforGLUCOPHAGE monotherapy and tosulfonylureaforGLUCOPHAGE/sulfonylurea therapy.- -Hematologic:
(See also PRECAUTIONS). During controlled clinical trials of 29 weeks duration, approximately 9% of patients on
GLUCOPHAGE monotherapy and 6% of patients on GLUCOPHAGE/sulfonylurea therapy developed asymptomatic
subnormal serum vitamin B,2 levels; serum foiic acid levels did not decrease significantly. However, only five cases of
megaloblastic anemia have been reported with metformin administration (none during U.S. clinical studies) and no
increased incidence of neuropathy has been observed. Therefore, serum B,2 levels should be appropriately monitored
or periodic parenteral B12 supplementation considered.
OVERDOSAGE: Hypoglycemia has not been seen even with ing&stion of up to 85 grams of GLUCOPHAGE, although
lactic acidosis has occurred in such circumstances (see WARNINGS). Metformln is dlalyzable with a clearance of
up to 170 mL/min under good hemodynamic conditions. Therefore, hemodialysis may be useful for removal of
accumulated drug from patients in whom metformin overdosage is suspected.
Consult package Insertbefore prescribing GLUCOPHAGE (metformln hydrochloride tablets). F5-B001A 1/95
GLUCOPHAGE is a registered trademark of LIPHA s.a.
Licensed to Bristol-Myers Squibb Company.

| MEDWatch 1 -800-332-1088 available to report serious adverse events for any drug7

© 1996 Bristol-Myers Squibb Company, Princeton, NJ F5-K022 Issued: May 1996
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ULTRA-FINE* H Short Needle

The new B-D® ULTRA-FINE®n Short Needle is 37% shorter than
standard length needles and, at 30 gauge, is the thinnest insulin
syringe needle.

Available in convenient 3/1 Occ and 1/2cc sizes, the new
B-D ULTRA-FINE II Short Needle provides all the comfort and
quality your patients expect from BD.

Plus, every B-D® Insulin Syringe comes with a money-back
guarantee for comfort and quality.

Patients should consult with a healthcare professional before
using the B-D ULTRA-FINE n Short Needle, and carefully monitor
their blood glucose
when changing to j|j
a shorter needle. i !
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INSULIN
SYRINGE

SYRINGE

L'.| COINS..! IN
FOR 50 UNITS OK I ESS

Your Patient's Best Choice For Comfort

B-D and ULTRA-FINE II are registered trademarks of Becton Dickinson and Company.
©Becton Dickinson and Company

BECTON DICKINSON CONSUMER PRODUCTS
Becton Dickinson and Company
Franklin Lakes, Now Jersey 07417-1883
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It's smart
enough to care

for them. if*

If only a
VCR was this
easy to use.

Endocrinologist with training and experi-

ence in clinical research studies of human

protein metabolism in diabetes and research

interests in homocysteine metabolism and

atherosclerosis. Applicants must be Board

certified MDs with a scientific degree (PhD/

Master) and have at least two years post-

residency training. Experience in stable iso-

tope techniques, mass spectrometry and

molecular genetics is required, teaching ex-

perience is necessary. Submit application to:

Robert A. Rizza, M.D. Chair, Division of

Endocrinology, Diabetes and Metabolism,

Mayo Clinic, 200 First Street SW, Roches-

ter, MN 55905.

Mayo Foundation is an affirmative action and equal
opportunity educator and employer.

Clinical Trial of Recombinant Human
Insulin-like Growth Factor in Patients with

Severe Insulin Resistant Syndromes
An FDA-funded, Phase II investigational trial evaluating the
safety and efficacy of recombinant human insulin-like Growth
Factor 1 (rhlGF-1) in Severe Insulin Resistance at Boston's Beth
Israel Hospital, Boston, MA, is now recruiting subjects.

The study is based on promising preliminary data on six
subjects using a similar protocol. The objectives of this year
long, open label trial are to quantitate the degree of insulin
resistance and the integrity of insulin secretion in subjects with
various phenotypes of severe insulin resistance (SIR) and to
determine the response of carbohydrate tolerance, ovarian
androgen secretion, lipid profiles, cardiac function and insulin
sensitivity to rhlGF-1.

ELIGIBILITY

Between 15 to 50 years of age
Diagnosis or suspected diagnosis of Severe Insulin Resistance
No major medical problems (severe uncontrolled HTN, renal

disease, active cardiac disease)
No major complications of diabetes (prolif. retinopathy, nephrop-

athy, CHD)
No seizure disorder

For patient referral or further information on patient participa-
tion in the trial, physicians should call:

BOSTON'S BETH ISRAEL HOSPITAL
1-617-667-3789

BOSTON, MASSACHUSETTS
or e-mail at: moses ©sprcore.bih.harvard.edu



The Stats Are In
Diabetes: 1996 V V^
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

\v/
r. . — _ , ,

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

ltem# Item Name Qty Unit Price Total

Publications Subtotal
Shipping & Handling V A R e s i d e n t s ^ 4 5 %

uptoSmOO add $3.00 GA Residents add 6% tax
$30.01- S'50.00 add $4.00 S n i p p i n g & Handling (see chart)
over $50.00 add 8% ^ { ^

Allow ?.-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

Address

Middle Initial l.ast Name

(;ity/Stat;7/.ip

Phone Member # P23C96

LJ Payment enclosed (check or money order)
Charge my: • VISA • MC Q AMEX
Account Number:
Signature: Exp. Palp- /

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

Diabetes
Association

15
UPH

iPH 6-01-36 "

It records the insulin
they took and when

they took it.

It has something
important to say

to everyone.
For diabetes and life.



Diabetes Care:
Moving into the 21st Century

American Diabetes Association's
44th Annual Advanced
Postgraduate Course
January 17-19,1997
New Orleans Hilton Riverside Hotel
New Orleans, Louisiana

FRIDAY, JANUARY 17
General Session I: Research to
Clinical Management: Insights for Diabetes Care
New Techniques in the Diagnosis of Vascular Disease
Controversies in the Treatment of Hypertension
Oxidants and Antioxidant Therapy in the Prevention and
Treatment of Diabetes Mellitus
Immune Markers and the Risk for Type I Diabetes
Insulin Action at the Cellular Level-Clinical Implications
Concurrent General Session II-A:
Endocrinology Issues
Treatment Options for Osteoporosis
Pharmacologic Treatment of Impotence
Mineralocorticoids and Hypertension
Endocrinology of Prostate Disease
Concurrent General Session II-B:
Diabetes and the Older Adult
Assessment of the Older Adult

Treatment and Management of Diabetes in
the Older Adult

Psycho-Social Aspects of Diabetes in the Older Adult

Special Issues and Clinical Implications

SATURDAY, JANUARY 18
General Session III: Diabetes Care in the Future

Defining Quality Care in a Managed Care Organization

Ensuring Quality Diabetes Care - Review of the ADA's
Provider Recognition Program

Update on Medicare Diabetes Quality
Improvement Project

it

•+. •
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New Pharmacologic Treatment Options for Diabetes

Update on Implantable Pumps

Concurrent Workshops:

Models of Health Care Delivery

Clinical Practice in the Age of Computers

New Nutrition Tools: Facilitating Lifestyle Change,
The First Steps in Diabetes Meal Planning and Single
Topic Resources

Insulin Pumps: What's New in Patient Management?

Behavior Modification: Maintaining Patient/

Provider Agreement

Treatment Issues in Children and Adolescents

Intensifying Therapy for Type II Patients

SUNDAY, JANUARY 19
General Session IV: Obesity - What's New in
Treatment and Management?

Physiology of Body Weight Regulation

Effective Communication Strategies for Implementing
Lifestyle Behavior Change

Pharmacologic and Non-Pharmacologic Treatments
of Obesity

] j oin us in New Orleans for innovative sessions of
interest to all health-care professionals in the field
of diabetes. This year's program highlights new

information on topics and issues related to: diabetes care
now and in the future; endocrinology issues; diabetes and
the older adult; and treatment and management of
obesity in patients with diabetes. Lecture presentations
and interactive workshops promise to provide a reward-
ing educational opportunity for attendees.

Christened on the banks of a great river, New Orleans
celebrates its heritage year 'round. The fun ranges from
its fanciful street parades and formal balls of Mardi Gras
to the jubilant Jazz and Heritage Festival, from the Cajun
restaurants to Victorian mansions and plantation homes.

Through its years of growth, New Orleans has not forgot-
ten its European legacy, nor abandoned the flavor of the
old South. The French Quarter retains its charm, the
ante-bellum splendor still lingers in the Garden District
and the famous Cabildo, where Thomas Jefferson signed
the Louisiana Purchase, still overlooks the Jackson Square.

L''C7 LICX!
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American Diabetes Association
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/ : \/ ::; CC ; ; /) cc; ;;:: Developmental and Family Factors
When Children are your Patients •
Issues and Treatment Guidelines •

v/ Improving Control in Adolescents
v s'.'V,.f, Z X with IDDM • Caring for Older Patients

with Diabetes • Involving Family
Members in Treatment

i that wt

patients,. A very successful tmnshtim of
researdi findings into nuts and halts clinical

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

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

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

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 with Preexisting Diabetes;
Gestational Diabetes • Diabetes Through
Life Stages • Educational Approaches
for Special Situations

LJ YES! Please send me the books I've listed, and include a free catalog.
U 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 $mOO add $3.00
$30.01- -$50.00 add $4.00
over $50.00 add 8%

Publications Subtotal
\& 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 # P30C96

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

• 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:.

American
Diabetes
Association



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

Cardura delivers powerful antihypertensive 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.12

Cardura has no adverse effect on the lipid profile, blood glucose, or insulin levels.3-4

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.

(doxazosin mesylate)fts:Scored Tablets
ig,2mg, 4mg, 8mg T T

Please see brief summary of
prescribing information on adjacent page.
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DC110A96 © 1996, Pfizer Inc
' MIO • Prall • Hoi-rig • Specially

U.S. Pharmaceuticals Croup



References: I . Neaton JD, Grimm RH Jr, Prineas Rj, et a!, for the Treatment of M:!d Hypertension Study Research Group. Treatment of Mild Hypertension Study; final results. JAMA. 1993:270:713-724. 2. Soltero I, Guevara j , Silva H,
Velasco M. A multicenter study of doxazostn in the treatment of severe essential hypertension. Am Heart]. 1988; 116:1767-1771. 3. Ferrara LA Di Marino L Russo O, Manotta T, Mancini M. on behalf of the DoCHH Study Group.
Doxa/osm and captopnl in rrv.'diy hyperchoiestenolemic hypertensive patients: the Doxazosin-Captopnl in Hypercholesterolemic Hypertensives Study. Hypertension. 1993;21:97-104.4. Lehtonen A the Rnnish Mutticenter Study Group.
Lowered levels of serum msu!:n, glucose, and cholesterol in hypertensive patients during treatment with doxazosin. Current Therapeutic Research. 1990:47:278-284.

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 (N=474) and mean neutrophil counts (l\l=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/mm5 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 thlazide 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 [2-"C]-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.
Pediatric 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: 1 % and 1 %; Dyspepsia: 1 % and 1 %; Flatulence: 1 % and 1 %; Abdominal Pain: 0% and 2%;
Vomiting: 0% and 1 %; Respiratory— Rhinitis:3% 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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