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When a type II diabetic patient
needs more than diet,
unique MICRONASE® Tablets
are a logical first choice.

Choosing antidiabetk
1• Micronase—a rational choice in type II diabetes

Insulin levels are normal or elevated in most patients with
type II diabetes, although insulin action is markedly
impaired. MICRONASE helps normalize the tissue response
to endogenous insulin.

Initially, MICRONASE helps lower serum glucose in
responsive patients by stimulating the release of additional
insulin. As therapy continues, MICRONASE is believed to
promote peripheral glucose metabolism by helping to correct
defects at the cellular receptor and postreceptor levels.

•• Micronase—a single, daily dose
provides 24-hour glycemic control
MICRONASE provides 24-hour control of blood glucose with
a single, daily, low-milligram dose. MICRONASE may be
taken with food, since food intake does not appear to affect
its bioavailability.

O* Micronase—for the type II diabetic
patient who is also hypertensive:
Control without risk of water retention
This may also be significant for the type II diabetic pati
with congestive heart failure. MICRONASE actually caus
mild diuresis.

© 1985 The Upjohn Company



hempy today
i Micronase—for the diabetic patient
th moderate renal impairment:
ntrol plus unique dual excretion...
% urine, 50% bile
lunation of MICRONASE equally in bile and urine reduces the
[of drug accumulation, which may result in hypoglycemia.
ma clearance of MICRONASE is prolonged only in patients
i severe renal impairment.

3 - Micronase—for the patient who fails
on other diabetic therapy:
Potency and dosage flexibility
MICRONASE may prove effective when other drugs fail.
Five mg of MICRONASE is approximately equivalent to
250 mg of chlorpropamide or 500 mg of acetohexamide
in its ability to lower blood glucose. The dosage range
of MICRONASE allows for greater dosage flexibility than
other agents.

Overdosage of sulfonylureas, including MICRONASE, can
cause hypoglycemia. Although the interpretations are

controversial, the UGDP study reported in 1970 that
the use of tolbutamide, an oral hypoglycemic drug,
was associated with increased cardiovascular
mortality.

The Upjohn Company
Kalamazoo, Ml 49001

Your initial Rx in type II diabetes

Micronase
glyburide, 5 mgTablets

For brief summary of prescribing information, please turn page.



An advance in diabetes management

brand of glyburide tablets (1.25,2.5, and 5.0 mg)
Dosage Guide
Although relatively rare, hypoglycemia may occur during the conversion to MICRONASE from other therapy.

Prior therapy Considerations before Initial MICRONASE
or condition starting therapy dose (mg/day)

Dietary therapy ineffective

Oral therapy

Insulin therapy
(< 40 units/day)

Insulin therapy
( > 40 units/day)

No priming necessary

Discontinue oral hypoglycemic'

Completely discontinue insulin injections
under medical supervision

Gradually discontinue insulin injections under
close medical observation or hospitalization

1.25 to 5.0 mg

2.5 to 5.0 mg

2.5 to 5.0 mg

5.0 mg

*See complete prescribing information.
'See package insert for special precautions when transferring patients from chlorpropamide.
NUCATMNS AND USAGE MICRONASE Tablets are indicated as an adjunct to diet to lower the blood glucose
in patients with non-insulin-dependent diabetes mellitus (type II) whose hyperglycemia cannot be satisfac-
torily controlled by diet alone.

CONTRAINDICATIONS MICRONASE Tablets are contraindicated in patients with: 1. Known hypersensitivity or
allergy to the drug. 2. Diabetic ketoacidosis, with or without coma. This condition should be treated with
insulin. 3. Type I diabetes mellitus, as sole therapy.

SPECIAL WARNMG ON INCREASED RISK OF CARDIOVASCULAR MORTALITY. The administration of oral
hypoglycemic drugs has been reported to be associated with increased cardiovascular mortality as
compared to treatment with diet alone or diet plus insulin. This warning is based on the study conducted by
the University Group Diabetes Program (UGDP), a long-term prospective clinical trial designed to evaluate
the effectiveness of glucose-lowering drugs in preventing or delaying vascular complications in patients
with non-insulin-dependent diabetes. The study involved 823 patients who were randomly assigned to one
of four treatment groups (Diabetes, 19 (Suppl 2):747-830,1970).
UGDP reported that patients treated for 5 to 8 years with diet phis a fixed dose ol toHiutamide (1.5 grams per
day) had a rate of cardiovascular mortality approximately 2Vi times that of patients treated with diet alone.
A significant increase in total mortality was not observed, but the use of tolbutamide was discontinued
based on the increase in cardiovascular mortality, thus limiting the opportunity for the study to show an
increase in overall mortality. Despite controversy regarding the interpretation of these results, the findings
of the UGDP study provide an adequate basis for this warning. The patient should be informed of the
potential risks and advantages of MICRONASE and of alternative modes of therapy.
Although only one drug in the sulfonylurea class (tolbutamide) was included in this study, it is prudent from
a safety standpoint to consider that this warning may apply to other oral hypoglycemic drugs in this class,
in view of their dose similarities in mode of action and chemical structure.

PRECAUTIONS General Hypoglycemia: All sulfonylureas are capable of producing severe hypoglycemia.
Proper patient selection and dosage and instructions are important to avoid hypoglycemic episodes. Renal or
hepatic insufficiency may 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 may be difficult to recognize in the elderly
and in people who are taking beta-adrenergic blocking drugs. Hypoglycemia is more likely to occur when
caloric intake is deficient, after severe or prolonged exercise, when alcohol is ingested, or when more than
one glucose lowering drug is used.

Loss of Control of Blood Glucose: In diabetic patients exposed to stress such as fever, trauma, infection or
surgery, a loss of control may occur. It may then be necessary to discontinue MICRONASE and administer
insulin. Adequate adjustment of dose and adherence to diet should be assessed before classifying a patient
as a secondary failure.

Information for Patients: Patients should be informed of the potential risks and advantages of MICRONASE
and of alternative modes of therapy. They also should be informed about the importance of adherence to
dietary instructions, of a regular exercise program, and of regular testing of urine and/or blood glucose. The
risks of hypoglycemia, its symptoms and treatment, and conditions that predispose to its development
should be explained to patients and responsible family members. Primary and secondary failure should also
be explained. Laboratory Tests Response to MICRONASE Tablets should be monitored by frequent urine
glucose tests and periodic blood glucose tests. Measurement of glycosylated hemoglobin levels may be
helpful in some patients. 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, coumanns, monoamine oxidase inhibitors, and
beta-adrenergic blocking agents. Certain drugs tend to produce hyperglycemia and may lead to loss of
control. These drugs include the thiazides and other diuretics, corticosteroids, phenothiazines, thyroid
products, estrogens, oral contraceptives, phenytoin, nicotinic acid, sympathomimetics, calcium channel
blocking drugs, and isoniazid. Carcinogenesis, Mutagenesis, and Impairment of Fertility Studies in rats at
doses up to 300 mg/kg/day for 18 months showed no carcinogenic effects. Glyburide is nonmutagenic when
studied in the Salmonella microsome test (Ames test) and in the DNA damage/alkaline elution assay.
Pregnancy Teratogenic Effects: Pregnancy Category B. Reproduction studies in rats and rabbits have
revealed no evidence of impaired fertility or harm to the fetus due to glyburide. There are no adequate and
well controlled studies in pregnant women. This drug should be used during pregnancy only if clearly needed.
Insulin should be used during pregnancy to maintain blood glucose 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. MICRONASE should be discontinued
at least two weeks before the expected delivery date. Nursing Mothers Some sulfonylurea drugs are known
to be excreted in human milk. Insulin therapy should be considered. Pediatric Use Safety and effectiveness
in children have not been established.

ADVERSE REACTIONS Hypoglycemia: See Precautions and Overdosage sections. Gastrointestinal Reac-
tions: Cholestatic jaundice may occur rarely; MICRONASE Tablets should be discontinued if this occurs.
Gastrointestinal disturbances, e.g., nausea, epigastric fullness, and heartburn are the most common
reactions, having occurred in 1.8% of treated patients during clinical trials. They tend to be dose related and
may disappear when dosage is reduced. Dermatologic Reactions: Allergic skin reactions, e.g., pruritis,
erythema, urticaria, and morbilliform or maculopapular eruptions occurred in 1.5% of treated patients during
clinical trials. These may be transient and may disappear despite continued use of MICRONASE; if skin
reactions persist, the drug should be discontinued. Porphyria cutanea tarda and photosensitivity reactions
have been reported with sulfonylureas. Hematologic Reactions: Leukopenia, agranulocytosis, thrombocy-
topenia, hemolytic anemia, aplastic anemia, and pancytopenia have been reported with sulfonylureas.
Metabolic Reactions: Hepatic porphyria and disulfiram-like reactions have been reported with sulfonylureas;
however, hepatic porphyria has not been reported with MICRONASE and disulfiram-like reactions have been
reported very rarely.

OVERDOSAGE Overdosage of sulfonylureas, including MICRONASE Tablets, can produce hypoglycemia. If
hypoglycemic coma is diagnosed or suspected, the patient should be given a rapid intravenous injection of
concentrated (50%) glucose solution. This should be followed by a continuous infusion of a more dilute (10%)
glucose solution at a rate which 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.,

DOSAGE ANO ADMINISTRATION There is no fixed dosage regimen for the management of diabetes mellitus
with MICRONASE Tablets. Usual Starting Dose The usual starting dose is 2.5 to 5.0 mg daily, administered
with breakfast or the first main meal. Those patients who may be more sensitive to hypoglycemic drugs
should be started at 1.25 mg daily. (See Precautions Section for patients at increased risk.) Maximum Dose
Daily doses of more than 20 mg are not recommended. Dosage Interval Once-a-day therapy is usually
satisfactory. Some patients, particularly those receiving more than 10 mg daily, may have a more
satisfactory response with twice-a-day dosage.
Caution: Federal law prohibits dispensing without prescription.
For additional product information see your Upjohn representative.
B-2-S J-4715 February 1985 The Upjohn Company, Kalamazoo, Ml 49001, USA

THE SECOND ANNUAL
LEXINGTON DIABETES

CONFERENCE
Megaskills: Skills for Diabetes

Care—A Model for Chronic Diseases
An Educational Seminar sponsored by Humana.

April 10-12, 1985
Hyatt Regency Lexington

Lexington, Kentucky
The objective of this comprehensive, authoritative and inter-
active seminar is to discuss generalities and specifics of integra-
tion of medical, technological, behavioral and educational skills
essential to the practice of diabetes care in diversified settings.

This conference will present, in detail, published and unpub-
lished research which identifies and discusses therapeutic inno-
vations which have affected or will affect the delivery of diabetes
care and demonstrates the applicability of essential skills to
other disease entities.

The faculty, led by Steven B. Leichter, MD, Course Director,
will feature nationally renowned authorities in diabetes.

Please join us and other physicians, nurses and health care
professionals from around the nation in this important step
forward.

For more information and registration materials, contact:
Stephanie Christenson, Seminar Coordinator, (606)
268-3034, Kentucky Diabetes Foundation, 120 North Eagle
Creek Drive, Lexington, KY 40509.

MOVING?
Give us your name and

address 6 weeks before you
move, so you won't miss a

single issue of Diabetes
Care.

Attach the address label from a recent
Diabetes Care magazine.

Clearly print your new address below.

Name:

Address:

City:

State: Zip Code:

Send to the American Diabetes Association.
2 Park Avenue, New York, N.Y. 10016
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EQUAL TO
A N D BETTER
THAN SUGAR
FOR YOUR DIABETIC PATIENTS

Recommend
I with
I NutraSweet brand

Low-Calorie Sweetener
Its Equal-to-Sugar Taste
Promotes Compliance
Equal contains NutraSweet® brand sweetener,
the unique sweetener with a clean sweet taste like
sugar. Like sugar, saccharin-free Equal has no
bitter chemical or metallic aftertaste. And with only
a fraction of sugar's calories, patient compliance
is enhanced.

The Most Tested Food Additive Ever
NutraSweet has been tested during 15 years
of research with more than 100 safety
studies in the areas of metabolism, phar-
macology, toxicology, teratology and
mutagenicity. It is the only sweetener
made from amino acids (phenylalanine
and aspartic acid) and it is metabolized
by the body as protein.

Better Than Sugar for Your
Diabetic Patients
• the tabletop sweetener for patients who need

to reduce their caloric and carbohydrate intake
• acceptable for use in diabetic meal plans;

each packet or tablet is a free exchange
• saccharin-free and sodium-free
• each packet contains less than 1 gram of

carbohydrate and only 4 calories, with the
sweetness of 2 teaspoons of sugar

• each tablet contains virtually no carbohydrate
and less than Vz calorie

When Equal is used in recipes requiring high heat for pro-
longed periods, it may lose some of its sweetness.

'NutraSweet is a registered trademark of G.O. Searle & Co
for its brand of sweetening ingredient.

©1984 SEARLE
Searle Consumer Products
G.D. Searle & Co.
Box 5110, Chicago, IL 60680
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Tblinase Tablets and diet help put tfr

In most type II diabetic
patients, insulin levels may
be normal or even
elevated, but glucose
metabolism is less than
normal, Tolinase Tablets
pharmacologically
influence the way the body
metabolizes glucose.

The insulin paradox
The coexistence of normal or elevated insulin levels
and elevated glucose levels is a common paradox in
patients with type II (non-insulin-dependent)

sensitivity to endogenous insulin-a phenomenon
many investigators today refer to as cellular insulin
resistance.

The failure of normal or above-normal amounts

initial response), defects at the cellular receptor and/or
postreceptor level, or hepatic defects.

Initial therapy: A rational approach
Since insulin insufficiency is probably not the basic
problem in type II diabetes, diet and exercise are

Once-a-day dosage with Tolinase Tablets
has been shown to be just as effective as a dividec

they help correct the cause of the underutilization of
insulin (eg, receptor defect) and may help lower
blood glucose. If diet and regular exercise fail
to control glucose levels adequately, Tolinase Tablets
are an appropriate addition to the regimen.

How Tolinase Tablets influence glucose
metabolism

diabetes.
Although the interpretations are controversy

the UGDP study reported in 1970 that the use of
tolbutamide, an oral hypoglycemia drug, was
associated with increased cardiovascular mortality

As with all sulfonylureas, hypoglycemia may
occur. No sulfonylurea should be given to patients

The primary mode of action of Tolinase Tablets
is to lower serum glucose in responsive patients by
stimulating the release of additional insulin (1).
As therapy continues, it is believed that Tolinase

Tolinase is not indicated in patients
repeated ketoacidosis or coma.

Tolinase
and postreceptor (3) level. In this environment, tissue
sensit/v/ty and responsiveness to >nsul\n increase,
glucose levels decrease, and insulin levels frequently
return toward normal.

Once a day
For a brief summary of presc

Upjohn

formation, please tur

1985 The Upjohn Company





® 100.250&
500mgtablets

(tolazamide)
and diet help put the
patient's own insulin
back to work.
CONTRAINDICATIONS
TDLINASE Tablets are contraindicated in patients with:
1. Known hypersensitivity or allergy to the drug.
2 Diabetic ketoacidosis, with or without coma.

This condition should be treated with insulin.
3. Type I diabetes mellitus, as sole therapy.

SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY
The rimlnlftratiM of oral hypoBfycemle drags has bean reported to be assoel-
ated wHh incnasad cartiowscNltr mortality as compared to treatment with diet
alone or diet p i n Insulin. This warning is based on the study conducted by the
University Group Diabetes Program (UGDP), a long-term prospective clinical trial
designed to evaluate the effectiveness of glucose-lowering drags Inpreventiijior
delaying vaseelar complications In patients with non-lnsulin-dependent di-
abetes. The study involved 823 patients who were randomly assigned to one of
tour treatment groups (Diabetes, 19 [Suppl 2): 747-830,1970).
UGDP reported that patients treated lor 5 to « years with diet plus a fixed dose of
tolbutamlde (1.5 grams per day) had a rate of cardiovascular mortality approx-
imately 2-1/2 times that of patients Mated with diet alone. A significant increase
In total mortality was not observed, but the use of tolbutamide was discontinued
based on the increase in cardiovascular mortality, thus limiting the opportunity
for the study to show an increase in overall mortality. Despite controversy regard-
ing the interpretation of these results, the findings of the UGDP study provide an
adequate basis lor this warning. The patient should he informed of the potential
risks and advantages of TOUNASE and of alternative modes of therapy.
Although only one drug in the sulfonyluraa class (tolbutamide) was Included in
this study, it is prudent tram a safety standpoint to consider that thisiwarn no may
apply to other oral hypoglycemic drags in this class, in view of their close
similarities in mode of action and chemical structure.
PRECAUTIONS-General

Hypoglycemia: All sulfonylureas are capable of producing severe hypoglycemia.
Proper patient selection and dosage and instructions are important to avoid hypo-
glycemic episodes. Patients with renal or hepatic insufficiency, elderly, debilitated or
malnourished patients, and those with adrenal or pituitary insufficiency, are particu-
larly susceptible to hypoglycemia. Hypoglycemia may be difficult to recognize in the
elderly and in people taking beta-adrenergic blocking drugs. Hypoglycemia is more
likely to occur when caloric intake is deficient, after severe or prolonged exercise,
when alcohol is ingested, or when more than one glucose-lowering drug is used.
Loss ot Control of Blood Glucose: This may occur in diabetic patients exposed to
stress such as fever, trauma, infection or surgery. It may then be necessary to
discontinue TOLINASE and administer insulin.
Adequate adjustment of dose and adherence to diet should be assessed before
classifying a patient as a secondary failure.
Information for Patients - Patients should be informed of the potential risks and
advantages of TOLINASE and of alternative modes of therapy. They also should be
informed about the importance of adherence to dietary instructions, of a regular
exercise program, and of regular testing of urine and/or blood glucose. The risks ot
hypoglycemia, its symptoms and treatment, and conditions that predispose to its
development should be explained to patients and responsible family members.
Primary and secondary failure should also be explained.
Laboratory Tests - Response to TDLINASE Tablets should be monitored by frequent
urine glucose tests and periodic blood glucose tests. Measurement of glycosylated
hemoglobin levels may be helpful in some patients.
Drag Interactions - The hypoglycemic action of sulfonylureas may be potentiated by
certain drugs including nonsteroidal anti-inflammatory agents and other drugs that
are highly protein bound, salicylates, sulfonamides, chloramphenicol, probenecid,
coumarins, monoamine oxidase inhibitors, and beta adrenergic blocking agents.
Certain drugs tend to produce hyperglycemia and may lead to loss ot control.These
drugs include the thiazides and other diuretics, corticosteroids, phenothiazines, thy-
roid products, estrogens, oral contraceptives, phenytoin, nicotinic acid, sym-
pathomimetics, calcium channel blocking drugs, and isoniazid.
Pregnancy - TOLINASE should be used during pregnancy only if clearly needed.
Insulin should be used during pregnancy to maintain blood glucose as close to
normal as possible. 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. TOLINASE should be discontinued at least two weeks before the expected
delivery date.

Nursing Mothers - Some sulfonylurea drugs are known to be excreted in human
milk. Insulin therapy should be considered.
Pediatric Use- Safety and effectiveness in children have not been established.

ADVERSE REACTIONS
Hypoglycemia: See Precautions and Overdosage sections. Gastrointestinal Reac-
tions Cholestatic jaundice may occur rarely; TOLINASE Tablets should be discon-
tinued if this occurs. Gastrointestinal disturbances, e.g., nausea, epigastric fullness,
and heartburn are the most common reactions ( 1 % of patients) They tend to be dose
related and may disappear when dosage is reduced. Dermatologic Reactions: Al-
lergic skin reactions, e.g., pruritus, erythema, urticaria, and morbilliform or mac-
ulopapular eruptions occurred in 0.4% of patients.These may be transient and may
disappear despite continued use of TOLINASE; if skin reactions persist, the drug
should be discontinued Porphyria cutanea tarda and photosensitivity reactions have
been reported with sulfonylureas. Hematologic Reactions: Leukopenia, agranulocy-
tosis thrombocytopenia, hemolytic anemia, aplastic anemia, and pancytopenia have
been reported with sulfonylureas. Metabolic Reactions: Hepatic porphyria and dis-
ulfiram-like reactions have been reported with sulfonylureas; however, disulfiram-
like reactions have been reported very rarely. Miscellaneous: Weakness, fatigue,
dizziness, vertigo, malaise, and headache have infrequently been reported.
OVERDOSAGE
Overdosage of sulfonylureas, including TOLINASE Tablets, can produce hypo-
glycemia If hypoglycemic coma is diagnosed or suspected, the patient should be
given a rapid intravenous injection of concentrated (50%) glucose solution. This
should be followed by a continuous infusion of a more dilute (10%) glucose solution
at a rate which 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.
HOW SUPPLIED
TOLINASE Tablets are available in the following strengths and package sizes:
100 mg (scored round white) Unit-of-Use bottles of 100 NDC 0009-0070-02
250 mg (scored, round, white) Bottles of 200 NDC 0009-0114-04

Bottles of 1000 NDC 0009-0114-02
Unit-of-Use bottles of 100 NDC 0009-0114-05
Unit-Dose package of 100 NDC 0009-0114-06

500 mg (scored, round, white) Unit-of-Use bottles of 100 NDC 0009-0477-06
Caution- Federal law prohibits dispensing without prescription. Store at controlled
room temperature 15°-30°C (59°-86°F). Dispensed in well closed containers with
safety closures. Keep container tightly closed. B-11-b
For additional product information see your Upjohn representative.

The Upjohn Company
Kalamazoo, Michigan 49001, USA

j-4963 January 1985
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date for U.S. and Canadian subscribers/
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Single copy
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$11.00

$11.00

A
AMERICAN DIABETES ASSOCIATION
Back Issue Department
2 Park Avenue
New York, New York 10016

MAKE TAX TIME
EASIER ON YOURSELF

NEXT YEAR

READ ABOUT THE SUBSTANTIAL TAX
BENEFITS AND LIFETIME INCOME

AVAILABLE FROM THE AMERICAN DIABETES
ASSOCIATION'S POOLED INCOME FUND

Please send me a free brochure on the Pooled Income
Fund
I would like information on other forms of planned giving
I would like a representative to provide additional infor-
mation

NAME
ADDRESS

TELEPHONE

American Diabetes Association
Two Park Avenue

New York, NY 10016
Attn: Fund Raising Department



The most important letters
we get at UfeScan
look like this.

c t i f ro\ vny **

To find out how
you can start your
patients on their own
GLUCOSCAN™
Personal Blood
Glucose Monitoring
System, call us for
the name of your
nearest IifeScan
Distributor.
Toll-Free Nationwide
(800) 227-8862.
California
(800)982-6132.

Actual
unsolicited letter from

7-year-old GLUCOSCAN user,
Drew McFadden.

Printed by permission of
Master McFadden, who even

let us take this picture.

Drew McFadden
and his GLUCOSCAN

A Commitment to Personal Diabetes Control-For Life

luFEsenn me.
i H k 1025 Terra Bella Ave.

Mountain View, CA 94043 © 1985 UfeScan Inc.



binder

Practical diabetes
information at your
fingertips

Keep two years
of DIABETES
FORECAST
(12 issues) at
hand with one
slipcase or

binder. Bound in attractive
blue leatherette and embossed with gold lettering,
each makes a handsome addition to your library.
And each comes with gold transfers, allowing you
to personalize your volume further.
These durable, stylish cases make affordable gifts as well.
SUPGASfiS: $6.95 each, three for $20.00, six for $36.00
(measures: 11VS x 8V4 x 2Va")
BINDERS: $8.50 each, three for $24.75, six for $48.00 (measures:
1 2 y 9 K 3 " )

slipcase

MAIL TO: Jesse Jones Industries (Since 1843),
P.O. Box 5120, Dept. DIAB-F, Philadelphia, PA 19141
Enclosed is my check or money order for $ Please
send me: slipcases binders. (U.S. Funds only)

NAME

ADDRESS

CITY

(please print)

STATE .ZIP
NOTE: Satisfaction guaranteed or money refunded. Allow 5 to 6 weeks
delivery. Add $2.50 each outside U.S. Slipcases and binders also available
for DIABETES CARE & DIABETES. For information write: American
Diabetes Association, 2 Park Avenue, New York, New York 10016, Attn:
Circulation Dept.

Written for the patient with diabetes, Diabetes
'85 is a quarterly easy-to-read newsletter
offering tips on living with diabetes, news
updates, recipes, descriptions of common
treatment approaches, and sources to turn to
for more information.

You can receive office copies of
Diabetes '85 by returning this form.

PLEASE SEND ME:
(Check one) • 5 copies or • 10 copies or.

(fill in amount)
_copies

Name.
(Please print)

Address

City.

State. _Zip.

503DC

BRIEF SUMMARY
DIABINESE* (chlorpropamide)
TABLETS, USP

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

WARNINGS
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY

The administration of oral hypoglycemic drugs has been reported to be associated with
increased cardiovascular mortality as compared to treatment with diet alone or diet plus
insulin. This warning is based on the study conducted by the University Group Diabetes
Program (UGDP), a long-term prospective clinical trial designed to evaluate the effective-
ness of glucose-lowering drugs in preventing or delaying vascular complications in patients
with non-insulin-dependent diabetes. The study involved 823 patients who were randomly
assigned to one of four treatment groups (Diabetes, 19 (supp. 2):747-830,1970).

UGDP reported that patients treated for 5 to 8 years with diet plus a fixed dose of tolbuta-
mide (1.5 grams per day) had a rate of cardiovascular mortality approximately 2V4 times that
of patients treated with diet alone. A significant increase in total mortality was not observed,
but the use of tolbutamide was discontinued based on the increase in cardiovascular mortal-
ity, thus limiting the opportunity for the study to show an increase in over-all mortality.
Despite controversy regarding the interpretation of these results, the findings of the UGDP
study provide an adequate basis for this warning. The patient should be informed of the
potential risks and advantages of DIABINESE and of alternative modes of therapy.

Although only one drug in the sulfonylurea class (tolbutamide) was included in this study,
it is prudent from a safety standpoint to consider that this warning may also apply to other
oral hypoglycemic drugs in this class, in view of their close similarities in mode of action
and chemical structure.

PRECAUTIONS
General
Hypoglycemia: All sulfonylurea drugs are capable of producing severe hypoglycemia Proper
patient selection, dosage, and instructions are important to avoid hypoglycemic episodes Renal
or hepatic insufficiency may cause elevated blood levels of DIABINESE and the latter may also
diminish gluconeogenic capacity, both of which increase the risk of serious hypoglycemic reac-
tions. Elderly, debilitated or malnourished patients, and those with adrenal or pituitary insufficiency
are particularly susceptible to the hypoglycemic action of glucose-lowering drugs Hypoglycemia
may be difficult to recognize in the elderly, and in people who are taking beta-adrenergic blocking
drugs. Hypoglycemia is more likely to occur when caloric intake is deficient, after severe or
prolonged exercise, when alcohol is ingested, or when more than one glucose-lowering drug
is used.

Because of the long half-life of chlorpropamide, patients who become hypoglycemic during
therapy require careful supervision of the dose and frequent feedings for at least 3 to 5 days
Hospitalization and intravenous glucose may be necessary

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 DIABINESE and administer insulin

The effectiveness of any oral hypoglycemic drug, including DIABINESE, in lowering blood glu-
cose to a desired level decreases in many patients over a period of time, which may be due to
progression of the severity of the diabetes or to diminished responsiveness to the drug This
phenomenon is known as secondary failure, to distinguish it from primary failure in which the
drug is ineffective in an individual patient when first given

ADVERSE REACTIONS
Hypoglycemia: See PRECAUTIONS section

Gastrointestinal Reactions: Cholestatic jaundice may occur rarely; DIABINESE should be dis-
continued if this occurs Gastrointestinal disturbances are the most common reactions; nausea has
been reported in less than 5% of patients, and diarrhea, vomiting, anorexia, and hunger in less
than 2%. Other gastrointestinal disturbances have occurred in less than 1% of patients including
proctocolitis. They tend to be dose related and may disappear when dosage is reduced.

Dermatologic Reactions: Pruritus has been reported in less than 3% of patients Other allergic
skin reactions, e.g., urticaria and maculopapular eruptions have been reported in approximately
1% or less of patients. These may be transient and may disappear despite continued use of
DIABINESE; if skin reactions persist the drug should be discontinued

Porphyria cutanea tarda and photosensitivity reactions have been reported with sulfonylureas
Skin eruptions rarely progressing to erythema multiforme and exfoliative dermatitis have also

been reported.
Hematologic Reactions: Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia,

aplastic anemia, pancytopenia and eosinophilia have been reported with sulfonylureas
Metabolic Reactions: Hepatic porphyria and disulfiram-like reactions have been reported with

DIABINESE
Endocrine Reactions: On rare occasions, chlorpropamide has caused a reaction identical to the

syndrome of inappropriate antidiuretic hormone (ADH) secretion The features of this syndrome
result from excessive water retention and include hyponatremia, low serum osmolality, and high
urine osmolity.

DOSAGE AND ADMINISTRATION
There is no fixed dosage regimen for the management of diabetes mellitus with DIABINESE or
any other hypoglycemic agent In addition to the usual monitoring of urinary glucose, the patient's
blood glucose must also be monitored periodically to determine the minimum effective dose for the
patient; to detect primary failure, and to detect secondary failure Glycosylated hemoglobin levels
may also be of value in monitoring the patient's response to therapy

The total daily dosage is generally taken at a single time each morning with breakfast Occasion-
ally cases of gastrointestinal intolerance may be relieved by dividing the daily dosage A LOADING
OR PRIMING DOSE IS NOT NECESSARY AND SHOULD NOT BE USED

Initial Therapy: 1. The mild to moderately severe, middle-aged, stable, non-insulin-dependent
diabetic patient should be started on 250 mg daily. Older patients should be started on smaller
amounts of DIABINESE, in the range of 100 to 125 mg daily.

2. No transition period is necessary when transferring patients from other oral hypSglycemic
agents to DIABINESE The other agent may be discontinued abruptly and chlorpropamide started
at once. In prescribing chlorpropamide, due consideration must be given to its greater potency

Many mild to moderately severe, middle-aged, stable non-insulin-dependent diabetic patients
receiving insulin can be placed directly on the oral drug and their insulin abruptly discontinued
For patients requiring more than 40 units of insulin daily, therapy with DIABINESE may be initiated
with a 50 per cent reduction in insulin for the first few days, with subsequent further reductions
dependent upon the response.

Five to seven days after the initial therapy, the blood level of chlorpropamide reaches a plateau
Dosage may subsequently be adjusted upward or downward by increments of not more than 50 to
125 mg at intervals of three to five days to obtain optimal control More frequent adjustments are
usually undesirable

Maintenance Therapy: Most moderately severe, middle-aged, stable non-insulin-dependent
diabetic patients are controlled by approximately 250 mg daily Many investigators have found that
some milder diabetics do well on daily doses of 100 mg or less. Many of the more severe diabetics
may require 500 mg daily for adequate control PATIENTS WHO DO NOT RESPOND COMPLETELY
TO 500 MG DAILY WILL USUALLY NOT RESPOND TO HIGHER DOSES MAINTENANCE DOSES
ABOVE 750 MG DAILY SHOULD BE AVOIDED
SUPPLY: Blue, 'D'-shaped, scored tablets in strengths c' 100 mg, tablet code 393; (100s, NDC#
0663-3930-66; 500s, NDC# 0663-3930-73; and 100 unit dose of 10 x 10. NDC# 0663-3930-41)
and 250 mg, tablet code 394; (100's, NDC# 0663-3940-66; 250s. NDC# 0663-3940-71, 1000s,
NDC# 0663-3940-82; 100 unit dose of 10x10, NDC# 0663-3940-41; and 28s D-Pak, NDC#
0663-3940-28)
RECOMMENDED STORAGE: Store below 86°F (30°C)
CAUTION: Federal law prohibits dispensing without prescription

LABORATORIES
DIVISION

PFIZER INC.



for Compliance

The Diabinese® (chlorpropamide) 3S5 D-Pak:
A convenient way for patients to remember and keep track of

every once-a-day dose. Now easier to use.
The Diabinese D-Pak (dispenser pack)
contains a full 4-week supply of Diabinese
250-mg tablets in a lightweight, D-shaped,
compact case. Inside, the distinctive blue,
D-shaped tablets are arranged in easy-
to-follow circles under clear day-of-the-
week headings. So it is almost impossible
to accidentally skip or repeat a dose. The
blister packaging has been improved so
tablets are easier to remove. The Diabinese
D-Pak is particularly beneficial to the

newly diagnosed NIDDM patient who is a
dietary failure, since compliance with a new
therapeutic regimen can be a problem.

Next time you prescribe Diabinese
250 mg q.d specify the

Diabinese'D-]
(chlorpropamide) £8%
WUrffaU LABORATORIES DIVISION
^ ^ S f l H P P ^ PFIZER INC
Please see Diobinese® (chlorpropamide) brief summary on preceding page. ©1984, Pfizer Inc.



The Thinnest, Finest,
Sharpest Needle For
Unequalled Injection

Comfort

The Best There Is.
The needle on every other insulin

syringe has been surpassed by the
advanced B-D MICRO-FINE m needle...
a unique achievement in injection comfort.

Tests with hundreds of insulin users
prove conclusively that they have never
before experienced such ease with their
injections. Some typical comments: "It's
like no injection at all"..."It's a much easier
injection".

Finest Insulin Syringe Needle
Ever Made.

MICRO-FINE m is made with the
highest quality surgical-grade stainless
steel...tempered and honed to incredible
fineness and strength. Result: the thinnest,
finest, sharpest needle for unequalled
injection comfort.

MICRO-BONDED Lubrication
For Extra Comfort.

An exclusive B-D process keeps the
lubrication on the needle even after it has
pierced the insulin vial stopper—and,
during the injection—for smoother, more
effortless injections.

America's Most Recommended
Syringes.

Doctors, nurses and pharmacists rec-
ommend B-D syringes above all others.
And B-D syringes are used most in
hospitals—trusted most by insulin users.

The B-D MICRO-FINE HI Needle — Overwhelmingly Preferred By Insulin Users For Unequalled Injection Comfort

Better
Diabetes
Care



WITH VIRTUALLY

NEW!
MICRO-FINE

Virtually painless. MICRO-FINE LANCET
has the thinnest, sharpest point available
for maximum comfort.

• Easy to hold and use. Flat shape and
special finger-grip design make lancing
simple and sure...prevent slipping or
twisting of lancet.

• Precisely controlled penetration depth.

NEW!

• Fully automatic lancing triggered by
simple finger pressure.
The only lancet device that accommo-
dates the MICRO-FINE LANCET. Simple
to use...fast and easy to load.

• Sturdy construction with no loose parts
to lose or break. Reliability uncondition-
ally guaranteed by Becton Dickinson.

• Compact, convenient, attractive design.
• Lancet is out of sight to reduce anxiety.

Better
Diabetes
Care



There is only one human insulin
of recombinant DNA origin...

and it is identical to natural human insulin
From Lilly, a leader in diabetes care for six decades, there is now
available the first and only insulin not derived from beef or pork
pancreases—Humulin® (human insulin [recombinant DNA origin]).

In multicenter studies completed to date, Humulin was shown to be
less immunogenic than mixed beef-pork or purified pork insulin.
The clinical significance of these data has _ m mm ~
not yet been demonstrated. W/tmU flWMS M I J M
Available in two forms: rapid-acting » MwAm m • v w V H m
Humulin® R (regular human insulin \^\J\J]df\ \HSU\\r\
[recombinant DNA origin], Injection) rmrnrnhinant HMA nrhinl
and intermediate-acting Humulin® N L' ^^Uf'1U" / d ' n Ul v / ^ Uf 'y1' U
(NPH human insulin [recombinant
DNA origin], Isophane Suspension).
ANY CHANGE OF INSULIN SHOULD BE MADE CAUTIOUSLY AND ONLY UNDER
MEDICAL SUPERVISION. CHANGES IN REFINEMENT, PURITY, STRENGTH,
BRAND (MANUFACTURER), TYPE (REGULAR, NPH, LENTE", ETC.), AND/OR
METHOD OF MANUFACTURE (RECOMBINANT DNA VERSUS ANIMAL-SOURCE
INSULIN) MAY RESULT IN THE NEED FOR A CHANGE IN DOSAGE.

For information on insulin delivery systems,
contact C P I : 1 - (800) -CARDIAC.

Eli Lilly and Company
Indianapolis, Indiana 46285

I 1984, ELI LILLY AND COMPANY
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+Diabetes+

A b O l l t J/T 10 of patients treated
for hypertension may also have diabetes.1

It's not a unique combination. But it can
call for unique antihypertensive therapy.

• Unlike beta blockers,2 3 CAPOTEN
has not caused hyperglycemia

(in insulin-independent hyper-
tensive diabetics).

• Unlike some beta
blockers,2 3 CAPOTEN

does not mask the
dizziness and
sweating often
occurring with
hypoglycemia (in
insulin-dependent
hypertensive

diabetics).

• Unlike potassium-
losing diuretics,2 3

CAPOTEN has not caused hypoka-
lemia, which may lead to suppression
of insulin release.

• Unlike sympathetic inhibitors,3

CAPOTEN rarely affects sexual potency
(which may already be compromised in |"*1
diabetic men).

Please see Precautionary Guidelines for use
of CAPOTEN and brief summary of
prescribing information, especially the
INDICATIONS AND USAGE, WARNINGS,
and ADVERSE REACTIONS sections, on
last pages of this advertisement

+Bronchospastic
pulmonary disease

/ /O of patients treated for
hypertension may also have asthma.'

A problem that may call for an uncom-
mon antihypertensive solution.

D CAPOTEN rarely causes broncho-
spasm.4



+Heart failure
Approximately D%
of patients treated for hypertension may
also have heart failure.1

Moreover, the Framingham study dem-
onstrated that 75% of patients with heart
failure previously had been hyperten-
sive.*̂  The two disorders may share a
common link. They do share a common
therapy

• Unlike beta blockers, CAPOTEN low-
ers blood pressure without the associated
decrease in heart rate and cardiac output.

D Unlike any other antihypertensive
agent, CAPOTEN blocks activation of
the renin-angiotensin-aldosterone (RAA)
system, which may play a role in both
heart failure and hypertension.

t CAPOTEN is indicated for treatment of
hypertensive patients who on multidrug
regimens have either failed to respond
satisfactorily or have developed unaccept-
able side effects.

f Systolic 3? 160 mm Hg and diastolic
2* 95 mm Hg in two readings.

ACE INHIBITOR

The Unique Solution for the
Hypertension-Plus Patient

"Angiotensin Converting Enzyme



f * * ACE* INHIBITOR .

Capoteix
•Hcaptopril tablets)

Precautionary Guidelines
CAPOTEN has been associated with
the development of neutropenia/
agranulocytosis (0.3% of 4,000
patients) or proteinuria (1.2% of
4,000 patients).* These serious side
effects are more likely to occur in
patients with predisposing condi-
tions, such as renal impairment or
autoimmune disease, or in patients
receiving therapy known to sup-
press the autoimmune response.
The following precautionary guide-
lines are recommended for all
patients receiving CAPOTEN:
• Obtain urinary protein level
estimates prior to initiating therapy,
at monthly intervals for the first
nine months of treatment, and
periodically thereafter.
D Obtain WBC counts at the initia-
tion of therapy, at two-week inter-
vals for the first three months
of treatment, and periodically
thereafter.
• Carefully review the WARN-
INGS and ADVERSE REACTIONS
sections in the complete prescribing
information, with particular atten-
tion to the patient at increased risk.
• The most frequently occurring
adverse reactions are skin rash and
taste alteration; both effects are
generally mild, reversible, or self-
limited.

*Angiotensin Converting Enzyme
'Please see the following brief sum-
mary of prescribing information
for INDICATIONS AND USAGE,
WARNINGS, and ADVERSE
REACTIONS.
References:
1. Market Measures Inc.: Treatment of

Hypertension V, February 1983.
2. Christlieb AR: Management of

hypertension in the patient with
diabetes mellitus. Practical Cardiol
8:94-103, 1982.

3. Christlieb AR: Diabetes and hyper-
tension. Cardiovasc Rev Reports
1:609-616, 1980.

4. Data on file, Squibb Institute for
Medical Research.

5. McKee PA, Castelli WP, McNamara
PM, et al: The natural history of
heart failure: The Framingham
study. N EnglJ Med 285:1441-
1446, 1971.

CAPOTEN® TABLETS
Captopril Tablets

INDICATIONS: Hypertension—Because ser-
ious adverse effects have been reported (see
WARNINGS), CAPOTEN is indicated for
treatment of hypertensive patients who on multi-
drug regimens have either failed to respond
satisfactorily or developed unacceptable side
effects.
Heart Failure: CAPOTEN (captopril) is
indicated in patients with heart failure who
have not responded adequately to or cannot
be controlled by conventional diuretic and
digitalis therapy. CAPOTEN is to be used
with diuretics and digitalis.

WARNINGS: Proteinuria—Total urinary pro-
teins > i g/day were seen in 1.2% of patients
on captopril; the nephrotic syndrome occurred
in about Y4th of these cases. About 60% of
affected patients had evidence of prior renal
disease; the remainder had no known renal
dysfunction. In most cases, proteinuria subsided
or cleared within 6 months whether or not
captopril was continued. The BUN and creati-
nine were seldom altered in proteinuric patients.

Membranous glomerulopathy was found in
nearly all the proteinuric patients on captopril
who were biopsied and may be drug related.
Most cases of proteinuria occurred by the 8th
month of therapy. Patients should have urinary
protein estimates (dip-stick on 1st morning urine,
or quantitative 24-hr urine—the latter provides
greater precision when proteinuria is persistent
and/or at low levels) before therapy, at approx.
monthly intervals for the 1st 9 months of therapy,
and periodically thereafter. For patients who
develop proteinuria >i g/day, or increasing
proteinuria, the benefits and risks of continuing
captopril should be evaluated.

Neutropenia/Agranulocytosis—Neutrope-
nia (<3oo/mm3) associated with myeloid hypo-
plasia (probably drug related) occurred in about
0.3% of captopril treated patients. About half of
the neutropenic patients developed systemic or
oral cavity infections or other features of agranu-
locytosis. Most of the neutropenic patients had
severe hypertension and renal function impair-
ment; about half had systemic lupus erythema-
tosus (SLE), or another autoimmune/collagen
disorder; multiple concomitant drug therapy was
common, including immunosuppressive therapy
in a few cases. Daily doses of captopril in the
leukopenic patients were relatively high, particu-
larly in view of their diminished renal function.
The neutropenia appeared 3 to 12 weeks after
starting captopril; it developed relatively slowly,
taking 10 to 30 days to have white blood count fall
to its nadir; neutrophils returned to normal in
about 2 weeks (other than 2 patients who died
of sepsis).

Use captopril with caution in patients
with impaired renal function, serious auto-
immune disease (particularly SLE), or who
are exposed to other drugs known to affect
the white cells or immune response. In
patients at particular risk (as noted above),
perform white blood cell and differential
counts prior to therapy, at about 2-week
intervals for about the 1st 3 months of
therapy, and periodically thereafter.

The risk of neutropenia in patients who are less
seriously ill or who receive lower dosages appears
to be smaller. In these patients white blood cell
counts should be performed every 2 weeks for the
1st 3 months of therapy, and periodically there-
after. Perform differential counts when leukocytes
are <4ooo/mm3 or the pretherapy white count is
halved. All patients treated with captopril should
be told to report any signs of infection (e.g., sore
throat; fever); if infection is suspected, perform
counts without delay. Since discontinuation of
captopril and other drugs has generally led to
prompt return of the white count to normal, upon
confirmation of neutropenia (neutrophil count
<iooo/mm3) withdraw captopril and closely fol-
low the patient's course.
Hypotension—Excessive hypotension was rare-
ly seen in hypertensive patients but is a possibility
in severely salt/volume-depleted persons such as
those treated vigorously with diuretics (see PRE-
CAUTIONS [Drug Interactions]).

SQUIBB
INNOVATORS IN CARDIOVASCULAR MEDICINE

In heart failure, where blood pressure wwl
either normal or low, transient decreases in bloodl
pressure >20% were recorded in about % the]
patients. This transient hypotension may occ
after any of the first several doses and is usually |
well tolerated, although rarely it has been assoti-l
ated with arrhythmia or conduction defects. Aj
starting dose of 6.2s or 12.5 mg tid may minimize |
the hypotensive effect. Patients should be fol-
lowed closely for the first 2 weeks of treatment
and whenever the dose of captopril and/or diu-
retic is increased.

BECAUSE OF THE POTENTIAL FALL
IN BLOOD PRESSURE IN THESE
PATIENTS, THERAPY SHOULD BE
STARTED UNDER VERY CLOSE MED-
ICAL SUPERVISION.

PRECAUTION: General: Impaired Renal
Function, Hypertension—Some hypertensive pa-
tients with renal disease, particularly those with
severe renal artery stenosis, have developed in-
creases in BUN and serum creatinine. It may be
necessary to reduce captopril dosage and/or dis-
continue diuretic. For some of these patients,
normalization of blood pressure and maintenance
of adequate renal perfusion may not be possible.
Heart Failure—About 20% of patients develop
stable elevations of BUN and serum creatinine
>2o% above normal or baseline upon long-term
treatment. Less than 5% of patients, generally
with severe preexisting renal disease, required
discontinuation due to progressively increasing
creatinine. See DOSAGE AND ADMINIS-
TRATION, ADVERSE REACTIONS [Altered
Laboratory Findings]. Valvular Stenosis—A the-
oretical concern, for risk of decreased coronary
perfusion, has been noted regarding vasodilator
treatment in patients with aortic stenosis, due to
decreased afterload reduction.
Surgery I Anesthesia—If hypotension occurs dur-
ing major surgery or anesthesia, and is considered
due to the effects of captopril, it is correctable by
volume expansion.
Drug Interactions: Hypotension: Patients on Di-
uretic Therapy—Precipitous reduction of blood
pressure may occasionally occur within the 1st
3 hours after administration of the initial captopril
dose in patients on diuretics, especially those
recently placed on diuretics and those on severe
dietary salt restriction or dialysis. This possibility
can be minimized by either discontinuing the
diuretic or increasing the salt intake about 1 week
prior to initiation of captopril therapy. Alterna-
tively, provide medical supervision for at least
3 hours after the initial dose in hypertensive
patients.

Agents Having Vasodilator Activity: In heart
failure patients vasodilators should be adminis-
tered with caution.

Agents Causing Renin Release—Captopril's ef-
fect will be augmented by antihypertensive agents
that cause renin release.

Agents Affecting Sympathetic Activity—The
sympathetic nervous system may be especially
important in supporting blood pressure in pa-
tients receiving captopril alone or with diuretics.
Beta-adrenergic blocking drugs add some further
antihypertensive effect to captopril, but the over-
all response is less than additive. Therefore, use
agents affecting sympathetic activity (e.g., gan-
glionic blocking agents or adrenergic neuron
blocking agents) with caution.

Agents Increasing Serum Potassium—Give po-
tassium-sparing diuretics or potassium supple-
ments only for documented hypokalemia, and
then with caution, since they may lead to a
significant increase of serum potassium.
Drug/Laboratory Test Interaction: Captopril
may cause a false-positive urine test for acetone.
Carcinogenesis, Mutagenesis, and Impair-
ment of Fertility: Two-year studies with doses
of 50 to 1350 mg/kg/day in mice and rats failed
to show any evidence of carcinogenic potential.
Studies in rats have revealed no impairment of
fertility.
Usage in Pregnancy: There are no adequate
and well-controlled studies in pregnant women.
Embryocidal effects were observed in rabbits.
Therefore, captopril should be used during preg-
nancy only if the potential benefit outweighs the
potential risk to the fetus.

(Continued on next page)
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Nursing Mothers: Captopril is secreted in hu-
man milk. Exercise caution when administering
captopril to a nursing woman, and, in general,
nursing should be interrupted.
Pediatric Use: Safety and effectiveness in chil-
dren have not been established although there is
limited experience with use of captopril in chil-
dren from 2 months to 15 years of age. Dosage,
on a weight basis, was comparable to that used
in adults. Captopril should be used in children
only if other measures for controlling blood pres-
sure have not been effective.

ADVERSE REACTIONS: Reported inci-
dences are based on clinical trials involving about
4000 patients.

Renal—One to 2 of 100 patients developed
proteinuria (see WARNINGS). Renal insuffi-
ciency, renal failure, polyuria, oliguria, and uri-
nary frequency in 1 to 2 of 1000 patients.

Hematologic—Neutropenia/agranulocytosis oc-
curred in about 0.3% of captopril treated patients
(see WARNINGS). Two of these patients devel-
oped sepsis and died.

Dermatologic—Rash (usually mild, maculopap-
ular, rarely urticarial), often with pruritus and
sometimes with fever and eosinophilia, in about
10 of 100 patients, usually during the 1st 4 weeks
of therapy. Pruritus, without rash, in about 2 of
100 patients. A reversible associated pemphigoid-
like lesion, and photosensitivity have also been
reported. Angioedema of the face, mucous mem-
branes of the mouth, or of the extremities in about
1 of 100 patients—reversible on discontinuance
of captopril therapy. One case of laryngeal edema
reported. Flushing or pallor in 2 to 5 of 1000
patients.

Cardiovascular—Hypotension in about 2 of 100
patients. See WARNINGS (Hypotension) and
PRECAUTIONS (Drug Interactions) for dis-
cussion of hypotension on initiation of captopril
therapy. Tachycardia, chest pain, and palpita-
tions each in about 1 of 100 patients. Angina
pectoris, myocardial infarction, Raynaud's syn-
drome, and congestive heart failure each in 2 to
3 of 1000 patients.

Dysgeusia—About 7 of 100 patients developed
a diminution or loss of taste perception; taste
impairment is reversible and usually self-limited
even with continued drug use (2 to 3 months).
Gastric irritation, abdominal pain, nausea, vom-
iting, diarrhea, anorexia, constipation, aphthous
ulcers, peptic ulcer, dizziness, headache, malaise,
fatigue, insomnia, dry mouth, dyspnea, and par-
esthesias reported in about 0.5 to 2 % of patients
but did not appear at increased frequency com-
pared to placebo or other treatments used in
controlled trials.

Altered Laboratory Findings: Elevations of
liver enzymes in a few patients although no causal
relationship has been established. Rarely chole-
static jaundice and hepatocellular injury with
secondary cholestasis have been reported. A
transient elevation of BUN and serum creatinine
may occur, especially in volume-depleted or
renovascular hypertensive patients. In instances
of rapid reduction of longstanding or severely
elevated blood pressure, the glomerular nitration
rate may decrease transiently, also resulting in
transient rises in serum creatinine and BUN.
Small increases in serum potassium concentration
frequently occur, especially in patients with renal
impairment (see PRECAUTIONS).

OVERDOSAGE: Primary concern in correc-
tion of hypotension. Volume expansion with an
I.V. infusion of normal saline is the treatment of
choice for restoration of blood pressure. Captopril
may be removed from the general circulation by
hemodialysis.

DOSAGE AND ADMINISTRATION: CAP-
OTEN should be taken one hour before meals.
Dosage must be individualized; see DOSAGE
AND ADMINISTRATION section of package
insert for detailed information regarding dosage
in hypertension and in heart failure. Because
CAPOTEN (captopril) is excreted primarily by
the kidneys, dosage adjustments are recom-
mended for patients with impaired renal function.
Consult package insert before prescribing
CAPOTEN (captopril).
HOW SUPPLIED: Available in tablets of 25,
SO, and 100 mg in bottles of 100, and in UNI-
MATIC® unit-dose packs of 100 tablets.

© 1985 E.R. Squibb & Sons, Inc.
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If any of your
patients are
among the more
than 12 million
Americans with
diabetes...
you'll want to keep up with the latest, most
comprehensive information in the field of
diabetes by becoming a Professional Member
of the American Diabetes Association.

When you become a Professional Member
of the American Diabetes Association
you'll receive these 5 ADA publications:

• DIABETES CARE (with supplements)
• CLINICAL DIABETES
• DIABETES FORECAST
• DIABETES (with supplements)
• DIABETES '85

PLUS MEMBERSHIP ENTITLES YOU TO:

• educational opportunities and savings
• membership in Councils
• receipt of the Annual Professional Mem-

bership Directory
• membership in your local ADA Affiliate
• receipt of the Professional Section

Newsletter
• eligibility for ADA research grants and

awards
To receive a Professional Membership
application, return the coupon below or write
to the ADA, Professional Membership Section,
2 Park Avenue, New York, New York 10016.

American
Diabetes

.Association

PLEASE SEND ME AN ADA PROFESSIONAL
MEMBERSHIP APPLICATION

PMHCC5

NAME

ADDRESS,

CITY , STATE _ZIP

Professional Membership Section
American Diabetes Association

2 Park Avenue, New York, New York 10016
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only with Chemstrip bG

The original
dry-wipe
strip

be read either visually or
ithAccu-Chek™bQ

The strip with unsurpassed service
support programs:

• Patient education materials

• Staff training

• nationwide Diabetes
Supply Center network

• Specialized sales force

Accuracy and reliability
with maximum flexibility for
"today, well lived./#

Available through Bio-Dynamics® Diabetes Supply
Centers and most retail pharmacies. Tor more
information, call 1-800-858-8072.
© 1984, Boehringer Mannheim Diagnostics, Inc.

Boehringer Mannheim
Diagnostics, Inc.
Bio-Dynamics Division

9115 Hague Road, Indianapolis, IN 4625O
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Breaking barriers

ai ilization
Lunch Mean plasma

| INSULIN
(7 patients)

Din Fasting

Mean plasma
GLUCOSE
(7 patients)

Glucotrol day 1
Glucotrol day 15

Glucotrol day 1
Glucotrol day 15

24.5
Drug

(Adapted from Peterson CM, et aH)
Glucose and insulin response to three standard meals was measured at eleven time
points on the first and fifteenth days of administration of Glucotrol (glipizide) to seven
patients with NIOOM. The mean dose of Glucotrol was 8.7 mg per day (0.1 mg/kg).

• Insulin levels rose markedly • The insulin response pattern
after the first meal, then with Glucotrol closely simulates
dropped, then rose again fol- the pattern commonly seen in
lowing subsequent meals. nondiabetics.
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to glucose control
inNIDDM

i p i d e x c r e t i o n , i n a c t i v e m e t a b o l i t e s g p [
very rapidly eliminated, and as there is no evidence that its metabolites are significantly
active, the risk of long-lasting hypoglycemia should be small.... "2 However, as with all
sulfonylureas, hypoglycemia may occur.

mg-term metabolic improvement -Long-term therewith
glipizide, in contrast to studies of other sulfonylureas, often results in a sustained increase
in glucose-stimulated insulin secretion."3

While controversy remains in the findings of the UGDP, there have been reports of
increased cardiovascular risk associated with oral hypoglycemic therapy.

Glucotrol
Cglipizide]5-mg ancHO-mg

m diet alone fails in non-insulin-dependent diabetes mellitus
' turn page for Glucotrol* (glipizide) prescribing Information.



References: 1. Peterson CM, Sims RV, Jones RL. et al: Bioavailability
of glipizide and its effect on blood glucose and insulin levels in patients
with non-insulin-dependent diabetes. Diabetes Care 1982; 5:497-500.
2. Melander A. Wahlin-Boll E: Clinical pharmacology of glipizide, in
Proceedings of a Symposium: New Perspectives in Noninsulin-
Dependent Diabetes Mellitus and the Role ot Glipizide in Its Treatment.
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ium: New Perspectives in Noninsulin-Dependent Diabetes Mellitus and
the Role ot Glipizide in Its Treatment. Am J Med, pp. 60-66, Nov. 30,
1983.

GLUCOTROL® (glipizide) TABLETS
For Oral Use

DESCRIPTION
GLUCOTROL (glipizide) is an oral blood-glucose-lowering drug of the sul-
fonylurea class.

The Chemical Abstracts name of glipizide is 1-cyclohexyl-3-[[p-[2-(5-
methylpyrazinecarboxamido)ethyl]phenyl]sulfonyl]urea. The molecular
formula is C21H27N5O4S; the molecular weight is 445.55; the structural
formula is shown below:

SO2NHCONHONHCH2CH;

Glipizide is a whitish, odorless powder with a melting point of 201-207°C
(dec.) and a pKa of 5.9. It is insoluble in water and alcohols, but soluble in 0.1
N NaOH; it is freely soluble in dimethylformamide. GLUCOTROL tablets for
oral use are available in 5 and 10 mg strengths.

CLINICAL PHARMACOLOGY
Mechanlwn of Action: The primary mode of action of GLUCOTROL in
experimental animals appears to be the stimulation of insulin secretion from
the beta cells of pancreatic islet tissue and is thus dependent on functioning
beta cells in the pancreatic islets. In humans GLUCOTROL appears to lower
the blood glucose acutely by stimulating the release of insulin from the
pancreas, an effect dependent upon functioning beta cells in the pancreatic
islets. The mechanism by which GLUCOTROL lowers blood glucose during
long-term administration has not been clearly established. In man, stimula-
tion of insulin secretion by GLUCOTROL in response to a meal is undoubt-
edly of major importance. Fasting insulin levels are not elevated even on
long-term GLUCOTROL administration, but the postprandial insulin re-
sponse continues to be enhanced after at least 6 months of treatment. The
insulinotropic response to a meal occurs within 30 minutes after an oral
dose of GLUCOTROL in diabetic patients, but elevated insulin levels do not
persist beyond the time of the meal challenge. Extrapancreatic effects may
play a part in the mechanism of action of oral sulfonylurea hypoglycemic
drugs.

Blood sugar control persists in some patients for up to 24 hours after a
single dose of GLUCOTROL, even though plasma levels have declined to a
small fraction of peak levels by that time (see Pharmacokinetics below).

Some patients fail to respond initially, or gradually lose their respon-
siveness to sulfonylurea drugs, including GLUCOTROL. Alternatively,
GLUCOTROL may be effective in some patients who have not responded or
have ceased to respond to other sulfonylureas.
Other Effect*: It has been shown that GLUCOTROL therapy was effective
in controlling blood sugar without deleterious changes in the plasma lipo-
protein profiles of patients treated for NIDDM.

In a placebo-controlled, crossover study in normal volunteers,
GLUCOTROL had no antidiuretic activity, and, in fact, led to a slight increase
in free water clearance.
Pharmacokinetics: Gastrointestinal absorption of GLUCOTROL in man is
uniform, rapid, and essentially complete. Peak plasma concentrations oc-
cur 1-3 hours after a single oral dose. The half-life of elimination ranges from
2-4 hours in normal subjects, whether given intravenously or orally. The
metabolic and excretory patterns are similar with the two routes of admin-
istration, indicating that first-pass metabolism is not significant.
GLUCOTROL does not accumulate in plasma on repeated oral administra-
tion. Total absorption and disposition of an oral dose was unaffected by food
in normal volunteers, but absorption was delayed by about 40 minutes.
Thus GLUCOTROL was more effective when administered about 30 min-
utes before, rather than with, a test meal in diabetic patients. Protein binding
was studied in serum from volunteers who received either oral or intra-
venous GLUCOTROL and found to be 98-99% one hour after either route of
administration. The apparent volume of distribution of GLUCOTROL after
intravenous administration was 11 liters, indicative of localization within the
extracellular fluid compartment. In mice no GLUCOTROL or metabolites
were detectable autoradiographically in the brain or spinal cord of males or
females, nor in the fetuses of pregnant females. In another study, however,
very small amounts of radioactivity were detected in the fetuses of rats given
labelled drug.

The metabolism of GLUCOTROL is extensive and occurs mainly in the
liver. The primary metabolites are inactive hydroxylation products and polar
conjugates and are excreted mainly in the urine. Less than 10% unchanged
GLUCOTROL is found in the urine.

INDICATIONS AND USAGE
GLUCOTROL is indicated as an adjunct to diet for the control of hypergly-
cemia 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.

In initiating treatment for non-insulin-dependent diabetes, diet should be
emphasized as the primary form of treatment. Caloric restriction and weight
loss are essential in the obese diabetic patient. Proper dietary management
alone may be effective in controlling the blood glucose and symptoms of
hyperglycemia. The importance of regular physical activity should also be
stressed, and cardiovascular risk factors should be identified, and corrective
measures taken where possible.

If this treatment program fails to reduce symptoms and/or blood glucose,
the use of an oral sulfonylurea or insulin should be considered. Use of
GLUCOTROL must be viewed by both the physician and patient as a
treatment in addition to diet, and not as a substitute for diet or as a conve-
nient mechanism for avoiding dietary restraint. Furthermore, loss of blood
glucose control on diet alone also may be transient, thus requiring only
short-term administration of GLUCOTROL.

During maintenance programs, GLUCOTROL should be discontinued if
satisfactory lowering of blood glucose is no longer achieved. Judgments
should be based on regular clinical and laboratory evaluations.

In considering the use of GLUCOTROL in asymptomatic patients, it
should be recognized that controlling the blood glucose in non-insulin-
dependent diabetes has not been definitely established to be effective in
preventing the long-term cardiovascular or neural complications of
diabetes.

CONTRAINDICATIONS
GLUCOTROL is contraindicated in patients with:

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

treated with insulin.

WARNINGS
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR
MORTALITY: The administration of oral hypoglycemic drugs has
been reported to be associated with increased cardiovascular mor-
tality as compared to treatment with diet alone or diet plus insulin.
This warning is based on the study conducted by the University
Group Diabetes Program (UGDP), a long-term prospective clinical
trial designed to evaluate the effectiveness of glucose-lowering
drugs in preventing or delaying vascular complications in patients
with non-lnsulln-dependent diabetes. The study involved 823 pa-
tients who were randomly assigned to one of four treatment groups
(Diabetes, 19, supp. 2: 747-830,1970).

UGDP reported that patients treated for 5 to 8 years with diet plus a
fixed dose of tolbutamide (1.5 grams per day) had a rate of car-
diovascular mortality approximately 2V2 times that of patients
treated with diet alone. A significant increase in total mortality was
not observed, but the use of tolbutamide was discontinued based on
the increase in cardiovascular mortality, thus limiting the oppor-
tunity for the study to show an Increase in overall mortality. Despite
controversy regarding the Interpretation of these results, the find-
Ings of the UGDP study provide an adequate basis for this warning.
The patient should be Informed of the potential risks and advan-
tages of GLUCOTROL and of alternative modes of therapy.

Although only one drug In the sulfonylurea class (tolbutamide)
was included in this study, it is prudent from a safety standpoint to
consider that this warning may also apply to other oral hypogly-
cemic drugs in this class, in view of their close similarities in mode
of action and chemical structure.

PRECAUTIONS
General

Renal and Hepatic Disease: The metabolism and excretion of
GLUCOTROL may be slowed in patients with impaired renal and/or hepatic
function. If hypoglycemia should occur in such patients, it may be prolonged
and appropriate management should be instituted.
Hypoglycemia: All sulfonylurea drugs are capable of producing severe
hypoglycemia. Proper patient selection, dosage, and instructions are impor-
tant to avoid hypoglycemic episodes. Renal or hepatic insufficiency may
cause elevated blood levels of GLUCOTROL and the latter may also dimin-
ish gluconeogenic capacity, both of which increase the risk of serious hypo-
glycemic reactions. Elderly, debilitated or malnourished patients, and those
with adrenal or pituitary insufficiency are particularly susceptible to the
hypoglycemic action of glucose-lowering drugs. Hypoglycemia may be
difficult to recognize in the elderly, and in people who are taking beta-
adrenergic blocking drugs. Hypoglycemia is more likely to occur when
caloric intake is deficient, after severe or prolonged exercise, when alcohol
is ingested, or when more than one glucose-lowering drug is used.
Loss of Control of Blood Glucose: 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 GLUCOTROL and administer insulin.

The effectiveness of any oral hypoglycemic drug, including
GLUCOTROL, in lowering blood glucose to a desired level decreases in
many patients over a period of time, which may be due to progression of the
severity of the diabetes or to diminished responsiveness to the drug. This
phenomenon is known as secondary failure, to distinguish it from primary
failure in which the drug is ineffective in an individual patient when first given.
Laboratory Tests: Blood and urine glucose should be monitored
periodically. Measurement of glycosylated hemoglobin may be useful.
Information for Patients: Patients should be informed of the potential
risks and advantages of GLUCOTROL 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 should also 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, sul-
fonamides, chloramphenicol, probenecid, coumarins, monoamine oxidase
inhibitors, and beta adrenergic blocking agents. When such drugs are
administered to a patient receiving GLUCOTROL, the patient should be
observed closely for hypoglycemia. When such drugs are withdrawn from a
patient receiving GLUCOTROL, the patient should be observed closely for
loss of control. In vitro binding studies with human serum proteins indicate
that GLUCOTROL binds differently than tolbutamide and does not interact
with salicylate or dicumarol. However, caution must be exercised in extrapo-
lating these findings to the clinical situation and in the use of GLUCOTROL
with these drugs.

Certain drugs tend to produce hyperglycemia and may lead to loss of
control. These drugs include the thiazides and other diuretics, cortico-
steroids, phenothiazines, thyroid products, estrogens, oral contraceptives,
phenytoin, nicotinic acid, sympathomimetics, calcium channel blocking
drugs, and isoniazid. When such drugs are administered to a patient receiv-
ing GLUCOTROL, the patient should be closely observed for loss of control.
When such drugs are withdrawn from a patient receiving GLUCOTROL, the
patient should be observed closely for hypoglycemia.
Carcinogenesis, Mutagenesls, 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: GLUCOTROL (glipizide) was found to
be mildly fetotoxic in rat reproductive studies at all dose levels (5-50 mg/kg).
This fetotoxicity has been similarly noted with other sulfonylureas, such as
tolbutamide and tolazamide. The effect is perinatal and believed to be
directly related to the pharmacologic (hypoglycemic) action of
GLUCOTROL. In studies in rats and rabbits no teratogenic effects were
found. There are no adequate and well controlled studies in pregnant
women. GLUCOTROL should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

Because recent information suggests that abnormal blood glucose levels
during pregnancy are associated with a higher incidence of congenital
abnormalities, many experts recommend that insulin be used during preg-
nancy to maintain blood glucose levels as close to normal as possible.
Nonteratogenlc Effects: Prolonged severe hypoglycemia (4 to 10 days)
has been reported in neonates born to mothers who were receiving a
sulfonylurea drug at the time of delivery. This has been reported more
frequently with the use of agents with prolonged half-lives. If GLUCOTROL
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 GLUCOTROL is ex-
creted in human milk, some sulfonylurea drugs are known to be excreted in
human milk. Because the potential for hypoglycemia in nursing infants may
exist, 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. If the drug is discontinued and if diet alone is inadequate for
controlling blood glucose, insulin therapy should be considered.
Pedlatrlc Use: Safety and effectiveness in children have not been
established.

ADVERSE REACTIONS
In U.S. and foreign controlled studies, the frequency of serious adverse
reactions reported was very low. Of 702 patients, 11.8% reported adverse
reactions and in only 1.5% was GLUCOTROL discontinued.
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE sections.
Gastrointestinal: Gastrointestinal disturbances are the most common

reactions. Gastrointestinal complaints were reported with the following ap-
proximate incidence: nausea and diarrhea, one in seventy; constipation and
gastralgia, one in one hundred. They appear to be dose-related and may :

disappear on division or reduction of dosage. Cholestatic jaundice may
occur rarely with sulfonylureas: GLUCOTROL should be discontinued if this
occurs.
Dermatologic: Allergic skin reactions including erythema, morbilliform or
maculopapular eruptions, urticaria, pruritus, and eczema have been re-
ported in about one in seventy patients. These may be transient and may
disappear despite continued use of GLUCOTROL; if skin reactions persist
the drug should be discontinued. Porphyria cutanea tarda and photosen-
sitivity reactions have been reported with sulfonylureas.
Hematologlc: Leukopenia, agranulocytosis, thrombocytopenia, hemorytic
anemia, aplastic anemia, and pancytopenia have been reported with
sulfonylureas.
Metabolic: Hepatic porphyria and disulfiram-like reactions have been re-
ported with sulfonylureas. In the mouse, GLUCOTROL pretreatment did not
cause an accumulation of acetaldehyde after ethanol administration.
Clinical experience to date has shown that GLUCOTROL has an extremely
low incidence of disulfiram-like alcohol reactions.
Miscellaneous: Dizziness, drowsiness, and headache have each been
reported in about one in fifty patients treated with GLUCOTROL. They are
usually transient and seldom require discontinuance of therapy.
Laboratory Tests: The pattern of laboratory test abnormalities observed
with GLUCOTROL was similar to that for other sulfonylureas. Occasional
mild to moderate elevations of SGOT, LDH, alkaline phosphatase, BUN and
creatinine were noted. One case of jaundice was reported. The relationship
of these abnormalities to GLUCOTROL is uncertain, and they have rarely
been associated with clinical symptoms.

OVERDOSAGE
There is no well documented experience with GLUCOTROL overdosage.
The acute oral toxicity was extremely low in all species tested (LD50 greater
than 4 g/kg).

Overdosage of sulfonylureas including GLUCOTROL can produce hypo-
glycemia. 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 requir-
ing immediate hospitalization. If hypoglycemic coma is diagnosed or sus-
pected, the patient should be given a rapid intravenous injection of
concentrated (50%) glucose solution. This should be followed by a continu-
ous infusion of a more dilute (10%) glucose solution at a rate that will
maintain the blood glucose at a level above 100 mg/dL. Patients should be
closely monitored for a minimum of 24 to 48 hours since hypoglycemia may
recur after apparent clinical recovery. Clearance of GLUCOTROL from
plasma would be prolonged in persons with liver disease. Because of the
extensive protein binding of GLUCOTROL(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 or any other hypoglycemic agent. In addition to the usual
monitoring of urinary glucose, the patients blood glucose must also be
monitored periodically to determine the minimum effective dose for the
patient; to detect primary failure, i.e., inadequate lowering of blood glucose
at the maximum recommended dose of medication; and to detect second-
ary failure, i.e., loss of an adequate blood-glucose-lowering response after
an initial period of effectiveness. Glycosylated hemoglobin levels may also
be of value in monitoring the patient's response to therapy.

Short-term administration of GLUCOTROL may be sufficient during peri-
ods of transient loss of control in patients usually controlled well on diet

In general, GLUCOTROL should be given approximately 30 minutes
before a meal to achieve the greatest reduction in postprandial
hyperglycemia.
Initial Dose: The recommended starting dose is 5 mg, given before break-
fast. Geriatric patients or those with liver disease may be started on 2.5 mg.
Tttratlon: Dosage adjustments should ordinarily be in increments of 2.5-5 mg,
as determined by blood glucose response. At least several days should
elapse between titration steps. If response to a single dose is not satisfac-
tory, dividing that dose may prove effective. The maximum recommended
once daily dose is 15 mg. Doses above 15 mg should ordinarily be divided
and given before meals of adequate caloric content. The maximum recom-
mended total daily dose is 40 mg.
Maintenance: Some patients may be effectively controlled on a once-a-
day regimen, while others show better response with divided dosing. Total
daily doses above 15 mg should ordinarily be divided. Total daily doses
above 30 mg have been safely given on a b.i.d. basis to long-term patients.

In elderly patients, debilitated or malnourished patients, and patients with
impaired renal or hepatic function, the initial and maintenance dosing
should be conservative to avoid hypoglycemic reactions (see PRECAU-
TIONS section).
Patients Receiving Insulin: As with other sulfonylurea-class hypogly-
cemics, many stable non-insulin-dependent diabetic patients receiving in-
sulin may be safely placed on GLUCOTROL. When transferring patients
from insulin to GLUCOTROL, the following general guidelines should be
considered:

For patients whose daily insulin requirement is 20 units or less,
insulin may be discontinued and GLUCOTROL therapy may
begin at usual dosages. Several days should elapse between
GLUCOTROL titration steps.

For patients whose daily insulin requirement is greater than 20
units, the insulin dose should be reduced by 50% and
GLUCOTROL therapy may begin at usual dosages. Subsequent
reductions in insulin dosage should depend on individual patient
response. Several days should elapse between GLUCOTROL
titration steps.

During the insulin withdrawal period, the patient should test urine sam-
ples for sugar and ketone bodies at least three times daily. Patients should
be instructed to contact the prescriber immediately if these tests are abnor-
mal. In some cases, especially when patient has been receiving greater
than 40 units of insulin daily, it may be advisable to consider hospitalization
during the transition period.
Patients Receiving Other Oral Hypoglycemic Agents: As with other
sulfonylurea-class hypoglycemics, no transition period is necessary when
transferring patients to GLUCOTROL. Patients should be observed carefully
(1-2 weeks) for hypoglycemia when being transferred from longer half-life
sulfonylureas (e.g., chlorpropamide) to GLUCOTROL due to potential over-
lapping of drug effect.

HOW SUPPLIED
GLUCOTROL is available as white, dye-free, scored diamond-shaped tab-
lets imprinted as follows: 5 mg tablet-Pfizer 411 (NDC 5 mg 0049-4110-66)
Bottles of 100; 10 mg tablet-Pfizer 412 (NDC 10 mg 0049-4120-66) Bottles
of 100.
RECOMMENDED STORAGE: Store below 86°F (30°C).
CAUTION: Federal law prohibits dispensing without prescription.

© 1984, PFIZER INC.

A division of Pfizer Pharmaceuticals
New York, New York 10017



DIABETES
RESEARCH ^EDUCATION

FOUNDATIOri
The Diabetes Research and Education Foundation, Inc. is soliciting grant

requests for promising initiatives in the field of diabetes research and education.
The Foundation is an independent, non-profit organization with a Board of
Trustees comprised of specialists in diabetes research, clinical practice, pharmacy
and patient education. The Board meets twice per year to review grant requests
and disburse awards. Individual grant awards are currently limited to $20,000.

To be considered at the next meeting, which is scheduled for late April,
grant applications must be received by March 31,1985. Applications can be
obtained by writing to:

Diabetes Research and Education Foundation, Inc.
P.O. Box 6168

Bridgewater, N.J. 08807-9998
ATTENTION: Herbert Rosenkilde, M.D., Executive Director

Q6951-185

for $24.75, Six for $43.00
(measures: 12% x WA X 3W)

binder

MAIL TO: Jesse Jones Industries (Since 18431, ;••••
P.O. Box 5120, Dept. DIAB, Philadelphia, & . 18141
Enclosed is my check or money order for$_
Please send me: slipcases

binders. (U.S. funds only)

NAME
NOTE: Satisfaction guaranteed or money refunded. Allow 5 to 6 weeks
delivery. Add $2.50 each outside U.S. Slipcases and binders also available for
DIABETES CARE & DIABETES FORECAST. For information write:
American Diabetes Association, 2 Park Avenue, New Vbrk, New \brk 10016, „¥_.
Attn: Circulation Dept. CITY.

(please print)

STATE ZIP



ACTRAPID
HUMAN

NovolinR
HUMAN INSULIN

(semi-synthetic) Injection (Regular) 100 units/ml

MONOTARI)
HUMAN

NovolinL
HUMAN INSULIN

(semi-synthetic) Zinc Suspension (LenteH) 100 units/ml

NEWNovoImN
HUMAN INSULIN

(semi-synthetic) Isophane Suspension (NPH) 100 units/ml

Novolin is
Human Insulin

Novolin" is a new name and licensed trademark of Novo Industri A/S

SQUIBB
NOVO




