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

Choosing antidiaberic
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.

X

A

C.* 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 patient
with congestive heart failure. MICRONASE actually causes a
mild diuresis.
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therapy today
. Micronase—an important consideration in

the type II diabetic patient with renal impair-
ment: Control plus unique dual excretion...
50% urine, 50% bile
Elimination of MlCRONASE equally in bile and urine reduces the
risk of drug accumulation, which may result in hypoglycemia.
MlCRONASE should be used with caution in patients with renal
impairment; however, in a single-dose study, plasma clearance of
MlCRONASE was prolonged only in patients with 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 MlCRONASE,
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
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

Micronase Tablets (brand of glyburide tablets)
MDKATIONS 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 WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY. The administration of oral
hypoglycemic drugs has been reported to be associated with increased cardiovascular mortality as
compared to treatment with diet alone or diet plus insulin. This warning is based on the study conducted by
the University Group Diabetes Program (UGDP), a long-term prospective clinical trial designed to evaluate
the effectiveness of glucose-lowering drugs in preventing or delaying vascular complications in patients
with non-insulin-dependent diabetes. The study involved 823 patients who were randomly assigned to one
of four treatment groups (Diabetes, 19 (Suppl 2):747-830,1970).
UGDP reported that patients treated for 5 to 8 years with diet phis a fixed dose of tolbutamide (1.5 grams per
day) had a rate of cardiovascular mortality approximately 2% times that of patients treated with diet alone.
A significant increase in total mortality was not observed, but the use of tolbutamide was discontinued
based on the increase in cardiovascular mortality, thus limiting the opportunity for the study to show an
increase in overall mortality. Despite controversy regarding the interpretation of these results, the findings
of the UGDP study provide an adequate basis for this warning. The patient should be informed of the
potential risks and advantages of 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 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 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 8. 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 AND 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. |*nHNH
For additional product information see your Upjohn representative. p^^^^ ĵ
B-2-S J-5453 May 1985 The Upjohn Company, Kalamazoo, Ml 49001, USA

SEPTEMBER AUTHOR INDEX

(Volume

American Diabetes
Association, 945, 946

Araki, Y., 850
Arner, P., 884
Arranto, A. J., 911
Arslanian, S. A., 926
Assan, R., 904
Atchison, R., 926

Bachurski, C. J., 922
Basile, R. M., 850
Beard, J. C, 861
Becker, D. J., 926
Benedetti, T. J., 861
Bolinder, J., 884
Brown lee, M., 938

Cavender, D., 926
Cerami, A., 938
Chen, Y. D. I., 831
Chick, W. L, 850
Cryer, P. E., 870

Debray-Sachs, M., 904
Donner, C. C, 831
Dorman, J., 926
Drash, A . I . , 926

Eberhardt, M., 926
Ercolani, L, 931

Feutren, G., 904
Fraze, E., 831

Gerald, M. C, 917
Gingerich, R. L, 870
Ginsberg, B. H., 931
Ginsberg-Fellner, F., 855
Goldfine, I. D., 891

Halter, J. B., 861
Hashimoto, N., 844

Jackson, C. V., 876
Johnston, C. L W., 861
Jones, R. L, 836

Kanatsuka, A., 844
Kolta, M. G., 917
Kuribayashi, S., 844

34, Number 9)

Laborie, C, 904
Lahtela, J. T.,911
Levandoski, L. A., 870
Lin, H. L, 931
Logsdon, C. D., 891
Longstreth, J. D., 922

MAcDonald, M. J., 942
Makino, H., 844
Marliss, E. B., 904
McClintock, P. R., 922
McGrath, G. M., 876
McNeill, J. H., 876
Merrell, R. C, 898
Mbssner, J., 891

Nishimura, M., 844
Notkins, A. L, 922

Ostman, J., 884

Porte, D., Jr., 861
Poussier, P., 904

Quiniou-Debrie, M. C, 904

Rabin, B., 926
Reaven, G. M., 831
Rowe, J. R., 942
Rubenstein, P., 855

Sai, P., 904
Santiago, J. V., 870
Sheehy, M. J., 942
Shizuru, J., 898
Solomon, B. A., 850
Sotaniemi, E. A., 911
Suzuki, T., 844

Tahiliani, A. G., 876
Toguchi, Y, 855
Trager, D., 898

Vadlamudi, R. V. S. V., 876
Vlassara, H., 938

Wallace, L.J., 917
Ward, K. W, 861
White, N. H., 870
Williams, J. A., 891

Yoon, J.-W., 922
Yoshida, S., 844



Editor
CHARLES J. GOODNER, M.D
Associate Editors
EDWIN L BIERMAN, M.D.
JOHN W. ENSINCK, M.D.
JERRY P. PALMER, M.D.
DANIEL PORTE, JR., M.D.

EDITORIAL BOARD
JOSE J BARBOSA, M.D.
CLYDE F. BARKER, M.D.
WILLIAM S. BRIMIJOIN, Ph.D.
H FRANKLIN BUNN, M.D.
ALAN D. CHERRINGTON, Ph.D.
MARGO P. COHEN, M.D.
SAMUEL W. CUSHMAN, PhD
MICHAEL P. CZECH, Ph.D.
JOSEPH M. DAVIE, M.D., Ph.D.
GEORGE S. EISENBARTH, M.D.
ROBERT P. ELDE, Ph.D.
ABBAS E KITABCHI, M.D
ORVILLE G. KOLTERMAN, M.D.
PIERRE J. LEFEBVRE, M.D.
S MICHAEL MAUER, M.D.
OLIVER E. OWEN, M.D.
PHILIP RASKIN, M.D
R PAUL ROBERTSON, M.D.
NEILB. RUDERMAN, M.D
WILLIAM J. RUTTER, M.D.
DONALD F. STEINER, M.D.
GEORGE STEINER, M.D.
ROSALYN S. YALOW, Ph.D.
CECIL YIP, Ph.D.

Publisher
CAROLINE STEVENS
Director of Professional
Publications
ROBERTA FINEMAN
Managing Editor
MAUREEN A. CLARK
Copy Editors
CHRISTOPHER BOOTH
LESLIE MALTESE-McGILL
Editorial Assistant
AUGUSTA LITWER
Marketing Director
JADINE ZEMSKY

American Diabetes Association
Officers 1985-86
Chairman of the Board
HENRY RIVERA
President
HAROLD RIFKIN, M.D.
Chairman of the Board-Elect
SAM GALLO
President-Elect
DANIEL PORTE, JR., M.D
Vice-Chairman
DOUGLAS DODD
Vice-Presidents
JOHN COLWELL, M.D
LINDA HURWITZ, R.N.
Secretary
FRANK ROSENHOOVER
Treasurer
NORMAN RICKEMAN
Past Chairman of the Board
JOSEPH DAVIS
Past President
KARL SUSSMAN, M.D
Executive Vice-President
ROBERT S. BOLAN

diabetes
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Association, Inc., to provide an official Journal for
the Association and to furnish the medical profes-
sion with information concerning diabetes and re-
lated fields of medicine.

The Journal does not publish material that has
been reported elsewhere. In submitting an article
the author(s) must state in the covering letter that
the material has not been published elsewhere and
has not been submitted for publication elsewhere.
Prior publication specifically includes symposia,
proceedings, preliminary communications, books,
and invited articles. It is assumed that all human
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to the principles expressed in the Declaration of
Helsinki Accepted manuscripts incur a charge of
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For studies involving experimental animals, state
the species, strain, number used, and other perti-
nent descriptive characteristics. For human sub-
jects or patients, describe their characteristics. When
describing surgical procedures on animals, identify
the preanesthetic and anesthetic agents used, and
state the amount or concentration and the route and
frequency of administration for each. The use of
paralytic agents, such as curare or succinylcholine,
is not an acceptable substitute for anesthetics. For
other invasive procedures on animals, report the
analgesic or tranquilizing drugs used; if none was
used, provide justification for such exclusion. When
reporting studies on unanesthetized animals or on
humans, indicate that, the procedures followed were
in accordance with institutional guidelines.

In view of The Copyright Revision Act of 1976,
all transmittal letters to the editor must contain the
following language before manuscripts can be re-
viewed for possible publication: "In consideration
of ADA's taking action in reviewing and editing my
(our) submission, the author(s) undersigned hereby
transfers, assigns, or otherwise conveys all copy-
right ownership to the ADA in the event that such
work is published by the ADA." We regret that trans-
mittal letters not containing the foregoing language
signed by all authors of the manuscript will neces-
sitate return of your manuscript.

Matter appearing in DIABETES is copyrighted by
the American Diabetes Association, Inc. Permis-
sion to reproduce all or parts of papers appearing
in it may be granted under appropriate conditions
and if proper credit is given. Such requests should
be addressed in writing to the Managing Editor,
accompanied by a letter of permission from the

senior author.
All signed articles and editorials are the respon-

sibility of the author(s) and not that of the American
Diabetes Association The Editors will be pleased
to consider for publication papers presented at the
Annual Meeting of the Association

Rapid Publications: Observations considered to
be of unusual importance may be submitted as a
Rapid Publication. Editorial decision will be made
within 10 days after receipt of the manuscript. No
written review or explanation of the decision will be
provided. Rejected papers may be resubmitted as
a regular manuscript and reviewed accordingly.
Rapid Publications may not exceed 10 double-
spaced typewritten pages (including figures, ta-
bles, and references). Accepted papers will be
published in the earliest possible issue of the Jour-
nal.

Manuscripts should be typewritten, with double
spacing, and submitted in triplicate together with
three copies of figures and photomicrographs.
Manuscripts prepared in accord with the require-
ments specified in the document, "Uniform Re-
quirements for Manuscripts Submitted to Biomed-
ical Journals," Annals of Internal Medicine 1982;
96:766-71, will be considered for publication.

References should be presented in the style of
the following examples and numbered in order of
appearance in the text: For Periodicals—Banting,
F. G., and Best, C. H.: The internal secretion of the
pancreas. J. Lab. Clin. Med 1922; 7:251-66. For
Books—Allen, Frederick M.: Studies Concerning
Glycosuriaand Diabetes. Cambridge, Harvard Uni-
versity Press, 1913:461.

An abstract or summary of the content of the
paper of not more than 250 words should be pro-
vided. This should be self-contained and under-
standable without reference to the text

Photographs, drawings, and figures should be
suitable for reproduction. Photographs should be
unmounted, untrimmed glossy prints The names
of authors should appear on the back. The tops of
photographs and figures should be indicated.

Galley proofs are sent to the principal author with
a price list and order blank for reprints.

All manuscripts and related correspondence
should be addressed to Charles J Goodner. M.D.,
Harborview Medical Center, 325 Ninth Avenue, Se-
attle, WA 98104 Editorial correspondence should
be addressed to the Editorial Office, DIABETES,
American Diabetes Association, Inc., 2' Park Ave-
nue, New York, New York 10016.
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A WORLD O F DIFFERENCE TO YOUR NIDDM* PATIENTS

ONCE-A-DAY DOSAGE

EXCELLENT SAFETY
PROFILE.



DIAJ3ETA
(G L Y B U R I D E )

Tablets 1.25, 2.5 and 5 mg

CHLORPROPAMIDE
Tablets 100 and 250 mg

24-hour duration allows for
once-a-day dosage. Little risk of
drug overlap.

60-72 hour duration of action
can lead to drug overlap and its
associated problems.

Increases free water clearance.
No weight gain — no edema—no
dilutional hyponatremia.

Stimulates ADH release
and water retention.

(^ Very rare likelihood of embarrassing
disulfiram-like reactions.

Disulfiram-like reactions
are common.

creted equally in urine and bile—
risk of accumulation in patients with
nephropathy may be reduced.1"

Excreted in urine only—risk of
accumulation in patients with
nephropathy may be increased.

*Non-Insulin-Dependent Diabetes Mellitus
tCaution, of course, should be exercised in patients with renal or hepatic

impairment. Hepatic insufficiency may diminish gluconeogenesis and also
may cause elevated blood levels of DiaBetaf both of which increase the risk of
serious hypoglycemic reactions.

,4s an adjunct to diet and exercise

DIA J3 E TA
(G L Y B U R I D E )

Tablets 1.25,2.5 and 5 mg

Hoechst
Q6966-285

Hoechst-Roussel Pharmaceuticals Inc.
Somerville, New Jersey 08876

Please see next page for brief summary of Prescribing Information.



THE WORLD'S MOST PRESCRIBED
ORAL HYPOGLYCEMIC AGENT

DiaBeta® (glyburide) Tablets
1.25,2.5 and 5 mg
BRIEF SUMMARY

INDICATIONS AND USAGE
DiaBeta* (glyburide) is 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 controlled by diet alone.

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 DiaBeta8 (glyburide) 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 convenient
mechanism for avoiding dietary restraint. Furthermore, loss of blood glucose control on diet alone may
be transient, thus requiring only short-term administration of DiaBeta* (glyburide).

During maintenance programs, DiaBeta* (glyburide) 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 DiaBeta* (glyburide) 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
DiaBeta* (glyburide) is contraindicated in patients with:
1. Known hypersensitivity to the drug.
2. Diabetic ketoacidosis, with or without coma. This condition should be treated with insulin.
WARNINGS

SPECIAL WARNING ON INCREASED
RISK OF CARDIOVASCULAR MORTALITY

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

UGDP reported that patients treated for 5 to 8 years with diet plus a fixed dose of tolbuta-
mide (1.5 grams per day) had a rate of cardiovascular mortality approximately 2V4 tunes 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 DiaBeta* (glyburide) 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 DiaBeta* (glyburide) and the latter may also diminish
gluconeogenic capacity, both of which increase the risk of serious hypoglycemic reactions. Elderly,
debilitated or malnourished patients, and those with adrenal or pituitary insufficiency are particularly
susceptible to the hypoglycemic action of glucose-lowering drugs. Hypoglycemia 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 DiaBeta* (glyburide) and administer insulin.

The effectiveness of any oral hypoglycemic drug, including DiaBeta* ( glyburide), 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.
Information for patients
Patients should be informed of the potential risks, advantages, alternative modes of therapy, importance
of adherence to dietary instructions, to a regular exercise program, and regular testing of urine and/or
blood glucose. Also explain to the patient and responsible family members, the risks of hypoglycemia,
its symptoms, treatment, conditions that predispose to its development, and primary and secondary
failure.
Laboratory Tests
Blood and urine glucose should be monitored periodically. Measurement of glycosylated hemoglobin
may be useful.
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, chlor-
amphenicol, probenecid, coumarins, monoamine oxidase inhibitors, and beta-adrenergic blocking
agents. When such drugs are administered to a patient receiving DiaBeta* (glyburide), the patient
should be observed closely for hypoglycemia. When such drugs are withdrawn from a patient receiving
DiaBeta* ( glyburide), the patient should be observed closely for loss of control.

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. When such drugs are administered to a patient receiving DiaBeta* (glyburide), the patient
should be closely observed for loss of control. When such drugs are withdrawn from a patient receiving
DiaBeta* (glyburide), the patient should be observed closely for hypoglycemia.
Carcinogenesis, Mutagenesis, and Impairment of Fertility
DiaBeta* (glyburide) is non-mutagenic when studied in the Salmonella microsome test (Ames test)
and in the DNA damage/alkaline elution assay. Studies in rats at doses up to 300 mg/kg/day for 18
months showed no carcinogenic effects.
Pregnancy
Teratogenic Effects: Pregnancy Category B
Reproduction studies have been performed in rats and rabbits at doses up to 500 times the human dose
and have revealed no evidence of impaired fertility or harm to the fetus due to DiaBeta* (glyburide).
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. Because recent information suggests that abnormal blood glucose
levels during pregnancy are associated with a higher incidence of congenital abnormalities, many
experts recommend that insulin be used during pregnancy to maintain 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 DiaBeta* (glyburide) is used during pregnancy, it should
be discontinued at least two weeks before the expected delivery date.
Nursing Mothers
Although it is not known whether DiaBeta* (glyburide) is excreted in human milk, some sulfonylureas
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 administering the
drug, taking into account the importance of the drug to the mother. If DiaBeta* (glyburide) is discon-
tinued 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.
ADVERSE REACTIONS
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE Sections.
Gastrointestinal Reactions: Cholestatic jaundice may occur rarely; DiaBeta* (glyburide) should be
discontinued if this occurs. Gastrointestinal disturbances, e.g., nausea, epigastric fullness, and heartburn,
are the most common reactions and occur in 1.8% of treated patients. They tend to be dose-
related and may disappear when dosage is reduced.
Dermatologic Reactions: Allergic skin reactions, e.g., pruritus, erythema, urticaria, and morbilliform
or maculopapular eruptions, occur in 1.5% of treated patients. These may be transient and may
disappear despite continued use of DiaBeta* (glyburide); if skin reactions persist, the drug should be
discontinued.

Porphyria cutanea tarda and photosensitivity reactions have been reported with sulfonylureas.
Hematologic Reactions: Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic
anemia, and pancytopenia have been reported with sulfonylureas.
Metabolic Reactions: Hepatic porphyria reactions have been reported with sulfonylureas; however,
these have not been reported with DiaBeta* (glyburide). Disulfiram-like reactions have been reported
very rarely with DiaBeta* ( glyburide).
OVERDOSAGE: Overdosage can produce hypoglycemia. Aggressively treat the mild symptoms ( without
loss of consciousness or neurologic findings) with oral glucose and adjustments in drug dosage and/or
meal patterns. Continue close monitoring until patient is out of danger. Severe hypoglycemic reactions
with coma, seizure, or other neurological impairment, are medical emergencies requiring immediate
hospitalization. With hypoglycemic coma (diagnosed or suspected), administer rapid intravenous
injection of concentrated (50% ) glucose solution, followed by continuous infusion of a more dilute
(10% ) glucose solution at a rate to maintain a blood glucose level above 100 mg/dL. Monitor closely for
a minimum of 24-48 hours; hypoglycemia may recur after apparent clinical recovery.
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• 25 grants for diabetes education, clinical and
basic research awarded April 1985.

• Additional grants to be awarded October 1985.
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Goodbye Needles!
Introducing
Preci-Jet50;
the personal
jet insulin
injector
that allows
the diabetic
a truly
flexible
lifestyle.
Preci-Jet 50® is a needle-
less injector that allows
the patient to deliver
an exact dosage of insulin
to the subcutaneous
area simply, comfortably and
safely. The Preci-Jet injector
can be adjusted for individual
skin resistance, is easy to fill
and operate, and allows for the
mixing of Regular and NPH
insulin.
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>nly with Chemstrip bO

The original
dry-wipe
strip

be read either visually or
i Accu-Chek® II

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 Boehringer Mannheim Diabetes
Supply Centers and most retail pharmacies,
for more information, call 1-800-858-8072.
© 1985, Boehringer Mannheim Diagnostics

B O E H R I N G E R 9115 H a s u e Road

MAMMUCIM PO Box 50100
MANNHEIM Indianapolis. IN 46250



Tolinase work

© 1985 The Upjohn Company

Each once-a-day dose of Tolinase is effective for about
24 hours once steady state has been achieved—
an important consideration in the management of type II
diabetic patients. Most of the urinary excretion occurs
within the first 24 hours after administration.

When diet and exercise fail to control glucose levels
adequately in type II (non-insulin-dependent) diabetes,
TOLINASE Tablets (tolazamide) are a sound addition to the
regimen—not only because they provide effective, once-a-day
therapy, but also because the action of each dose lasts about
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ay at a time
24 hours. Proper patient selection, dosage, and instructions
are important in order to avoid hypoglycemic episodes.

Tolinase causes a mild diuresis—
an added advantage in patients whose condition may be
aggravated by fluid retention (patients with hypertension or
congestive heart failure, for example).
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.

In type II diabetes

Tolinase
(tolazamide)

100,250, & 500 mg tablets

One tablet... one day's therapy
Please turn page for brief summary of prescribing information.

Upjohn The Upjohn Company
Kalamazoo, Ml 49001 U.S.A.



In type II diabetes

Tolinase
(tolazamide)1 0 0 2 m 5 0 O m 9 t a* t s

One tablet... one day's therapy

TOLJNASE* Tablets (tolazam,de)
Suggested Initial Dosage

Patient Criteria TOLINASE Dose

No previous
hypoglycemic agent

FBS* level lower than 200 mg% (true)

FBSf level greater than 200 mg% (true)

Malnourished, underweight, elderly, or poor dietary habits

100 mg/day single dose

250 mg/day single dose

100 mg/day single dose

Transfer from other From chlorpropamide 250 mg/day" or tolbutamide more than 1 g/day 250 mg/day single dose

hypoglycemic agents F r o m t0|butamide 1 g or less/day, or acetohexamide 250 mg/day 100 mg/day single dose

Transfer from
insulin

From less than 20 U/day

From 20-40 U/day

From more than 40 U/day

100 mg/day single dose

250 mg/day single dose

Reduce insulin dosage 50%;
begin TOLINASE Tablets
250 mg/day

•See complete prescribing information 'Fasting blood sugar
"See package insert for special precautions when transferring patients from chlorpropamide

CONTRAINDICATIONS

TOLINASE 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 administration of oral hypoglycamlc drugs has been reported to be associ-
ated 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 Oiabetes 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 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 for 5 to 8 years with diet plus a Hied dose of
tolbutamide (1.5 grams per day) had a rate of cardiovascular mortality approx-
imately 2-1/2 times that of patients treated with diet alone. A significant increase
In total mortality was not observed, but the use of tolbutamide was discontinued
based on the Increase in cardiovascular mortality, thus limiting the opportunity
for the study to show an increase in overall mortality. Despite controversy regard-
Ing the Interpretation ol these results, the findings ol the UGOP study provide an
adequate basis for this warning. The patient should be informed of the potential
risks and advantages of TOLINASE 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 setety standpoint to consider that this warning may
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 sulfonylureas are capable of producing severe hypoglycerraa
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 of Control ol Blood Glucose This may occur in diabetic patients exposed to
stress such as (ever, 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 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 TOLINASE 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.
coumarins. 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. 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: Leukopema. agranulocy-
tosis. thrombocytopenia, hemolytic anemia, aplastic anemia, and pancytopema have
been reported with sulfonylureas. Metabolic Reactions: Hepatic porphyria and dis-
urfiram-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 i 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 NOC 0009-0070-02

250 mg (scored, round, white) Bottles of 200 NOC 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 6-11 -S

For additional product information see your Upiohn representative

The Upjohn Company
Kalamazoo, Michigan 49001, USA

July. 1985
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i H MICRO-FINE EL
The Thinnest, Finest,
Sharpest Needie For

Comfort

The Best There Is.
The needle on every other insulin

syringe has been surpassed by the
advanced B-D MICRO-FINE III 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 m Needle — Overwhelmingly Preferred By Insulin Users For Unequalled Injection Coml

B-D. MICRO-FINE ID. and MICRO-BONDED are trademarks of Becton Dickinson and Company.

Better
Diabetes
Care



DIABETES
RESEARCH &EDUCATIOM

ANNOUNCES

25 ADDITIONAL GRANTS
TOWARD A BETTER

UNDERSTANDING O F DIABETES

The Trustees of the Foundation are pleased to
announce the funding of 25 more special
projects. Nine grants have been awarded in
basic research, eight in clinical research, and
eight in education.



Basic Research Grants:
George Liang King, M.D.
Joslin Diabetes Center,
Boston, MA.
"Comparative Analysis of Vascular
Cells from Capillaries and Large
Arteries from Diabetic and Non-
Diabetic Humans and BB/W Rats."

Roger H. Unger, M.D.
University of Texas Southwestern
Medical School, Dallas, TX.
"The Role of Hyperglycemia in Beta
Cell Damage."

Joseph R. Williamson, M.D.
Washington University School of
Medicine, St. Louis, MO.
"Diabetes-Induced Leukocyte
Dysfunction: Is It Also an Aldose
Reductase-Linked Phenomenon?"

Douglas L. Coleman, Ph.D.
The Jackson Laboratory,
Bar Harbor, ME.
"Etiocholanolones: New Oral Anti-
Diabetes and Anti-Obesity Agents."

Gegham Barseghian, M.D.
City of Hope National Medical
Center, Duarte, CA.
"Potentiation of Insulin Activity by
Ethanolamine."

Stephen Brendan Richardson, M.D.
Department of Medicine, New York
University School of Medicine,
New York, NY.
"Insulin Secretion from RINm Cells:
A Possible Model for Non-Insulin-
Dependent Diabetes Mellitus
(NIDDM)."

Robert C. McEvoy, M.D.
Mount Sinai School of Medicine,
New York, NY.
"Development of Cell Lives of Mouse
and Human Pancreatic Beta Cells."

Madhur K. Sinha, Ph.D.
East Carolina University School of
Medicine, Greenville, NC.
"Demonstration of Insulin Mediator in
Serum and Urine: Its Significance in
NIDDM."

Carl Grunfeld, M.D., Ph.D.
Department of Medicine, University
of California, San Francisco, CA.
"Structure and Function Analysis of
the Insulin Receptor Using Antibodies
Against Sequence Specific Peptides."

Clinical Research Grants:
Neil B. Ruderman, M.D.
Boston University School of
Medicine, Boston, MA.
"Exercise, Thermogenesis and Control
of Body Weight."

Donald C. Simonson, M.D.
Yale University School of Medicine,
New Haven, CT.
"Glucose Resistance in Diabetes."

Lalith K. Misra, Ph.D.
Baylor College of Medicine,
Houston, TX.
"Diabetic Neuropathy: A Nuclear
Magnetic Resonance Study."

Elliot J. Rayfield, M.D.
Mount Sinai School of Medicine,
New York, NY.
"The Effect of Serum Glucose on
Neutrophil Function in Diabetic
Patients."

Harvey Jon Kliman, M.D., Ph.D.
Hospital of the University of
Pennsylvania, Philadelphia, PA.
"Differentiation and Growth of the
Human Trophoblast: The Effects of
Insulin and Insulin-like Growth
Factors."

Ronald B. Goldberg, M.D.
University of Miami School of
Medicine, Miami, FL.
"Remnant Lipoproteins in Type I and
II Diabetes Mellitus: Influence of
Good Glycemic Control."

Alain D. Baron, M.D.
University of California,
San Diego, CA.
"In Vivo Regulation of Non-insulin
Mediated Glucose Uptake in Man."

Richard C. Spielman, Ph.D.
University of Pennsylvania SchooJ of
Medicine, Philadelphia, PA.
"Family Studies of the Insulin Gene
Polymorphin in Type I and II
Diabetes."

Education Grants:
Adrienne B. Butler, M.D.
Southeast Health Unit, Waycross, GA.
"Project Retreat: Recreation, Training
and Eating Outdoors for Youth With
Diabetes."

O. Charles Olson, M.D.
Deaconess Medical Center,
Spokane, WA.
Is Diabetes Education Effective in

Improving the Prognosis for Diabetic
Patients?"

Ellie Strock, R.N.
International Diabetes Center,
Minneapolis, MN.
"Diabetes Home Care Program."

Richard R. Rubin, Ph.D.
Johns Hopkins Diabetes Center,
Baltimore, MD.
"Evaluation of an Intensive Diabetes
Education Program Incorporating
Coping Skills Training."

Maria Bernbaum, M.D.
St. Louis University School of
Medicine, St. Louis, MO.
"A Clinical Program for the Visually
Impaired Diabetic Patient."

Maria Luisa Urdaneta, R.N., Ph.D.
Social Science Research
Administration, San Antonio, TX.
"The Impact of Sociocultural Factors
on Compliance to Treatment Regimens
Among Mexican American Diabetics."

Jeanne B. Groner, M.S.W.
New York College of Podiatric
Medicine, New York, NY.
"Comprehensive Diabetic Information
Program."

Linda F. Samson, M.N., R.N.C.
University of Pennsylvania,
Philadelphia, PA.
"Survey of Major Perceived Problems
of Diabetics During Pregnancy."

Continuation of the Foundation's work is insured by an annual donation derived from a percentage of sales of diabetes
products marketed by Hoechst-Roussel Pharmaceuticals Inc.

For further information on the Foundation, write to Herbert Rosenkilde, M.D., Executive Director, Diabetes Research
and Education Foundation, Inc., P.O. Box 6168, Bridgewater, NJ 08807-9998.

Q6967-785



It is an exciting time for those
interested in diabetes and re-
lated metabolic diseases.
Progress in both basic re-
search and clinical ap-
plication has been
rapid. The world's
leading scientists
and clinicians report
their work and
chronicle the ad-
vances in DIABETES,
an official journal of the
American Diabetes Associa-
tion. If you want to
know what's going on,
DIABETES is a must.
Here's a sampling of re-
cent papers:
• A study to determine the
extent to which the adrenergic
mechanisms contribute to
hypoglycemic glucose counter-
regulation in type I diabetes
mellitus with and without im-
paired A-cell responses to
hypoglycemia by Pierpaolo De Feo
and colleagues
• A controlled trial of sorbinil, an
aldose reductase inhibitor, in
chronic painful diabetic neuropathy
by Robert J. Young, David J. Ewing,
and Basil F. Clarke
• The Berson Memorial Lecture:
Insulin - glucagon relation-
ships in the defense against
hypoglycemia by Roger H.
Unger
• An investigation of the solu-
bility of short-acting insulins
when mixed with long-acting in-
sulins by Martha S. Nolte and co-
workers

What's
pew in

diabetes?
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will tell
vou!

• An examination of the ef-
fects of maternal diabetes on
early embryogenesis: the role

of insulin and insulin ther-
apy by T.W. Sadler and

W.E. Horton, Jr.

Plus: articles on vi-
ruses and diabetes, the
role of islet cell antibod-
ies in the etiology of
insulin - dependent

diabetes, HLA relation-
ships in different types of

diabetes, a careful study
of postprandial hypo-
glycemia, the effect of con-
trol on diabetic retinopathy
and much, much more.

AND, several times a year
entire supplements on im-
portant issues at no extra cost.

For example:
• Proceedings of a workshop
on preventing the rejection of

transplanted pancreas or islets,
William H. Clark, Editor

• Effects of hypoglycemic agents
on vascular complications in

patients with adult-onset diabetes,
VIII. Evaluation of Insulin Ther-

apy: Final Report from The
University Group Diabetes
Program

• Proceedings of a confer-
ence on diabetic microangio-
pathy Donald E. McMillan and
J0rn Ditzel, Editors

For the best in research
and clinical application,

subscribe now to
DIABETES.

J

JL rLO- I want to know what's new in diabetes. IIDH

Please enter my subscription to Diabetes for:
• / year (12 issues) $60 orO2 years (24 issues) $108 • Payment enclosed. LJ Bill me.

Name.

Street.

City. _ State. _Zip.

diabetes
A Publication of the American Diabetes Association
Post Office Box 2045
Mahopac, New York 10541

Outside U.S. and Possessions, add $12.50 postage each year.
All foreign orders must be prepaid in U.S. funds drawn on a U.S. bank. Thank you for your order. Please allow 4-8 weeks for receipt of your first issue

1685



SEVEN YEARS AND
3,000,000 PARENTS LATER'...

THE
PROMISE OE
ACE*1NHIBITION
IS RECOGNIZED...

*Angiotensin Converting Enzyme
tWorldwide

III
SQUIBB



'With [CAPOTEN® (captopril tablets)]
it appears that for the first time ever a
patient can feel as well on treatment for
high blood pressure as he does off it."

*Angiotensin Converting Enzyme

fCAPOTEN may be used as initial therapy only for patients with normal renal function in whom the risk of neutropenia/agranulc
relatively low (1 out of over 8,600 in clinical trials). Use special precautions in patients with impaired renal function, collagen vascul
disorders, or those exposed to other drugs known to affect the white cells or immune response Evaluation of hypertensives should; *
include assessment of renal function. See INDICATIONS AND USAGE, WARNINGS, and ADVERSE REACTIONS in the brief sumr
on the adjacent page.

$The most frequently occurring adverse reactions are skin rash and taste alteration; bodi effects are generally mild, reversible, or self-1



New Prescribing Freedom-
Mild-to-Moderate Hypertension
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fAPOTEN
\^captopril tablets

D Now for initial
therapy of
hypertension1

• Effective alone or
in combination with
diuretics
• Fatigue, loss of
libido, impotence, and
mental impairment
almost never occur*
• Convenient bid
dosage

HELP PUT QUALITY BACK INTO LIVING



CAPOTEN00 TABLETS
Captopri l Tablets

INDICATIONS: Hypertension - CAPOTEN (captopril) is indicated for the treat-
ment of hypertension. Consideration should be given to the risk of neutropenia/
agranulocytosis (see WARNINGS). CAPOTEN may be used as initial therapy for
patients with normal renal function, in whom the risk is relatively low. In patients
with impaired renal function, particularly those with collagen vascular disease,
captopril should be reserved for those who have either developed unacceptable side
effects on other drugs, or have failed to respond satisfactorily to drug combinations.
CAPOTEN is effective alone and in combination with other antihypertensive agents,
especially thiazide-type diuretics.

Hear t 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: Neutropenia/Agranulocytosis —Neutropenia (<1000/mm3) with
myeloid hypoplasia has resulted from use of captopril. About half of the neutropenic
patients developed systemic or oral cavity infections or other features of the syndrome
of agranulocytosis. The risk of neutropenia is dependent on the clinical status of
the patient:

In clinical trials in patients with hypertension who have normal renal function
(serum creatinine < 1.6 mg/dL and no collagen disease), neutropenia has been seen
in one patient out of over 8,600 exposed. In patients with some degree of renal
failure (serum creatinine at least 1.6 mg/dL) but no collagen vascular disease, the
risk in clinical trials was about 1 per 500. Doses were relatively high in these
patients, particularly in view of their diminished renal function. In patients with
collagen vascular diseases (e.g., systemic lupus erythematosus, scleroderma) and
impaired renal function, neutropenia occurred in 3.7% of patients in clinical trials.
While none of the over 750 patients in formal clinical trials of heart failure
developed neutropenia, it has occurred during subsequent clinical experience. Of
reported cases, about half had serum creatinine > 1.6 mg/dL and more than 75%
received procainamide. In heart failure, it appears that the same risk factors for
neutropenia are present.

Neutropenia has appeared within 3 months after starting therapy, associated with
myeloid hypoplasia and frequently accompanied by erythroid hypoplasia and de-
creased numbers of megakaryocytes (e.g., hypoplastic bone marrow and pancytopenia)^.,
anemia and thrombocytopenia were sometimes seen. Neutrophils generally returj(jd
to normal in about 2 weeks after captopril was discontinued, and serious injf$ctics|s
were limited to clinically complex patients. About 13% of the cases of neutrajgeniil.,
have ended fatally, but almost all fatalities were in patients with serious iHfftts, having •
collagen vascular disease, renal failure, heart failure or immunosugp#t|sanjf. therapy,
or a combination of these complicating factors.

Evaluation of the hypertensive or hear t failure pat ient should always
include assessment of renal function. If captoprifis Wed in p a i n t s with
impaired renal function, white blood cell and differential counfchoulci be evaluated
prior to starting treatment and at approximately 2-iweek ffttff^ljpfeptfcout 3 months,
then periodically. In patients with collagen vase&lar disease of who are expo^^d to
other drugs known to affect the white cells or lmiaone response, particularly
h l f l h l d b d l f A
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there is impaired renal function, captopril should be usedenly after an i
benefit and risk, and then with cautieR, AH patients tl«atcd with captopril;
told to report any signs of infection (e.g^ s<M£llHM>< fever); if in
perform counts without delay. Sincediseonrtsuation of ca
generally led to prompt rettirn of thfc white count to nori
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Proteinur ia — Total urinary proteins 1 g/day weje sew in a
on captopril. About 90% of affected patients had et*den% oj[
received higfe doses ( 150 mg/day), or both. Tile n^|hrpjfcc
about one-fifth of proteinuric patients. IsmostcaS|;s, pjwtein
within 6 months whether or not captopfititt? continued. Th
were seldom alteped in proteinunc patient*. Sfftfe most cases
by the 8th month of therapy, patients with prior renal diseasi
captopril at doses 150 mg/day should have urinary protein
1st morning urine) before therapy, and periodically thereafter.
Hypotension — Excessive hypotension was rarely seen in hypertensive patients but
is a possibility in severely salt/volume-depleted persons such as those treated vigorously
with diuretics (see PRECAUTIONS [Drug Interactions]).

In heart failure, where blood pressure was either normal or low, transient decreases
in mean blood pressure >20% were recorded in about half of the patients. This transient
hypotension may occur after any of the first several doses and is usually well tolerated,
although rarely it has been associated with arrhythmia or conduction defects. A
starting dose of 6.25 or 12.5 mg tid may minimize the hypotensive effect. Patients
should be followed closely for the first 2 weeks of treatment and whenever the dose of
captopril and/or diuretic is increased.

BECAUSE O F T H E POTENTIAL FALL IN BLOOD PRESSURE IN
THESE PATIENTS, THERAPY SHOULD BE STARTED UNDER VERY
CLOSE MEDICAL SUPERVISION.
P R E C A U T I O N S : Genera l : Impaired Renal Function, Hypertension —Some
hypertensive patients with renal disease, particularly those with severe renal artery
stenosis, have developed increases in BUN and serum creatinine. It may be necessary
to reduce captopril dosage and/or discontinue 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 >20% above normal or baseline upon long-term treat-
ment. Less than 5% of patients, generally with severe preexisting renal disease,
required discontinuation due to progressively increasing creatinine. See DOSAGE
AND ADMINISTRATION, ADVERSE REACTIONS [Altered Laboratory Find-
ings]. Valvular Stenosis —A theoretical concern, for risk of decreased coronary perfu-

• sion, has been noted regarding vasodilator treatment in patients with aortic stenosis
due to decreased afterload reduction.

Surgery /Anesthesia — If hypotension occurs during major surgery or anesthesia, and is
considered due to the effects of captopril, it is correctable by volume expansion.

Drug Interactions: Hypotension: Patients on Diuretic Therapy — Precipitous reduc-
tion of blood pressure may occasionally occur within the 1st hour 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 or by initiating therapy with small
doses (6.25 or 12.5 mg). Alternatively, provide medical supervision for at least 1 hour
after the initial dose.

Agents Having Vasodilator Activity — In heart failure patients, vasodilators should
be administered with caution.

Agents Causing Renin Release — Captopril's effect 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 patients receiving captopril
alone or with diuretics. Beta-adrenergic blocking drugs add some further antityperttnsive
effect to captopril, but the overall response is less than additive. Therefore, use agents
affecting sympathetic activity (e.g., ganglionic blocking agents or adrenergic neuron
blocking agents) with caution.

Agents Increasing Serum Potassium — Give potassium-sparing diuretics or potassium
supplements only for documented hypokalemia, and then with caution, since they
may lead to a significant increase of serum potassium. Use potassium-containing salt
substitutes with caution.

Inhibitors of Endogenous Proslaglandin Synthesis — Indomethacin and other nonsteroidal
anti-inflammatory agents may reduce the antihypeftensive effect of captopril, espe-
cially in low renin hypertension*
Drug/Laboratory Test Interaction: Captopril may cause a false-positive urine
test for acetone.
Carcinogenesis, Muta$ea$§js and Impai rment of Fertility: Two-year studies
with doses of 50|p 13*j0 nWkg-^day in mice and rats failed to show any evidence of
carcinogenic pote^M*!. Studies in rats have revealed no impairment of fertility.
Pregnancy: Category C —There are n# adequate and well-controlled studies in
pregnant worrien. Emjkyocidal effects were otejgrved in rabbits. Therefore, captopril
shmil4 be use&ijuring pregnancy oOiy if the poteapat benefit outweighs the potential
risk fcp|be fetus. Captopril crosses the human placenta.
1*tstp;jBi*M©thers: Captopril is sgefetgd. in human milk. Exercise caution when ad-
ministering captopril toaHjursiag woman, dnd, in genelal, nursing should be interrupted.
Pediatric Use^&SfefJ&in^l effectiveness in -Children have not been established

^.although there-i^yimitecrfjxijerieflce with us^ioicapTopril in children from 2 months
to 15 years,<#<(j|giPosag4 oft a weight basis, *as comparable to that used in adults.
Captoprif' shou»:|jj! usej in children only ifiptlter measures for controlling blood
pressjpr&have noq|)3hp<ETfective. . '

I RElcTIO«SfS^..Rjs|>orr^sl incidences are based on clinical trials involv-
#tety 7000 paftents. V

o u t p a t i e n t s developed proteinuria(see WARNINGS).Renalin-
ilur^, p6Ty"th%, bfiguria, and urinary frequency in 1 to 2 of 1000 patients.Suffidiifcncy, re,
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ltro^enia/agranulocytosis have occurred (see WARNINGS). Ane-
|openi§y;ind pancytopenia have been reported.

(usually maculopapular, rarely urticarial), often with pruritus
fever and eosinophilia, in about 4 to 7 of 100 patients (depending

tin r^nal s ta i^and dose), usually during the 1st 4 weeks of therapy. Pruritus, without
l|g(#/?il|^bout 2 of 100 patients. A reversible associated pemphigoid-like lesion, and
p%tosehsitivity have also been reported. Angioedema of the face, mucous mem-
bralres of the mouth, or of the extremities in about 1 of 1000 patients — reversible on
<Wscontinuance of captopril therapy. One case of laryngeal edema reported. Flushing
or pallor in 2 to 5 of 1000 patients.

Cardiovascular - Hypotension may occur, see WARNINGS and PRECAUTIONS
(Drug Interactions) for discussion of hypotension on initiation of captopril therapy.
Tachycardia, chest pain, and palpitations each in about 1 of 100 patients. Angina
pectoris, myocardial infarction, Raynaud's syndrome, and congestive heart failure
each in 2 to 3 of 1000 patients.

Dysgeusia — About 2 to 4 (depending on renal status and dose) 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, vomiting, diarrhea, anorexia, constipation, aphthous ulcers,
peptic ulcer, dizziness, headache, malaise, fatigue, insomnia, dry mouth, dyspnea,
cough, alopecia, and paresthesias reported in about 0.5 to 2% of patients but did not
appear at increased frequency compared 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 cholestatic jaundice and
hepatocellular injury with or without 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 filttation 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 is correction 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: CAPOTEN (captopril) should be taken
one hour before meals. In hypertension, CAPOTEN may be dosed bid or tid. Dosage
must be individualized; see DOSAGE AND ADMINISTRATION section of pack-
age insert for detailed information regarding dosage in hypertension and in heart
failure. Because CAPOTEN (captopril) is excreted primarily by the kidneys, dosage
adjustments are recommended for patients with impaired renal function.
Consult package insert before prescribing CAPOTEN (captopril).
HOW SUPPLIED: Available in tablets of 12.5, 25, 50, and 100 mg in bottles of 100
(25 mg also available in bottles of 1000), and in UNIM ATIC" single dose packs of 100
tablets.
(J3-658C)

Reference:
1. Stumpe KO, Overlack A, Kolloch R, et al: Long-term efficacy of angiotensin-converting-enzyme inhibition with captopril in mild-to-moderate essential

hypertension. BrJ Clin Pharmacol 14(suppl 2): 121S-126S. 1982.
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(Adapted from Peterson CM, et all)
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 NIDDM. 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.

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 of Glipizide in Its Treatment. Am J Med, pp. 41-45, Nov. 30,1983.3. Feinglos MN,
Lebovitz HE: Long-term safety and efficacy of glipizide, in Proceedings of a Symposium: New
Perspectives in Noninsulin-Dependent Diabetes Mellitus and the Role of Glipizide in Its Treat-
ment. Am J Med, pp. 60-66, Nov. 30,1983.



to glucose control
inNIDDM

for many M patients
Rapid, consistent therapeutic action The aim of suifonyiurea

treatment should be complete normalization of glucose economy... therefore, the suifonyi-
urea should be potent and rapid-acting. Moreover, it should have complete bioavailability in
order to minimize variations between and within individual subjects.
"Giipizide [Glucotrol] has complete bioavailability and its absorption and onset of action
are very rapid."2

Rapid excretion, inactive metabolites Asqi,p,z,de[Giuco.,oi|,s
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.

Long-term metabolic improvement Long-term therapy with
giipizide, 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
(glipizide) 5-mg and KD-mg

Scored Tablete

When diet alone fails in non-insulin-dependent diabetes meiiitus
Please turn page for Glucotrol9 (giipizide) prescribing information.



GLUCOTROL* (glipizide) Tablets
Brief Summary of Prescribing Information
INDICATIONS AND USAGE: GLUCOTROL is indicated as an adjunct to diet for the control of
hyperglycemia in patients with non-insulin-dependent diabetes mellitus (NIDDM, type II) after
an adequate trial of dietary therapy has proved unsatisfactory.
CONTRAINDICATIONS: GLUCOTROL is contraindicated in patients with known hypersensitiv-
ity to the drug or with diabetic ketoacidosis, with or without coma, which should be treated with
insulin.
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administra-
tion of oral hypoglycemic drugs has been reported to be associated with increased cardiovascu-
lar 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 prospec-
tive clinical trial designed to evaluate the effectiveness of glucose-lowering drugs in preventing
or delaying vascular complications in patients with non-insulin-dependent diabetes. The study
involved 823 patients who were randomly assigned to one of four treatment groups (Diabetes 19,
supp. 2:747-830,1970).
UGDP reported that patients treated for 5 to 8 years with diet plus a fixed dose of tolbutamide
(1.5 grams per day) had a rate of cardiovascular mortality approximately 2-1/2 times that of
patients treated with diet alone. A significant increase in total mortality was not observed, but
the use of tolbutamide was discontinued based on the increase in cardiovascular mortality,
thus limiting the opportunity for the study to show an increase in overall mortality. Despite
controversy regarding the interpretation of these results, the findings of the UGDP study pro-
vide an adequate basis for this warning. The patient should be informed of the potential risks
and advantages 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
hypoglycemic drugs in this class, in view of their close similarities in mode of action and
chemical structure.
PRECAUTIONS: Renal and Hepatic Disease: The metabolism and excretion of GLUCOTROL may
be slowed in patients with impaired renal and/or hepatic function. Hypoglycemia may be pro-
longed in such patients should it occur.
Hypoglycemia: All sulfonylureas are capable of producing severe hypoglycemia. Proper patient
selection, dosage and instructions are important to avoid hypoglycemia. Renal or hepatic insuf-
ficiency may increase the risk of 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 or 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 in-
gested, or when more than one glucose-lowering drug is used.
Loss of Control of Blood Glucose: A loss of control may occur in diabetic patients exposed to
stress such as fever, trauma, infection or surgery. It may then be necessary to discontinue
GLUCOTROL and administer insulin.
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, of alternative modes of therapy, as well as 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 non-steroidal anti-inflammatory agents and other drugs that are highly protein
bound, salicylates, sulfonamides, chloramphenicol, probenecid, coumarins, monoamine oxi-
dase inhibitors, and beta adrenergic blocking agents. In vitro studies indicate that GLUCOTROL
binds differently than tolbutamide and does not interact with salicylate or dicumarol. However,
caution must be exercised in extrapolating these findings to a clinical situation. Certain drugs
tend to produce hyperglycemia and may lead to loss of control, including the thiazides and other
diuretics, corticosteroids, phenothiazines, thyroid products, estrogens, oral contraceptives,
phenytoin, nicotinic acid, sympathomimetics, calcium channel blocking drugs, and isoniazid.
Carcinogenesis, Mutagenesis, Impairment of Fertility: A 20-month study in rats and an 18-
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 be-
lieved 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 pregnancy to maintain blood glucose levels as close to normal
as possible.
Nonteratogenic Effects: Prolonged severe hypoglycemia 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. GLUCOTROL should be dis-
continued at least one month before the expected delivery date.
Nursing Mothers: Since some sulfonylurea drugs are known to be excreted in human milk, insu-
lin therapy should be considered if nursing is to be continued.
Pediatric Use: Safety and effectiveness in children have not been established.
ADVERSE REACTIONS: In 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, the most common, were reported with the fol-
lowing approximate incidence: nausea and diarrhea, one in 70; constipation and gastralgia, one
in 100. 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 erup-
tions, urticaria, pruritus, and eczema have been reported in about one in 70 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 photosensitivity reactions have
been reported with sulfonylureas.
Hematologic: Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic
anemia, and pancytopenia have been reported with sulfonylureas.
Metabolic: Hepatic porphyria and disulfiram-like alcohol reactions have been reported with sul-
fonylureas. Clinical experience to date has shown that GLUCOTROL has an extremely low inci-
dence of disulfiram-like 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 discon-
tinuance of therapy.
OVERDOSAGE: Overdosage of sulfonylureas including GLUCOTROL can produce hypoglyce-
mia. If hypoglycemic coma is diagnosed or suspected, the patient should be given a rapid intra-
venous 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 100mg/dL. Patients should be closely monitored fora minimum of 24 to
48 hours since hypoglycemia may recur after apparent clinical recovery. Clearance of GLUCO-
TROL 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; in general, it 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 before breakfast. Geriatric patients or
those with liver disease may be started on 2.5 mg. 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.
Maximum Dose: The maximum recommended total daily dose is 40 mg.
Maintenance: Some patients may be effectively controlled on a once-a-day regimen, while oth-
ers show better response with divided dosing. Total daily doses above 15 mg should ordinarily be
divided.
HOW SUPPLIED: GLUCOTROL is available as white, dye-free, scored diamond-shaped tablets
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.
CAUTION: Federal law prohibits dispensing without prescription.
More detailed professional information available on request.

A division of Pfizer Pharmaceuticals
New York, New York 10017

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
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• 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.
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American Diabetes Association

2 Park Avenue, New York, New York 10016
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10 MINUTES... OR 20?
How fast do you want your patients with diabetes

to correct their hypoglycemia?
Just 4 IB-PIGIucose Tablets raise blood glucose
levels more than twice as fast as 24 Life Savers

In a controlled laboratory study, just 4 B-D Glucose Tablets
increased blood glucose levels significantly in only 10 minutes.
It took 24 Life Savers—two full rolls—more than 20 minutes
to achieve the same increase.*

In addition, the Journal of the American Medical Association
recently reported that 4 B-D Glucose Tablets corrected
hypoglycemia in insulin-dependent diabetes patients
significantly faster than milk or orange juice.**

Depending, of course, on the severity of the
hypoglycemic episode, many patients will find 3 tablets are
sufficient to relieve their symptoms.

B-D Glucose Tablets are available from all pharmacies.

8230

• Easy to chew
• Individually wrapped

' Data on file at Becton Dickinson Consumer Products,
Rochelle Park, NJ 07662

' Brodows, R.G., and others: Journal of the American
Medical Association, December 28,. 1984 page 3378.

• Convenient to carry
• Pleasant citrus flavor

BECTON
DICKINSON

B-D is a trademark of Becton Dickinson and Company
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the Lilly f " v

commitment j
continues <
Just as it was the first company to manufacture \
insulin back in 1922, Lilly today is the first— // \
and only—company to produce human Jf
insulin successfully through the remarkable M (
technology of recombinant DNA. \\ // ^ .-<

>S // ^ ^.
The product is HumuHif (human insulin ~~̂  j '( "S*
[recombinant DNA origin])...identical to human yK
pancreatic insulin.
Lilly offers diabetic patients the most complete line of insulins—23 formulations
in all—including Humulin and all forms of Iletin® (insulin).

Moreover, Lilly has the widest retail distribution of insulin in the United States, which
assures your patients—wherever they may be—availability of Humulin or Iletin.

Lilly provides an array of diabetes service materials to physicians, diabetes educa-
tors, and pharmacists for patients using its insulins. In addition, our Medical
Division is always available for consultation concerning our products for diabetes.

Even with the achievement of Humulin, Lilly research continues to strive to
develop new products and improved insulin delivery systems for

better diabetes care.

Eli Lilly and Company
Indianapolis, Indiana 46285

ANY CHANGE OF INSULIN SHOULD BE MADE CAUTIOUSLY AND ONLY UNDER
MEDICAL SUPERVISION. CHANGES IN REFINEMENT. PURITY, STRENGTH,
BRANO (MANUFACTURER), TYPE (REGULAR, NPH, LENTE , ETC.). ANO/OR
METHOD OF MANUFACTURE (RECOMBINANT DNA VERSUS ANIMAL-SOURCE
INSULIN) MAY RESULT IN THE NEED FOR A CHANGE IN DOSAGE.

contact CPI: 1-(800)-CARDIAC.




