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

Choosing antidiabetie
. 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 patient
with congestive heart failure. MICRONASE actually causes a J
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 MICRONASE equally in bile and urine reduces the
risk of drug accumulation, which may result in hypoglycemia.
MICRONASE should be used with caution in patients with renal
impairment; however, in a single-dose study, plasma clearance of
MICRONASE was prolonged only in patients with severe renal
impairment.

O> 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.



Tablets (glybunde)
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 No priming necessary 1.25to5mg
Oral therapy Discontinue oral hypoglycemict 2.5to5mg
Insulin therapy
(<40 units/day)

Completely discontinue insulin injections
under medical supervision

2.5to5mg

Insulin therapy
(>40 units/day)

Gradually discontinue insulin injections under
close medical observation or hospitalization

5mg

•See complete prescribing information.
tSee package insert for special precautions when transferring patients from chlorpropamide.

Micronase Tablets (brand of glyburide tablets)
CONTRAINDICATIONS: MICRONASE Tablets are contraindicated in patients with: 1. Known hyper-
sensitivity 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 (UGOP), a long-term prospective
clinical trial designed to evaluate the effectiveness of glucose-lowering drugs in preventing or
delaying vascular complications in patients with noninsulin-dependent diabetes. The study in-
volved 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 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 re-
garding 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 tram a safety standpoint to consider that this warning may apply to other oral hypo-
glycemic 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 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 ol 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 advan-
tages 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, 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, thyroid products, estrogens, oral contraceptives, phenytoin, nico-
tinic acid, sympathomimetics, calcium channel blocking drugs, and isoniazid. A potential interaction
between oral miconazole and oral hypoglycemic agents leading to severe hypoglycemia has been
reported. Carclnogenesls, Mutagenesis, and Impairment of Fertility: Studies in rats at doses up to
300mg/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 preg-
nancy 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. Pedlatrlc 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; 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. Liver function abnormalities, includ-
ing isolated transaminase elevations, have been reported. 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. Hematologlc
Reactions: Leukopenia, agranulocytosis, thrombocytopenia, 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 hypogly-
cemia. 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 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 fora minimum of 24 to 48 hours, since
hypoglycemia may recur after apparent clinical recovery.
Caution: Federal law prohibits dispensing without prescription. Store at controlled room tempera-
ture 15°-30°C (S9°-86°F). Dispensed in well closed containers with safety closures. Keep container
tightly closed.
For additional product information see your Upjohn representative. B-3-S
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WE'RE LOOKING
FOR AN
ENDOCRINOLOGIST
COMMITED TO
EXCELLENCE...
We are currently seeking an En-
docrinologist experienced in
the management of diabetic
patients, who would be interes-
ted in joining other Endocrin-
ologists at one of our Diabetes
Centers in the southeast.

These Centers offer:
• State-of-the-art technology
• Specialized staff
• Responsive.ancillary services
• Special funds for medical
education and clinical
research for diabetes care

Qualified physicians must be
able to:
• Provide comprehensive
diabetes care

• Work in conjunction with
highly supportive hospital
administrators and corporate
executives

• Participate in medical
education and clinical
research in diabetes care

• Select and train staff
• Participate in a national
network of Diabetes Centers

If you are an Endocrinologist
commited to excellence, we'd like
to talk to you about this outstand-
ing opportunity. Please call, in con-
fidence, Doctor Thomas D. Moore,
Vice President - Medical Affairs
at 502/580-3554 for further
information.

umana
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Unequalled Infection Comfort.

The thinnest, finest, sharpest
needle ever made!

No other Insulin Syringe can match it.
The more often you inject insulin, the more you'll

appreciate the remarkable B-D MICRO- FINE IH needle.
MICRO-FINE HI doesn't mistreat your skin. Its finely-

polished and lubricated point injects so gently you hardly
feel it—if you feel it at all.

Perhaps that's why doctors, nurses and hospitals use—
and pharmacists recommend—B-D insulin syringes over
all other brands combined. No other syringe can match the
overwhelming professional endorsement of B-D quality and
reliability. B-D is in a class by itself.
New B-D LO-DOSE® 1/2cc Syringe Design

A new needle shield and plunger cap guarantee sterility.

Syringes can now be packed in convenient packs of ten,
without the need for bulky outer packaging.

Toll-Free Information Number
You can talk with a B-D Professional about the use

or performance of any B-D product. Just call toll-free
1-800-237-4554...9 a.m. to 5 p.m. (Eastern). Not for
emergency or medical information.
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Information for Authors
CONTENT

Diabetes Care and Diabetes are scientific research journals published by the
American Diabetes Association. Both publish original high quality reports
on biomedical research related to the broad field of diabetes mellitus. Diabetes
Care provides a forum for applied research primarily directed toward im-
proving the welfare of people with diabetes mellitus and enhancing under-
standing of the disease for health professionals. Diabetes provides a forum
for animal and human research primarily directed toward expanding knowl-
edge of physiology and pathophysiology of diabetes mellitus.

Original Articles report clinical investigation in areas relevant to diabetes.
The following features are essential: hypothesis testing, suitable controls,
appropriate statistical methods, clear reporting of results, and conclusions
supported by the results. Papers will be judged on their uniqueness and
importance.

Review Articles are comprehensive, critical surveys of topics related to
diabetes.

Case Reports are clinical descriptions of a patient that demonstrate unique
or important findings or insights into pathogenesis or treatment of diabetes
and related disorders supplemented by review of the literature.

Special Articles are scholarly discussions, perspectives, essays, opinions,
hypotheses, and statements of policy of medical organizations.

Technical Articles are descriptions and assessments of material and devices
used for the care of patients with diabetes.

Letters & Comments include succinct case reports or observations relating
to the practice of diabetology as well as opinions on topics published in the
Journal or relating to diabetes in general.

Editorials consist of opinions of individuals or organizations on relevant
topics by either the Editors or invited participants.

Book Reviews critique publications related to diabetes of interest to profes-
sionals.

Organization Section includes announcement of meetings, special events,
and American Diabetes Association business.

GENERAL GUIDELINES

Diabetes Care publishes only material that has not been printed previously
or is submitted elsewhere without appropriate annotation. In submitting an
article, the author(s) must state in a covering letter (see below) that no
part of the material is under consideration for publication elsewhere or has
already been published, including tables, figures, symposia, proceedings,
preliminary communications, books, and invited articles. The covering let-
ter must include the following statements signed by ALL contributors for
all submissions except for review articles and special articles.

"We approve the submission of this paper to Diabetes Care for publication.
We confirm that neither the manuscript submitted nor any part of it has
been published or is being considered for publication elsewhere (abstracts
excluded)."

"In consideration of the ADA's taking action in reviewing and editing
my (our) submission, the author(s) undersigned hereby transfers, assigns,
or otherwise conveys all copyright ownership to the ADA in the event that
such work is published by the ADA."

Signature of All Contributors

All material published in Diabetes Care is copyrighted by the American
Diabetes Association, Inc. All signed articles and editorials are the respon-
sibility of the author(s) and not that of the American Diabetes Association.

In view of The Copyright Revision Act of 1976, effective Jan. 1, 1978, all
transmittal letters (for articles AND letters and comments) must contain
the second statement before manuscripts can be reviewed for possible pub-
lication. Manuscripts not conforming with these specifications will be re-
turned to the author(s).

Specifications

MANUSCRIPTS

Five copies of the manuscript (original plus four photocopies of the entire
manuscript including tables and figures) must be submitted. If black-and-
white glossy prints are to be included, submit only one set; remaining sets
should be photocopies. If photographs are to be included, five sets must be
submitted. Manuscripts must be typewritten (not photocopied), double spaced
(including references, legends, tables) on one side of 8 Vz X 11 (21.6 X 27.9

cm) nonerasable white bond paper. Provide margins of at least 1 inch (2.5
cm) at top, bottom, and both sides of pages. Number pages consecutively
in the upper right-hand corner. Arrange articles according to the following
components:

TITLE PAGE

On the title page include title; subtitle (if any); first name, middle initial,
and last name of each author, with highest academic degree; name of de-
partments^) and institution(s) to which the work should be attributed;
disclaimers (if any); name and address of author to whom requests for reprints
should be addressed; and acknowledgments of financial support and potential
conflicts of interest. A covering letter should include the address and tele-
phone or telex number of the person responsible for negotiations concerning
the manuscript. Acknowledge if paper was previously presented as an ab-
stract.

ABSTRACT

An abstract of not more than 250 words should be included at the beginning
of the paper. It should be self-contained and understandable without ref-
erence to the text. Specific data may be included.

SUBJECTS, MATERIALS, AND METHODS

Terminology and Style: The designations insulin-de/jeno'ent diabetes mellitus
(abbreviated IDDM) and non-insulin-dependent diabetes mellitus (NIDDM)
should be used when referring to the two major forms of diabetes mellitus.
The terms juvenile diabetes, maturity-onset diabetes, and similar variations are
not acceptable. The terms men and women are preferable to males and females.

Manuscripts should be prepared in accord with the requirements specified
in the document "Uniform Requirements for Manuscripts Submitted to
Biomedical Journals," Annals of Internal Medicine 96:766-71 1982.

Statistical methods used should be identified. Priority claims are dis-
couraged. Acknowledgements of aid or criticism should be approved by the
person whose help is being recognized. Materials taken from other sources
must be accompanied by written permission for reproduction, obtained from
the original publisher.
Abbreviations: Use standard abbreviations and units recommended in the
CBE Style Manual (Bethesda, MD, Council of Biology Editors, Inc.). Use
of nonstandard abbreviations is discouraged. If used, however, nonstandard
abbreviations should be defined the first time they appear in the text.



Units: Units should be in the SI form except for glucose, triglycerides,
cholesterol, and blood pressure. Correction factors to SI units should be
stated.
Drug Names: Generic names should be used. Proprietary names may be
given parenthetically with the first use of the generic name.

REFERENCES

References should be cited consecutively in the text as numbers enclosed
in parentheses on the line of writing. The reference list should be typed
double spaced in the numerical order in which they are first cited in the
text.

References should be cited according to the Standard Forms for References
(Annuls of Internal Medicine, Vol 72, No. 1). All authors should be cited.
The journal titles should be abbreviated according to Serial Sources for the
BIOSIS (Biosciences Information Service) Data Base.

FOR JOURNAL ARTICLES:

Banting FG, Best C: The internal secretion of the pancreas. ] Lab Clin
Mai 7:251-66, 1922

FOR ROOKS:

Allen FM: Studies Concerning Glycosuria and Diabetes. Cambridge, MA,
Harvard Univ. Press, 1913

part of the reference list. Written permission from authors of unpublished
data should be obtained and submitted.

Authors are responsible for the accuracy of the references.

ILLUSTRATIONS

Figures should be professionally drawn and photographed and only one set
of copies submitted as black-and-white glossy prints. They must be un-
trimmed, unmounted, unstapled, and at least 12.7 X 7.3 cm (5" X 7")
and no longer than 20 X 25 cm (8" X 10"). Figures should include indi-
cation of error, e.g., SD or SE. Name(s) of author(s), figure number, and
the top of the figure must be noted on a label affixed to the back of each
illustration.

TABLES

Tables should be typed double spaced on separate sheets, with number
(Arabic) and title. Symbols for units should be confined to column headings.
Abbreviations should be kept to a minimum, and those used should be
explained. For footnotes, use the following symbols in this sequence:
\t,t,§,ll,V,tt.

REVIEW AND ACTION

All contributions including solicited articles and symposia are critically
reviewed by the editors and invited referees. Reviewers' comments are usually
returned to authors. The decision of the Editors is final.

EDITORIAL CORRESPONDENCE
FOR ARTICLES IN BOOKS:

Stauffacher W, Renold AE: Pathophysiology of diabetes mellitus. In Jos-
lin's Diabetes Mellitus. 1 lth ed. Marble A, White P, Bradley RF, Krall LP,
Eds. Philadelphia, PA, Lea & Febiger, 1971, p. 35-98

FOR GOVERNMENT PUBLICATIONS:

Fajan SS (Ed): Diabetes Mellitus. Washington, DC, U.S. Govt. Printing
Office, 1976, DHEW publ. no. NIH 76-854.

References to articles that are "in press" must state the name of the
journal. References to unpublished material, if essential, should be incor-
porated in the appropriate place in the text and not included as

All manuscripts and other editorial correspondence should be addressed to
F. John Service, MD, Editor, Diabetes Care, 4-407 Alfred Building, Mayo
Foundation, Rochester, Minnesota 55905.

LETTERS &. COMMENTS

Letters and Comments should not exceed four typewritten, double-spaced
pages including text, figures, tables, and references. A copyright release
statement signed by all authors must be included.

Diabetes Care is included in the National Library of Medicine's MEDLARS
data base, Index Medicus, and Current Contents—Clinical Practice.
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human insulin
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Nordisk Human Insulins are affordably

• Are mixable and stable-no mixing restrictions
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Dig Beta! Controls blood glucose with 24-hour
duration of action. This once-a-day dosage
for most patients helps avoid drug overlap
and its associated problems.

Dig Beta! Increases free water clearance,
an important consideration for patients with
coexisting hypertension or CHE

Dig Beta! Very rare incidence of emborrassing
disulfiram-like regctions.

Dig Beta: Excreted eguglly in urine gnd bile
which reduces the risk of occumulgtion in
potients with nephropothy:

Compore these benefits with whgt you know obout
other ggents. We believe you would take DiaBeta?

DIET&
TABLETS
1.25, 2.5
and 5mgDiajteta

(GLYBURIDE)

The differences are important.

"Dosage should be monitored in patients with hepatic or renal insufficiency to avoid hypoglycemia. Please refer to Warnings and Precautions section of
prescribing information.
Although the findings are controversial, the UGDP study reported in 1970 that the use of tolbutamide, an oral sulfonylurea, was associated with increased
cardiovascular risk.
Please see last page of this ad for brief summary of prescribing information.



Imagine you've just diagnosed yourself as a diabetic.
Which medicine would you take?
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DiaBetcf(glyburide)
For effective control of Type II Diabetes.
DiaBeta'Iglyburide) Tablets
1.25, 2.5 and 5mg
BRIEF SUMMARY
INDICATIONS AND USAGE
Dia/Jeta® (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 iniliating 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. Pro-
per 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 car-

. diovascular 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 Diapeta® (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 conve-
nient mechanism for avoiding dietary restraint. Furthermore, loss of blood glucose control on diet alone
may be transient, thus requiring only short-term administration of Dia/Jeta® (glyburide).
During maintenance programs, Dia/Jeta® (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 Dia/Jeta® (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
Dia/Jeta® (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 car-
diovascular mortality as compared to treatment with diet alone or diet plus insulin. This warning is bas-
ed 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 pa-
tients who were randomly assigned to one of four treatment groups (Diabetes, 19 (supp. 2):
747-830, 1970).
UGDP reported that patients traated tor 5 to 8 years with diet plus a fixed dose of tolbutamlriB (1.5
grams per day) had a rate of cardiovascular mortality approximately 2'k 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 Dia/Jeta' (glyburide) and of alternative
modes ot 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 in-
sutficiency may cause elevated blood levels of Dia/Jeta® (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 ot control may occur. At such times, it may be
necessary to discontinue Dia/3eta® (glyburide) and administer insulin.
The effectiveness of any oral hypoglycemic drug, including Diapeta® (glyburide), in lowering blood
glucose to a desired level decreases in many patients over a period of time, which may be due to pro-
gression 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, impor-
tance 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 ot sultonylureas 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. When such drugs are administered to a patient receiving Dia/3eta® (glyburide), the patient
should be observed closely for hypoglycemia. When such drugs are withdrawn from a patient receiving
Dia/Jeta® (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 con-
traceptives, phenytoin, nicotinic acid, sympathomimetics, calcium channel blocking drugs, and
isoniazid. When such drugs are administered to a patient receiving Dia/Jeta® (glyburide), the patient
should be closely observed tor loss of control. When such drugs are withdrawn from a patient receiving
Dia/3eta® (glyburide), the patient should be observed closely for hypoglycemia.
A potential interaction between oral miconazole and oral hypoglycemic agents leading to severe
hypoglycemia has been reported. Whether this interaction also occurs with the intravenous, topical or
vaginal preparations of miconazole is not known.
Carcinogenosls, Mutagenesls, and Impairment of Fertility
Dia/Jeta® (glyburide) is non-mutagenic when studied in the Salmonella microsome test (Ames test) and

Q69152-1286
©1987 by Hoechst-Roussel Pharmaceut ica ls Inc.

in the DNA damage/alkaline elution assay. Studies in rats at doses up to 300 mg/kg/day tor 18 mon-
ths showed no carcinogenic effects.
Pregnancy

TBratogenic 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 Dia/3eta® (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.
Nonteratogenic Effects
Prolonged severe hypoglycemia (4 to 10 days) has been reported in neonates born to mothers who were
receiving a sulfonylurea drug at the time of delivery. This has been reported more frequently with the
use of agents with prolonged half-lives. If Dia/teta® (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 Dia/3eta® (glyburide) is excreted in human milk, some sultonylureas
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 Dia/Jeta® (glyburide) is
discontinued and if diet alone is inadequate for controlling blood glucose, insulin therapy should be
considered.

PEDIATRIC USE

Safety and effectiveness in children have not been established.

ADVERSE REACTIONS
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE Sections.
Gastrointestinal Reactions: Cholestatic jaundice may occur rarely: Dia/Seta® (glyburide) should be
discontinued if this occurs. Gastrointestinal disturbances, e.g., nausea, epigastric fullness, and heart-
burn, 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 disap-
pear despite continued use of Dia/Jeta® (glyburide); if skin reactions persist, the drug should be
discontinued.
Porphyria cutanea tarda and photosensitivity reactions have been reported with sulfonylureas.
Hematologlc 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 Dia/Jeta® (glyburide). Disulfiram-like reactions have been reported
very rarely with Dia/Jeta® (glyburide).
OVERDOSAGE

Overdosage can produce hypoglycemia. Aggressively treat the mild symptoms (without loss of con-
sciousness or neurologic findings) with oral glucose and adjustments in drug dosage and/or meal pat-
terns. 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 in-
jection of concentrated (50%) glucose solution, followed by continuous infusion ot 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.

DIABETES
RESEARCH & EDUCATION

FOUNDATION

The Diabetes Research & Education
Foundation is an independent, non-
profit organization which provides
funding to individuals for work in
diabetes research or education.

If you are interested, grant applica-
tions can be obtained by writing to:
Diabetes Research & Education
Foundation, Inc., P.O. Box 6168,
Bridgewater, NJ 08807-9998.

Support for the foundation is
provided by Hoechst-Roussel via a
donation derived from a percentage
of sales of their diabetes products.

Hoechst-Roussel Pharmaceuticals Inc.
Somerville, New Jersey 08876

The name and logo HOECHST are registered trademarks of Hoechst AG.



Diabetes Care Editor

The American Diabetes Association invites applications for the editorship of the
journal Diabetes Care.

The appointment is for three years, with a possible two-year extension. Editorship
requires the availability of two Associate Editors located in the same city, preferably
the same institution.

Interested parties should submit a letter of intent by March 1,1987. Curriculum vitae
of the applicants for Editor and Associate Editors should be included. Further in-
structions will follow on receipt of the letter of intent.

Please address correspondence to: Frank Vinicor, MD
Indiana University School of Medicine
Regenstrief Health Center, 5th Floor
1001 W. 10th Street
Indianapolis, IN 46202

Clinical Diabetes Editor
The American Diabetes Association invites applications for the editorship of the journal
Clinical Diabetes.

The appointment is for three years, with a possible two-year extension. Editorship
requires the availability of two Associate Editors located in the same city, preferably
the same institution.

Interested parties should submit a letter of intent by March 31,1987. Curriculum vitae
of the applicants for Editor and Associate Editors should be included. Further instruc-
tions will follow on receipt of the letter of intent.

Please address correspondence to: Jaime A. Davidson, MD
7777 Forest Lane, 109-A
Dallas, TX 75230
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Effective control time and time again
Effective control of fasting and postprandial
glucose—patient after patient, meal after meal,
year after year. r—-

Insulin when it's needed
Insulin levels are rapidly elevated in response to a
meal, then return promptly to basal levels after the
meal challenge subsides.

Timed to minimize risks
Rapidly metabolized and excreted, with an
excellent safety profile.1 As with all sulfonylureas,
hypoglycemia may occur.

In concert with diet in non-insulin
dependent diabetes mellitus i ^ p

Glucotrol
5-mg and 1O-mg
Scored Tablets

SYNCHRONIZED
SULFONYLUREA THERAPY

Please see brief summary ofGlucotrol® (glipizide)
prescribing information on next page. A division ol Pfizer Pharmaceuticals



Reference:
1. Sachs R, Frank M. Fishman SK: Overview of clinical experience with glipizide. In Glipizide: A Worldwide Review.
Princeton, NJ. Excerpta Medica, 1984, pp 163-172.
BU1COTR01* (lllllzldt) TaMets
Biltf Summary of Pntcrii i i i Iniomatloi
INDICATIONS AND USAGE: GLUCOTROL is indicated as an adjunct to diet for the control of hyperglycemia in patients
with non-insulin-dependent diabetes melhtus (NIDOM, type II) after an adequate trial of dietary therapy has proved
unsatisfactory.
CONTRAINDICATIONS: GLUCOTROL is contraindicated in patients with known hypersensitivity 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 administration ol oral hypogly-
cemlc 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 ot
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 tor 5 to 8 years with diet plus a filed dose of tolbutamide (1.5 grams per day)
had a rate of cardiovascular mortality approilmately 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 tor the study to show an increase in overall
mortality. Despite controversy regarding the interpretation of these results, the findings ol the UGDP study provide
an adequate basis for this warning. The patient should be inlormed of the potential risks and advantages ol
GLUCOTROL and of alternative modes ol therapy.
Although only one drug in the sullonylurea 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 hypoglycemlc drugs in this class, in
view ot 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 prolonged in such patients should it occur.
Hypoglycemia: All sulfonylureas are capable ot producing severe hypoglycemia. Proper patient selection, dosage,
and instructions are important to avoid hypoglycemia. Renal or hepatic insufficiency 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 ingested, or when more than one
glucose-lowering drug is used.
Loss of Control ot 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 hemo-
globin may be useful.
Information lor 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 ot 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 sultonylureas may be potentiated by certain drugs including non-
steroidal anti-inflammatory agents and other drugs that are highly protein bound, salicylates. sulfonamides. chlo-
ramphenicol. probenecid. coumarins. monoamine oxidase 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. mcotimc acid, sympathomimetics.
calcum channel blocking drugs, and isoniazid A potential interaction between oral miconazole and oral hypoglycemic
agents leading to severe hypoglycemia has been reported. Whether this interaction also occurs with the intravenous,
topical, or vaginal preparations ot miconazole is not known.
Carclnogenesis, Mutagenesls, Impairment ol 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 letotoxic 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 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 sullonylurea drug at the time ol delivery. This has been reported more frequently with the use ol agents with
prolonged halt-lives. GLUCOTROL should be discontinued at least one month before the expected delivery date
Nursing Mothers: Since some sulfonylurea drugs are known to be excreted in human milk, insulin 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 ol 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 OVEROOSAGE sections.
Gastrointestinal: Gastrointestinal disturbances, the most common, were reported with the following 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. Chloestatic jaundice may occur rarely with sulfonylureas:
GLUCOTROL should be discontinued it this occurs.
Dermatologic: Allergic skin reactions including erythema, morbilliform or maculopapular eruptions, urticaria,
pruritus, and eczema have been reported in about one in 70 patients. These may be transient and may disappear
despite continued use ot GLUCOTROL. il skin reactions persist, the drug should be discontinued. Porphyria cutanea
tarda and photosensitivity reactions have been reported with sultonylureas.
Hematologlc: Leukopenia. agranulocytosis. thrombocytopenia. hemolytic anemia, aplastic anemia, and pan-
cytopenia have been reported with sulfonylureas.
Metabolic: Hepatic porphyria and disulfiram-like alcohol reactions have been reported with sulfonylureas. Clinical
experience to date has shown that GLUCOTROL has an extremely low incidence of disulfiram-like reactions.
Endocrine Reactions: Cases ol hyponatremia and the syndrome of inappropriate antidiuretic hormone (SIADH)
secretion have been reported with this and other sulfonylureas
Miscellaneous: Dizziness, drowsiness, and headache have been reported in about one in fifty patients treated with
GLUCOTROL. They are usually transient and seldom require discontinuance ol therapy.
OVERDOSAGE: Overdosage of sulfonylureas including GLUCOTROL can produce hypoglycemia. It 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 dillute (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 ot 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 ot the extensive protein binding ol
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 others 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 (NOC 5 mg 0049-4110-66) Bottles of 100:10 mg tablet—Pfizer 412 (NDC10 mg 0049-4120-65)
Bottles ot 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
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your copies of
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slipcase binder

Custom-made for DIABETES CARE,
these journal slipcases and binders
turn back issues into a permanent
reference source. Bound in attractive
blue leatherette, and embossed with
gold lettering, each slipcase and
binder holds 1 year of DIABETES
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And each comes with gold transfers,
allowing you to personalize your
volume further. These durable, space
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NOTE: Satisfaction guaranteed. Slipcase and binders are also available
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1660 Duke St., Alexandria, VA 22314,
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VASOTEC
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VASOTEC
(ENALAPRIL MALEATEIMSD)

Contraindications: VASOTEC* (Enalapril Maleate, MSD) is contraindicated in palients who are
hypersensitive to this product.
Warnings: Angioedema: Angioedema of the face, extremities, lips, tongue, glottis, and/or larynx
has been reported in patients treated with ACE inhibitors, including VASOTEC In such cases,
VASOTEC should be promptly discontinued and the patient carefully observed until the swelling
disappears. In instances where swelling has been confined to the lace and lips the condition has
generally resolved without treatment, although anlihistamines have been useful in relieving
symptoms. Angioedema associated with laryngeal edema may be fatal Where there is
involvement of the tongue, glottis, or larynx, likely to cause airway obstruction,
appropriate therapy, e.g. , subcutaneous epinephrine solution 1:1000 (0.3 mL to 0.5
mL) should be promptly administered. (See ADVERSE REACTIONS.)
Hypotension: Excessive hypotension was rarely seen in uncomplicated hypertensive patients bul
is a possible consequence of enalapril use in severely salt/volume-depleted persons such as
those treated vigorously with diuretics or patients on dialysis. (See PRECAUTIONS, Drug Interac-
tions and ADVERSE REACTIONS.) In patients with severe congestive heart failure, with or without
associated renal insufficiency, excessive hypotension has been observed and may be associated
with oliguria and/or progressive azotemia, and rarely with acute renal failure and/or death.
Because of the potential fall in blood pressure in these palients, therapy should be started under
very close medical supervision Such patients should be followed closely for the first two weeks of
treatment and whenever (he dose of enalapril and/or diuretic is increased.
If hypotension occurs, the palient should be placed in supine position and, il necessary, receive an
intravenous infusion of normal saline. A transient hypotensive response is not a contraindication
lo further doses, which usually can be given without difficulty once the blood pressure has
increased after volume expansion.

NeutropenialAgranulocytosis: Another ACE inhibitor has been shown to cause agranulocytosis
and bone marrow depression, rarely in uncomplicated patients but more frequently in palients
with renal impairment, especially if they also have a collagen vascular disease. Available data from
clinical trials of enalapril are insufficient to show that enalapril does not cause agranulocytosis at
similar rales. Foreign marketing experience has revealed several cases of neutropenia or agranu-
locytosis in which a causal relationship lo enalapril cannot be excluded. Periodic monitoring ol
while blood cell counls in patients with collagen vascular disease and renal disease should be
considered.
Precautions: General: Impaired Renal Function: As a consequence of inhibiting the renin-
angiolensin-aldoslerqne system, changes in renal function may be anticipated in susceptible indi-
viduals. In patients with severe congestive heart failure whose renal funclion may depend on the
activily of the renin-angiotensin-aldosterone system, treatment with ACE inhibitors, including
VASOTEC, may be associated with oliguria and/or progressive azotemia and rarely with acute
renal failure and/or death.
In clinical studies in hypertensive patients with unilateral or bilateral renal arlery stenosis,
increases in blood urea nitrogen and serum creatinine were observed in 20% of palients. These
increases were almost always reversible upon discontinuation of enalapril and/or diuretic therapy.
In such palients renal function should be monitored during the first lew weeks of therapy.
Some hypertensive palients with no apparent preexisting renal vascular disease have developed
increases in blood urea and serum creatinine, usually minor and transient, especially when
VASOTEC has been given concomitantly with a diuretic. This is more likely lo occur in patients
with preexisting renal impairment. Dosage reduction of VASOTEC and/or discontinuation of the
diuretic may be required.
Evaluation of the hypertensive patient should always include assessment of renal
function. (See DOSAGE AND ADMINISTRATION in complete Prescribing Information.)
Hyperkalemia: Elevated serum potassium (greater than 5.7 mEq/L) was observed in approxi-
mately 1% of hypertensive patients in clinical trials. In most cases these were isolated values
which resolved despite continued therapy. Hyperkalemia was a cause ol discontinuation ol therapy
in 0.28% of hypertensive patients. Risk factors for the developmenl of hyperkalemia may include
renal insufficiency, diabetes mellitus, and Ihe concomitant use ol agents to treat hypokalemia. (See
Drug Interactions.)
Surgery/Anesthesia: In patients undergoing major surgery or during anesthesia with agents that
produce hypotension, enalapril may block angiotensin II formation secondary to compensatory
renin release. If hypotension occurs and is considered to be due to this mechanism, it can be
corrected by volume expansion.
Information for Patients:
Angioedema: Angioedema, including laryngeal edema, may occur especially following the lirst
dose of enalapril. Patients should be so advised and told to report immediately any signs or
symptoms suggesting angioedema (swelling of lace, extremities, eyes, lips, tongue, difficulty in
breathing) and to take no more drug until they have consulted with the prescribing physician.
Hypotension: Patients should be cautioned to report lighlheadedness especially during the first
few days of therapy. II actual syncope occurs, the palients should be told to discontinue the drug
until they have consulted with the prescribing physician.
All patients should be cautioned that excessive perspiration and dehydration may lead to an
excessive lall in blood pressure because ot reduction in fluid volume. Other causes of volume
depletion such as vomiting or diarrhea may also lead to a fall in blood pressure; patients should be
advised to consult with the physician.
Hyperkalemia: Patients should be told not lo use salt substitutes containing potassium without
consulting their physician.
Neutropenia: Patients should be told to report promptly any indication of infection (e.g., sore
throat, fever) which may be a sign of neulropenia.
NOTE: As with many other drugs, certain advice to palients being treated with enalapril is war-
ranted. This information is inlended to aid in the safe and effective use of this medication. It is not
a disclosure of all possible adverse or inlended effects.
Drug Interactions:
Hypotension: Patients on Diuretic Therapy: Palients on diuretics and especially those in whom

diuretic therapy was recently instituted may occasionally experience an excessive reduction ol
blood pressure after initiation of therapy with enalapril. The possibility of hypotensive effects with
enalapril can be minimized by either discontinuing Ihe diuretic or increasing the salt intake prior to
initiation ot treatment with enalapril. If it is necessary to continue the diuretic, provide medical
supervision for at least one hour after the initial dose. (See WARNINGS and DOSAGE AND
ADMINISTRATION in complete Prescribing Information.)
Agents Causing Renin Release: The antihypertensive effect of VASOTEC* (Enalapril Maleate.
MSD) is augmented by antihypertensive agents that cause renin release (e.g., diuretics).
Other Cardiovascular Agents: VASOTEC has been used concomitantly with bela-adrenergic-
blocking agents, methyldopa, nitrates, calcium-blocking agents, hydralazine, and prazosin with-
out evidence ol clinically significant adverse interactions.
Agents Increasing Serum Potassium: VASOTEC may attenuate potassium loss caused by thia-
zide-type diuretics. Potassium-sparing diuretics (e.g., spironolactone, triamterene, or amiloride),
potassium supplements, or potassium-containing salt substitutes may lead lo significant
increases in serum potassium. Therefore, if concomitant use of these agents is indicated, they
should be used with caution and with frequent monitoring of serum potassium.
Pregnancy-Category C: There was no fetotoxicity or teratogenicily in rats treated with up to
200 mg/kg/day of enalapril (333 times the maximum human dose). Fetotoxicity, expressed as a
decrease in average fetal weight, occurred in rats given 1200 mg/kg/day of enalapril, but did not
occur when these animals were supplemented with saline. Enalapril was not teratogenic in rabbits.
However, maternal and fetal toxicity occurred in some rabbits at doses of 1 mg/kg/day or
more. Saline supplementation prevented the maternal and fetal toxicity seen at doses of 3 and
10 mg/kg/day, but not at 30 mg/kg/day (50 limes the maximum human dose).
There are no adequate and well-controlled studies in pregnant women. VASOTEC should be used
during pregnancy only if the potential benefit justifies the potential risk to the fetus.
Nursing Mothers: It is not known whether this drug is secreted in human milk. Because many
drugs are secreted in human milk, caution should be exercised when VASOTEC is given to a
nursing mother.

Pediatric Use: Salety and effectiveness in children have not been established.
Adverse Reactions: VASOTEC has been evaluated for safety in more than 10,000 patients,
including over 1000 patients treated for one year or more. VASOTEC has been found to be gener-
ally well tolerated in controlled clinical trials involving 2677 patients.
The most frequent clinical adverse experiences in controlled trials were: headache (4.8%), dizzi-
ness (4.6%), and fatigue (2.8%). For the most part, adverse experiences were mild and transient
in nature. Discontinuation of therapy was required in 6.0% of patients. In clinical trials, the overall
frequency of adverse experiences was not related to total daily dosage within the range of 10 lo
40 mg. The overall percentage of patients treated with VASOTEC reporting adverse experiences
was comparable to placebo.
Other adverse experiences occurring in greater than 1% ol patients treated with VASOTEC in
controlled clinical trials were: diarrhea (1.6%), rash (1.5%), hypotension (1.4%), cough (1.3%),
nausea (1.3%), and orlhostatic effects (1.3%).
Clinical adverse experiences occurring in 0.5% to 1.0% of patients in Ihe controlled trials or since
the drug was marketed include:
Cardiovascular: Syncope, orthoslatic hypotension, palpitations, chest pain.
Nervous System: Insomnia, nervousness, pareslhesia, somnolence.
Gastrointestinal System: Abdominal pain, vomiting, dyspepsia.
Renal: Renal dysfunction, renal failure, oliguria (See PRECAUTIONS and DOSAGE AND ADMIN-
ISTRATION in complete Prescribing Information.)
Other: Dyspnea, muscle cramps, hyperhydrosis, impotence, pruritus, asthenia.
Angioedema: Angioedema has been reported in patients receiving VASOTEC (0.2%). Angio-
edema associated with laryngeal edema and/or shock may be fatal. If angioedema of Ihe face,
extremities, lips, tongue, or glottis occurs, treatment with VASOTEC should be discontinued and
appropriate therapy instituted immediately. (See WARNINGS.)
Hypotension: Combining Ihe results ol clinical trials in patients with hypertension or congestive
heart failure, hypotension (including postural hypotension and other orthoslatic effects) was
reported in 2.3% of patients following the initial dose of enalapril or during extended therapy. In
the hypertensive patients, hypotension occurred in 0.9% and syncope occurred in 0.5% of
patients. Hypotension or syncope was a cause for discontinuation of therapy in 0.1% ol hyperten-
sive palients. (See WARNINGS.)
Clinical Laboratory Test Findings:
Hyperkalemia: (See PRECAUTIONS.)
Creatinine. Blood Urea Nitrogen: In controlled clinical trials, minor increases in blood urea nitro-
gen and serum crealinine, reversible upon discontinuation of therapy, were observed in about
0.2% of palients wilh essential hypertension treated with VASOTEC alone. Increases are more
likely to occur in patients receiving concomitant diuretics or in palients with renal artery stenosis.
(See PRECAUTIONS.)
Hemoglobin and Hemalocrit: Small decreases in hemoglobin and hematocril (mean decreases of
approximately 0.3 g% and 1.0 vol%, respectively) occur frequently in hypertensive patients
treated with VASOTEC but are rarely of clinical importance unless another cause of anemia coex-
ists. In clinical trials, less than 0.1% of patients discontinued therapy due to anemia
Other (Causal Relationship Unknown): Rarely, elevations of liver enzymes and/or serum bilirubin
have occurred.
In marketing experience, rare cases of neutropenia, thrombocytopenia, and bone » . « . - ,
marrow depression have been reported. IVIS D

For more detailed information, consult your MSD representative or see Pre- M E R C K
scribing Information. Merck Sharp & Dohme, Division of Merck & Co., Inc., S H A R f t
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XIENTS FEEL

Usually No Interference
with Physical or Mental Activity
Certain subjective symptoms such as malaise and
drowsiness, which may interfere with physical or mental
activity, have not been characteristic of VASOTEC-a fact that
may be related to the specificity of action of VASOTEC on
the renin-angiotensin-aldosterone system.

Also, certain central effects, such as impairment of
memory, nightmares, or depression, have not been
characteristic of VASOTEC.

ACE* Inhibition That Favorably
Affects Certain Hemodynamic
Parameters in Many Patients
VASOTEC has a highly specific mode of action which acts on
the renin-angiotensin-aldosterone system - i t blocks ACE
from converting angiotensin I to angiotensin II, one of
the most potent vasoconstrictors known. For many
hypertensive patients, VASOTEC favorably affects certain
hemodynamic parameters: peripheral arterial resistance
is reduced with an increase in cardiac output and no
significant change in heart rate; sodium and water
retention are also reduced.

VASOTEC is contraindicated in patients who are hypersensitive to this
product.
Angioedema of the face, extremities, lips, tongue, glottis, and/or larynx
has been reported in patients treated with angiotensin-converting-
enzyme (ACE) inhibitors, including VASOTEC (0.2% of patients treated
with VASOTEC in clinical trials). In such cases, VASOTEC should be promptly
discontinued and the patient carefully observed until the swelling
disappears. Angioedema associated with laryngeal edema may be fatal.
Where there is involvement of the tongue, glottis, or larynx,
likely to cause airway obstruction, appropriate therapy,
e.g., subcutaneous epinephrine solution 1:1OOO (0.3 mL to 0.5 mL)
should be promptly administered (see ADVERSE REACTIONS).
Excessive hypotension was rarely seen in uncomplicated hypertensive
patients but is a possible consequence of enalapril use in severely salt/
volume-depleted persons, such as those treated vigorously with
diuretics or patients on dialysis. In using VASOTEC, consideration should
be given to the fact that another ACE inhibitor, captopril, has caused
agranulocytosis, particularly in patients with renal impairment or
collagen vascular disease, and the available data are insufficient to show
that VASOTEC does not have a similar risk (see WARNINGS).
Discontinue therapy with a beta blocker only in accordance with the
recommendations in the prescribing information for that product.

For a Brief Summary of Prescribing Information, please see the last page
of this advertisement.

*angiotensin-converting enzyme

FOR AAANY HYPERTENSIVE PATIENTS
ONCE-A-DAY

VASOTEC
(ENALAPRIL MALEATE MSD
IT MAY HELP CHANGE THE WAY YOU
MANAGE YOUR HYPERTENSIVE PATIENTS



NEW... from Squibb-Novo

The First Premixed
Human Insulin

NoVOlili70/30
70% NPH Human Insulin Isophane

^ Suspension & 30% Regular Human
Insulin Injection (semi-synthetic)
A stable mixture that combines

rapid onset with sustained
^ duration in one vial

The benefits of a
mixed insulin i
regimen without
the inconvenience

Advantages for
your patient
• Ease of use-for the
patient currently mixing a 70/30 ratio
of NPH & Regular (the most frequently
prescribed ratio')

• Convenience—totally
eliminating the steps of mixing insulin

EH ACCUraCy—eliminates risk
of patient mixing error

I I E c o n o m y —at no extra cos
to patient

1. Physicians surveyed, American Diabetes Association
Annual Meeting, 1986, Anaheim, Calif.

© Squibb-Novo, Inc.

Novolin* is
a trademark of
Novo Industn A/S.
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Announcing
31 additional

ant red 3ients
om the Diabetes

Research
and Education
Foundation
$2 million awarded since inception.

DIABETES
RESEARCH ^EDUCATION
FOUNDATION



The Trustees of the Foundation announce
the funding of 31 special projects...

FIFTEEN IN BASIC RESEARCH:
Rex S. Clements, Jr., MD, Birmingham, AL

The Cryptorchid Pancreatic Islet Transplanted BB-Wistar
Rat: A Model for Study of Biochemical Abnormalities
Leading to Diabetic Neuropathy

Gerold M. Grodsky, Ph.D., San Francisco, CA
In Vitro Studies of Secretagogue-induced Desensitization
of the Beta Cell

David L. Hwang, Ph.D., Duarte, CA
Effect of a Sharp Reduction in Hepatic Insulin Receptors
on the Biological Action of Insulin

Douglas N. Ishii, Ph.D., Fort Collins, CO
A New Theory for Causation of Diabetic Neuropathy

Marc Monestier, MD, New York, NY
Prevention of Diabetes Occurrence in NOD Mice by Hybrid
Monoclonal Antibodies

Vincent M. Monnier, MD, Cleveland, OH
Quantitation of Pyridinium Crosslinks in Skin Collagen
of Subjects with Type I Diabetes

Charles M. Peterson, MD, Santa Barbara, CA
Cyclosporine Pretreatment of Antigen Bearing Cells to
Enhance Survival of Xenografted Human Fetal Pancreas in
NOD Mice

Murray Saffran, Ph.D., Toledo, OH
Oral Administration of Insulin

NINE IN CLINICAL RESEARCH:
Fritz H. Bach, MD, St. Paul, MN

HLA-D Sequence Analysis; Application to Typing in
Diabetics

A. Richard Christlieb, MD, Boston, MA

Predisposition to Hypertension and Diabetic Nephropathy
Steven C. Elbein, MD, Salt Lake City, UT

Genetic Characterization of Familial Non-insulin Depend-
ent Diabetes Mellitus

John W. Ensinck, MD, Seattle, WA
Effect of Dietary Supplementation of Omega-3 Fatty Acids
on Insulin Release and Sensitivity in Patients with Type
II Diabetes Mellitus

Mitchell E. Geffner, MD, Los Angeles, CA
Retained Insulin Action Despite Either Genetic or
Epigenetic Insulin Resistance

SEVEN IN EDUCATION:
Beverly Daley, MSW, Los Angeles, CA

"Sponsorship" for Adolescents with Diabetes
Patricia Donohue-Porter, RN, Garden City, NY

The Role of Courage in Patients with Diabetes Complica-
tions: A Phenomenological Exploration and Philosophical
Analysis

Cynthia Godsey, Joan Ware, Salt Lake City, UT
"Cuisine Fit for Life*—A Self-Learning Program for Persons
with Diabetes

Patricia A. Lawrence, RN, MA, Chapel Hill, NC
Accuracy of Staff Nurses in Monitoring Capillary Blood
Glucose

Alan R. Saltiel, Ph.D., New York, NY
Molecular Mechanisms of Insulin Resistance

Ellis Samols, MD, Louisville, KY
Determination of the Sequence and Physiology of Intra-
Islet Cellular Interactions

Helena P. Selawry, MD, Ph.D., Miami, FL
Abdominal, Intratesticular, Islet Xenografts in Diabetic
Monkeys

Martin Sonenberg, MD, Ph.D., New York, NY
Diabetogenic Activity of Growth Hormone Fragments

Robert G. Spiro, MD, Boston, MA
Evaluation of the Role of Glucose and Glucose-induced Fac-
tors in Regulating the Production of Glomerular Basement
Membrane Macromolecular Components by Epithelial and
Mesangial Cells

Sathyanarayana Srikanta, Boston, MA
Monoclonal Antibody Radioimmunoassay for Prediabetes

Fr. Cyprian V. Weaver, OSB, Ph.D., Collegeville, MN
Transplantation Studies of Pancreatic Islets Isolated from
Copper-deficient Rats

Ronald A. Siegel, Sc.D., San Francisco, CA
An Implantable, Self-Regulating Osmotic Insulin Pump

Ronald B. Stewart, Gainesville, FL
A Comparison of Symptom and Disease Prevalence in
Elderly Diabetics and Nondiabetic Controls

David E.R. Sutherland, MD, Ph.D., Minneapolis, MN
Pancreas Transplant Registry

Penny Wallace, RN, MSN, San Diego, CA
Non-insulin Dependent Diabetes Mellitus: Identification
of Subtypes Within a Heterogeneous Population

Ana C. Matiella, MA, Tucson, AZ
Diabetes Spanish Language Fotonovela Project

Lucy Mullen, RN, BS
Judy Ostrom Joynes, RN, MA
Judith McKinnon Garrard, Ph.D., Minneapolis, MN

Standardized Tool for Evaluating Diabetes Educators' Pro-
grams on an Ongoing Basis

E. Darbee Walker, RN, MSN, Philadelphia, PA
A Comparison of Outcomes of Randomly Assigned Treat-
ment Programs for Pre-School Children with IDDM and
Their Families

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 a grant application, write to Herbert Rosenkilde, M.D., Executive Director, Diabetes Research and Education
Foundation, Inc., P.O. Box 6168, Bridgewater, NJ 08807-9998.
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Squibb-Navo

A new human insulin
delivery system

The diabetes care specialists
Squibb-Navo. Inc. February 1987


