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Exceptionally well
tolerated
Orinase Tablets (tolbutamide) appear to be
remarkably free from gross clinical toxicity on the
basis of experience accumulated during many
years of clinical use.

Effective control
Orinase helps restore blood sugar to more normal
ranges with as little as 250 mg per day in some elderly
diabetic patients.

Severe hypogfycemia
uncommon
The relatively short duration of action of Orinase
and its conversion to an inactive metabolite may help
reduce the likelihood of severe hypogfycemia.

Orinase is not indicated in type I diabetes, unstable
brittle diabetes, or in diabetes complicated by acidosis,
ketosis, or coma. Severe hypogfycemia, though
uncommon, may occur.

*Non-lnsulin-Dependent Diabetes Mellitus

After diet fails

tolbutamide
The gentle sidfonylurea for the
elderly diabetic patient
Please see the next page for a brief summary of prescribing information.



GENTLE
tolbutamide
TABLETS 250 and 500 mg

CONTRAINDICATIONS
Orinase (tolbutamide) alone is
not effective in juvenile or growth-onset diabetes nor in unstable brittle
diabetes where insulin therapy is required.

Orinase should not be used in diabetes complicated by acidosis,
ketosis, or coma, or when a history of repeated bouts of acidosis or
coma is obtained; in the presence of other acute complications
such as fever, severe trauma, or infections, nor in patients with
severe renal insufficiency. Insulin is indicated in these circumstances.
PREGNANCY WARNING The safety and usefulness of Orinase
during pregnancy has not been established. Animal studies have
demonstrated feticidal and teratogenic effects. Orinase is not rec-
ommended for the pregnant diabetic, and should be used cau-
tiously in women of childbearing age.
PRECAUTIONS Diagnostic and therapeutic measures necessary
for optimal control with insulin are also necessary with Orinase. The
patient on Orinase must be fully instructed about the nature, com-
plications, and necessary personal measures needed to maintain
control of the disease.

Caution, very close observation, and careful adjustment of dose
are necessary when: insulin is withdrawn during the trial period in
order to avoid ketosis, acidosis, and coma; thiazide diuretics are
administered, since they may aggravate the diabetic state and
increase tolbutamide requirement, temporary loss of control, or
even secondary failure; treating patients with impaired hepatic and/
or renal function and debilitated, malnourished, or semistarved
patients to avoid severe hypoglycemia; and treating patients with
severe trauma, infection, or surgical procedures where temporary
return to insulin or addition of insulin may be necessary. Beta-block-
ing agents reduce response to tolbutamide.

Patients must be under continuous medical supervision, and dur-
ing the initial test period should communicate with the physician
daily, and during the first month report at least once weekly for phys-
ical examination and definitive evaluation. After a month, examina-
tions are recommended monthly or as indicated. Ketonuria,
increased glycosuria, unsatisfactory lowering or persistent elevation
of blood sugar, or poor clinical response indicate nonresponsiveness
to Orinase. Orinase does not obviate the need for maintaining
standard diet regulation. In treating mild asymptomatic diabetic
patients with abnormal glucose tolerance, glucose tolerance tests
should be obtained at 3-6 month intervals. Orinase is not an oral
insulin or a substitute for insulin and must not be used as sole ther-
apy in juvenile diabetes or in diabetes complicated by acidosis or
coma where insulin is indispensable.
ADVERSE REACTIONS Severe hypoglycemia, though uncom-
mon, may occur and may mimic acute neurologic disorders such
as cerebral thrombosis. Certain factors such as hepatic and renal
disease, malnutrition, advanced age, alcohol ingestion, and adrenal
and pituitary insufficiency may predispose to hypoglycemia. Certain
drugs such as insulin, sulfonamides, oxyphenbutazone, salicylates,
probenecid, monamine oxidase inhibitors, phenylbutazone, bishy-
droxycoumarin, and phenyramidol may prolong or enhance the
action of Orinase and increase risk of hypoglycemia. Orinase long-
term therapy has been reported to reduce RAI uptake without pro-
ducing clinical hypothyroidism or thyroid enlargement. High doses
are mildly goitrogenic in animals. Photosensitivity reactions, disulfi-
ram-like reactions after alcohol ingestion, and false-positive tests for
urine albumin have been reported.

Although usually not serious, gastrointestinal disturbances (nau-
sea, epigastric fullness, and heartburn) and headache appear to be
dose related and frequently disappear with reduction of dose or
administration with meals. Allergic skin reactions (pruritus, ery-
thema, urticaria, and morbilliform or maculopapular eruptions) are
transient, usually not serious, and frequently disappear with continued
administration. Orinase should be discontinued if skin reactions per-
sist. Reports indicate that long-term use of Orinase has no apprecia-
ble effect on body weight.

Orinase appears to be remarkably free from gross clinical toxicity.
Crystalluria or other renal abnormalities have not been observed,
incidence of liver dysfunction is remarkably low, and jaundice has
been rare and cleared readily on discontinuation of drug (carcinoma
of the pancreas or other biliary obstruction should be ruled out in
persistent jaundice).

Leukopenia, agranulocytosis, thrombocytopenia, hemolytic ane-
mia, aplastic anemia, pancytopenia, and hepatic porphyria and por-
phyria cutanea tarda have been reported.
HOW SUPPLIED 250 mg Tablets—bottle of 100. 500 mg Tab-
lets—bottles of 200, 500, or 1000, Unit-Dose package of 100, and
(Jnit-of-(Jse packages of 50 and 100.
For additional product information, see your Upjohn representative
or consult the package insert.
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the most up-to-date review

of diabetes mellitus! It's Diabetes Mel-
litus, Vol. V, edited by Harold Rifkin,
MD and Philip Raskin, MD. This com-
prehensive American Diabetes Assoc-
iation work contains articles by 67
top-flight diabetes experts in their
specialty areas. Designed for
endocrinologists, internists, family
physicians or anyone involved in
diabetes care, it's the most reliable
review, giving you a full range of
views and experiences to determine
what's best for your patient.

This practical text explores the|
nature of diabetes, diagnosis anc
treatment and an evaluation of
the impact of diabetes on the
acutely ill and long-term patient.|

1981/392 pages/$22.95

What's more. Diabetes Mellitus,
Vol. V examines new topics and
ideas not covered in previous
volumes, such as somatostatin,
neurogastrointestinal peptide hor-
mones, insulin receptors and new
concepts regarding the genetics of
the disease. More than 50 illustra-
tions, including tables, figures and
photographs, visually enhance your
understanding of the subject.

Diabetes
Mellitus

Complete review - stresses basic
physiologic and biochemical
mechanisms, provides a clearer
understanding of the genetics of
the disease and discusses existing
and future therapeutic approaches.

Top flight experts - offer a wide
range of viewpoints and exper-
ience for you to consult when
working out an effective treat-
ment plan for your patients.

Referenced after each chapter
for easy access to more in-depth
information for further research.

Leading authorities - discuss
diabetes concepts that have stood
the test of time and new ones.

Outstanding learning tool as
well as an excellent reference.

Diabetes
MellitiLs

\tolumeV

Diabetes
Mellitiis

\dumev

MwMRjfkkiand

Brady

I Please send me my copy of Diabetes Mellitus, Vol. V.
I (Mail your order to ADA, 2 Park Avenue, New York,
I New York, 10016. Make all checks payable to the
I American Diabetes Association.)

Name

Title

Institution

Address

City State Zip

Phone

Signature

Robert J. Brady Co. • Bowie, Maryland 20715 • (301) 262-6300
A PRENTICE-HALL PUBLISHING AND COMMUNICATIONS COMPANY

Call Toll-Free 800 638-0220
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As an adiunct to diet

WORLDWIDE
LEADER+ /
IN THE /
TREATMENT
OF TYPE r
DIABETIC^
fBased on 1983 worldwide prescriptions
**Non-Insulin-Dependent Diabetes
MellitusCNIDDM)!



TABLETS 1.25,2.5 and 5 mg

FOR GOOD REASON!,
CTSmooth control in most patients with a single daily dose.

• Low overall incidence of adverse reactions

• No antidiuretic effects.

• Dual route of excretion.

• 14 years' worldwide experience in millions of patients.
In considering the use of DiaBeta," consult the INDICATIONS AND USAGE, PRE-
CAUTIONS, and SPECIAL WARNING on increased risk of cardiovascular motolity
based on the UGDP study sections of the brief summary of the Prescribing
Information that appears on the last page of this advertisement. Dosage shag
monitored in patients with hepatic or renal insufficiency to avoid hypoglycernia.,
*Glyburide is the generic name for DiaBeta" in the U.S. and Canada. Glibenclatfly^^ie generic name in other o

FROM THE ORIGINATORS O F E .

Hoechst-Roussel Pharmaceuticals Inc.
Somerville, New Jersey 08876

Hoechst
Please see next page for brief summary of Prescribing Information.



WORLDWIDE LEADER
IN THE TREATMENT O F
TYPE II DIABETICS

ETA
U R I D E)

Tablets, scored
1.25, 2.5 and 5 me

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 DiaBeta® (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 hypogh/cemic 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 toibuta-
mide (1.5 grams per day) had a rate of cardiovascular mortality approximately Vh times that
of patients treated with diet alone. A significant increase in total mortality was not observed,
but the use of toibutamide 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 (toibutamide) 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 bet»-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 phenomencn
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.
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 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
PEDIATRICUSE
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.

Of the thousands of papers published worldwide on
glyburide, the following are referred to in this advertise-
ment. Glyburide is the U.S. and Canadian generic name
for glibenclamide.
1. Miiller, R: The clinical evaluation of an oral antidiabetic drug,
AUSTR. N.Z.J. MED. KSuppl. 2): 39-46( 1971).
2. Owens, DR., Wragg, KG., Shetry, K.T., Biggs, P.I., and Davies,
CD.: Glibenclamide, acute/long term response in MO. diabetics.
HORM. METAB. RES. 11,411-412,1979.
3 . O'Sullivan, D.J. and Cashman, W.F: Blood glucose variations
and clinical experience with glibenclamide in diabetes mellitus.
BRIT. MED. J. 2:572-574(1970).
4 . Data on file, Hoechst-Roussel Pharmaceuticals Inc.
5 . Moses, A.M., Howanitz, J., and Miller, M.: Diuretic action of three
sulfonylurea drugs. ANNALS INT. MED. 78, (4 ) 541-544, (1973).
6. Yetiv, J.Z., Bianchini, JR. ( Eds), Oral hypoglycemics. Recent
advance in clinical therapeutics Vol. 1, Chap. 12. Academic Press,
Continuing Medical Education Division, New York: 1981.
7. Rupp, W., Christ, O., and Fullberth, W.. Studies on the bioavailability
of glibenclamide. ARZNEIM. FORSCH. 22: 471-473 (1972).
8. Christ, O., Heptner, W., and Rupp, W.: Investigations on absorption,
excretion, and metabolism in man after administration of C-labeled
HB419. HORM. METAB. RES. 1 (Suppl.): 51-53(1969).
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Accu-Chek bG
BLOOD GLUCOSE MONITOR

A winning combination with
Chemstrip bG 50s i
Accu-Chek bG
Simple to use...Needs no water... A cinch to calibrate...
Accurate... Portable.. .Affordable.

One Strip...One System for Maximum Flexibility
Only Chemstrip bG test strips and Accu-Chek bG blood
glucose monitor offer the flexibility of visual or meter
readings...or both.

Available throush Bio-Dynamics Diabetes Supply Centers and most
retail pharmacies. For more information call 1 -800-858-8072.

Boehringer Mannheim
Diagnostics, Inc.
Bio-Dynamics Division

9115 Hague Road, Indianapolis. IN 4625O
© 1984, Boehringer Mannheim Diagnostics, Inc



SQUIBB-NOVO

ATOTAL COMMITMENT... A broad line of
quality insulins

Human Ir n (semi-synthetic)-.' -jman Ir
toon j : :K Sus,

ATOTAL RESOURCE

SQUIBB-NOVO, INC.
120 Alexander Street
Princeton, New Jersey 08540

© 1984 Squibb-Novo, Inc. 394-502 1/84

With a total commitment to meet the
individual needs of the insulin-dependent
patient, Squibb-Novo offers a broad line of
human, purified and standard insulins,
available through a nationwide distribution
network. Manufactured to meet exacting
standards of purity, Squibb-Novo insulins
provide a choice of timing activity for
optimal metabolic control. Squibb-Novo
offers quality insulins at reasonable prices.

A program of
ongoing research
With a total commitment to improve the
quality of life for patients with diabetes,
Squibb-Novo continues to conduct an
extensive program of clinical research with
particular emphasis on finding methods to
improve insulin therapy.
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11• A range of
professional services
With a total commitment to the physicians
and health care professionals who treat the
patient with diabetes, the Squibb-Novo
Medical Communications Department
offers a variety of educational services such
as slide presentations for group lectures,
technical monographs and other literature
for continuing education.

A resource in
patient education
With a total commitment to the patient with
diabetes, Squibb-Novo publishes a range of
educational materials to help patients better
understand and manage their disease.

For further information on available
materials, please write to the Squibb-Novo
Medical Communications Department.
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