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When a type ll diabetic patient
needs more than diet,

unique MICRONASE® Tablets gyburide)
are alogical first choice.

Choosing antidiabetic

1- Micronase—a rational choice in type Il diabetes

Insulin levels are normal or elevated in most patients with
type Il 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.

(€2 3- Micronase—for the type Il diabetic
patient who is also hypertensive:

2. 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.

© 1985 The Upjohn Company

Control without risk of water retention

This may also be significant for the type II diabetic patier
with congestive heart failure. MICRONASE actually causes
mild diuresis.



therapy today

4. Micronase—an important consideration in 5. Micronase—for the patient who fails
the type Il diabetic patient with renal impair- on other diabetic therapy:

ment: Control plus unique dual excretion... Potency and dosage flexibility

50% urine, 50% bile MICRONASE may prove effective when other drugs fail.
Elimination of MICRONASE equally in bile and urine reduces the ~ Five mg of MICRONASE is approximately equivalent to
risk of drug accumulation, which may result in hypoglycemia. 250 mg of chlorpropamide or 500 mg of acetohexamide

MICRONASE should be used with caution in patients with renal  inits ability to lower blood glucose. The dosage range
impairment; however, in a single-dose study, plasma clearance of ~of MICRONASE allows for greater dosage flexibility than
MICRONASE was prolonged only in patients with severe renal other agents.

impairment. 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.

m The Upjohn Company
Kalamazoo, M1 49001

Your initial Rx in type Il diabetes

- Micronase

ngUI'Ide, 5 mg Tablets

For brief summary of prescribing information, please turn page.



M iC I‘O!‘ld Se® An advance in diabetes management

Dosage Guice*
Although relatively rare, hypoglycemia may occur during the conversion to MICRONASE from other therapy
Prior therapy Considerations betore Initial MICRONASE
of condition starting therapy dose (mg/day)
Dietary therapy ineffective No priming necessary 125t050mg
Orai therapy Discontinue oral hypoglycemic* 25t050mg
Insutin therapy Completely discontinue insulin injections 25t050mg
(< 40 units/day) under medical supervision
Insulin therapy Gradually discontinue insulin injections under  5.0mg
(> 40 umits/day) close medical observation or hospitalization

*See complete prescribing information.
*See package insert for special precautions when transferring patients from chiorpropamide.

Micronase Tablets (brand of glyburide tablets)

INDICATIONS AND USAGE MICRONASE Tablets are indicated as an adjunct to diet to lower the blood glucose
in patients with non-insulin-d di mellitus (type l) whose hyperglycemia cannot be satisfac-
torily controlled by diet alone.

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

SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY. The administration of oral
hypoglycemic drugs has been reported to be associated with increased cardiovascular mortality as
compared to treatment with diet alone or diet plus insulin. This warning is based on the study conducted by
the University Group Diabetes Program (UGDP), a long-term prospective clinical trial designed to evaluate
the effectiveness of glucose-lowering drugs in preventing or delaying vascular complications in patients
with non-insulin-dependent diabetes. The study involved 823 patients who were randomly assigned to one
of four treatment groups (Vabetes, 13 (Suppl 2):747-830, 1970).

UGOP reported that patients treated for 5to 8 years with diet plus a fixed dose of tolbutamide (1.5 grams per
day) had a rate of cardiovascutar mortality approximately 2z 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 cardiovascuiar mortality, thus limiting the opportunity for the study to show an
increase in overall mortality. Despite controversy regarding the interpretation of these results, the findings
of the UGDP study provide an adequate basis for this warning. The patient should be informed of the
potential risks and advantages of MICRONASE and of alternative modes of therapy.

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

PRECAUTIONS General Hypoglycemia: All suifonylureas are capable of producing severe hypoglycemia.
Proper patient selection and dosage and instructions are important to avoid hypoglycemic episodes. Renal or
hepatic insufficiency may increase the risk of serious hypoglycemic reactions. Elderly, debilitated or
malnourished patients, and those with adrenal or pituitary insufficiency, are particufarly susceptibie 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 mare than
one glucose lowering drug is used.

Loss of Control of Blood Glucose: In diabetic patients exposed to stress such as fever, trauma, infection or
surgery, a loss of control may accur. 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 infarmed of the potential risks and advantages of MICRONASE
and of alternative modes of therapy. They also should be informed about the importance of adherence to
dietary instructions, of a regular exercise program, and of regular testing of urine and/or blood glucose. The
risks of hypoglycemia, its symptoms and treatment, and conditions that predispose to its development
should be explained to patients and responsible family members. Primary and secondary failure should also
be explained. Laboratory Tests Response to MICRONASE Tablets should be monitored by frequent urine
glucose tests and periodic blood glucose tests. Measurement of glycosylated hemoglobin levels may be
helpful in some patients. Drug Interactions The hypoglycemic action of sulfonylureas may be p d by
certain drugs including nonsteroidal anti- mﬂammatory agents and other drugs tnat are highly protem bound,
salicylates, sulfonamides, chloramphenicol, pr id, coumarins, oxidase inhibitors, and
beta-adrenergic blocking agents. Certain drugs tend to produce hyperglycemia and may lead to loss of
control. These drugs include the thiazides and other diuretics, corticosteroids, phenothiazines, thyroid
products, estrogens, oral contraceptives, phenytoin, nicotinic acid, sympathomimetics, calcium channel
biocking drugs, and isoniazid. Carcinogenesis, Mutagenesis, and Impairment of Fertility Studies in rats at
doses up to 300 mg/kg/day for 18 months showed no carcinogenic effects. Glyburide is nonmutagenic when
studied in the Salmonella microsome test (Ames test) and in the DNA damagey/alkaline elution assay.
Pregnancy leratogenic Effects: Pregnancy Category 8. Reproduction studies in rats and rabbits have
revealed no evidence of impaired fertility or harm to the fetus due to glyburide. There are no adequate and
well controlled studies in pregnant women. This drug should be used during pregnancy only if clearly needed.
Insulin should be used during pregnancy to maintain blood glucose as close to normal as possible.
Nonteratogenic Effects: Prolonged severe hypoglycemia (4 to 10 days) has been reported in neonates born to
mothers who were receiving a sulfonylurea drug at the time of delivery. MICRONASE should be discontinued
atleast two weeks before the expected delivery date. Nursing Mathers Some sulfonylurea drugs are known
to be excreted in human milk. Insulin therapy should be considered. Pediatric Use Safety and effectiveness
inchildren have not been established.

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

OVERDOSAGE Overdosage of sulfonylureas, including MICRONASE Tablets, can produce hypoglycemia. If
hypoglycemic coma is diagnosed or suspected, the patient should be given a rapid intravenous injection of
concentrated (50%) glucose solution. This should be followed by a continuous infusion of a more ditute (10%)
glucose solution at a rate which will maintain the blood glucose at a fevel above 100 mg/dL. Patients should
be closely monitored for a minimum of 24 to 48 hours, since hypoglycemia may recur after apparent clinical
recovery.

DOSAGE ANO ADMINISTRATION There is no fixed dosage regimen for the management of diabetes mellitus
with MICRONASE Tablets. Usuat Starting Dose The usual starting dose is 2.5 to 5.0 mg daily, administered
with breakfast or the first main meal. Those patients who may be more sensitive to hypoglycemic drugs
shouid be started at 1.25 mg daily. (See Precautions Section for patients at increased risk) Maximum Dose
Daily doses of more than 20 mg are not recommended. Dosage interval Once-a-day therapy is usually
satisfactory. Some patients, particularly those receiving more than 10 mg daily, may have a more
satisfactory response with twice-a-day dosage

Caution: Federal law prohibits dispensing without prescription.

For additional product information see your Upjohn representative.
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DIABETES is published by the American Diabetes
Association, Inc., to provide an official Journal for
the Association and to furnish the medical profes-
sion with information concerning diabetes and re-
lated fields of medicine.

The Journal does not publish material that has
been reported elsewhere. in submitting an article
the author(s) must state in the covering letter that
the material has not been published elsewhere and
has not been submitted for publication elsewhere.
Prior publication specifically includes symposia,
proceedings, preliminary communications, books,
and invited articles. It is assumed that all human
investigation shall have been conducted according
to the principles expressed in the Declaration of
Helsinki. Accepted manuscripts incur a charge of
$25 per printed page.

For studies involving experimental animals, state
the species, strain, number used, and other perti-
nent descriptive characteristics. For human sub-
jects or patients, describe their characteristics. When
describing surgical procedures on animals, identify
the preanesthetic and anesthetic agents used, and
state the amount or concentration and the route and
frequency of administration for each. The use of
paralytic agents, such as curare or succinylcholine,
is not an acceptable substitute for anesthetics. For
other invasive procedures on animals, report the
analgesic or tranquilizing drugs used; if none was
used, provide justification for such exclusion. When
reporting studies on unanesthetized animals or on
humans, indicate that.the procedures followed were
in accordance with institutional guidelines

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

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

senior author.

All signed articles and editorials are the respon-
sibility of the author(s) and not that of the American
Diabetes Association. The Editors will be pleased
to consider for publication papers presented at the
Annual Meeting of the Association.

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

Manuscripts should be typewritten, with double
spacing, and submitted in triplicate together with
three copies of figures and photomicrographs.
Manuscripts prepared in accord with the require-
ments specified in the document, “Uniform Re-
quirements for Manuscripts Submitted to Biomed-
ical Journals,” Annals of Internal Medicine 1982;
96.766-71, will be considered for publication

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

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

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

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

All manuscripts and related correspondence
should be addressed to Charles J. Goodner. M.D.,
Harborview Medicail Center, 325 Ninth Avenue. Se-
attle, WA 98104. Editorial correspondence shoutd
be addressed to the Editorial Office, DIABETES,
American Diabetes Association, Inc., 2'Park Ave-
nue, New York, New York 10016
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national and Pan-American Copyright Convention.
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additional mailing offices. POSTMASTER: Send ad-
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Professional members receive the journal as part
of their membership privileges. The annual sub-
scription rates for nonmembers are as follows: $60.00
for one year; $108.00 for two years. Foreign pos-
tage at $12.50 per year applies to aif foreign coun-
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proposed advertisement and the right to cance! any
advertising contract



Now there’s adry strip
blood glucose monitor
good enough to be call

Introducing

Ames GLUCO Systemr

The simple, use-anywhere system
designed to promote patient compliance

Convenience is the key to compliance. The new Ames GLUCO
System—Glucostix® Reagent Strips and Glucometer® Il Blood
Glucose Meter—makes it more convenient than ever for your
patients to monitor their blood glucose levels at home,

at work or on-the-go!

New Dry Test Strip New “Pocket-Sized” Meter

New Glucostix The easy-to-use Glucometer Il Blood Y
Reagent Strips feature Ames-developed dry Glucose Meter fits easily into a shirt pocket N
technology that permits visual or meter or purse so it can go wherever your diabetic %% =
evaluation fo encourage patient compliance. patients go.

GLUCO System continues the Ames«=#® | 2
tradition of product development that
earns the trust of diabetes he care s
professionals. G

Product features that promote
patient compliance:

» Simple-to-learn dry strip technique

Visual and metgr reading vgrsatxhty The new Ames GLUCO Syste rﬂv\

» Use-anywhere instrumentation products are available through the Ames

» Confidence-building one-step calibration national network of certified Self-Testing .
Responsive customer-service network Centers and retail pharmacies. -

The first name in blood glucose monitoring.

Ames...the tradition continues

© 1985 Ames Division, Miles Laboratories, Inc.



Glucostix® Reagent Strips are’
available in bottles of 50 and 100" & = o
Foil-wrapped strips available earfy 1986, 3




When diet alone has failed...

Diet &
Diabinese
(c}ﬂorprqpe}rrnde)
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postulated to
enhance the
post-receptor
action

of insulin’
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] increase the
- number
4 of insulin
D@ receptors’

/

8
—d
pe .

*When choosing a therapeutic regimen

Actson
the defectsin
NIDDM

Today’s research has identified four factors

that contribute to hyperglycemia in NIDDM, and
attributes to Diabinese (chlorpropamide) four
possible mechanisms of control.

A once-a-day oral diabetic agent, regardless
of dosage, Diabinese provides blood sugar control
for nearly a million NIDDM patients every day.*

The Diabinese D-Pak helps
patients remember and keep track
of the convenient, once-a-day
regimen, which encourages
compliance.

To be sure your patients who are controlled
on Diabinese continue to receive the
distinctive, blue, D-shaped tablet
specify:

® Dispense as written

¢ Do not substitute, or

® Medically necessary
depending on the state in
which you practice.

to treat non-insulin-dependent
diabetes mellitus (NIDDM), many
factors should be considered,
including the patient’s age, mental
state, concomitant medication,
and illnesses. As with all
sulfonylureas, hypoglycemia

may occur with Diabinese.

Diet&

Diabinese

Tablets, US P

(chlorpropamide) -

The state of the art
in oral diabetic therapy

Please see following page for references and brief summary
of Diabinese® prescribing information.

© 1985, Pfizer Inc.



Diet&
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Diabinese
(chlorpropamide) Tabtets, usp, 100 mg, 250 mg and D-Pak
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lin-dependent diabetes augments basal and stimulated insulin secretion by increasing islet sensitiv-
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1976. 4. Salhanick Al. Konowitz P, Amatruda JM: Potentiation of insulin action by a sulfonylurea in
primary cultures of hepatocytes from normal and diabetic rats. Diabetes 32:206-212, 1983.

BRIEF SUMMARY
DIABINESE® (chlorpropamide) TABLETS, USP

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

WARNINGS
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY

The administration of oral hypoglycemic drugs has been reported to be associated with
increased cardiovascular mortality as compared to treatment with diet alone or diet plus
insulin. This warning is based on the study conducted by the University Group Diabetes
Program (UGDP), a fong-term prospective clinical trial designed to evaluate the effective-
ness ofglucoso-lowerin} druqs in preventing or ,' ] ! plicati in pati
with non-insulin-d t diab: The stud pati who were
assigned to one of four treatment groups (Diabetes, 19 (su[:f. 2):747-830, 1970).

UGDP reported that patients treated for 5 to 8 years with diet plus a fixed dose of tolbutam-
ide (1.5 grams per day) had a rate of cardi lar mortality appr 2'2times that of
gatlenls treated with diet alone. A significant increase in total mortality was not observed,

ut the use of tolbutamide was discontinued based on the increase in cardiovascular mortal-
ity, thus limiting the opportunity for the study to show an increase in 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
p risks and of DIABINESE and of alternative modes of therapy.

Although only one drug in the sulfonylurea class (tol was included in this study,
itis prudent from a safety standpoint to consider that this warning may also apply to other
oral hypo?lycemlc drugs in this class, in view of their close similarities in mode of action
and chemilcal 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. Renat
or hepatic insufficiency may cause elevated blood levels of DIABINESE and the latter may also
diminish giuconeogenic capacity, both of which increase the risk of serious hypoglycemic reac-
tions. Elderly. debilitated or mainourished patients. and those with adrenal or pituitary insufficiency
are particularly susceptible to the hypoglycemic action of giucose-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
_prolondged exercise, when alcohol is ingested. or when more than one glucose-lowering drug
is use

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

Loss of control of biood glucose: When a patient stabilized on any diabetic regimen is exposed
to stress such as fever, trauma, infection. or surgery. a loss of control may occur. At such times, it
may be necessary to discontinue DIABINESE and administer insulin

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

ADVERSE REACTIONS
Hypoglycemia: See PRECAUTIONS section

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

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

Porphyria cutanea tarda and photosensitivity reactions have been reported with sulfonylureas

Skin eruptions rarely progressing to erythema multiforme and exfoliative dermatitis have also
been reported

Hematologic Reactions: Leukepenia, agranulocytosis, thrombocytopenia, hemolytic anemia,
apfastic anemia, pancytopenia and eosinophilia have been reported with sulfonylureas
b %gmb%lg Reactions: Hepatic porphyna and disulfiram-like reactions have'been reported with

I E

Endocrine Reactions: On rare occasions, chiorpropamide has caused a reaction identical to the
syndrome of inappropriate antidiuretic harmone (ADH) secretion. The features of this syndrome
result from excessive water retention and include hyponatremia, low serum osmolality, and high

urine osmolity DOSAGE AND ADMINISTRATION

There is no fixed dosage regimen for the management of diabetes mellitus with DIABINESE or

any other hypoglycemic agent. In addition to the usual monitoring of urinary glucose. the patient's
blood glucose must also be monitored periodically to determine the minimum effective dose for the
patient; to detect primary failure, and to detect secondary failure. Glycosylated hemoglobin levels
may also be of value in monitoring the patient’s response to therapy.

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

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

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

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

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

Maintenance Therapy: Most moderately severe, middle-aged, stable non-insulin-dependent
diabetic patients are controlled by approximately 250 mg daily. Many investigators have found that
some milder diabelics do well on daily doses of 100 mg or less. Many of the more severe diabetics
may require 500 mg daily for adequate control. PATIENTS WHO DO NOT RESPOND COMPLETELY
TO 500 MG DAILY WILL USUALLY NOT RESPOND TO HIGHER DOSES. MAINTENANCE DOSES
ABOVE 750 MG DAILY SHOULD BE AVOIDED.

HOW SUPPLIED
Blue, 'D'-shaped. scored tablets in strengths of 100 mg. tablet code 393; (100's, NDC# 0663-3930-
66 500's, NDC # 0663-3930-73; and 100 unit dose of 10 x 10, NDC # 0663-3930-41) and 250 mg.
lablet code 394: (100's, NDC# 0663-3940-66: 250's, NDC# 0663-3940-71; 1000's, NOC # 0663-
3940-82: 100 unit dose of 10 x 10, NDC# 0663-3940-41; and 30's D-Pak. NDC# 0663-3940-30).
RECOMMENDED STORAGE: Store below 86°F (30°C)
CAUTION: Federal law prohibits dispensing without prescription
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Faculty Position in
Diabetes Research

The Julia McFarlane Diabetes Research Unit at The
University of Calgary seeks a new Faculty Member with
expertise in Islet Cell/Beta Cell Culture and Transplan-
tation. Training and experience in the fields of Cell
Biology and/or Immunology and/or Molecular Biology
are requisite. Candidates must be qualified to compete
for funds from the Alberta Heritage Foundation for
Medical Research or the Medical Research Council of
Canada. Remuneration will be based on faculty rank
salary scales at The University of Calgary. Rank will be
based on qualifications and research experience. All
qualified individuals are encouraged to apply but pref-
erence will be given to Canadian citizens and permanent
residents. Deadline for receipt of applications is
November 30, 1985.

Please send curriculum vitae and names of three
referees to:

Dr. D.A.K. Roncari, Director

Julia McFarlane Diabetes Research Unit
Faculty of Medicine

Health Sciences Centre

Room 2559

3330 Hospital Drive N.W.

Calgary, Alberta, Canada T2N 4N1
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MICRO-FINE 1IIT

The Thinnest, Finest,

Sharpest Veedle For
Unequalled Injection

fommfort

The Best There Is.

The needle on every other insulin
syringe has been surpassed by the
advanced B-D MICRO-FINE III needle...
a unique achievement in injection comfort.

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

Finest Insulin Syringe Needle

Ever Made.

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

MICRO-BONDED" Lubrication America’s Most Recommended

For Extra Comfort. »

An exclusive B-D process keeps the Syringes.
-lubrication on the needle even after it has Doctors, nurses and pharmacists rec-
pierced the insulin vial stopper—and, ommend B-D syringes above all others.
during the injection—for smoother, more And B-D syringes are used mostin
effortless injections. hospitals—trusted most by insulin users.

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

Better
B-D, MICRO-FINE 1, and MICRO-BONDED are trademarks of Becton Dickinson and Company. glaarte)etes
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educatlon materials
® Staff training

® Nationwide Diabetes
Supply Center Network

® Specialized sales force

© 1985, Boehringer Mannheim Diagnostics

Available through Boehringer Mannheim Diabetes

Supply Centers and most retail pharmacies.
For more information, call 1-800-858-8072.

BOEHRINGER
MANNHEIM
DIAGNOSTICS

9115 Hague Road
PO Box 50100
Indianapolis, IN 46250
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Why peripheral vasodilators

_ fail to improve
microcirculatory blood flow

In chronic occlusive arterial disease, reduced blood ~ more sluggish, acids and metabolites accumulate.

flow downstream of a stenosis results in additional Reduced tissue oxygenation results in painful claudi-

changes that further decrease efficient flow in the cation that limits the distance patients can walk.

microcirculation. Peripheral vasodilators cannot affect flow through
Red blood cells become less flexible, impairing arteries already maximally dilated, or through those

their normal capacity to pass through capillaries with fixed stenoses. In addition, these agents do not

often less than half of the cells’ diameter.’ In addition, increase the flexibility of red cells or decrease blood

blood viscosity is increased.? viscosity. Microcirculatory blood flow and tissue oxygen-
As flow through the microcirculation becomes ation do not improve.

©1985 by Hoechst-Roussel Pharmaceuticals Incorporated



...and how only
Trental succeeds.

(pentoxifylline)

Improves red blood cell flexibility

Trental® is not a vasodilator, not an anticoagulant,
and not related to aspirin or dipyridamole. Trental®
increases the flexibility of red cells, thereby improving
their capacity to pass through capillaries‘ Blood viscosity
is also reduced, decreasing resistance and improving
perfusion of the ischemic microcirculation. As a result,
tissue oxygenation is increased.

Trental® has been shown to significantly increase
oxygenation in the calf muscles of patients with inter-
mittent claudication.’

Well tolerated

Side effects with Trental® are usually mild, transient,
and generally confined to reversible CNS or Gl effects.

Trental® is compatible for concurrent use with
antihypertensive, beta-blocker, digitalis, diuretic, anti-
diabetic, and antiarrhythmic regimens. (See full pre-
scribing information.)

While the clinical benefits of Trental® may be seen
within two to four weeks, it is recommended that treat-
ment be continued for at least eight weeks. To maintain
clinical benefit, continued therapy is necessary.

The usual dose of Trental® is one 400-mg tablet
taken three times a day with meals.

» Trental

(pentoxifylline) .
The first proven-effective agent for intermittent claudication

Trental® can improve function and symptoms but is not intended to replace more definitive therapy such as surgery.
See following page for references and brief summary of prescribing information.
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Trental® (pentoxifylline) Tablets, 400 mg
A brief summary of the Prescribing Information follows.

INDICATIONS AND USAGE:

Trental® (pentoxifylline) is indicated for the treatment of patients with intermit-
tent claudication on the basis of chronic occlusive arterial disease of the limbs.
Trental® (pentoxifylline) can improve function and symptoms but is not intended
to replace more definitive therapy, such as surgical bypass, or removal of arterial
obstructions when treating peripheral vascular disease.

CONTRAINDICATIONS:

Trental® (pentoxifylline) should not be used in patients who have previously
exhibited intolerance to this product or methylxanthines such as caffeine, theo-
phylline, and theobromine.

PRECAUTIONS:

General: Patients with chronic occlusive arterial disease of the limbs frequently
show other manifestations of arteriosclerotic disease. Trental® (pentoxifylline) has
been used safely for treatment of peripheral arterial disease in patients with
concurrent coronary artery and cerebrovascular diseases, but there have been
occasional reports of angina, hypotension, and arrhythmia. Controlled trials do
not show that Trental® (pentoxn@lline) causes such adverse effects more often
than placebo, but, as it is a methylxanthine derivative, it is possible some
individuals will experience such responses.

Drug Interactions: Although a causal relationship has not been established,
there have been reports of bleeding and/or prolonged prothrombin time in
patients treated with Trental® (pentoxifylline) with and without anticoagulants or
platelet aggregation inhibitors. Patients on warfarin should have more frequent
monitoring of prothrombin times, while patients with other risk factors compli-
cated by hemorrhage (e.g., recent surgery, peptic ulceration) should have peri-
odic examinations for bleeding including hematocrit and/or hemoglobin. Trental®
(pentoxifylline) has been used concurrently with antihypertensive drugs, beta
blockers, digitalis, diuretics, antidiabetic agents, and antiarrhythmics, without
observed problems. Small decreases in blood pressure have been observed in
some patients treated with Trental® (pentoxifylline); periodic systemic blood
pressure monitoring is recommended for patients receiving concomitant antihy-
gerteé\sivedtherapy If indicated, dosage of the antihypertensive agents should

e reqguceq.

Carcinogenesis, Mutagenesis and Impairment of Fertility: Long-term stud-
ies of the carcinogenic potential of pentoxifylline were conducted in mice and
rats by dietary administration of the drug at doses up to approximately 24 times
(570 mg/kg) the maximum recommended human daily dose (MRHD) of 24 mg/kg
for 18 months in mice and 18 months in rats with an additional 6 months
without drug exposure in the latter. No carcinogenic potential for pentoxifylline
was noted in the mouse study. In the rat study, there was a statistically significant
increase in benign mammary fibroadenomas in females in the high dose group
(24 X MRHD). Tﬁe relevance of this finding to human use is uncertain since this
was only a marginal statistically significant increase for a tumor that is common
in aged rats, Pentoxifylline was devoid of mutagenic activity in various strains of
Salmonella (Ames test) when tested in the presence and absence of metabolic
activation.

Pregnancy: Category C. Teratogenic studies have been performed in rats and
rabbits at oral doses up to about 25 and 10 times the maximum recommended
human daily dose (MRHD) of 24 mg/kg, respectively. No evidence of fetal malfor-
mation was observed. Increased resorption was seen in rats at 25 times MRHD.
There are, however, no adequate and well controlled studies in pregnant women.
Because animal reproduction studies are not always predictive of human
response, Trental® (pentoxifylline) should be used during pregnancy only if
clearly needed.

Nursing Mothers: Pentoxifylline and its metabolites are excreted in human
milk. Because of the potential for tumorigenicity shown for pentoxifylline in rats,
a decision should be made whether to discontinue nursing or discontinue the
drug, taking into account the importance of the drug to the mother.

Pediatric Use: Safety and effectiveness in children below the age of 18 years
have not been established.

ADVERSE REACTIONS:
Clinical trials were conducted using either controlled-release Trental® (pentoxifyl-
line) tablets for up to 60 weeks or immediate-release Trental® (pentoxifylline)
capsules for up to 24 weeks. Dosage ranges in the tablet studies were 400 mg
bid to tid and in the capsule studies, 200-400 mg tid.

The table summarizes the incidence (in percent) of adverse reactions consid-

ered drug related, as well as the numbers of patients who received controlled-
release Trental® (pentoxifylline) tablets, immediate-release Trefital® (pentoxify!-
line) capsules, or the corresponding ﬁlacebos. The incidence of adverse reactions
was higher in the capsule studies (where dose related increases were seen in
digestive and nervous system side effects) than in the tablet studies. Studies with
the capsule include domestic experience, whereas studies with the controlled-
release tablets were conducted outside the U.S. The table indicates that in the
tablet studies few patients discontinued because of adverse effects.

INCIDENCE (%) OF SIDE EFFECTS

Controlled-Release | Immediate-Release
Tablets Capsules
Trental®  Placebo | Trental®  Placebo
(Numbers of Patients at Risk) (321) (128) (177) (138)
Discontinued for Side Effect 3.1 0 9.6 7.2
CARDIOVASCULAR SYSTEM
Angina/Chest Pain 03 — 11 2.2
Arrhythmia/Palpitation — — 1.7 0.7
Flushing — — 23 0.7
DIGESTIVE SYSTEM
Abdominal Discomfort — — 4.0 1.4
Belching/Flatus/Bloating 06 — 9.0 36
Diarrhea — — 34 2.9
Dyspepsia 2.8 47 9.6 . 2.9
Nausea 2.2 0.8 28.8 8.7
Vomiting 12 — 4.5 0.7
NERVOUS SYSTEM
Agitation/Nervousness — — 1.7 0.7
Dizziness 1.9 31 1.9 4.3
Drowsiness — — 1.1 58
Headache 1.2 1.6 6.2 5.8
Insomnia — — 23 2.2
Tremor 0.3 0.8 — ——
Blurred Vision — — 23 14

Trental® (pentoxifylline) has been marketed in Europe and elsewhere since 1972.
In addition to the above symptoms, the following have been reported sponta-
neously since marketing, or occurred in other clinical trials with an incidence of
less than 1% the causal relationship was uncertain: Cardiovascular—dyspnea,
edema, hypotension; Digestive—anorexia, cholecystitis, constipation, d
mouth/thirst; Nervous—anxiety, confusion; Respiratory—epistaxis, ﬂu—lriie
symptoms, laryngitis, nasal congestion; Skin and Appendages—brittle finger-
nails, pruritus, rash, urticaria; Special Senses—blurred vision, conjunctivitis, ear-
ache, scotoma; and Miscellaneous—bad taste, excessive salivation, leukopenia,
malaise, sore throat/swollen neck glands, weight change.

A few rare events have been reported spontaneously worldwide since mar-
keting in 1972. Although they occurred under circumstances in which a causal
relationship with pentoxifylline could not be established, they are listed to serve
as information for physicians: Cardiovascular—angina, arrhythmia, tachycardia;
Digestive—hepatitis, jaundice; and Hemic and Lymphatic—decreased serum
fibrinogen, pancytopenia, purpura, thrombocytopenia.

QOVERDOSAGE:

Overdosage with Trental® (pentoxifylline) has been reported in children and
adults. Symptoms appear to be dose related. A report from a poison control
center on 44 patients taking overdoses of enteric-coated pentoxifylline tablets
noted that symptoms usually occurred 4-5 hours after ingestion and lasted about
12 hours. The highest amount ingested was 80 mg/kg; flushing, hypotension,
convulsions, somnolence, loss of consciousness, fever, and agitation occurred.
All patients recovered.

In addition to symptomatic treatment and gastric lavage, sgeciai attention
must be given to supporting respiration, maintaining systemic blood pressure,
and controlling convulsions. Activated charcoal has been used to adsorb pentoxi-
fylline in patients who have overdosed.

DOSAGE AND ADMINISTRATION:
The usual dosage of Trental® (pentoxifylline) in controlled-release tablet form is
one tablet (400 mg) three times a day with meals.

While the effect of Trental® (pentoxifylline) may be seen within 2 to 4 weeks,
it is recommended that treatment be continued for at least 8 weeks. Efficacy has
been demonstrated in double-blind clinical studies of & months duration.

Digestive and central nervous system side effects are dose related. If patients
develop these side effects it is recommended that the dosage be lowered to one
tablet twice a day (800 mg/day). If side effects persist at this lower dosage, the
administration ot Trental® (pentoxifylline) should be discontinued.

Hoechst

Hoechst-Roussel Pharmaceuticals inc.
Somerville, New Jersey 08876

Trental

(pentoxifylline)

TABLETS, 400 ing

The first proven-effective agent

for intermittent claudication
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SO YEARS

INNOVATION
ISOPHANE-
NPH
BY NORDISK

Insulin became more than just insulin when Nor-
disk invented the first retarded-action insulin pre-
paration, Protamine Insulin.

50 years of innovation have turned that insulin
into the world's most-used intermediate-acting
insulin preparation: Isophane NPH insulin.

Innovation means application of the most ad- :
vanced manufacturing, formulation, and analytical o
techniques to ensure a unique microcrystalline .
suspension.

Isophane NPH, as invented and made by Nordisk, means unsurpassed
stability: mix it with regular soluble insulin and it will retain its original iming
without changing that of the soluble insulin. Use the mixture immediately or
later, stability is retained. Or

use one of the Nordisk stan- n
dard mixtures for conve- .
Nordisk

Nordisk Gentofte A/S (Denmark) is the manufacturing division of Nordisk Insulinlaboratorium,
a foundation by Danish Royal Charter established in 1923 comprising also Hagedorn Research
Laboratory and Steno Memorial Hospital

Lund & Raffel
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“With [CAPOTEN® (captopril tablets)]
it appears that for the first time ever a
patient can feel as well on treatment for

»1]

high blood pressure as he does off it’

*Angiotensin Converting Enzyme

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

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



New Prescribing Freedom-
Mild-to-Moderate Hypertension

Capoten Now for .
All Degrees of Hypertension

. [ Now for initial
} therapy of

t  hypertension?

¢ [ Effective alone or
! in combination with
- diuretics

[0 Fatigue, loss of
libido,impotence, and
mental impairment
almost never occur*
[J Convenient bid
dosage
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ACE’INHIBITOR

( APOTEN

captopril tablets

HELP PUT QUALITY BACK IN1O LIVING



CAPOTEN® TABLETS
Captopril Tablets

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

Heart Failure: CAPOTEN (captopril) is indicated in patients with heart failure who
have not responded adequately to or cannot be controlled by conventional diuretic
and digitalis therapy. CAPOTEN is to be used with diuretics and digitalis.

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

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

Neutropenia has appeared within 3 months after starting therapy, associated with
myeloid hypoplasia and frequently accompanied by erythroid hypoplasia and de-
creased numbers of megakaryocytes (e.g., hypoplastic bone marrow and pancytopenia);
anemia and thrombocytopenia were sometimes seen. Neutrophils generally returmed
to normal in about 2 weeks after captopril was discontinued, and serious infections
were limited to clinically complex patients. About 13% of the cases of neutropenia

have ended fatally, but almost all fatalities were in patients with serious ilifiess, having

collagen vascular disease, renal failure, heart failure or \mmunosugp\‘éxanttherapy,
or a combination of lhcse complicating factors.

Evaluation of the hypertensive or heart failure aﬁent should always
include assessment of renal function. If captopril is used in patients with
1mpa|red renal function, white blood cell and dlffercp.nd countsqhould»be evaluated
prior to starting treatment and at approximately 2-week i out 3 months,
then periodically. In patients with collagen vascular disease or who are exposed to
other drugs known to affect the white cells.or immune response, particularly when
there is impaired renal function, captopril should b&a)seddnly after an assessment of
benefit and risk, and then with cautiens All patients tredted with captopril sheuld be.
told to report any signs of infection(e.g., sore throat; fever); if infection is suspected,
perform counts without delay, Sincediscontinuation of capto nd otherdrugs has
generally led to prompt retaen of the white count to normal, upon confirmation of

neutropema (neutrophil count < lOOG?mm’) withdraw captopril and ¢losely follow

the patient’s course,

Proteinuria — Jotal nrmlryaotcms >1 g/day- were se&a in about 0.7% of patients
on captopril¢About 90%.of affected patients had evidence of prior renal disease or.
received high.doses (=150 mg/day), or both. The nephrotic syndrome occutred in
about onexfifthof proteinuric patients:Tumost cases, proteinuria subsided or cleared

6 mgnt&whcther or not captopril w contiftued. The BUN and creatinine
wer lteréd in proteinuric panems. Since most cases of proteinuria occurred
by the 8th month of therapy, patients with prior renal disease og&\[hose receiving
captopkil at doses >150 mg/day should have urinary protein estimates (dip-stick on
Ist morfiing urine) before therapy, and periodically thereafter.

Hypotension — Excessive hypotension was rarely seen in hypertensive patients but
is a possibility in severely salt/volume-depleted persons such as those treated vigorously
with diuretics (see PRECAUTIONS [Drug Interactions]).

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

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

PRECAUTIONS: General: Impaired Renal Function, Hypertension — Some
hypertensive patients with renal disease, particularly those with severe renal artery
stenosis, have developed increases in BUN and serum creatinine. It may be necessary
to reduce captopril dosage and/or discontinue diuretic. For some of these patients,
normalization of blood pressure and maintenance of adequate renal perfusion may
not be possible. Heart Failure — About 20% of patients develop stable elevations of
BUN and serum creatinine >20% above normal or baseline upon long-term treat-
ment. Less than 5% of patients, generally with severe preexisting renal disease,
required discontinuation due to progressively increasing creatinine. See DOSAGE
AND ADMINISTRATION, ADVERSE REACTIONS [Altered Laboratory Find-
ings]. Valvular Stenosis— A theoretical concern, for risk of decreased coronary perfu-
sion, has been noted regarding vasodilator treatment in patients with aortic stenosis
due to decreased afterload reduction.

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

Reference:

Drug Interactions: Hypotension: Patients on Diuretic Therapy — Precipitous reduc-
tion of blood pressure may occasionally occur within the Ist hour after administration
of the initial captopril dose in patients on diuretics, especially those recently placed on
diuretics, and those on severe dietary salt restriction or dialysis. This possibility can
be minimized by either discontinuing the diuretic or increasing the salt intake about
1 week prior to initiation of captopril therapy or by initiating therapy with small
doses (6.25 or 12.5 mg). Alternatively, provide medical supervision for at least 1 houn
after the initial dose.

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

Agents Causing Renin Release — Captopril’s effect will be augmented by antihypertensive
agents that cause renin release.

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

Agents Increasing Serum P ium — Give p i sparing d ies or p
supplements only for documented hypokalemla, and then with caution, since they
may lead to a significant increase of serum potassium. Use petassium-containing salt
substitutes with caution.

Inhibitors of End. Pr landin Synthesis — Indomethacin and other nonsteroidal
anti-inflammatory agents may reduce the antihypertensivé effect of captopril, espe-
cially in low renin hypertensions
Drug/Laboratory Test Interaction: Captopril may cause a false-positive urine
test for acetone.

Car M

is and Impairment ;)fFerﬁlity: Two-year studies
with doses of 50'to 1350 g/day in mice and rats failed to show any evidence of
carcinogenic potential. Stu in rats have revealed no impairment of fertility.
Pregnancy: Category C — There are no adequate and well-controlled studies in
pregnant women. Embryocidal effects were observed inrabbits. Therefore, captopril
should be used during pregnancy.only if the potential benefit outweighs the potential
risk te the fetus. Captopril crosses the human placenta.
Nursing Mothers: Captopril is secréted in human milk. Exercise caution when ad-
ministering captopril to 2 Aursing woman, and, in general, nursing should be interrupted.

Pediatric Use: Safety and effectiveness in ¢hildren have not been established

".although there s limited experiefice with useof captopril in children from 2 months

to 15 years.of‘age. Dosage, on a weight basis, was comparable to that used in adults.
Captopril should be used in childten only if other measures for controlling blood
pressire have not been<ffective.

ADVERSE REACTIONS: Reported incidences are based on clinical trials involv-

“.ing approximately 7000 patients.

Renal —Aboutrd oﬁ%ﬂgllmtsdweloped prolemu ria(see WARNINGS). Renal in-
sufficiency, renaf failure, polyuria, oliguria, and urinary frequency in 1 to 2 of 1000 patients.

Hematologic— Neutropenia/agranulocytosis have occurred (see WARNINGS). Ane-
mia, ‘bmmbocmpenig, and pancytopenia have been reported.

_Dermatelogic —Rash (usually maculopapular, rarely urticarial), often with pruritus
and sometimes with fever and eosinophilia, in about 4 to 7 of 100 patients (depending
‘on renal status'and dose), usually during the Ist 4 weeks of therapy. Pruritus, without
rash, imabout 2 of 100 patients. A reversible associated pemphigoid-like lesion, and
phetosensitivity have also been reported. Angioedema of the face, mucous mem-
branes of the mouth, or of the extremities in about 1 of 1000 patients — reversible on
discontinuance of captopril therapy. One case of laryngeal edema reported. Flushing
or pallor in 2 to 5 of 1000 patients.

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

Dysgeusia— About 2 to 4 (depending on renal status and dose) of 100 patients
developed a diminution or loss of taste perception; taste impairment is reversible and
usually self-limited even with continued drug use (2 to 3 months). Gastric irritation,
abdominal pain, nausea, vomiting, diarrhea, anorexia, constipation, aphthous ulcers,
peptic ulcer, dizziness, headache, malaise, fatigue, insomnia, dry mouth, dyspnea,
cough, alopecia, and paresthesias reported in about 0.5 to 2% of patients but did not
appear at increased frequency compared to placebo or other treatments used in
controlled trials.

Altered Laboratory Findings: Elevations of liver enzymes in a few patients
although no causal relationship has been established. Rarely cholestatic jaundice and
hepatocellular injury with or without secondary cholestasis, have been reported. A
transient elevation of BUN and serum creatinine may occur, especially in volume-
depleted or renovascular hypertensive patients. In instances of rapid reduction of
longstanding or severely elevated blood pressure, the glomerular filtiation rate may
decrease transiently, also resulting in transient rises in serum creatinine and BUN.
Small increases in serum potassium concentration frequently occur, especially in
patients with renal impairment (see PRECAUTIONS).

OVERDOSAGE: Primary concern is correction of hypotension. Volume expansion
with an LV. infusion of normal saline is the treatment of choice for restoration of
blood pressure. Captopril may be removed from the general circulation by hemodialysis.
DOSAGE AND ADMINISTRATION: CAPOTEN (captopril) should be taken
one hour before meals. In hypertension, CAPOTEN may be dosed bid or tid. Dosage
must be individualized; see DOSAGE AND ADMINISTRATION section of pack-
age insert for detailed information regarding dosage in hypertension and in heart
failure. Because CAPOTEN (captopril) is excreted primarily by the kidneys, dosage
adjustments are recommended for patients with impaired renal function.

Consult package insert before prescribing CAPOTEN (captopril).

HOW SUPPLIED: Available in tablets of 12.5, 25, 50, and 100 mg in bottles of 100
(25 mg also available in bottles of 1000),and in UNIMATIC" single dose packs of 100
tablets.

(J3-658C)

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

hypertension. Br J Clin Pharmacol 14(suppl 2):121S-126S, 1982
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If any of your
patients are among
the more than

12 million Americans

with diabetes...

you’ll want to keep up with the latest, most
comprehensive information in the field of
diabetes by becoming a Professional Member
of the American Diabetes Association.

As the nation’s oldest and largest voluntary
health organization devoted to the fight
against diabetes, the American Diabetes
Association is committed to keeping pace
with the newest findings in diabetes research
and the rapidly changing technology of dia-
betes care. When you become a Professional
Member of the American Diabetes Association
you'll benefit from this commitment by
receiving these 5 ADA publications:

B DIABETES CARE (with supplements), the
unique bimonthly publication for health care
professionals aimed at improving the care of
patients with diabetes through the presen-
tation of research advances with clinical
relevance.

M CLINICAL DIABETES, the bimonthly
newsletter for the primary care physician that
highlights, in a clear, jargon-free style, cur-
rent scientific information and clinical find-
ings about diabetes as they apply to the care
of the patient.

B DIABETES FORECAST, the bimonthly

magazine with treatment and research news
for people with diabetes and their families.
B DIABETES (with supplements), the
monthly journal featuring major scientific
papers and review articles written for the
physician and those in other scientific fields
concerned with diabetes and related endo-
crine and metabolic disorders.

B DIABETES 85, the quarterly newsletter
that provides brief, basic information about
diabetes care for people who live with diabetes.

AND PROFESSIONAL MEMBERSHIP
PROVIDES YOU WITH:

B educational opportunities and savings with
reduced registration fees for ADA’s scientific
meetings throughout the year

B membership in Councils, which are a
forum for discussing new findings and
information with colleagues in specific areas
of diabetes research and care

PLUS MEMBERSHIP ENTITLES YOU TO:

B receipt of the Annual Professional Mem-
bership Directory (published each spring)
B membership in your local ADA Affiliate
B receipt of the Professional Section
Newsletter (published quarterly)

B eligibility for ADA research grants and
awards

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

American
A Diabetes
. Association.
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PLEASE SEND ME AN ADA PROFESSIONAL MEMBERSHIP APPLICATION

NAME

ADDRESS
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American Diabetes Association, 2 Park Avenue, New York, New York 10016



 There is only one human insulin
of recombinant DNA origin...
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and itisidentical to natural human insulin

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

In multicenter studies completed to date, Humulin was shown to be
less immunogenic than mixed beef-pork or purified pork insulin.
The clinical significance of these data has

- ®
not yet been demonstrated. H '
Available in two forms: rapid-acting umu 'n
Humulin® R (regular human insulin  /yyman insulin

[recombinant DNA origin], Injection)

and intermediate-acting Humulin® N (reCOmblnan{ DNA Orlglhj

(NPH human insulin [recombinant
DNA origin], Isophane Suspension).

ANY CHANGE OF INSULIN SHOULD BE MADE CAUTIOUSLY AND ONLY UNDER — i Li

MEDICAL SUPERVISION. CHANGES IN REFINEMENT, PURITY, STRENGTH, Ly F':j!""y arlld (I:oypandyszas
BRAND (MANUFACTURER), TYPE (REGULAR, NPH, LENTE®, ETC.), AND/OR 7 ndianapaolis, Indiana
METHOD OF MANUFACTURE (RECOMBINANT DNA VERSUS ANIMAL-SOURCE

INSULIN) MAY RESULT IN THE NEED FOR A CHANGE IN DOSAGE.

For information on insulin delivery systems,
contact CPI: 1800)-CARDIAC. © 1984, ELI LILLY AND COMPANY





