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

Choosing antidiabetic
1. Micronase—a rational choice in type II diabetes

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

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

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

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 patier
with congestive heart failure. MiCRONASE actually causes
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 1.25 to 5 mg

Oral therapy Discontinue oral hypoglycemict 2.5to5mg

Insulin therapy
(<40 units/day)

Completely discontinue insulin injections
under medical supervision

2.5 to 5 mg

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 (UGDP), a long-term prospective
clinical trial designed to evaluate the effectiveness of glucose-lowering drags in preventing or
delaying vascular complications in patients with noninsuiin-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 tor 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 drag in the sulfonylurea class (tolbutamide) was Included in this study, it is
prudent from a safety standpoint to consider that this warning may apply to other oral hypo-
glycemic drags In this class, in view of their close similarities in mode of action and chemical
structure.
PRECAUTIONS: General - Hypoglycemia: All sulfonylureas are capable of producing severe
hypoglycemia. Proper patient selection and dosage and instructions are important to avoid
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 of Control of Blood Glucose: In diabetic patients
exposed to stress such as fever, trauma, infection or surgery, a loss of control may occur. It may
then be necessary to discontinue MICRONASE and administer insulin. Adequate adjustment of
dose and adherence to diet should be assessed before classifying a patient as a secondary
failure. Information for Patients: Patients should be informed of the potential risks and 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. Carcinogenesis, 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. 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; 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. Hematologic
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 for a 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 (59°-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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directed toward expanding knowledge of physi-
ology and pathophysiology of diabetes mellitus.
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hancing understanding of the disease for health
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When describing surgical procedures on animals,
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anesthetics. For other invasive procedures on an-
imals, report the analgesic or tranquilizing drugs
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such exclusion. When reporting studies on un-
anesthetized animals or on humans, indicate that
the procedures followed were in accordance with
institutional guidelines.

In view of The Copyright Revision Act of 1976,
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following language before manuscripts can be re-
viewed for possible publication: "In consideration
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(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
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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
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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
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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
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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 96:766-
71, 1982, 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
FG, Best CH: The internal secretion of the pan-
creas. J Lab Clin Med7:251 -66,1922. For Books-
Allen M: Studies Concerning Glycosuria and Dia-
betes. Cambridge, MA, Harvard Univ. Press, 1913,
p. 461.

A summary of the content of the paper of not
more than 250 words should be provided. This
should be self-contained and understandable
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
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Paul Robertson, M.D., University of Minnesota, P.O.
Box 731, Minneapolis, MN 55440-0731. Express
mail or correspondence requiring street address
should be addressed to R. Paul Robertson, M.D.,
Phillips-Wangensteen Bldg., Rm. 6-124, 516 Del-
aware St. SE, Minneapolis, MN 55455. Editorial
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ciation, Inc., National Service Center, 1660 Duke
Street, Alexandria, Virginia 22314.
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Master Plan for
NIDDM Control
A Diabinese® (chlorpropamide) prescription

completes the design
Diet, exercise, education and once-daily Diabinese®,
dispensed as written, comprise the Master Plan
for successful non-insulin-dependent diabetes
mellitus (NIDDM) control. For overall NIDDM control,
specify Diabinese® by name.

Proven Efficacy and Safety
In a two-year study comparing Diabinese® to
glyburide, ".. .chlorpropamide was clinically
more effective with a smaller number of primary
and secondary drug failures and a greater
proportion of patients successfully controlled
at the end of 2 years. Severe hypoglycemia was
a greater hazard during treatment with glyburide "'
As with all sulfonylureas, hypoglycemia may occur with Diabinese.

Once-a-day

Olobinese
(chlorpropamide) sss t%s$s?

A GENERATION AHEAD IN NIDDM CONTROL
Reference: 1 . Clarke BF: Comparative effectiveness of glyburide in the treatment of non-insulin-dependent diabetes, in
Diagnosis and Management of Diabetes Mellitus. Postgraduate Medicine: Custom Communications, April 1982, pp 57-65.

Please see Diabinese* (chlorpropamide) brief summary on the following page.

\
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BRIEF SUMMARY
OIABINESE" (chlorpropamide)
TABLETS, USP

CONTRAINDICATIONS
OIABINESE 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 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 tolbutamide (1.5
grams per day) had a rate of cardiovascular mortality approximately 2Vi times that of patients
treated with diet alone. A significant increase in total mortality was not observed, but the use of
tolbutamide was discontinued based on the increase in cardiovascular mortality, thus limiting the
opportunity for the study to show an increase in overall mortality. Despite controversy regarding the
interpretation of these results, the findings of the UGDP study provide an adequate basis for this
warning. The patient should be informed of the potential risks and advantages of OIABINESE (chlor-
propamide) and of alternative modes of therapy.

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

PRECAUTIONS
General

Hypoglycemia: All sulfonylurea drugs are capable of producing severe hypoglycemia. Proper patient
selection, dosage, and instructions are important to avoid hypoglycemic episodes. Renal or hepatic
insufficiency may cause elevated blood levels of DIABINESE and the latter may also diminish
gluconeogenic capacity, both of which increase the risk of serious hypoglycemic 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.

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

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

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

ADVERSE REACTIONS
Hypoglycemia: See PRECAUTIONS section.

Gastrointestinal Reactions: Cholestatic jaundice may occur rarely; DIABINESE should be discontinued
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 (chlorpropa-
mide): if skin reactions persist the drug should be discontinued.

Porphyria cutanea tarda and photosensitivity reactions have been reported with sulfonylureas.
Skin eruptions rarely progressing to erythema multiforme and exfoliative dermatitis have also been reported.
Hematologic Reactions: Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic

anemia, pancytopenia, and eosinophilia have been reported with sulfonylureas.
Metabolic Reactions: Hepatic porphyria and disulfiram-like reactions have been reported with DIABINESE.
Endocrine Reactions: On rare occasions, chlorpropamide has caused a reaction identical to the syndrome of

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

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. Occasionally
cases of gastrointestinal intolerance may be relieved by dividing the daily dosage. A LOADING OR PRIMING
DOSE IS NOT NECESSARY AND SHOULD NOT BE USED.

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

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

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

Five to seven days after the initial therapy, the blood level of chlorpropamide reaches a plateau. Dosage may
subsequently be adjusted upward or downward by increments of not more than 50 to 125 mg at intervals of
3 to 5 days to obtain optimal control. More frequent adjustments are usually undesirable.

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

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, tablet
code 394; (100's, NDC #0663-3940-66; 250s, NDC #0663-3940-71; 1000's, NDC #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

LABORATORIES DIVISION
PFIZER INC . NEW YORK. N Y 10017
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FOR MIID-TO-MODERATE HYPERTENSION

MORE PLUSES IN
HYPERTENSION-PLUS
As initial therapy,''' CAPOTEN can offer the vast majority of hypertensive patients
effective control while helping to maintain quality of life. Because of its distinctive
mode of action, the benefits of CAPOTEN can be extended to patients with
hypertension plus commonly coexisting disorders.

+DIABETES
CAPOTEN does not mask the
warning symptoms of hypo-
glycemia, unlike some beta-
blockers (in insulin-dependent
hypertensive diabetics).

+BRONCHO-
SPASTIC
PULMONARY
DISEASE
CAPOTEN rarely causes
bronchospasm, unlike
some beta-blockers.

+HEART
FAILURE
CAPOTEN improves
cardiac output, unlike
beta-blockers.

"Clearly, ACE inhibition is of special value clinically in hypertensive
patients with diabetes, obstructive lung disease, peripheral vascular
disease, asthma, or heart failure in whom beta-adrenergic blockade
poses recognized problems."'

MORE PLUSES FOR
MORE HYPERTENSIVE PATIENTS

Reference:
1. DiBianco R: Angiotensin converting enzyme inhibition: Unique and effective therapy for hypertension and congestive
heart failure. Postgrad Med 78(5): 229-248, 1985.

*Angiotension Converting Enzyme
tCAPOTEN may be used as initial therapy only for patients with normal renal function in whom the risk of neutropenia/

agranulocytosis is 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.

m:
SQUIBB



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

In clinical trials in patients with hypertension who have normal renal function
(serum creatinine < 1.6 mg/dL and no collagen vascular 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 usually within 3 months after starting therapy, associated
with myeloid hypoplasia and frequently accompanied by erythroid hypoplasia and
decreased numbers of megakaryocytes (e.g., hypoplastic bone marrow and pancyto-
penia); anemia and thrombocytopenia were sometimes seen. Neutrophils generally
returned 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
illness, having collagen vascular disease, renal failure, heart failure or immunosup-
pressant therapy, or a combination of these complicating factors.

Evaluation of the hypertensive or heart failure patient should always
include assessment of renal function. If captopril is used in patients with
impaired renal function, white blood cell and differential counts should be evaluated
prior to starting treatment and at approximately 2-week intervals for about 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 be used only after an assessment of
benefit and risk, and then with caution. All patients treated with captopril should be
told to report any signs of infection (e.g., sore throat, fever); if infection is suspected,
perform counts without delay. Since discontinuation of captopril and other drugs has
generally led to prompt return of the white count to normal, upon confirmation of
neutropenia (neutrophil count <1000/mm3) withdraw captopril and closely follow
the patient's course.

Proteinuria — Total urinary proteins >1 g/day were seen 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 occurred in
about one-fifth of proteinuric patients. In most cases, proteinuria subsided or cleared
within 6 months whether or not captopril was continued. The BUN and creatinine
were seldom altered in proteinuric patients. Since most cases of proteinuria occurred
by the 8th month of therapy, patients with prior renal disease or those receiving
captopril at doses >150 mg/day should have urinary protein estimates (dip-stick on
1st morning urine) before therapy, and periodically thereafter.

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

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

BECAUSE 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.

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

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

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

Agents Affecting Sympathetic Activity — The sympathetic nervous system may be
especially important in supporting blood pressure in patients receiving captopril
alone or with diuretics. Beta-adrenergic blocking drugs add some further 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 Potassium — Give potassium-sparing diuretics or potassium
supplements only for documented hypokalemia, and then with caution, since they
may lead to a significant increase of serum potassium. Use potassium-containing salt
substitutes with caution.

Inhibitors of Endogenous Prostaglandin Synthesis — Indomethacin and other nonsteroidal
anti-inflammatory agents may reduce the antihypertensive effect of captopril, espe-
cially in low renin hypertension.
Drug/Laboratory Test Interaction: Captopril may cause a false-positive urine
test for acetone.
Carcinogenesis, Mutagenesis and Impairment of Fertility: Two-year studies
with doses of 50 to 1350 mg/kg/day in mice and rats failed to show any evidence of
carcinogenic potential. Studies in rats have revealed no impairment of fertility.
Pregnancy: Category C —There are no adequate and well-controlled studies in
pregnant women. Embryocidal effects and craniofacial malformations were observed
in rabbits. Therefore, captopril should be used during pregnancy, or for patients
likely to become pregnant, only if the potential benefit outweighs the potential risk to
the fetus. Captopril crosses the human placenta.
Nursing Mothers: Captopril is secreted in human milk. Exercise caution when ad-
ministering captopril to a nursing woman, and, in general, nursing should be interrupted.
Pediatric Use: Safety and effectiveness in children have not been established
although there is limited experience with use of 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 children only if other measures for controlling blood
pressure have not been effective.
ADVERSE REACTIONS: Reported incidences are based on clinical trials involv-
ing approximately 7000 patients.

Renal—About 1 of 100 patients developed proteinuria (see WARNINGS). Renal in-
sufficiency, renal failure, polyuria, oliguria, and urinary frequency in 1 to 2 of 1000 patients.

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

Dermatologic — 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 1st 4 weeks of therapy. Pruritus, without
rash, in about 2 of 100 patients. A reversible associated pemphigoid-like lesion, and
photosensitivity have also been reported. Angioedema of the face, mucous mem-
branes of the mouth, or of the extremities in about 1 of 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 filtration rate may
decrease transiently, also resulting in transient rises in serum creatinine and BUN.
Small increases in serum potassium concentration frequently occur, especially in
patients with renal impairment (see PRECAUTIONS).

OVERDOSAGE: Primary concern is correction of hypotension. Volume expansion
with an I.V. infusion of normal saline is the treatment of choice for restoration of
blood pressure. Captopril may be removed from the general circulation by hemodialysis.
DOSAGE AND ADMINISTRATION: CAPOTEN (captopril) should be taken
one hour before meals. In hypertension, CAPOTEN may be dosed bid or tid. Dosage
must be individualized; see DOSAGE AND ADMINISTRATION section of pack-
age insert for detailed information regarding dosage in hypertension and in heart
failure. Because CAPOTEN (captopril) is excreted primarily by the kidneys, dosage
adjustments are recommended for patients with impaired renal function.
Consult package insert before prescribing CAPOTEN (captopril).
HOW SUPPLIED: Available in tablets of 12.5, 25, 50, and 100 mg in bottles of 100
(25 mg also available in bottles of 1000), and in UNIMATIC* single dose packs of 100
tablets. (J3-658D)

Of) INNOVATORS IN CARDIOVASCULAR MEDICINE
© 1986 E. R. Squibb & Sons, Inc., Princeton, NJ 08540 526-558 Issued: April 1986SQUIBB



From
Squibb-Novo

i Insulin
f® Delivery System

* The Future of
uman Insulin Delivery Is Here

The first comprehensive, streamlined
i human insulin delivery system

Designed for the
lifestyle of your

, patients with diabetes

S Q U I B B 8
 The diabete$ care specialists

NOVCT

Discreet:
1 Unobtrusive carrying and handling of

NovoPen® may encourage adherence to
multiple daily injection regimens.
• Easy to administer insulin away from
home.

Convenient:
• Sleek fountain-pen design makes it
lightweight and portable.
• Eliminates the need for conventional
syringes and vials for Novolin® R Human
Insulin (semi-synthetic).

Accurate:
• Push-button measurement designed for
accurate delivery of two or more units of
Novolin® R Insulin.
• Eliminates dosing errors that may result
from visually estimating dose.

For further information about NovoPen®,
call 1-800-334-3678. In New Jersey, call
1-800-367-0249.

NovoPen.
bringing new simplicity and
convenience to life with diabetes.

© Squibb-Novo, Inc. February 1987



1

o

Having it all

v-1

i |



only with Chemstrip bG

The original
dry-wipe
strip

Can be read either visually or
withAccu-Chek®II

The strip with unsurpassed service
support programs:

• Patient education materials

• Staff training

• nationwide Diabetes
Supply Center network

• Specialized sales force

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

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

BOEHRINGER
MAIMlMntllVI

DIAGNOSTICS

PO Box 50100
Indianapolis. IN 46250



Your patients may not have
a choice about taking insulin.

They should have a choice
about how they take it.

'It's not so bad;
you'll get used Whatelsecouldyou
TO t i l e n e e d l e , tell the diabetic who
must take insulin? After all, taking insulin is life-
sustaining to many, while for others it is the best •
way to control blood sugar and retard or prevent
life-threatening complications. Your challenge is to
obtain maximum compliance, for effective control.

The reality, however, is that puncturing the skin with
a needle is neither normal nor something to look
forward to with anything but resignation, and for
various psychosocial or physical reasons something
that can be painful.

Even patients
must tell themselves,

"It 'S n o t SO b a d . " How else could they
cope with up to 1,000 punctures a year?
How many of your patients would rather live without
needle injections and still have the maximum benefit
of insulin therapy?

Medi-Jector*
Needleless Injection:
p h o t t o r r h n i r o The development
a UCLLCI uiiuiuc ofMedi_jectors

C o m p l i a n c e , needleless injection
technology has
paralleled the
evolution of modern

diabetes management, with its goal of improved
control facilitated by self blood glucose monitoring
and multiple daily doses of insulin.

The prospect of multiple daily injections cannot be
pleasant for patients who have found one shot a day
to be painful, or for patients who have never taken
insulin before. Such fear of needle punctures can
result in a detrimental compliance problem.

Medi-Jector is a precision,
mechanically-powered
injection device, proven
in over seven years of
patient use by thousands
Of d i a b e t i C S . Medi-Jector forces insulin,
under pressure, through a tiny orifice which pro-
duces a liquid column that is one-third the size of
the smallest needle. After penetration, the insulin is
rapidly dispersed through the planes of least resistance
as a fine spray. Penetration depth is adjustable to
accommodate individual and site-to-site variation in
skin resistance. Nothing touches the patient but the
tiny column of insulin. Compared to needle injections,
there is less tissue trauma, greater insulin dispersion
and improved absorption. Most important, the
injection sensation is virtually undetectable.

Medi-Jector users tell us they could no longer conceive
of taking multiple injections with a needle, and most
say they never want to "see" an insulin syringe again.



Medi-Jector LV
designed for modern
insulin therapy

Derata Corporation, a
pioneer in the research and
development of insulin jet
injector systems, designed
its third generation system
to meet the needs of
modern multiple insulin
injection therapy.

Medi-Jector LV delivers up to 50
units of U-100 (single or mixed doses) with
unequaled comfort. Confirmed accuracy (tenths of
a unit) delivers precise doses, time after time.

Its compact size (6 inches long) and light weight (12
ounces) provides anywhere, anytime convenience.

Simple operation and available training materials
makes patient instruction easy and effective.
Continuing customer support services ensure
patient confidence and maximum utilization.

Medi-Jector LV is classified as durable medical
equipment and is 80% to 100% covered by many
insurance plans. Additionally, the Derata Corporation
is so confident of the quality and comfort of the
Medi-Jector LV that it is sold with a prorated
money-back guarantee and warranteed for five
years. Medi-Jector LV will provide your patients

years of economical, effective insulin delivery with
a comfort unequaled by insulin syringes.

Wouldn't your patients appreciate the
opportunity to compare Medi- Jector LV with
the needle, and then choose? Show them the
modern alternative, then let them choose.

Discover why your patients
deserve to have the
Medi-Jector choice — call us
at l-800-328-3074?We will
provide you with complete
information and the name
of your local distributor.
'Minnesota residents please call 612-535-6765

P-10185

DER^TA
CORPORATION

7380 32nd Avenue North
Minneapolis, MN 55427



For diabetics
with peripheral arterial

disease...
Circulatory insufficiency—a 'tf'
well-known factor in the patho- :1
genesis of diabetic complica- fyfyX
tions—predisposes diabetics to
intermittent claudication.1 In
addition to narrowing of the •••

4 blood vessels, two specific
t microcirculatory abnormalities

—decreased red cell flexibility
: and increased blood viscosity-

are also associated with diabetes.'2 Although ideal glucose control
might correct these abnormalities, glucose levels do fluctuate, and _-.-,^.-^
patients remain at risk.



when tnicrocirculatory
blood flow improves,

so does life.
Though glucose
control may be
imperfect, Trental®
increases red cell
flexibility and
lowers blood vis-
cosity. The flow of
red cells—which
are larger than
the diameter of
the microcirculatory vessels—is enhanced through
the capillary bed, and tissue perfusion and oxygen-
ation improve.3'5

Evidence of improved perfusion and oxygena-
tion has been obtained from experimental mea-
surements of partial pressures of oxygen (pO2) in
the calf muscles of patients with limb ischemia
given Trental®.6

Significant improvement
in stabilized diabetics2

The effectiveness of Trental® on intermittent
claudication has been demonstrated in a controlled
trial of 50 maturity-onset diabetics stabilized on
insulin, oral antidiabetics, or diet alone. Eighty-four
percent of patients receiving Trental® 400 mg b.i.d.
showed a significant improvement in walking dis-
tance, compared with 17% of those on placebo.

Trentar-treated patients also had significant
improvement in paresthesias, skin temperature, and
subjective overall response.

Not a vasodilator • Not an anticoagulant
Not related to aspirin or dipyridamole

Trentala
(pentoxifylline)

400 mg
Tablets

r The only proven-
effective agent for

intermittent claudication
symptomatic of peripheral
arterial disease

Trental®can improve function and symptoms, but is not intended to
replace more definitive therapy such as surgery.

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

©1987 by Hoechst-Roussel Pharmaceuticals Incorporated.



References: 1. Oughton J, etal: Diabetes mellitus: Its effect on the flow properties of blood
Horm Metab Res //(Suppl): 112-129, 1981. 2. Schubotz R: Double-blind trial of pentoxifylline in
diabetes with peripheral vascular disorders. Pharmatherapeutica 7(3): 172-179, 1976.
3. Dormandy JA, etal: Clinical, hemodynamic, rheological, and biochemical findings in 126
patients with intermittent claudication. BrMedJ4: 576, 1973. 4. Reid HL, etal: Impaired red cell
deformability in peripheral vascular disease Lancet 1 666, 1967 5. Stormer B, etal: Rheological
changes in the blood of patients with chronic arterial occiusive disease after the administration
of vasoactive drugs. CurrMed Res Opin 4: 588, 1977. 6. Ehrly AM: Effects of orally administered
pentoxifylline on muscular oxygen pressure in patients with intermittent claudication. IRCS Med
So 70:401, 1982.

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 occiusive 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 occiusive 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® (pentoxifylline) 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-
pertensive therapy. If indicated, dosage of the antihypertensive agents should
be reduced.

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). The 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 Trental® (pentoxifyl-
line) capsules, or the corresponding placebos. 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

(Numbers of Patients at Risk)
Discontinued for Side Effect
CARDIOVASCULAR SYSTEM

Angina/Chest Pain
Arrhythmia/Palpitation
Flushing

DIGESTIVE SYSTEM
Abdominal Discomfort
Belching/Flatus/Bloating
Diarrhea
Dyspepsia
Nausea
Vomiting

NERVOUS SYSTEM
Agitation/Nervousness
Dizziness
Drowsiness
Headache
Insomnia
Tremor
Blurred Vision

Controlled- Release
Tablets

Trental®
(321)
3.1

0.3
—
—

—
0.6

2.8
2.2
1.2

—
1.9
—
1.2
—
0.3
—

Placebo
(128)

0

—
—
—

—
—

4.7
0.8
—

—
3.1
—
1.6
—
0.8
—

Immediate-Release
Capsules

Trental®
(177)
9.6

1.1
1.7
2.3

4.0
9.0
3.4
9.6

28.8
4.5

1.7
11.9
1.1
6.2
2.3

2.3

Placebo
(138)
7.2

2.2
0.7
0.7

1.4
3.6
2.9
2.9
8.7
0.7

0.7
4.3
5.8
5.8
2.2

1.4

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, dry
mouth/thirst; Nervous—anxiety, confusion; Respiratory—epistaxis, flu-like
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 Hemicand Lymphatic—decreased serum
fibrinogen, pancytopenia, purpura, thrombocytopenia.
OVERDOSAGE:
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, special 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 6 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 of Trental® (pentoxifylline) should be discontinued.

Hoechst-Roussel Pharmaceuticals Inc. H O G C t l S l ULJ
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For many hypertensive patients

YOU MAY CHANGE THE WAY YOUR



PATIENTS FELL

Usually tyo 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 1:1000 (0.3 mL to 0.5 mU
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 avaijable data are insufficient to show
that VASOTEC does not have a similar risk (see WARNINGS).
Discontinue therapy with a beta bjocker 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 MANY HYPERTENSIVE PATIENTS
ONCE-A-DAY

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



VASOTEC
(ENALAPR1L MALEATE MSD)

Contraindications: VASOTEC* (Enalapril Maleate, MSD) is contraindicated in patients 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 face and lips the condition has
generally resolved without treatment, although antihistamines 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 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. (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 patients, therapy should be started under
very close medical supervision. Such patients should be followed closely for the first two weeks of
treatment and whenever the dose of enalapril and/or diuretic is increased.
|f hypotension occurs, the patient should be placed in supine position and, if necessary, receive an
intravenous infusion of normal saline. A transient hypotensiye response is not a contraindication
to further doses, which usually can be given without difficulty once the blood pressure has
increased after volume expansion.
Neutropenia/Agranulocytosis: Another ACE inhibitor has been shown to cause agranulocytosis
and bone marrow depression, rarely in uncomplicated patients but more frequently in patients
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 rates. Foreign marketing experience has revealed several cases of neutropenia or agranu-
locytosis in which a causal relationship to enalapril cannot be excluded. Periodic monitoring of
white blood cell counts in patients with collagen vascular disease and renal disease should be
considered.
Precautions: General: Impaired Renal Function: As a consequence of inhibiting the renin-
angiotensin-aldosterone system, changes in renal function may be anticipated in susceptible indi-
viduals. In patients with severe congestive heart failure whose renal function may depend on the
activity of the renin-angiotensin-aldosterqne 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 artery stenosis,
increases in blood urea nitrogen and serum creatinine were observed in 20% of patients. These
increases were almost always reversible upon discontinuation of enalapril and/or diuretic therapy.
In such patients renal function should be monitored during the first few weeks of therapy.
Some hypertensive patients 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 to 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 of discontinuation of therapy
in 0.28% of hypertensive patients. Risk factors for the development of hyperkalemia may include
renal insufficiency, diabetes mellitus, and the concomitant use of 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 lor Patients:
Angioedema: Angioedema, including laryngeal edema, may occur especially following the first
dose of enalapril. Patients should be so advised and told to report immediately any signs or
symptoms suggesting angioedema (swelling of face, 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 lightheadedness especially during the first
few days of therapy. If actual syncope occurs, the patients 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 fall in blood pressure because of 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 to 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 neutropenia.
NOTE: As with many other drugs, certain advice to patients being treated with enalapril is war-
ranted. This information is intended to aid in the safe and effective use of this medication. It is not
a disclosure of all possible adverse or intended effects.
Drug Interactions:
Hypotension: Patients on Diuretic Therapy: Patients on diuretics and especially those in whom

diuretic therapy was recently instituted may occasionally experience an excessive reduction of
blood pressure after initiation of therapy with enalapril. The possibility of hypotensiye effects with
enalapril can be minimized by either discontinuing the diuretic or increasing the salt intake prior to
initiation of 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 beta-adrenergic-
blocking agents, methyldopa, nitrates, calcium-blocking agents, hydralazine, and prazosin with-
out evidence of 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 to 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 fetotoxicify or teratogenicity 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 times 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: Safety 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 to
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% of 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 orthostatic effects (1.3%).
Clinical adverse experiences occurring in 0.5% to 1.0% of patients in the controlled trials or since
the drug was marketed include:
Cardiovascular: Syncope, orthostatic hypotension, palpitations, chest pain.
Nervous System: Insomnia, nervousness, paresthesia, 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 the face,;
extremities, lips, tongue, or glottis occurs, treatment with VASOTEC should be discontinued and'
appropriate therapy instituted immediately. (See WARNINGS.)
Hypotension: Combining the results of clinical trials in patients with hypertension or congestive j
heart failure, hypotension (including postural hypotension and other orthostatic effects) was j
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% of hyperten-'
sive patients. (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 creatinine, reversible upon discontinuation of therapy, were observed in about
0.2% of patients with essential hypertension treated with VASOTEC alone. Increases are more
likely to occur in patients receiving concomitant diuretics or in patients with renal artery stenosis.
(See PRECAUTIONS.)
Hemoglobin and Hematocrit: Small decreases in hemoglobin and hematocrit (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. |v| S U

For more detailed information, consult your MSD representative or see Pre- M E R C K
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