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

Choosing antidiaberic
1. Micronase—a rational choice in type II diabetes
Insulin levels are normal or elevated in most patients with
type II diabetes, although insulin action is markedly
impaired. MICRONASE helps normalize the tissue response
to endogenous insulin.

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

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

O- Micronase—for the type II diabetic
patient who is also hypertensive:
Control without risk of water retention
This may also be significant for the type II diabetic patien
with congestive heart failure. MICRONASE actually causes
mild diuresis.

© 1987 The Upjohn Company



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. ' . .

f iPBI Your initial Rx in type II diabetes

ronose
glyburide, 5 mgTablets

For brief summary of prescribing information, please turn page.



Micronaseiablets (glybunde)
Dotage 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 5mg

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 noninsulin-dependent diabetes. The study In-
volved 823 patients who were randomly assigned to one of four treatment groups (Diabetes, 19
[Suppl 2]: 747-830,1970).
UGDP reported that patients treated for 5 to 8 years with diet plus a fixed dose of tolbutamide (1.5
grams per day) had a rate of cardiovascular mortality approximately 2-1/2 times that of patients
treated with diet alone. A significant increase In total mortality was not observed, but the use of
tolbutamide was discontinued based on the increase in cardiovascular mortality, thus limiting
the opportunity for the study to show an increase in overall mortality. Oespite controversy re-
garding the interpretation of these results, the findings of the UGDP study provide an adequate
basis for this warning. The patient should be Informed of the potential risks and advantages of
MICRONASE and of alternative modes of therapy.
Although only one drug in the sulfonylurea class (tolbutamide) was included in this study, It is
prudent 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 ol Control olBlood 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 tor 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. Drag 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. Carclnogenesis, Mutagenesis, and Impairment of Fertility: Studies in rats at doses up to
300 mg/kg/day for 18 months showed no carcinogenic effects. Glyburide is nonmutagenic when
studied in the Salmonella microsome test (Ames test) and in the DNA damage/alkaline elution assay.
Pregnancy: Teratogenic Eflects: 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 Ettects: 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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Custom-made for DIABETES CARE,
these journal slipcases and binders
turn back issues into a permanent
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blue leatherette, and embossed with
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Presenting D IASCAN-

SIMPLY SUPERIOR
THE DIASCAN* BLOOD GLUCOSE

SELF-MONITORING SYSTEM
Featuring the New Diascan-S Meter

I t 's Simple: Easy to learn . . . easier to use. Everything about it is easy . . . from applying
the sample to the test strip (no need for hanging drop) to removing the sample from the pad . . .
from touch calibration to adjustable prompts. Even the door has been eliminated . . . just insert
the strip and read.

I t 's smar t : So smart that it remembers the last ten tests, compensates for variations in
temperature, and tells you if the strip is not seated correctly. The DIASCAN-S offers the broadest
available range (10-600 mg/dl), plus unsurpassed accuracy and reliability that has made
DIASCAN the fastest growing blood glucose self-monitoring system in America.

D I A S C A N - S : T h e Sensible Choice. Simplicity of use plus superior technology add
up to the ideal blood glucose self-monitoring system. For more information contact your local
Diabetes Training Center or call Home Diagnostics, Inc. 1-800-DIASCAN (in New Jersey and
outside the USA, please call 201-542-7788).

© 1987 All rights reserved. HDI-1
'Trademark Home Diagnostics, Inc. 6 Industrial Way West Eatontown, NJ 07724

HDI-Home Diagnostics, Inc.
The Innovative Name in Patient-Oriented Diagnostics
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Human insulin for all. Humulin
human insulin
(recombinant DNA origin)

Identical to human insulin. Humulin is the only insulin not
derived from animal pancreases.

Recombinant DNA technology makes the production of
Humulin possible and virtually assures every insulin user of a
lifetime supply.

From Lilly . . . a dependable source of insulin for
generations. Since 1922, when we became the first company
to manufacture insulin, we have led the search for the best
diabetes care products and, at the same time, maintained a
constant supply of insulin for all insulin users.

Our 24 formulations of insulin—including Humulin and all
forms of lletin® (insulin)—are available through the widest retail
distribution of insulin in the United States.

Beyond that, we will continue to provide a wide range of
diabetes service and educational materials for use by physi-
cians, pharmacists, and diabetes educators.

© 1986, ELI LILLY AND COMPANY

Our Medical Division is on call. Our Medical Division staff
is only a phone call away. Please contact them if you have any
questions about our diabetes care products.

Any change of insulin should be made cautiously and
only under medical supervision. Changes in refinement,
purity, strength, brand (manufacturer), type (regular, NPH,
Lente®, etc), and/or method of manufacture (recombinant DNA
versus animal-source insulin) may result in the need for a change
in dosage.

Lilly Leadership

For information on insulin delivery systems, contact CPI: l-(800)-227-3422.

Eli Lilly and Company
Indianapolis, Indiana 46285
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OUTLOOKS
FOR TOMORROW

The American Dietetic Association
70th Annual Meeting

Atlanta, Georgia

October 19-23, 1987

Explore "Outlooks for Tomorrow" at The American Dietetic Association's 70th Annual Meeting in Atlanta, Georgia.
Over 600 experts in nutrition, health, research, legislation, marketing, and management will lead educational
programs and poster sessions; and over 350 companies will participate in the largest exhibition of its kind.

Take part in shaping the future of nutrition healthcare. Contact the ADA Department of Meetings (312/280-5000)
for more information.

The American Dietetic Association

Our 70th Year

THE AMERICAN DIETETIC ASSOCIATION • 430 NORTH MICHIGAN AVENUE • CHICAGO, ILLINOIS 60611

DIABETES
RESEARCH ^EDUCATION

TOUHDATIOri
The Diabetes Research and Education Foundation, Inc. is

soliciting grant requests for promising initiatives in the field of
diabetes research and education. The Foundation is an independent,
non-profit organization with a Board of Trustees comprised of
specialists in diabetes research, clinical practice, pharmacy and
patient education. The Board meets twice per year to review grant
requests and disburse awards. Individual grant awards are currently
limited to $20,000.

To be considered at the next meeting, which is scheduled for
November, grant applications must be received by September 30, 1987.
Applications can be obtained by writing to:

Diabetes Research and Education Foundation, Inc.
P. O. Box 6168

Bridgewater, NJ. 08807-9998
ATTENTION: Herbert Rosenkilde, M.D., Executive Director

D03003-587
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WHEN
HYPERTENSION
COEXISTS WITH
DIABETES...

Consider the
CAPOTEN difference.

"CAPOTEN 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. Overall, the most frequently occurring adverse
reactions associated with CAPOTEN are skin rash and
taste alteration; both effects are generally mild,
reversible, or self-limited. See INDICATIONS AND
USAGE, WARNINGS, and ADVERSE REACTIONS in the
brief summary on adjacent page.

Novolingis a licensed trademark of NOVO Industri A/S.

Effective control*
• 50 mg to 100 mg daily effectively controls most
patients with mild hypertension1

Fewer complications
•Studies of hypertensive patients with concurrent
Type I or Type II diabetes show that CAPOTEN
does not affect glucose metabolism2 3

•Unlike some beta-blockers,4 CAPOTEN is not
associated with hyperglycemic or hypoglycemic
changes and does not mask the symptoms of
hypoglycemia

•Unlike diuretics,4 CAPOTEN is not associated with
impairment of glucose tolerance in diabetics
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CAPOTEN'1 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 a 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 mcgakaryocytes (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/mm') 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/dayj, 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.

References: 1. Drayer JM, Weber MA: Monotherapy of essential
hypertension with a converting-enzyme inhibitor. Hypertension
5(5-SupplIII):108-113,1983.
2. D'Angelo A, Sartori L, Gambaro G, et al: Captopril in the treatment
of hypertension in type I and type II diabetic patients, Postgrad Med J
62(Suppl l):69-72, 1986.
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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-Iike 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)

3. Matthews DM, Wathen CG, Bell D, et al: The effect of captopril on
blood pressure and glucose tolerance in hypertensive non-insulin
dependent diabetics. Postgrad Med J 62(Suppl I):73-75,1986.
4. Christlieb AR: Management of hypertension in the patient with
diabetes mellitus. Practical Cardiol 8:94-103,1982.
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MICROALBUMINURIA
Microalbuminuria is an early
predictor of diabetic kidney
disease. Early detection and
successful management offer
the promise of a full life.
Diagnostic Products Corpora-
tion has developed three kits
to aid in the management of
diabetes and diabetes-related
conditions.

ALBUMIN
DPCs Albumin kit is unique
in that it measures urinary
albumin in the range of
microalbuminuria, with a sen-
sitivity of 0.9 Ljg/ml. Patients
can be monitored routinely,
so that abnormal levels of
urinary albumin can be
detected before irreversible
kidney damage occurs.

C-PEPTIDE
C-peptide levels can serve as
a valuable index of insulin
secretion. The DPC double-
antibody assay for measuring
C-peptide levels in serum and
urine requires less than one
hour of bench time and has a
sensitivity of 0.03 ng/ml.

INSULIN
The simplicity of DPCs Coat-
A-Count Insulin kit makes it
ideal for routinely assaying

serum insulin levels. The
assay, which uses human
serum calibrators to eliminate
matrix effects, has a detec-
tion limit of 3 ulU/ml.

DPC is committed to qual-
ity products and excellent
service to increase laboratory
convenience and improve
diagnosis and patient care.

Call DPC for more informa-
tion about these kits and
others in our extensive prod-
uct line.
DPC is the company
that listens.

Diagnostic Products Corporation

5700 West 96th Street
Los Angeles. California 90045

(213) 776-0180 Los Angeles
(800) 421-5116 Nationwide
(800) 621-1302 California



NEW.
TM

TRACER
Blood Glucose Micro-monitor

UNMISTAKABLY THE ONE
FOR PATIENTS ON THE GO

Ideal for accurate results anywhere, anytime
Considering today's hectic lifestyles, it's important
that your diabetes patients be able to test for their
blood glucose easily in settings other than the home.
That's why Boehringer Mannheim Diagnostics
has designed the TRACER™ Blood Glucose
Micro-monitor for patients on the go.
Since it fits so easily into pocket or purse, your
patients can test conveniently anywhere, anytime.
And you can count on TRACER™ for accurate and
reliable blood glucose readings in the 40 to
400 mg/dL range.

Special features for extra convenience
TRACER™ has other advantages as well, such as
the unique TRACER bG™ Test Strips which are
smaller than conventional strips and thus require
less blood. In addition, these strips utilize the same
superior chemistry as CHEMSTRIP bG® Test Strips.
Furthermore, TRACER™ has a convenient mem-
ory function that allows for storage of up to seven
glucose values so that your patients can test now
and record their results later.

High quality to meet the highest standards
TRACER™ has been developed to meet the highest
standards of quality, accuracy and convenience.
At Boehringer Mannheim Diagnostics, the commit-
ment to achieve better diabetes control through
technology and education is ongoing.
For more information, please contact your
Boehringer Mannheim Diagnostics sales repre-
sentative or call toll-free 1-800-858-8072.

THE LINE OF CONFIDENCE
IN DIABETES CONTROL
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TIMER





Effective control time and time again1

Effective control of fasting and postprandial
glucose—patient after patient, meal after meal,
year after year.

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

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

In concert with diet in non-insulin-
dependent diabetes mellitus

Glucotrol
(V"111 r^ll"^irHc^T 5"mS and 1O-mg / \ /
L y 11 |^JI^JLJC3 J Scored Tablets ^ \

SYNCHRONIZED
SULFONYLUREA THERAPY

Please see brief summary of Glucotrol* (glipizide)
prescribing information on next page.



Reference:
1. Sachs R. Frank M Fishman SK Overview ol clinical experience with glipizide. in Glipmde A Worldwide Review
Princeton, NJ. Excerpta Medica. 1984. pp 163-172
GIUCOTRM* (illplildt) Tablets
Brief Summary of Prescribing Information
INDICATIONS AND USAGE: GLUCOTROL is indicated as an adjunct to diet tor the control of hyperglycemia in patients
with non-insulin-dependent diabetes mellitus (NIDDM. type II) after an adequate trial of dietary therapy has proved
unsatisfactory
CONTRAINDICATIONS: GLUCOTROL is contramdicated in patients with known hypersensitivity to the drug or with
diabetic ketoacidosis. with or without coma, which should be treated with insulin
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration of oral hypogly-
cemic 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 ol
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 ol lour treatment groups (Diabetes
19. supp. 2:747-830.1970).
UGDP reported thai patients treated lor 5 to 8 years with diet plus a Hied dose ol tolbutamide (1.5 grams per day)
had a rate ol cardiovascular mortality appropriately 2-1/2 times that of patients treated with diet alone. A
significant Increase in total mortality was not observed, but the use ol tolbutamide was discontinued based on the
Increase in cardiovascular mortality, thus limiting the opportunity lor the study to show an increase in overall
mortality. Despite controversy regarding the interpretation of these results, the findings ol the UGDP study
provide an adequate basis for this warning. The patient should be informed of the potential risks and advantages
of GLUCOTROL and ol alternative modes ol therapy.
Although only one drug In the sullonylurea class (tolbutamide) was included in this study, it is prudent Irom a
safety standpoint to consider that this warning may also apply to other oral hypoglycemic drugs in this class, in
view ol their close similarities in mode ol action and chemical structure.
PRECAUTIONS: Renal and Hepatic Disease: The metabolism and excretion of GLUCOTROL may be slowed in patients
with impaired renal and/or hepatic function Hypoglycemia may be prolonged in such patients should it occur
Hypoglycemia: All sullonylureas are capable of producing severe hypoglycemia Proper patient selection, dosage and
instructions are important to avoid hypoglycemia Renal or hepatic insufficiency may increase the risk ol hypogly-
cemic reactions Elderly, debilitated, or malnourished patients and those with adrenal or pituitary insufficiency are
particularly susceptible to the hypoglycemic action of glucose-lowering drugs Hypoglycemia may be difficult to
recognize in the elderly or people taking beta-adrenergic blocking drugs Hypoglycemia is more likely to occur when
caloric intake is deficient, alter severe or prolonged exercise, when alcohol is ingested, or when more than one
glucose-lowering drug is used
Loss ol Control of Blood Glucose: A loss of control may occur in diabetic patients exposed to stress such as fever,
trauma, infection or surgery It may then be necessary to discontinue GLUCOTROL and administer insulin.
Laboratory Tests: Blood and urine glucose should be monitored periodically Measurement of glycosylated hemo-
globin may be useful
Information lor Patients: Patients should be informed of the potential risks and advantages of GLUCOTROL. of
alternative modes of therapy, as well as the importance of adhering to dietary instructions, ol a regular exercise
program, and of regular testing of urine and or blood glucose The risks of hypoglycemia. its symptoms and
treatment, and conditions that predispose to its development should be explained to patients and responsible family
members Primary and secondary failure should also be explained
Drug Interactions: The hypoglycemic action of sullonylureas may be potentiated by certain drugs including non-
steroidal anti-inflammatory agents and other drugs that are highly protein bound, salxylates. sulfonamides. chlor-
amphemcol. probenecid. coumanns, monoamine oxidase inhibitors, and beta adrenergic blocking agents In vitro
studies indicate that GLUCOTROL binds differently than tolbutamide and does not interact with salicylate or dicumarol
However, caution must be exercised in extrapolating these findings to a clinical situation Certain drugs tend to
produce hyperglycemia and may lead to loss of control, including the thiazides and other diuretics, corticosteroids.
phenothiazines. thyroid products, estrogens, oral contraceptives, phenytoin. mcotimc acid, sympathomimetics.
calcium channel blocking drugs, and isomazid A potential interaction between oral miconazole and oral hypoglycemic
agents leading to severe hypoglycemia has been reported Whether this interaction also occurs with the intravenous,
topical, or vaginal preparations of miconazole is not known
Carcinogenesls. Mutagenesls, Impairment of Fertility: A 20-month study in rats and an 18-month study in mice at
doses up to 75 times the maximum human dose revealed no evidence of drug-related carcinogemcity Bacterial and in
vivo mutagemcity tests were uniformly negative Studies in rats of both sexes at doses up to 75 limes the human dose
showed no effects on fertility
Pregnancy: Pregnancy Category C GLUCOTROL (glipizide) was found to be mildly fetotoxic in rat reproductive studies
at all dose levels (5-50 mg/kg) This letotoxicity has been similarly noted with other sullonylureas. such as
tolbutamide and lolazamide The effect is perinatal and believed to be directly related to the pharmacologic
(hypoglycemic) action of GLUCOTROL In studies in rats and rabbits no teratogemc effects were found There are no
adequate and well-controlled studies in pregnant women GLUCOTROL should be used during pregnancy only if the
potential benefit |uslifies the potential risk to the fetus
Because recent information suggests that abnormal blood glucose levels during pregnancy are associated with a
higher incidence of congenital abnormalities, many experts recommend that insulin be used during pregnancy to
maintain blood glucose levels as close to normal as possible
Nonteratoganlc Effects: Prolonged severe hypoglycemia has been reported in neonates born to mothers who were
receiving a sullonylurea drug at the time of delivery This has been reported more frequently with the use of agents with
prolonged half-lives GLUCOTROL should be discontinued at least one month before the expected delivery date
Nursing Mothers: Since some sullonylurea drugs are known to be excreted in human milk, insulin therapy should be
considered if nursing is to be continued
Pedlatrlc Use: Salety and effectiveness in children have not been established
ADVERSE REACTIONS: In controlled studies, the frequency of serious adverse reactions reported was very low. Of
702 patients. 11 8°i reported adverse reactions and in only 1 5% was GLUCOTROL discontinued
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE sections
Gastrointestinal: Gastrointestinal disturbances, the most common, were reported with the following approximate
incidence nausea and diarrhea, one in 70: constipation and gastralgia. one in 100 They appear to be dose-related and
may disappear on division or reduction ol dosage Cholestatic iaundice may occur rarely with sullonylureas
GLUCOTROL should be discontinued if this occurs
Dermatologic: Allergic skin reactions including erythema, morbilliform or maculopapular eruptions, urticaria,
pruritus, and eczema have been reported in about one in 70 patients These may be transient and may disappear
despite continued use of GLUCOTROL. il skin reactions persist, the drug should be discontinued Porphyna cutanea
tarda and photosensitivity reactions have been reported with sullonylureas
Hematologlc: Leukopema. agranulocytosis. thrombocytopema. hemolytic anemia, aplastic anemia, and pan-
cytopema have been reported with sullonylureas
Metabolic: Hepatic porphyna and disulfiram-hke alcohol reactions have been reported with sullonylureas. Clinical
experience to date has shown that GLUCOTROL has an extremely low incidence ol disulfiram-like reactions
Endocrine Reactions: Cases of hyponatremia and the syndrome of inappropriate antidiuretic hormone (SIAOH)
secretion have been reported with this and other sullonylureas
Miscellaneous: Dizziness, drowsiness, and headache have each been reported in about one in fifty patients treated
with GLUCOTROL They are usually transient and seldom require discontinuance of therapy
OVERDOSAGE: Overdosage of sultonylureas including GLUCOTROL can produce hypoglycemia If hypoglycemic
coma is diagnosed or suspected, the patient should oe given a rapid intravenous injection of concentrated
(50%) glucose solution This should be followed by a continuous infusion of a more dilute (10%) glucose solution at a
rate that will maintain the blood glucose at a level above 100 mg dL Patients should be closely monitored tor a
minimum of 24 to 48 hours since hypoglycemia may recur after apparent clinical recovery Clearance of GLUCOTROL
from plasma would be prolonged in persons with liver disease Because of the extensive protein binding of
GLUCOTROL (glipizide). dialysis is unlikely to be of benefit
DOSAGE AND ADMINISTRATION: There is no fixed dosage regimen tor the management of diabetes mellitus with
GLUCOTROL. in general, it should be given approximately 30 minutes before a meal to achieve the greatest reduction
in postprandial hyperglycemia
Initial Dose: The recommended starting dose is 5 mg before breakfast Geriatric patients or those with liver disease
may be started on 2 5 mg Dosage adjustments should ordinarily be in increments of 2 5-5 mg. as determined by
blood glucose response At least several days should elapse between titration steps
Maiimum Dose: The maximum recommended total daily dose is 40 mg
Maintenance: Some patients may be effectively controlled on a once-a-day regimen, while others show better
response with divided dosing Total daily doses above 15 mg should ordinarily be divided
HOW SUPPLIED: GLUCOTROL is available as white, dye-free, scored diamond-shaped tablets imprinted as follows
5 mg tablet—Pfizer 411 (NDC 5 mg 0049-4110-66) Bottles ol 100.10 mg tablet—Pfizer 412 (N0C10 mg 0049-4120-66)
Bottles of 100
CAUTION: Federal law prohibits dispensing without prescription.
More detailed professional information available on request.

A division of Pfizer Pharmaceuticals
New York. New York 10017

A few
gentle words

about
blood sampling.



FOR HYPERTENSIVE PAnENTS
INTOLERANT

OF BE1ABLOCKER THERAPY

CONSIDER

[VASOTECJ
(ENALAPRIL MALEATE MSD)

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



For many hypertensive patients
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PATIENTS FEEL

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

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

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

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

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



VASOTEC
(ENALAPRIL MALEATE I MSD)

Contraindjcations: 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 hypotensive 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-aldoslerqne 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 mellilus, 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. II 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 ol 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 hypotensive 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 is augmented by antihy-
pertensive agents that cause renin release (e.g., diuretics).

Other Cardiovascular Agents: VASOTEC (Enalapril Maleate, MSD) has been used concomitantly
with beta-adrenergic-blocking agents, methyldopa, nitrates, calcium-blocking agents, hydrala-
zine, and prazosin without 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 fetotoxicity 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, hyperhidrosis, impotence, pruritus, asthenia.
Angioedema: Angioedema has been reported in patients receiving VASOTEC (0.2%). Angio-
edema associated with laryngeal edema may be fatal. If angioedema of the face, extremities, lips,
tongue, glottis, and/or larynx occurs, treatment with VASOTEC should be discontinued and
appropriate therapy instituted immediately. (See WARNINGS.)
Hypotension: Combining the results ol clinical trials in patients with hypertension or congestive
heart failure, hypotension (including postural hypotension and other orthostatic effects) was
reported in 2.3% of patients following the initial dose of enalapril or during extended therapy. In
the hypertensive patients, hypotension occurred in 0.9% and syncope occurred in 0.5% of
patients. Hypotension or syncope was a cause for discontinuation of therapy in 0.1% 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, Ihrombocytopenia, and bone marrow depres-
sion have been reported.

Dosage and Administration: In patients who are currently being treated with a diuretic, symp-
tomatic hypotension occasionally may occur following the intitial dose of VASOTEC. The diuretic
should, if possible, be discontinued for two to three days before beginning therapy with VASOTEC
to reduce the likelihood of hypotension. (See WARNINGS.) If the patient's blood pressure is not
controlled with VASOTEC alone, diuretic therapy may be resumed.

If the diuretic cannot be discontinued, an initial dose ol 2.5 mg (break the 5-mg tablet) should be
used under medical supervision for at least one hour to determine whether excess hypotension
will occur. (See WARNINGS and PRECAUTIONS, Drug Interactions.)

The recommended intial dose in patients not on diuretics is 5 mg once a day. Dosage should be
adjusted according to blood pressure response. The usual dosage range is 10 to 40 mg per day
administered in a single dose or two divided doses. In some patients treated once daily the
antihypertensive effect may diminish toward the end of the dosing interval. In such patients, an
increase in dosage or twice daily administration should be considered. If blood pressure is not
controlled with VASOTEC alone, a diuretic may be added.

Concomitant administration of VASOTEC with potassium supplements, potassium salt substi-
tutes, or potassium-sparing diuretics may lead to increases of serum potassium (see PRECAU-
TIONS).
Dosage Adjustment in Renal Impairment: The usual dose of enalapril is recommended for patients
with a creatinine clearance >30 mL/min (serum creatinine of up to approximately 3 mg/dL). For
patients with creatinine clearance =s30 mL/min (serum creatinine 2=3 mg/dL), the first dose is 2.5
mg once daily. The dosage may be titrated upward until blood pressure is controlled or to a
maximum of 40 mg daily. For dialysis patients, the initial dose and the dose on
dialysis days is 2.5 mg/day. Dosage on nondialysis days should be adjusted | V | S {J
depending on blood pressure response. - ^ ^ ^ ^ —
For more detailed information, consult your MSD representative or see Pre- M E R C K
scribing Information. Merck Sharp & Dohme, Division ol Merck & Co., INC., > 3 t ! c \ v t
West Point, PA 19486. jevsi2(406) D O H M
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For diabetics
with peripheral arterial

disease...
Circulatory insufficiency—a
well-known factor in the patho-
genesis of diabetic complica-

/. tions—predisposes diabetics to
intermittent claudication.' In
addition to narrowing of the

1 blood vessels, two specific
! microcirculatory abnormalities

-decreased red cell flexibility
i and increased blood viscosity-

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



when microcirculatory
blood flow improves,

so does life.
Though glucose
control may be
imperfect, "["rental*
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.

Trental®-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

(pentoxifylline)
=8

The only proven-
effective agent for

intermittent claudication
symptomatic of peripheral
arterial disease

Trental*can improve function and symptoms, but is nol 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.
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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® (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
22

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 Hemic and 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 mgestion 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 l l S t
Somerville. New Jersey 08876

A giant step toward
compliance...

• Medication
• Diet
• Stopping smoking
• Exercise
Ask your Hoechst-Roussel
representative for
information about this
innovative patient
education program.

400 mg
TabletsTrental

(pentoxifylline)
The only proven-effective agent
for intermittent claudication
symptomatic of
peripheral arterial disease...
The name and logo HOFCHSTare
registered trademarks of Hoechst AC.



Available
FREE:
Diabetes '87
Receive 10 FREE copies of EVERY
ISSUE of Diabetes '87, ADA's
quarterly patient newsletter. Each
12-page issue is filled with basic in-
formation on living with diabetes,
including tips on diet, exercise, and
diabetes management.

ADA General
Membership Pad
Tell your patients about the benefits
of joining the American Diabetes
Association with a page from our
50-sheet Membership Pad.

The American Diabetes Association wants you to
know about the FREE materials available to you, your

patients, their families—everyone that you encounter
who needs information and advice on diabetes.

Choose the FREE issues of Diabetes '87 or the FREE Member-
ship Pad—or choose both. Help your patients to receive the
important information they need with Diabetes '87, and to
enjoy the benefits of membership in the American Diabetes
Association with the General Membership Pad. General
Membership benefits include:
° One-year subscription to Diabetes Forecast (12 issues),

the big, colorful members' magazine filled with in-depth
articles on diabetes management, research, celebrities and
everyday heroes who don't let diabetes stand in the way
of personal achievement, and much more.

o Membership in a nearby ADA Affiliate. Local ADA Affiliates
provide lectures, workshops, counseling, summer camps
and other services not available anywhere else—and the
chance to meet other people with diabetes.

o Mailed newsletter from the ADA Affiliate listing diabetes-
related events and educational programs in the area.

° A vote in the Association's local elections.
Please fill out the form below and return it to the
ADA—today!

The above items are FREE and
available now. Complete the form
and mail it today to receive
your FREE ADA information.

Return to: DIABETES '87
American Diabetes Association
1660 Duke Street
Alexandria, VA 22314

Attn: Fred Staley

YES! I want my patients to receive the FREE information and the
benefits of the American Diabetes Association. Please send me:

FREE copies of each issue of Diabetes '87. (10 or more copies
of each issue are available FREE. Please indicate your need.)
FREE 50-sheet Membership Pad.
( i only) 4 American

M\ Diabetes
A r V Association

Name

Organization

Address

City State. Zip.

871145



Essential
diabetes
work.

Essential diabetes reading.
DIABETES—An Essential Research Tool.

The most vital link to a preventive and cure for diabetes is current informa-
tion. After all, so much of what we know about diabetes has been uncovered
during the last decade—and reported first in DIABETES: A Journal of the
American Diabetes Association.

Upcoming issues of DIABETES will feature the latest findings on such impor-
tant topics as the hormonal mechanisms of insulin secretion, genetic risk
factors, insulin action, pancreatic transplantation, immunoregulation, and more.

Plus, you'll have immediate access to major research studies by Roger Unger
. . . Paul Lacy. . . Bernard Jeanrenaud.. . George Eisenbarth . . . J0rn Nerup. . .
David Sutherland. . . and scores of other authorities in the field of diabetes
research.

DIABETES CARE—Research With Clinical
Relevance.

The widest circulated journal covering clinical studies of diabetes, DIABETES
CARE provides physicians, nurses, educators and researchers with the latest
research findings with clinical relevance, timely reviews of diabetic complications
and their management, along with policies of the ADA related to all facets of
diabetes care.

DIABETES CARE offers valuable insights on such critical areas of concern as:
Comparison of Insulin Injection Techniques • High Blood Pressure and Diabetic
Retinopathy * Insurance Coverage for People With Diabetes * Predicting Self-
Care Compliance • Insulin Therapy in Pre-School Children * Educating Obese
Diabetic Patients to Control Diabetes. . . and much more.

SUBSCRIPTION ORDER FORM
Please enter a subscription for: • DIABETES • DIABETES CARE

(12 issues - $70.00) (6 issues - $35.00)

Name

Address

American
Diabetes
Association®

City. State_ Zip_

Inc.
Please send payment with your order to:
American Diabetes Association, P.O. Box 2045, Mahopac, NY 10541

R7A8fll



oral thrush
thrives
Mycelex Troche
provides
• Up to 96% clinical cure rate*1

• Safety2

• High patient acceptance3

• Low cost4

"... clotrimazole given as a troche may
be the best choice at the moment
owing to its high clinical success rate,
safety, cost effectiveness and high
patient acceptability."2

roche
(clotrimazole)10""
A combination of
benefits no other
therapy can match

'Clinical cure absence of signs and symptoms
Please see following page for brief summary of
prescribing information

Miles Pharmaceuticals
Division ot Miles Laf>orcitones Inc
West Haven Connecticut 06516 USA
c 1987 Miles Pharmaceuticals Division of Miles Laboratories. Inc.



Mycelex Troche
(clotrimazole)1Omc

Description
Each Mycelex* Troche contains 10 mg clotrimazole |1-(o-chloro-a. a-di-
phenylbenzyl) imidazole], a synthetic antifungal agent, for topical use in
the mouth.
Structural Formula:

Chemical Formula:
C22H17CIN2

The troche dosage form is a large, slowly-dissolving tablet (lozenge) con-
taining 10 mg of clotrimazole dispersed in dextrose, microcrystalline cel-
lulose, povidone, and magnesium stearate.
Clinical Pharmacology
Clotrimazole is a broad-spectrum antifungal agent that inhibits the
growth of pathogenic yeasts by altering the permeability of cell mem-
branes . It exhibits f ungicidal activity in vitro against Candida albicans and
other species of the genus Candida. No single-step or multiple-step re-
sistance to clotrimazole has developed during successive passages of
Candida albicans in the laboratory.
After oral administration of a 10 mg clotrimazole troche to healthy volun-
teers concentrations sufficient to inhibit most species of Candida persist
in saliva for up to three hours following the approximately 30 minutes
needed for a troche to dissolve. The long term effective concentration of
drug in saliva appears to be related to the slow release of clotrimazole
from the oral mucosa to which the drug is apparently bound. Repetitive
dosing at three hour intervals maintains effective salivary levels above
the minimum inhibitory concentration of most strains of Candida. In an-
other study the mean serum concentrations were 4 98 s 3.7 and
3.23 * 1.4 nanograms/ml at 30 and 60 minutes respectively.
Indications and Usage
Mycelex1 Troches are indicated for the local treatment of oropharyngeal
candidiasis. The diagnosis should be confirmed by a KOH smear and/or
culture prior to treatment.
Contraindications
Mycelex * Troches are contraindicated in patients who are hypersensitive
to any of its components.
Warning
Mycelex9 Troches are not indicated for the treatment of systemic
mycoses.
Precautions
Abnormal liver function tests have been reported in patients treated with
clotrimazole troches; elevated SGOT levels were reported in about 15% of
patients in the clinical trials. In most cases the elevations were minimal
and it was often impossible to distinguish effects of clotrimazole from
those of other therapy and the underlying disease (malignancy in most
cases). Periodic assessment of hepatic function is advisable particularly
in patients with pre-existing hepatic impairment
Since patients must be instructed to allow each troche to dissolve slowly
in the mouth in order to achieve maximum effect of the medication, they
must be of such an age and physical and/or mental condition to compre-
hend such instructions.
Carcinogenesis: An 18 month dosing study with clotrimazole in rats has
not revealed any carcinogenic effect.
Usage in Pregnancy: Pregnancy Category C: Clotrimazole has been
shown to be embryotoxic in rats and mice when given in doses 100 times
the adult human dose (in mg/kg). possibly secondary to maternal toxic-
ity The drug was not teratogenic in mice, rabbits, and rats when given in
doses up to 200,180, and 100 times the human dose.
Clotrimazole given orally to mice from nine weeks before mating through
weaning at a dose 120 times the human dose was associated with impair-
ment of mating, decreased number of viable young, and decreased sur-
vival to weaning No effects were observed at 60 times the human dose
When the drug was given to rats during a similar time period at 50 times
the human dose, there was a slight decrease in the number of pups per
litter and decreased pup viability.
There are no adequate and well controlled studies in pregnant women.
Clotrimazole troches should be used during pregnancy only if the poten-
tial benefit lustifies the potential risk to the fetus
Pediatric Use
Safety and effectiveness of clotrimazole in children below the age of 3
years have not been established: therefore, its use in such patients is not
recommended
Adverse Reactions
Abnormal liver function tests have been reported in patients treated with
clotrimazole troches: elevated SGOT levels were reported in about 15% of
patients in the clinical trials (see Precautions section).
Nausea and vomiting was reported in about one in twenty patients.
Overdosage
No data available
Drug Abuse and Dependence
No data available.
Dosage and Administration
Mycelex" Troches are administered only as a lozenge that must be slowly
dissolved in the mouth. The recommended dose is one troche five times
a day for fourteen consecutive days. Only limited data are available on
the safety and effectiveness of the clotrimazole troche after prolonged
administration; therefore, therapy should be limited to short term use. if
possible.
How Supplied
Mycelex' Troches, white discoid, uncoated tablets are supplied in bot-
tles of 70 and 140. Mycelex Troches are also available for institutional use
in foil packages of 70 tablets. Each tablet will be identified with the follow-
ing: Miles 095

Store below 86"F (30°C), avoid freezing.

Relerences: 1. Yap 8-S. Bodey GP: Oropharyngeal candidiasis treated
with a troche lorm of clotrimazole Arch intern Med 139:656-657.1979.
2. Quintiliam R. Owens NJ. Quercia RA. etal: Treatment and prevention
of oropharyngeal candidiasis Am JMed 77 (40) A4-46.1984 3. Oata on
file, Miles Pharmaceuticals. 4. Drug Topics Red Book, Annual Pharma-
cists' Reference. Medical Economics Co.. Oradell. NJ. 1987, pp 397.
398.411
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Nursing

UN's (Full-Time)
DIABETES UNIT

Our 195-bed acute care hospital currently has
full-time positions for RN's experienced in the
field of Diabetes Nursing.
We also offer an on-unit training program and
will consider self-motivated Clinical RN's will-
ing to be challenged in a hospital environment.
Candidates will be trained to work in a long-
standing multi-disciplinary Diabetes Unit. Will
be involved in patient teaching in a clinical set-
ting. Must have at least 2 years of acute care
hospital experience.
We offer highly competitive wages; in addition,
our comprehensive benefits package includes
Medical, Dental, Vision, Life Insurance and Pen-
sion Savings Plan for eligible employees. Fbr im-
mediate consideration, please contact Angel
Gallentine, Staffing Coordinator, Nursing Ad-
ministration at (213) 201-6616 or send resume
or cover letter to:

2070 Century Park East
Los Angeles, CA 90067
Equal Opportunity Employer M/F

A National Medical Enterprises
Health Care Center
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NEW Medi- Jector
Advanced needle-free
insulin injection system

New size
D easy to hold

New slimline design
a easy to use at all sites

New simplified operation
D easy to learn and use
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New Medi-Jector EZ tfs smaller, lighter
much easier to use. And tt:'s the most affon
Medi-Jector ever.
But some things about the Medi-Jector EZ aren't
new. Like previous generations of Medi-Jectors used
each year for millions of insulin injections,
Medi-Jector EZ has exceptional quality and durability
It is warranted for three years. And Medi-Jector EZ
makes economic sense. There are no needles to
purchase.
Also, like previous Medi-Jector models, Medi-Jector EZ
has an exclusive air compensation feature that

repeatabte ctosage accuracy (tenths of
a unit). Medi-Jector EZwill deliver 2 -50 units of
insulin, single or mixed doses.
Best of all, Medi-Jector £Z has the feature that is the
hallmark of all Medi-Jector products. No needles.
Nothing is felt but a tiny stream of insulin one-third
the size of the thinnest needle. Compared to needle
injections, there is improved insulin dispersion and
less trauma to the injection site.
For more product information, call 1-800-328-3074.
In Minnesota, call collect 1-612-566-1202.
Now, more than ever, isn't it time for Medi-JectorR?

Life just got a little easier.

© 1987. Derate Corporation. P5/87

DERJTA
CORPORATION

6701 Parkway Circle, Suite 100
Minneapolis, MN 55430
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New GlucometefM
Diabetes Management System

easily defines blood glucose patterns
Though

Glucofacts™
Data Management System
lets you review and analyze blood glucose
data to assess and manage diabetes control.
The system connects to Glucometer M
meter to provide accurate and current
information on each patient. Whatever
your background with computers, you'll
find this system powerful,
flexible and easy to use.

Five analysis displays
offer meaningful statis-
tical analyses and
graphic pictures of
patient control.

The software is
compatible with
IBM PC computers.

Glucofacts™
Data Printer
provides Glucometer M meter data even
when a personal computer is not avail-
able. It connects directly with the meter
and prints out meaningful statistical
and graphic information about patient
glycemic control, helping you recognize
patterns and make quicker decisions
about adjustments in patient regimens.

Four analysis printouts
provide useful statisti-
cal and graphic data.

Glucometer® M Blood Glucose Meter
allows patients to accurately record and
store up to 338 readings for a complete
chronological record between office
visits. Designed to interface with the
Glucofacts Data Management System
and/or printer, glucose readings are auto-
matically pictured in a complete series
of useful statistical reports and graphs.

Better Compliance
Comes from
Better Understanding
Use the Glucometer M system as a
teaching tool to graphically demonstrate
the relationship between patient's
actions and glucose patterns. Clearer
understanding
can help
many
patients
better
control
their
diabetes and
decrease complications.

For more information on Glucometer M
Diabetes Management System, please
contact your Ames representative.

Ames Division, Miles Laboratories, Inc.
P.O. Box 70, Elkhart, Indiana 46515

Ames...the tradition continues

© 1987 Miles Laboratories, Inc. 440204
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Dig Beta! Controls blood glucose with 24-hour
duration of action. This once-a-day dosage
for most patients helps avoid drug overlap
and its associated problems.

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

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

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

Compore these benefits with what you know about
other agents. We believe you would take DiaBeta!

DIET&
TABLETS
1.25, 2.5
and 5mgDiafteta

(GLYBURIDE)

The differences are important.

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





DiaBetcf(glyburide)
For effective control of Type II Diabetes,
DiaBetcf (glyburide) Tablets
1.25, 2.5 and 5mg
BRIEF SUMMARY
INDICATIONS AND USAGE

form of treatment. Caloric restriction and weight loss are essential in the obese diabetic patient. Pro-
per dietary management alone may be effective in controlling the blood glucose and symptoms of
hyperglycemia. The Importance of regular physical activity should also be stressed, and car-
diovascular risk factors should be identified and corrective measures taken where possible.
If this treatment program fails to reduce symptoms and/or blood glucose, the use of an oral
sulfonylurea or insulin should be considered. Use of Dia/Jeta® (glyburide) must be viewed by both the
physician and patient as a treatment in addition to diet, and not as a substitute for diet or as a conve-
nient mechanism for avoiding dietary restraint. Furthermore, loss of blood glucose control on diet alone
may be transient, thus requiring only short-term administration of Diafleta® (glyburide).
During maintenance programs, Dia/teta® (glyburide) should be discontinued if satisfactory lowering of
blood glucose is no longer achieved. Judgments should be based on regular clinical and laboratory
evaluations.
In considering the use of Dia/teta® (glyburide) in asymptomatic patients, it should be recognized that
controlling the blood glucose In non-insulin dependent diabetes has not been definitely established to
be effective in preventing the long-term cardiovascular or neural complications of diabetes.

CONTRAINDICATIONS
Dia/teta® (glyburide) is contraindicated in patients with:
1 . Known hypersensitlvlty 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 hypoglycemlc drugs has been reported to be associated with increased car-
diovascular mortality as compared to treatment with diet alone or diet plus Insulin. This warning is bas-
ed on the study conducted by the University Group Diabetes Program (UGDP), a long-term prospective
clinical trial designed to evaluate the effectiveness of glucose-lowering drugs In preventing or delaying
vascular complications In patients with non-insulln-dependent diabetes. The study Involved 823 pa-
tients who were randomly assigned to one of four treatment groups (Diabetes, 19 (supp. 2):
747-830,1970).

UGDP reported that patients treated for 5 to 8 years with diet plus a fixed dose of tolbutamide (1.5
grams per day) had a rate of cardiovascular mortality approximately 2</> times that of patients treated
with diet alone. A significant Increase In total mortality was not observed, but the use of tolbutamide
was discontinued based on the increase in cardiovascular mortality, thus limiting the opportunity for
the study to show an Increase in overall mortality. Despite controversy regarding the Interpretation of
these results, the findings of the UGDP study provide an adequate basis for this warning. The patient
should be Informed of the potential risks and advantages of Dia/teta® (glyburide) and of alternative
modes of therapy.
Although only one drug In the sulfonylurea class (tolbutamide) was included in this study, it is prudent
from a safety standpoint to consider that this warning may also apply to other oral hypoglycemic drugs
In this class, In view of their close similarities in mode of action and chemical structure.

PRECAUTIONS
General

Hypoglycemia: All sulfonylurea drugs are capable of producing severe hypoglycemia. Proper patient
selection, dosage, and instructions are important to avoid hypoglycemic episodes. Renal or hepatic in-
sufficiency may cause elevated blood levels of Dia/teta® (glyburide) and the latter may also diminish
glucqneogenic capacity, both of which Increase the risk of serious hypoglycemic reactions. Elderly,
debilitated or malnourished patients, and those with adrenal or pituitary insufficiency are particularly
susceptible to the hypoglycemic action of glucose-lowering drugs. Hypoglycemia may be difficult to
recognize in the elderly, and in people who are taking beta-adrenergic blocking drugs. Hypoglycemia is
more likely to occur when caloric intake is deficient, after severe or prolonged exercise, when alcohol is
Ingested, or when more than one glucose-lowering drug is used.
Loss of control of blood glucose: When a patient stabilized on any diabetic regimen is exposed to stress
such as fever, trauma, Infection, or surgery, a loss of control may occur. At such times, it may be
necessary to discontinue Dia/teta® (glyburide) and administer insulin.
The effectiveness of any oral hypoglycemic drug, including Dia/teta® (glyburide), in lowering blood
glucose to a desired level decreases In many patients over a period of time, which may be due to pro-
gression of the severity of the diabetes or to diminished responsiveness to the drug. This phenomenon
Is known as secondary failure, to distinguish it from primary failure in which the drug is ineffective in
an individual patient when first given.
Information for Patients

Patients should be informed of the potential risks, advantages, alternative modes of therapy, impor-
tance of adherence to dietary Instructions, to a regular exercise program, and regular testing of urine
and/or blood glucose. Also explain to the patient and responsible family members, the risks of
hypoglycemia, its symptoms, treatment, conditions that predispose to its development, and primary
and secondary failure.

Laboratory Tests
Blood and urine glucose should be monitored periodically. Measurement of glycosylated hemoglobin
may be useful.
Drug Interactions
The hypoglycemic action of sulfonylureas may be potentiated by certain drugs including nonsteroidal
anti-Inflammatory agents and other drugs that are highly protein bound, salicylates, sulfonamides,
chloramphenlcol, probenecid, coumarins, monoamine oxldase inhibitors, and beta adrenergic blocking
agents. When such drugs are administered to a patient receiving Dia/teta® (glyburide), the patient
should be observed closely for hypoglycemia. When such drugs are withdrawn from a patient receiving
Dia/teta® (glyburide), the patient should be observed closely for loss of control.
Certain drugs tend to produce hyperglycemia and may lead to loss of control. These drugs include the
thlazldes and other diuretics, corticosteroids, ohenothiazines, thyroid products, estrogens, oral con-
traceptives, phenytoin, nicotinic acid, sympathomimetics, calcium channel blocking drugs, and
isoniazid. when such drugs are administered to a patient receiving Dia/teta® (glyburide), the patient
should be closely observed for loss of control. When such drugs are withdrawn from a patient receiving
Dia/teta® (glyburide), the patient should be observed closely for hypoglycemia.
A potential Interaction between oral miconazole and oral hypoglycemic agents leading to severe
hypoglycemia has been reported. Whether this interaction also occurs with the intravenous, topical or
vaginal preparations of miconazole is not known.
Carclnogenesls, Mutagenesls, and Impairment of Fertility
Dia/teta® (glyburide) is non-mutagenic when studied in the Salmonella microsome test (Ames test) and

Q69152-1286
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in the DNA damage/alkaline elution assay. Studies in rats at doses up to 300 mg/kg/day for 18 mon-
ths showed no carcinogenic effects.
Pregnancy
Teratogenic Effects: Pregnancy Category B
Reproduction studies have been performed in rats and rabbits at doses up to 500 times the human dose
and have revealed no evidence of impaired fertility or harm to the fetus due to Dia/teta® (glyburide).
There are, however, no adequate and well controlled studies in pregnant women. Because animal
reproduction studies are not always predictive of human response, this drug should be used during
pregnancy only if clearly needed.
Because recent information suggests that abnormal blood glucose levels during pregnancy are
associated with a higher incidence of congenital abnormalities, many experts recommend that insulin
be used during pregnancy to maintain blood glucose levels as close to normal as possible.
Nonteratogenic Effects

ypoglycemia (4 to 10 days) has been reported in neonates born to mothers who were
receiving a sulfonylurea drug at the time of delivery. This has been reported more frequently with the
use of agents with prolonged half-lives. If Dia/teta® (glyburide) is used during pregnancy, it should be
discontinued at least two weeks before the expected delivery date.
Nursing Mothers
Although it is not known whether Dia/teta® (glyburide) is excreted in human milk, some sulfonylureas
are known to be excreted in human milk. Because the potential for hypoglycemia in nursing infants
may exist, a decision should be made whether to discontinue nursing or to discontinue administering
the drug, taking into account the importance of the drug to the mother. If Dia/teta® (glyburide) is
discontinued and if diet alone is inadequate for controlling blood glucose, insulin therapy should be
considered.

PEDIATRIC USE

Safety and effectiveness in children have not been established.

ADVERSE REACTIONS
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE Sections.
Gastrointestinal Reactions: Cholestatic jaundice may occur rarely; Dia/teta® (glyburide) should be
discontinued if this occurs. Gastrointestinal disturbances, e.g., nausea, epigastric fullness, and heart-
burn, are the most common reactions and occur in 1.8% of treated patients. They tend to be dose-
related and may disappear when dosage is reduced.

Dermatologic Reactions: Allergic skin reactions, e.g., pruritus, erythema, urticaria, and morbilliform
or maculopapular eruptions, occur in 1.5% of treated patients. These may be transient and may disap-
pear despite continued use of Dia/teta® (glyburide); if skin reactions persist, the drug should be
discontinued.
Porphyria cutanea tarda and photosensitivity reactions have been reported with sulfonylureas.
Hematologic Reactions: Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic
anemia, and pancytopenia have been reported with sulfonylureas.

Metabolic Reactions: Hepatic porphyria reactions have been reported with sulfonylureas; however,
these have not been reported with Dia/teta® (glyburide). Oisulfiram-like reactions have been reported
very rarely with Dia/teta® (glyburide).
OVERDOSAGE
Overdosage can produce hypoglycemia. Aggressively treat the mild symptoms (without loss of con-
sciousness or neurologic findings) with oral glucose and adjustments in drug dosage and/or meal pat-
terns. Continue close monitoring until patient is out of danger. Severe hypoglycemic reactions with
coma, seizure, or other neurological impairment, are medical emergencies requiring immediate
hospitalization. With hypoglycemic coma (diagnosed or suspected), administer rapid intravenous in-
jection of concentrated (50%) glucose solution, followed by continuous infusion of a more dilute (10%)
glucose solution at a rate to maintain a blood glucose level above 100 mg/dL. Monitor closely for a
minimum of 24-48 hours; hypoglycemia may recur after apparent clinical recovery.

DIABETES
RESEARCH & EDUCATION

FOUNDATION

Hoechst-Roussel Pharmaceuticals Inc. is
proud to support the efforts of the Diabetes
Research & Education Foundation. The
Foundation is an independent, non-profit
organization which provides funding to
individuals for work in diabetes research
or education.

If you are interested, grant applications can
be obtained by writing to:

Diabetes Research & Education
Foundation, Inc., P.O. Box 6168,
Bridgewater, NJ 08807-9998.

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

Hoechst-Roussel Pharmaceuticals Inc.
Somerville, New Jersey 08876

The name and logo HOECHST are registered trademarks of Hoechst AG



G°a/s for
Diabetes

Goals for
Diabetes
Education

Definitions
^Nutrition
Exercise and Health Habits

^Medication
^Monitoring
¥yPsychosocial Adjustment

Acute and
Long-Term
Complications

Goals for Diabetes Education outlines the major objectives that must be covered to
help your patients and their families gain the independence and control they need to
effectively cope with diabetes.

Its useful checklist format leads you through the basic survival needs of individuals with
diabetes to more advanced levels of continuing education, confidence-building, and life-style
changes.

You'll review in-depth continuing education and counseling for type I and type II diabetes,
as well as behavioral objectives for pregnant women with overt or gestational diabetes.

• YES! Please send me . copies of Goals for Diabetes Education. I have enclosed $6.00 for
each copy (includes shipping and handling).

Name.

Address,

City.

State. Zip.

Make checks payable to the American
Diabetes Association and mail to:
American Diabetes Association
1660 Duke St., Alexandria, VA 22314.

American
Diabetes
Association,

871145



From
Squibb-Novo '® Delivery System

The Future of
Human Insulin Delivery Is Here

m The first
& comprehensive,
I streamlined
f human insulin

delivery system

Designed for the lifestyle of
your patients with diabetes

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).

Discreet:
Unobtrusive carrying and handling of NovoPen- may
encourage adherence to multiple daily injection regimens.
Easy to administer insulin away from home.

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.

convenience to life with diabetes.

r ^ ^ e t "a ' ) e t e s c a r e specialists
NOVO"
Squibb Novo, Inc February 1987




