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HISTORY BRINGS YOU WITHIN ONE TOUCH OF THE FUTURE

ONE TOUCH® no-wipe technology revolutionized simple, accurate blood glucose monitoring. Now history

advances to the iuture with the new ONE TOUCH® II Blood Glucose Meter. You'll appreciate the 250-test memory

with time and date. And there's no wiping. No blotting. No timing. ONE TOUCH technology is proven and

preferred after 4 years of hospital use. In fact, it's used by more than half a million people. In a recent study,

91% said they would buy it again. What other meter prompts you in English, Spanish or 7 other languages?

Alerts you when it must be cleaned? Or detects most incorrectly applied samples? That's why ONE TOUCH is the

no-wipe brand recommended by more physicians, nurse educators and pharmacists. After all, you wouldn't

expect anything less from LifeScan, a Johnson & Johnson company. Recommend the ONE TOUCH II to

your patients. For more information, or a product demo, contact your LifeScan Professional Sales Repre-

sentative or call 1800 453-7226, ext. 99- Let ONE TOUCH II bring you up to date.

Accuracy Made Simple.
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Diabetes publishes original research about the physiology and pathophysiology of diabetes mel-
litus. Submitted manuscripts can report any aspect of laboratory, animal, or human research.
Emphasis is on investigative reports focusing on areas such as the pathogenesis of diabetes and
its complications, normal and pathologic pancreatic islet function and intermediary metabolism,
pharmacological mechanisms of drug and hormone action, and biochemical and molecular
aspects of normal and abnormal biological processes. Studies in the areas of diabetes education
or the application of accepted therapeutic and diagnostic approaches to patients with diabetes
mellitus are not published.

All manuscripts and other editorial correspondence should be sent by first class mail to David C.
Robbins, MD, Editor, Diabetes Care, Medlantic Research Foundation, George Hyman Memorial
Research Building, 108 Irving Street, NW, Washington, DC 20010. Manuscripts and correspond-
ence regarding review articles should be sent to Ralph A. DeFronzo, MD, Review Editor, Diabetes
Care, Department of Medicine, Division of Diabetes, UT-HSCSA, 7703 Floyd Curl Drive, San
Antonio, TX 78284.

Diabetes Care publishes only original material. When submitting a manuscript, authors must state
in their transmittal letter that the material has not been previously published or is not currently
being submitted to another journal.
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form Requirements for Manuscripts Submitted to Biomedical Journals," Annals of Internal Medi-
cine 96:766-71, 1982. An "Instructions for Authors" page containing specifications for
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ownership to ADA in the event the work is published." Permission to reproduce copyrighted
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7aHumulin 730 makes life easier

Rapid onset and sustained
duration insulin activity
in a single vial

• May offer enhanced control through
a more physiologic activity profile

• Accurate dosing—eliminates
mixing errors

• Convenient premixed dose for
better compliance

• Easy to use—for patients who
find mixing difficult

Specify

Humulin
70% human insulin
isophane suspension
30% human insulin injection
(recombinant DNA origin)

Humulin has
just the right mix
Any change of insulin should be made
cautiously and only under medical supervision.

Leadership In Diabetes Care

Eli Lilly and Company
Indianapolis, Indiana
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The best advertising for CAPOTEN



isn't found in ads.

You'll find it in the extensive
clinical literature documenting:

Efficacy in most hypertensives,
regardless of age or race.15

Mild side-effect profile; significant
quality of life benefits.*67

Favorable metabolic profile for
patients with certain concomitant risk
factors, such as glucose intolerance.2'89

And in the experience of
thousands of physicians who
prescribe CAPOTEN.

In hypertension

1?..5mg, ?.5tng, SOmg,

Count on it.
CAPOTEN may be used as initial therapy in hypertension (25 mg bid or tid) for patients
with normal renal function, in whom the risk of neutropenia/agranulocytosis is relatively
low. In patients with impaired renal function, particularly those with collagen vascular
disease, captopril should be reserved for hypertensives who have either developed
unacceptable side effects on other drugs, or have failed to respond satisfactorily to drug
combinations. See CONTRAINDICATIONS, WARNINGS, PRECAUTIONS, and ADVERSE
REACTIONS in the brief summary of prescribing information on adjacent page.



References: 1. Saunders E, Weir MR, Kong, BW, et al: A comparison of the efficacy and safety of a /?-blocker,
a calcium channel blocker, and a converting enzyme inhibitor in hypertensive blacks. Arch Intern Med
150:1707-1713, 1990. 2. Pollare T, Uthell H, Beme C: A comparison of the effects of hydrochlorothiazide
and captopril on glucose and lipid metabolism in patients with hypertension. N EnglJ Med 321:868-873,
1989. 3. Muiesan G, Agabiti-Rosei E, Buoninconti R, et al: Antihypertensive efficacy and tolerability of cap-
topril in the elderly: comparison with hydrochlorothiazide and placebo in a multicentre, double-blind study.
J Hypertens 5(suppl 5):S599-S602, 1987. 4. Corea L, Bentivoglio M, Verdecchia P, et al: Converting enzyme
inhibition vs diuretic therapy as first therapeutic approach to the elderly hypertensive patient. Curr Ther Res
36:347-351,1984. 3.CoxJP DugganJ, O'Boyle CA, etal: A double-blind evaluation of captopril in elderly
hypertensives. J Hypertens 7:299-303, 1989. 6. Croog SH, Levine S, Testa MA, et al: The effects of anti-
hypertensive therapy on the quality of life. N EnglJ Med 314:1657-1664,1986. 7. Croog SH, Kong BW, Levine
S, et al: Hypertensive black men and women: quality of life and effects of antihypertensive medications. Arch
Intern Med 150:1733-1741,1990.8. Weinberger MH: Comparison of captopril and hydrochlorothiazide alone
and in combination in mild to moderate essential hypertension. BrJ Clin Pharmacol 14:127S-131S, 1982.
9. Weinberger MH: Influence of an angiotensin converting-enzyme inhibitor on diuretic-induced metabolic
effects in hypertension. Hypertension 5(suppl IU):III-132 -111-138, 1983.

CAPOTEN* TABLETS
Captopril

CONTRAINDICATIONS: CAPOTEN is contraindicated in patients who are hypersensitive to this prod-
uct or any other angiotensin-converting enzyme inhibitor (e.g., a patient who has experienced an-
gioedema during therapy with any other ACE inhibitor.

WARNINGS: Angloedema-Angioedema involving the extremities, face, lips, mucous membranes,
tongue, glottis or larynx has been seen in patients treated with ACE inhibitors, including captopril.
If angioedema involves the tongue, glottis or larynx, airway obstruction may occur and be fatal.
Emergency therapy, including but not necessarily limited to, subcutaneous administration of a 1:1000
solution of epinephrine should be promptly instituted.

Neutropenla/Agranulocytosis-Neutropenia (<1000/mm3) with myeloid hypoplasia has resulted
from use of captopril. About half of the neutropenic patients developed systemic or oral cavity in-
fections 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
less than 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 pa-
tients with collagen vascular diseases (e.g., systemic lupus erythematosus, scleroderma) and im-
paired 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 the subsequent clinical experience. Of reported cases, about half had serum creatinine £ 1.6
mg/dL and more than 75% received procainamide. In heart failure, it appears that the same risk
factors for neutropenia are present.

Neutropenia has appeared usually within 3 months after starting therapy, associated with myeloid hy-
poplasia and frequently accompanied by erythroid hypoplasia and decreased numbers of megakary-
ocytes (e.g., hypoplastic bone marrow and pancytopenia); anemia and thrombocytopenia were
sometimes seen. Neutrophils generally returned to normal in about 2 weeks after captopril was dis-
continued, 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 immunosuppressant therapy, or a combina-
tion 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 vas-
cular 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 white cell counts with-
out delay. Since discontinuation of captopril and other drugs has generally led to prompt return of
the white count to normal, upon confirmation of neutropenia (neutrophil count <1000/mm3) withdraw
captopril and closely follow the patient's course.

Protelnurla: Total urinary proteins >1 g per day were seen in about 0.7% of patients on captopril.
About 90% of affected patients had evidence of prior renal disease or received high doses (>150
mg/day), or both. The nephrotic syndrome occurred in about one-fifth of proteinuric patients. In most
cases, proteinuria subsided or cleared within 6 months whether or not captopril was continued. The
BUN and creatinine were seldom altered in proteinuric patients. Since most cases of proteinuria oc-
curred by the 8th month of therapy with captopril, patients with prior renal disease or those receiving
captopril at doses > 150 mg per day, should have urinary protein estimates (dip-stick on 1 st morning
urine) before therapy, and periodically thereafter.

Hypotension: Excessive hypotension was rarely seen in hypertensive patients but is a possible con-
sequence of captopril use in salt/volume depleted persons (such as those treated vigorously with
diuretics), patients with heart failure or those patients undergoing renal dialysis. (See PRECAUTIONS
[Drug Interactions].) In heart failure, where the 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 is more likely to 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 funcf/'on-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 per-
fusion 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 treatment. Less than 5% of
patients, generally with severe preexisting renal disease, required discontinuation due to progres-
sively increasing creatinine. See DOSAGE AND ADMINISTRATION, ADVERSE REACTIONS [Altered
Laboratory Findings]. Hyperkalemia: Elevations in serum potassium have been observed in some
patients treated with ACE inhibitors, including captopril. When treated with ACE inhibitors, patients
at risk for the development of hyperkalemia include those with: renal insufficiency; diabetes melli-
tus; and those using concomitant potassium-sparing diuretics, potassium supplements or potassium-
containing salt substitutes; or other drugs associated with increases in serum potassium. (See
PRECAUTIONS: Drug Interactions; ADVERSE REACTIONS: Altered Laboratory Findings.) Valvular
Stenosis-A theoretical concern, for risk of decreased coronary perfusion, has been noted regarding
vasodilator treatment in patients with aortic stenosis due to decreased afterload reduction.
SurgerylAnesthesia-tt hypotension occurs during surgery or anesthesia, and is considered due to
the effects of captopril, ft is correctable by volume expansion.

Drug Interactions: Hypotension-Patients on Diuretic Therapy-Precipitous reduction 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-\n heart failure patients, vasodilators should be administered
with caution.

Agents Causing Renin fle/ease-Captopril's effect will be augmented by antihypertensive agents
that cause renin release.

Agents Affecting Sympathetic Activity-Jr\e sympathetic nervous system may be especially impor-
tant in supporting blood pressure in patients receiving captopril alone or with diuretics. Beta-adren-
ergic blocking drugs ado 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 adrenerglc 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 in-
crease of serum potassium. Use potassium-containing salt substitutes with caution.

Inhibitors of Endogenous Prostaglandin Syntfjes/s-lndomethacin and other nonsteroidal anti-
inflammatory agents may reduce the antihypertensive effect of captopril, especially in low renin
hypertension.

uf/)/um-lncreased serum lithium levels and symptoms of lithium toxicity have been reported in pa-
tients receiving concomitant lithium and ACE inhibitor therapy. These drugs should be coadministered
with caution and frequent monitoring of serum lithium levels is recommended. If a diuretic is also used,
it may increase the risk of lithium toxicity.

Drug/Laboratory Test Interaction: Captopril may cause a false-positive urine test for acetone.

Carcinogenesla, 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: Embryocidal effects and craniofacial malformations were observed in rab-
bits. Human Experience-There are no adequate and well-controlled studies of captopril in pregnant
women. Data are available that show captopril crosses the human placenta. Captopril should be used
during pregnancy only if the potential benefit justifies the potential risk to the fetus.

Based on post-marketing experience with all ACE inhibitors, the following information has been col-
lected. Inadvertent exposure limited to the first trimester of pregnancy does not appear to affect fetal out-
come adversely. Fetal exposure during the second and third trimester of pregnancy has been associated
with fetal and neonatal morbidity and mortality.

When ACE inhibitors are used during the later stages of pregnancy, there have been reports of
hypotension and decreased renal perfusion in the newborn. Oligohydramnios in the mother has also
been reported. Infants exposed in utero to ACE inhibitors should be closely observed for hypoten-
sion, oliguria and hyperkalemia. If oliguria occurs, attention should be directed toward support of
blood pressure and renal perfusion with the administration of fluids and pressors as appropriate.
Problems associated with prematurity such as patent ductus arteriosus have occurred in associa-
tion with maternal use of ACE inhibitors but it is not clear whether they are related to ACE inhibition,
maternal hypertension or the underlying prematurity.

There is no experience with exchange transfusion, hemodialysis or peritoneal dialysis for remov-
ing captopril from the neonatal circulation.

Nursing Mothers: Concentrations of captopril in human milk are approximately one percent of those
in maternal blood. Because of the potential for serious adverse reactions in nursing infants from cap-
topril, a decision should be made whether to discontinue nursing or to discontinue the drug, taking
into account the importance of CAPOTEN to the mother. (See PRECAUTIONS: Pediatric Use.)

Pedlatrlc Use: Safety and effectiveness in children have not been established. There is limited ex-
perience reported in the literature with the use of captopril in the pediatric population; dosage, on a
weight basis, was generally reported to be comparable to or less that that used in adults.

Infants, especially newboms, may be more susceptible to the adverse hemodynamic effects of
captopril. Excessive, prolonged and unpredictable decreases in blood pressure and associated com-
plications, including oliguria and seizures, have been reported.

CAPOTEN (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 involving approximately
7000 patients.

flena/-About 1 of 100 patients developed proteinuria (see WARNINGS). Renal insufficiency, renal
failure, nephrotic syndrome, polyuria, oliguria, and urinary frequency in 1 to 2 of 1000 patients.

He/nafo/og/c-Neutropenia/agranulocytosis has occurred (see WARNINGS). Anemia, thrombocy-
topenia, and pancytopenia have been reported.

De/mato/og/c-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 re-
versible associated pemphigoid-like lesion, and photosensitivity, have also been reported. Flushing
or pallor in 2 to 5 of 1000 patients.

Card/ovascu/ar-Hypotension may occur; see WARNINGS and PRECAUTIONS [Drug Interactions]
for discussion of hypotension with captopril therapy. Tachycardia, chest pain, and palpitations each
in about 1 of 100 patients. Angina pectoris, myocardial infarction, Raynaud's syndrome, and con-
gestive heart failure each in 2 to 3 of 1000 patients.

Dysgeus/a-Approximately 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).

Ano/oedema-Angioedema involving the extremities, face, lips, mucous membranes, tongue, glot-
tis or larynx has been reported in approximately one in 1000 patients. Angioedema involving the upper
airways has caused fatal airway obstruction. (See WARNINGS.)

CougAi-Cough has been reported in 0.5-2% of patients treated with captopril in clinical trials.
The following have been reported in about 0.5 to 2 percent of patients but did not appear at in-

creased frequency compared to placebo or other treatments used in controlled trials: gastric irrita-
tion, abdominal pain, nausea, vomiting, diarrhea, anorexia, constipation, aphthous ulcers, peptic
ulcer, dizziness, headache, malaise, fatigue, insomnia, dry mouth, dyspnea, cough, alopecia, pares-
thesias.

Other clinical adverse effects reported since the drug was marketed are listed below by body sys-
tem. In this setting, an incidence or causal relationship cannot be accurately determined.

General: Asthenia, gynecomastia.
Cardiovascular: Cardiac arrest, cerebrovascular accident/insufficiency, rhythm disturbances, or-
thostatic hypotension, syncope.
Dermatologic: Bullous pemphigus, erythema multiforme (including Stevens-Johnson syndrome),
exfoliative dermatitis.
Gastrointestinal: Pancreatitis, glossitis, dyspepsia.
Hematologic: Anemia, including aplastic and hemolytic.
Hepatobiliary: Jaundice, hepatitis, including rare cases of necrosis, cholestasis.
Metabolic: Symptomatic hyponatremia.
Musculoskeletal: Myalgia, myasthenia.
Nervous/Psychiatric: Ataxia, confusion, depression, nervousness, somnolence.
Respiratory: Bronchospasm, eosinophilic pneumonitis, rhinitis.
Special Senses: Blurred vision.
Urogenital: Impotence.
As with other ACE inhibitors, a syndrome has been reported which may include: fever, myalgia,

arthralgia, interstitial nephritis, vasculitis, rash or other dermatologic manifestations, eosinophilia and
an elevated ESR. Findings have usually resolved with discontinuation of treatment.

Altered Laboratory Findings: Serum Electrolytes: Hyperkalemia: small increases in serum potas-
sium, especially in patients with renal impairment (see PRECAUTIONS).

Hyponatremia: particularly in patients receiving a low sodium diet or concomitant diuretics.
BUN/Serum Creatinine: Transient elevations or BUN or serum creatinine especially in volume or

salt depleted patients or those with renovascular hypertension may occur. Rapid reduction of long-
standing or markedly elevated blood pressure can result in decreases in the glomerular filtration rate
and, in turn, lead to increases in BUN or serum creatinine.

Hematologic: A positive ANA has been reported.
Liver Function Tests: Elevations of liver transaminases, alkaline phosphatase, and serum bilirubin

have occurred.

OVERDOSAGE: Primary concern is correction of hypotension. Volume expansion with an I.V. infu-
sion 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 package insert for detailed information regarding dosage in hy-
pertension 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 mg in bottles of 100 and 1000; 25 mg in bottles of 100,
1000, and 5000; 50 mg in bottles of 100 and 1000; 100 mg in bottles of 100; and in UNIMATIC* unit-
dose packs of 100 tablets. (JS658U)

© 1991 E.R. Squibb & Sons, Inc., Princeton, NJ 521-510 Issued: August 1991



Last week, all your
patients wilkdiabetes,

-J.t 14

never missed a blood glucose reading...

always ate what they should...
II infill II il wl l -s I k . , * . - . • ,

and exercised every day.

Right?
l, maybe not quite.

But now you can help
tell the difference, because the
GLUCOMETER®M+ Diabetes
Care System lets you track and
verify virtually all aspects of your
patients' diabetes treatment programs.

A meter and logbook combined,
theGLUCOMETERM+ System
tracks blood glucose readings,
insulin dosage (and the type of
insulin used), changes in diet and
exercise, pre- and post-meal blood
glucose levels, diabetes-related
symptoms and special events.

GLUCOFILM® Test Strip technol-
ogy assures accurate performance.

©1990 Miles Inc.

Step-by-step prompts on the display
make it easy for your patients to use.

In addition, with the GLUCOFACTS™+
Data Printer or GLUCOFACTS+
Diabetes Management System soft-
ware, it's simple to analyze the
results. Use the results to educate

and motivate your patients to do
their best.

After all, no one's perfect. But the
GLUCOMETERM+ System is per-
fect for all those patients whose
diabetes control should be second
to none.

Write us at the address below, or
contact your Miles Inc., Diagnostics
Division representative for a free
demonstration.

The
Glucometer M #
Diabetes Care System

Miles Inc.
Diagnostics Division
P.O. Box 70

M I L E S Elkhart, IN 46515



The world's eading diabetes experts
just wrote the only therapy manna

you'll ever need.
Imagine not having to

wade through volume
after volume of diabetes
therapy textbooks that
consume too much of
your time. Or having the
expertise of more than
50 diabetes profes-
sionals at your fingertips
in one new publication.

Well, the world's
leading diabetes ex-
perts just wrote the only
therapy manual you'll
ever need. And it's easy
to use!

Therapy for Diabetes
Mellitus and Related
Disorders has just been
published by the Ameri-
can Diabetes Associa-
tion and is the authoritative
guide to diabetes therapy. It's
a "how to" reference manual
filled with all the information
you need to provide the best
care for your patients. Yet each
of the 49 chapters average just
seven pages, so you'll be able
to digest the latest in treatment

and therapy in minutes.
You'll learn about:

• The latest drugs for treat-
ing diabetes, including
sulfonylureas, metformin,
and alpha-glucosidase
inhibitors

• Genetic counseling for
type I diabetes

• Treating diabetic
nerve, eye, and
kidney disease

• Controlling blood
lipid abnormalities in
diabetic patients

• Managing diabetic
ketoacidosis and
hyperglycemic
hyperosmolar coma

• Much, much more!
Therapy for Diabetes

Mellitus is also filled
with more than 170
charts and tables,
making each chapter
easier to read and
understand. Also, the
manual's pocket-sized
format will allow you to
carry it with you for

quick reference whenever
necessary.

So order your copy of
Therapy for Diabetes Mellitus
and Related Disorders today.
And put the most comprehen-
sive and easy-to-use therapy
manual in your pocket.

Please send me copies of Therapy for Diabetes Mellitus and Related Disorders at $22.45 for
members or $24.95 for nonmembers. I will be sure to add shipping and handling using the chart below.

Publication Total $

Virginia Residents Add 4.5% sales tax $

Orders outside the U.S., please
add $15 for each airmail shipment $

Add shipping & handling (use chart) $

GRAND TOTAL $

Shipping & Handling Chart
Upto$5.00 add $1.75

$5.01-$10.00 add $3.00

$10.01-$25.00 add $4.50

$25.01-$50.00 add $5.50

over $50.00 add 10% ol order

Name

Address

City

Send your check or money order payable to:

State Zip

c ^ © JD O
1970 Chain Bridge Road
McLean, VA 22109-0592

PC99101
Allow 6-8 weeks for delivery. Add $3.00 to shipping & handling
for each additional shipping address. Foreign orders must be
paid in U.S. funds, drawn on a U.S. bank. Prices subject to
change without notice.



In non-insulin-dependent diabetes.

CNE DOSE A DAY
Steady, round-the-clock glycemic control
can begin with breakfast
All sulfonylureas, including MICRONASE, can cause severe hypoglycemia.
Proper patient selection, dosage, and instruction are important.

(c) 1990 The Upjohn Company

Miczonose
Tablets (glyburide) zUsual starting dosage:

2.5 mg - 5 mg once a day

Please see adjacent page for brief summary of prescribing information.



Micronase
Tablets (glyburide)
CONTRAINDICATIONS: MICRONASE Tablets are contraindicated in patients with: 1. Known hypersensitivity
or allergy to the drug. 2. Diabetic ketoacidosis, with or without coma. This condition should be treated with
insulin. 3. Type I diabetes mellitus, as sole therapy.
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration ol oral
hypoglycemlc 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 nonlnsulln-dependent diabetes. The study involved 823 patients who were randomly
assigned to one ol lour 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 ol 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 discon-
tinued 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 tar 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
f ram a safety standpoint to consider that this warning may apply to other oral hypoglycemic drugs in this
class, in view of their close similarities in mode of action and chemical structure.
PRECAUTIONS: Gmm\—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 hypoglycemic reactions. Elderly, debilitated or mal-
nourished patients, and those with adrenal or pituitary insufficiency, are particularly susceptible to the
hypoglycemic action of glucose-lowering drugs. Hypoglycemia may be difficult to recognize in the elderly
and in people who are taking beta-adrenergic blocking drugs. Hypoglycemia is more likely to occur when
caloric intake is deficient, after severe or prolonged exercise, when alcohol is ingested, or when more than
one glucose-lowering drug is used.
Loss of Control of Blood Glucose: In diabetic patients exposed to stress such as fever, trauma, infection or
surgery, a loss of control may occur. It may then be necessary to discontinue MICRONASE and administer
insulin. Adequate adjustment of dose and adherence to diet should be assessed before classifying a patient
as a secondary failure. Information for Patients: Patients should be informed of the potential risks and
advantages of MICRONASE and of alternative modes of therapy. They also should be informed about the
importance of adherence to dietary instructions, of a regular exercise program, and of regular testing of urine
and/or blood glucose. The risks of hypoglycemia, its symptoms and treatment, and conditions that predis-
pose to its development should be explained to patients and responsible family members. Primary and sec-
ondary failure should also be explained.
Laboratory Tests: Response to MICRONASE Tablets should be monitored by frequent urine glucose tests and
periodic blood glucose tests. Measurement of glycosylated hemoglobin levels may be helpful in some patients.
Drug Interactions: The hypoglycemic action of sulfonylureas may be potentiated by certain drugs including
nonsteroidal anti-inflammatory agents and other drugs that are highly protein bound, salicylates, sulfon-
amides, 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 thia-
zides and other diuretics, corticosteroids, phenothiazines, thyroid products, estrogens, oral contraceptives,
phenytoin, nicotinic acid, sympathomimetics, calcium channel blocking drugs, and isoniazid.
A potential interaction between oral miconazole and oral hypoglycemic agents leading to severe hypogly-
cemia has been reported.
Carclnogenesls, Mutagenesls, and Impairment of Fertility: Studies in rats at doses up to 300 mg/kg/day
for 18 months snowed no carcinogenic effects. Glyburide is nonmutagenic when studied in the Salmonella
microsome test (Ames test) and in the DNA damage/alkaline elution assay.
Pregnancy: Teratogenic effects: Pregnancy Category B. Reproduction studies in rats and rabbits have revealed
no evidence of impaired fertility or harm to the fetus due to glyburide. There are no adequate and well con-
trolled studies in pregnant women. This drug should be used during pregnancy only if clearly needed. Insulin
should be used during pregnancy to maintain blood glucose as close to normal as possible. Nonteratogenic
Effects: Prolonged severe hypoglycemia (4 to 10 days) has been reported in neonates born to mothers who
were receiving a sulfonylurea drug at the time of delivery. MICRONASE should be discontinued at least two
weeks before the expected delivery date.
Nursing Mothers: Some sulfonylurea drugs are known to be excreted in human milk. Insulin therapy should
be considered.
Pedlatrlc Use: Safety and effectiveness in children have not been established.
ADVERSE REACTIONS: Hypoglycemia: See Precautions and Overdosage sections. Gastrointestinal Reac-
tions: Cholestatic jaundice and hepatitis may occur rarely; MICRONASE Tablets should be discontinued if
this occurs. Gastrointestinal disturbances (nausea, epigastric fullness, and heartburn) occurred in 1.8% of
patients during clinical trials. They were the most commonly reported adverse reactions. They tend to be
dose related and may disappear when dosage is reduced. Liver function abnormalities have been reported.
Dermatologic Reactions: Allergic skin reactions, e.g., pruritus, erythema, urticaria, and morbilliform or
maculopapular eruptions occurred in 1.5% of patients during trials. These may be transient and may disap-
pear despite continued use of MICRONASE; if skin reactions persist, the drug should be discontinued. Por-
phyria cutanea tarda and photosensitivity reactions have been reported with sulfonylureas. Hematologic
Reactions: Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic anemia, and pan-
cytopenia 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 disutfiram-like reactions have been reported very rarely. Cases of hyponatremia have been
reported with glyburide and all other sulfonylureas, most often in patients who are on other medications or
have medical conditions known to cause hyponatremia or increase release of antidiuretic hormone. (SIADH)
secretion has been reported with certain other sulfonylureas, and it has been suggested that these sulfon-
ylureas may augment the peripheral (antidiuretic) action of ADH and/or increase release of ADH.
OVERDOSAGE: Overdosage of sulfonylureas, including MICRONASE Tablets, can produce hypoglycemia. If
hypoglycemic coma is diagnosed or suspected, the patient should be given a rapid intravenous injection of
concentrated (50%) glucose solution. This should be followed by a continuous infusion of a more 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.
Maximum Dose: Daily doses of more than 20 mg are not recommended.
Dosage Interval: Once-a-day therapy is usually satisfactory. Some patients, particularly those receiving more
than 10 mg daily, may have a more satisfactory response with twice-a-day dosage.
Specific Patient Populations: MICRONASE is not recommended for use in pregnancy or for use in children.
In elderly patients, debilitated or malnourished patients, and patients with impaired renal or hepatic function,
the initial and maintenance dosing should be conservative to avoid hypoglycemic reactions. (See Precau-
tions Section).
For additional product information see your Upjohn representative.

THE UPJOHN COMPANY, Kalamazoo, Ml 49001
B-5-S APRIL 1990 J-3146

CLASSIFIED
ADVERTISING

Diabetes Care Classified Ad rates are:

$350
(for non-ADA members, $475)

Vfe Page $175
(for non-ADA members, $235)

All advertising must be prepaid
with order.

All advertisements will be
typeset uniformly.

The closing date for space in
Diabetes Care is: the 25th of the 2nd

month preceding month of issue
(November 25 for the January issue).

Circulation: 11,500 Paid

For information on classified
advertising in Diabetes and

Diabetes Spectrum; and Copy and
Contract Policies, contact:

Peggy B. Abbott
American Diabetes Association

1660 Duke Street
Alexandria, VA 22314

Phone toll free --
1-800-232-3472x312 or
1-703-549-1500x312
FAX - 1-703-836-7439



Obesity has been linked to
high blood pressure, adult
diabetes, and a score oj other
illnesses. So losing weight not
only helps people look better, it
helps them feel better and live
longer.

They've finally invented a machine
that can determine someone's chances
of heart disease, stroke and diabetes.

Today, obesity is threatening the lives of more than
39 million Americans. Through high blood pressure,
diabetes, stroke, heart disease, and many other illnesses.

Tbi's roast bee]sandwich, with its very
highJat content, has U4O calories. Some-
one could eat jour turkey sandwiches and
still not consume as many calories. It's this
kind ojknowledge that your patients
gain through HMR.

But now, instead of just telling patients to shed a
few pounds and then hoping they do it, you can actually
help them do it. By referring them to the HMR Weight
Management Program.

HMR is unique in that we're not a diet plan, we're
a weight management program. Through a nutri-
tionally complete diet of supplements and entrees,
we help clients reach their goal weight quickly
and safely. Then, in a proven maintenance pro-
gram, supervised by health care professionals, we

teach them to balance food
calories with physical activity
to maintain their weight.

Our approach works.
The average weight loss is
approximately 52 pounds, and
more than 60% of the weight
lost is kept off for two years.
Which might explain why over
93% of our clients who've been
through other programs prefer
our approach best.

If you have a patient whose weight concerns you,
find out all there is to gain from the HMR Weight

Management Program.

Our clients'daily calorie
record is based on a simple
concept—their checkbook.
When they take in more than
they spend, they gain. Whe>\
they spend more than they
take in, they lose.

win

One oj the most important things clients leam is the
relationship oj exercise to diet. Physical activity
burns calories and allows them to eat more without
gaining weight.

Health Management Resources
59 Temple Place, Suite 704
Boston, MA 02111-1346



blood flow:

arterial
disease.

(pentoxifylline)



Increased blood viscosity
is often a result of diminished
red blood cell flexibility down-
stream of a fixed obstruction.1

Elevated plasma fibrinogen,
as well as elevated red cell and
platelet aggregation, contribute
to hyperviscosity.13

Patients at greatest risk from peripheral arterial
disease are usually over 50, smokers, diabetics, hypertensives
or present with elevated cholesterol/triglycerides.

Intermittent claudication is one of several symptoms
characteristic of the disease.

Trental" (pentoxifylline)
reduces blood viscosity;4
improving red cell flexibility,5

decreasing red cell and
platelet aggregation,67 and
decreasing elevated plasma
fibrinogen.4

Trental® improves tissue oxygenation. A significant
increase in calf muscle pO2 has been demonstrated in patients
with intermittent claudication following a single oral dose.8

For best results continue treatment at least 2-3
months. Depending on the severity and previous duration of
ischemia, improvement as measured by increased walking dis-
tance to claudication may continue over weeks or months.

Although some benefit may be seen as early as two to four weeks,
therapy of at least two to three months is recommended.

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

Trental
(pentoxifylline) 400 mg

Tablets

The only proven-effective agent
for intermittent claudication,

a symptom of peripheral arterial disease
Trental* can improve function and symptoms, but is not intended to replace more definitive
therapy, such as surgery.

© 1990 by Hoechst-Roussel Pharmaceuticals Incorporated

Please see references and brief summary of prescribing information on following page.
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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 intermittent
claudication on the basis of chronic occlusive arterial disease of the limbs. Trental® (pen-
toxifylline) 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, theophylline, and
theobromine.
PRECAUTIONS:
General: Patients with chronic occlusive arterial disease of the limbs frequently show
other manifestations of arteriosderotic 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 complicated by hemorrhage (e.g., recent
surgery, peptic ulceration) should have periodic 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 antihypertensiye agents should be reduced.
Carcinogenesis, Mutagenesis and Impairment of Fertility: Long-term studies 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 maxi-
mum 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 malformation was observed.
Increased resorption was seen in rats at 25 times MRHD. There are, however, no ade-
quate 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® (pentoxifylline)
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 considered drug
related, as well as the numbers of patients who received controlled-release Trental®

(pentoxifylline) tablets, immediate-release Trental® (pentoxifylline) 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

Commercially
Available

Trental® Placebo
(321) (128)
3.1 0

0.3
— _
— —

_ _
0.6
_ _
2.8 4.7
2.2 0.8
1.2

- -
1.9 3.1
_ _
1.2 1.6
_ _

0.3 0.8
_ _

Immediate-Release
Capsules

Used only for
Controlled Clinical Trials

Trental®
(177)

9.6

1.1
1.7
2.3

4.0
9.0
3.4
9.6

28.8
4.5

1.7
11.9
1.1
6.2
2.3
_
2.3

Placebo
(138)
7.2

2.2
0.7
0.7

1.4
3.6
2.9
2.9
8.7
0.7

0.7
4.3
5.8
5.8
2.2
_
1.4

Trental® (pentoxifylline) has been marketed in Europe and elsewhere since 1972. In
addition to the above symptoms, the following have been reported spontaneously 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 fingernails, pruritus, rash, urticaria, angioedema.
Special Senses-blurred vision, conjunctivitis, earache, scotoma.
Miscellaneous—bad taste, excessive salivation, leukopenia, malaise, sore
throat/swollen neck glands, weight change.

A few rare events have "been reported spontaneously worldwide since marketing 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 physi-
cians: Cardiovascular—angina, arrhythmia, tachycardia; Digestive—hepatitis, jaundice,
increased liver enzymes; and Hemicand Lymphatic -decreased serum fibrinogen,
pancytopenia, aplastic anemia, purpura, tnrombocytopenia.
OVERDOSAGE:
Overdosage with Trental® (pentoxifylline) has been reported in children and adults.
Symptoms appear to be dose related. A report from a poison control center on 44
patients taking overdoses of enteric-coated pentoxifylline tablets noted that symptoms
usually occurred 4-5 hours after ingestion and lasted about 12 hours. The highest
amount ingested was 80 mg/kg; flushing, hypotension, convulsions, somnolence, loss
of consciousness, fever, andagitation 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 pentoxifylline 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 recom-
mended that treatment be continued for at least 8 weeks. Efficacy has been demon-
strated in double-blind clinical studies of 6 months duration.
Digestive and central nervous system side effects are dose related. If patients devejop
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. Edition 2/88

Trental® REG TM HOECHST AG

Hoechst-Roussel Pharmaceuticals Inc.
Somerville, New Jersey 08876

Help your patients take a step toward early
detection and treatment of
Send away today or ask your Hoechst-Roussel
representative for your free supply of our patient
education booklet, "Step Lively"

Name

Address

City State Zip

Cut out and mail to : Step Lively, HOECHST-ROUSSEL PHARMACEUTICALS INC.
P.O. Box 831, Andover, New Jersey 07821

400 mg
TabletsTrental

(pentoxifylline)
The only proven-effective agent for
intermittent claudication, a symptom
of peripheral arterial disease

O73142-1O88



Axsain
(Capsaicin 0.075%) Cream

The topically active analgesic
for peripheral neuropathies

Effective relief for
the burning, throbbing,

lancinating pain of
diabetic neuropathy

# • •



Axsain
(Capsaicin 0.075%) Cream

Unique topical therapy
relieves pain of

diabetic neuropathy

Topical, with no known
systemic effects or drug
interactions

Pain selective; does not
affect more discriminatory
senses such as touch,
pressure or vibration

Patients applying Axsain
three to four times daily
report noticeable pain
relief within two to four
weeks

Effective relief is
achieved through
proper patient use
Axsain should be rubbed into the skin
in amounts sufficient to cover the area
without resulting in a caked residue. If
residue of dried material is left on the
skin it may become airborne, which can
cause coughing, sneezing and/or
tearing.

A transient burning sensation and red-
dening of the skin may occur over the
first several days of use. Application
fewer than three times a day may not
provide optimum pain relief and may
cause the burning sensation to persist.

Illustrated, easy-to-read patient instruc-
tion booklets are included in every
Axsain package.

Description: Axsain contains capsaicin 0.075'; in an emollient cream base. Capsaicin is trans-8-methyl-N-vanillyl-6-nonenamide, a white crystalline powder with a molecular weight
of 305.4. It is practically insoluble in water but very soluble in alcohol, ether and chloroform.
Active Ingredient: Capsaicin 0.075''
Inactive Ingredients: Benzyl Alcohol, Cetyl Alcohol, Glycervl Monostearate, Isopropyl Myristate, Polyoxyethylene Stearate Blend, Purified Water, Sorbitol Solution, White Petrolatum
Actions and Indications: Current evidence suggests that Axsain works by its action on pain fibers and on a pain transmitting compound called substance P. The capsaicin in Axsain
causes substance P to leave the nerve endings. With a lower amount of substance P in the nerve endings, pain impulses cannot be transmitted to the brain. Axsain is indicated for
relief of neuralgias (pain from nerves near the surface of the skin) such as painful diabetic neuropathy and postsurgical pain.
Warnings: Avoid contact with eyes. Do not apply to wounds or damaged skin. Do not bandage tightly. Avoid inhaling airborne material from dried residue which can cause coughing,
sneezing and/or tearing. If painful condition worsens or does not improve after 28 days, discontinue use of this product and consult your physician. Keep this and all drugs out of the
reach of children.
Directions: Adults and children 2 years of age and older: Apply to affected area 3 to 4 times daily. A transient burning sensation related to the action of the product may occur over the
first several days of use. Application schedules less than 3 times a day may not provide optimum pain relief and the burning sensation may persist. Wash hands immediately after
application, avoiding areas where drug is applied.
How Supplied: 1.0 oz. tubes (NDC 57284-501-30) 2.0 oz. tubes (NDC 57284-501-60) U.S. Patent Nos. 4,486,450 and 4,536,404
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sustained BP control
over 24 hours*

' The anlihypertensive effect may diminish
al the end of the dosing interval.
Please see last page of this advertisement
for brief summary of prescribing information.



*Th© antihypertensive effect may diminish at the end of the dosing interval.

*Data derived from a multicenter, double-blind study involving 35 patients with mild-to-moderate hypertension treated
with ZESTRIL over a 4-8 week period (baseline office diastolic blood pressure [BP] >95 mm Hg and <114 mm Hg) in
which BP assessments were made in the office as the primary efficacy endpoint, and by 24-hour ambulatory BP
monitoring. Once-daily ZESTRIL (10 mg, 20 mg, 40 mg) was titrated every 2 weeks according to whether office dia-
stolic BP achieved a reduction to <90 mm Hg or >10 mm Hg from baseline. If such a reduction occurred after
2 weeks on a dose, a patient remained on that dose to the end of treatment for 2 additional weeks. If a patient did not
achieve such a reduction on any of the 3 study doses, treatment was ended after 2 weeks on the maximum dose,
Twenty-four-hour ambulatory BP monitoring was performed at pretreatment baseline and at the end of treatment.

*The long-term prognostic significance of blood pressure control determined by ambulatory BP monitoring
has yet to be confirmed.
Please see last page of this advertisement for brief summary of prescribing information.
© 1991ICI Americas Inc.



OFFICE BP MEASUREMENTS

Once-daily ZESTRJL significantly reduced office BP
Once-daily ZESTRJL reduced diastolic office BP measurements by
11.4 mm Hg (P < .05) and systolic office BP measurements by 10.4 mm Hg
(P < .05), comparing baseline to end of treatment1

AMBULATORY
BP MEASUREMENTS

24-hour control of BP with once-daily ZESTRIL
 1

24-hour ambulatory BP monitoring1 confirmed that once-daily ZESTRIL

tablets 10-40 mg sustained significant BP reduction in both systolic
(P < .05) and diastolic (P < .05) area under the curve (AUC) measurements1

Ambulatory BP measurements (diastolic):
Pretreatment baseline vs end of treatment (4-8 weeks)1
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The graph is based on the ambulatory diastolic BP readings available for 32
ZESTRIL patients with readings taken both before and at the end of the treat-
ment period over 4-8 weeks. At the time of their end-of-treatment readings,
these patients had received 4 weeks of therapy, except as otherwise noted, at
the following dosages: 19 (10 mg q.d.), 10 (20 mg q.d.), 1 (40 mg q.d.), and
2(40mgq.d.-2weeks).



The 24-hour* simplified
regimen

Once-daily ZESTRIL offers dosage options...
Usual starting dose: 10 mg q.d.

Usual maintenance dose: 20-40 mg q.d.

... and multiple strengths
ZBTRIL is available in 5 mg (scored), 10 mg,
20 mg, and 40 mg tablets

Evaluation of the hypertensive patient should
always include assessment of renal function (see
Dosage and Administration).
Angiosdema has been reported with ACE
inhibitors, including ZESTFUL (see Warnings).

'The antihypertensive effect may diminish at the
end of the dosing interval.

Reference: 1. Data on file, Stuart Pharmaceuticals,
Wilmington, Delaware.

STUART PHARMACEUTICALS
A business unit of ICI Americas Inc.
Wilmington. Delaware 19397 USA

GRP-0393



ZESTRJL
Zestril (lisinopril)

(USINOPRIL)
(FOR FULL PRESCRIBING INFORMATION, SEE PACKAGE INSERT.)
INDICATIONS AND USAGE: ZESTRIL is indicated for the treatment of hypertension. It may be used alone as initial therapy or
concomitantly with other classes of antihypertensive agents.

In using ZESTRIL, consideration should be given to the fact that another angiotensin converting enzyme inhibitor, captopril, has
caused agranulocytosis, particularly in patients with renal impairment or collagen vascular disease, and that available data are
insufficient to show that ZESTRIL does not have a similar risk. (See WARNINGS.)

CONTRAINDICATIONS: ZESTRIL is contraindicated in patients who are hypersensitive to this product and in patients with a history
of angioedema related to previous treatment with an angiotensin converting enzyme Inhibitor.
WARNINGS: Angioedema: Angioedema of the face, extremities, lips, tongue, glottis and/or larynx has been reported in patients
treated with angiotensin converting enzyme inhibitors, including ZESTRIL. In such cases, ZESTRIL should be promptly
discontinued and appropriate therapy and monitoring should be provided until complete and sustained resolution of signs and
symptoms has occurred. 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 ol the tongue, glottis or larynx likely to cause airway obstruction, appropriate
therapy, eg, subcutaneous eplnephrlne solution 1:1000 (0.3 mL to 0.5 mL) and/or measures necessary to ensure a patent
airway should be promptly provided. (See ADVERSE REACTIONS.)

Hypotension: Excessive hypotension was rarely seen in uncomplicated hypertensive patients but is a possible consequence of
the use with ZESTRIL in salt/volume-depleted persons, such as those treated vigorously with diuretics or patients on dialysis. (See
PRECAUTIONS. Drug Interactions 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 ZESTRIL and/or diuretic is increased. Similar considerations apply to patients with ischemic
heart or cerebrovascular disease In whom an excessive fall in blood pressure could result in a myocardial infarction or
cerebrovascular accident.

If 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.

Neutropenla/Agranulocytosls: Another angiotensin converting enzyme inhibitor, captopril, 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 ZESTRIL are insufficient to
show that ZESTRIL does not cause agranulocytosis at similar rates. Marketing experience has revealed rare cases of neutropenia
and bone marrow depression in which a causal relationship to lisinopril cannot be excluded. Periodic monitoring of white blood
cell counts in patients with collagen vascular disease and renal disease should be considered.

Fetal/Neonatal Morbidity and Mortality: ACE inhibitors, including ZESTRIL, can cause fetal and neonatal morbidity and
mortality when administered to pregnant women.

Lisinopril crosses the human placenta. When ACE inhibitors have been used during the second and third trimesters of
pregnancy, there have been reports of hypotension, renal failure, skull hypoplasia, and/or death in the newborn. Oligohydramnios
has also been reported, presumably representing decreased renal function in the fetus; limb contractures, craniofacial deformities,
hypoplastic lung development and intrauterine growth retardation have been reported in association with oligohydramnios.
Patients who do require ACE inhibitors during the second and third trimesters of pregnancy should be apprised of the potential
hazards to the fetus, and frequent ultrasound examinations should be performed to look for oligohydramnios. If oligohydramnios
Is observed, ZESTRIL should be discontinued unless it is considered life-saving for the mother.

Other potential risks to the fetus/neonate exposed to ACE inhibitors include: intrauterine growth retardation, prematurity,
patent ductus arteriosus: fetal death has also been reported. It is not clear, however, whether these reported events are
related to ACE inhibition or the underlying maternal disease. It is not known whether exposure limited to the first trimester
can adversely affect fetal outcome.

Infants exposed in utero to ACE inhibitors should be closely monitored for hypotension, oliguria, and hyperkalemia. If oliguria
occurs, attention should be directed toward support of blood pressure and renal perfusion.

Another ACE inhibitor, enalapril, has been removed from the neonatal circulation by peritoneal dialysis and theoretically may be
removed by exchange transfusion, although there is no experience with the latter procedure. There is no experience with either of
these procedures for removing lisinopril or other ACE inhibitors from the neonatal circulation.

Lisinopril was not teratogenic in mice treated on days 6-15 of gestation with up to 1,000 mg/kg/day (625 times the maximum
recommended human dose). There was an increase in fetal resorptions at doses down to 100 mg/kg; at doses of 1,000 mg/kg this was
prevented by saline supplementation. There was no (etotoxicity or teratogenicity in rats treated with up to 300 mg/kg/day (188 times the
maximum recommended dose) of lisinopril at days 6-17 of gestation. In rats receiving lisinopril from day 15 of gestation through day 21
postpartum, there was an increased incidence in pup deaths on days 2-7 postpartum and a lower average body weight of pups on day 21
postpartum. The Increase in pup deaths and decrease in pup weight did not occur with maternal saline supplementation.

Lisinopril, at doses up to 1 mg/kg/day, was not teratogenic when given throughout the organogenic period in saline
supplemented rabbits. Saline supplementation (physiologic saline in place of tap water) was used to eliminate maternotoxic
effects and enable evaluation of the teratogenic potential at the highest possible dosage level. The rabbit has been shown to be
extremely sensitive to angiotensin converting enzyme inhibitors (captopril and enalapril) with maternal and fetotoxic effects
apparent at or below the recommended therapeutic dosage levels in man.

Fetotoxicity was demonstrated in rabbits by an increased incidence of fetal resorptions at an oral dose of lisinopril of 1 mg/kg/
day and by an increased incidence of incomplete ossification at the lowest dose tested (0.1 mg/kg/day). A single intravenous dose
of 15 mg/kg of lisinopril administered to pregnant rabbits on gestation days 16,21, or 26 resulted in 88% to 100% fetal death.

If ZESTRIL is used during pregnancy or if the patient becomes pregnant while taking ZESTRIL, the patient should be
apprised of the potential hazards to the fetus.
PRECAUTIONS: General: Impaired Renal Function: As a consequence of inhibiting the renin-angiotensin-aldosterone
system, changes in renal function may be anticipated in susceptible individuals. In patients with severe congestive heart
failure whose renal function may depend on the activity of the renin-angiotensin-aldosterone system, treatment with
angiotensin converting enzyme inhibitors, including ZESTRIL, may be associated with oliguria and/or progressive azotemia
and rarely with acute renal failure and/or death.

In hypertensive patients with unilateral or bilateral renal artery stenosis, increases in blood urea nitrogen and serum
creatinine may occur. Experience with another angiotensin converting enzyme inhibitor suggests that these increases are
usually reversible upon discontinuation of ZESTRIL and/or diuretic therapy. In such patients, renal function should be
monitored during the first lew weeks of therapy.

Some hypertensive patients with no apparent preexisting renal vascular disease have developed increases in blood urea
nitrogen and serum creatinine, usually minor and transient, especially when ZESTRIL has been given concomitantly with a
diuretic. This is more likely to occur in patients with preexisting renal impairment. Oosage reduction of ZESTRIL and/or
discontinuation of the diuretic may be required.

Evaluation ol the hypertensive patient should always include assessment ol renal lunction. (See DOSAGE AND ADMINISTRATION.)
Hyperkalemia: In clinical trials hyperkalemia (serum potassium greater than 5.7 mEq/L) occurred in approximately 2.2% of

hypertensive patients and 4.0% of patients with congestive heart failure. In most cases these were isolated values which resolved
despite continued therapy. Hyperkalemia was a cause of discontinuation of therapy in approximately 0.1% of hypertensive
patients. Risk factors for the development of hyperkalemia include renal insufficiency, diabetes mellitus, and the concomitant use
ol potassium-sparing diuretics, potassium supplements and/or potassium-containing salt substitutes, which should be used
cautiously, if at all, with ZESTRIL. (See Drug Interactions.)

Cough: Cough has been reported with the use of ACE inhibitors. Characteristically, the cough is nonproductive, persistent and resolves
after discontinuation of therapy. ACE inhibitor-induced cough should be considered as part of the differential diagnosis of cough.

Surgery/Anesthesia: In patients undergoing major surgery or during anesthesia with agents that produce hypotension,
ZESTRIL 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 ZESTRIL. 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 swallowing or breathing) and to take no more drug until they have
consulted with the prescribing physician.

Symptomatic Hypotension: Patients should be cautioned to report light-headedness especially during the first few days of therapy.
If actual syncope occurs, the patient should be told to discontinue the drug until they have consulted with the prescribing physician.

All patients should be cautioned that excessive perspiration and dehydration may lead to an excessive fall in blood pressure
because of reduction in fluid volume. Other causes of volume depletion such as vomiting or diarrhea may also lead to a fall in
blood pressure; patients should be advised to consult with their 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 (eg, sore throat, fever) which may be

a sign of neutropenia.
NOTE: As with many other drugs, certain advice to patients being treated with ZESTRIL is warranted. 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 ZESTRIL. The possibility ot hypotensive effects with ZESTRIL can be minimized by either discontinuing the diuretic or
increasing the salt intake prior to initiation of treatment with ZESTRIL. If it is necessary to continue the diuretic, initiate therapy
with ZESTRIL at a dose of 5 mg dally, and provide close medical supervision after the initial dose for at least two hours and until
blood pressure has stabilized for at least an additional hour. (See WARNINGS, and DOSAGE AND ADMINISTRATION.) When a
diuretic is added to the therapy ot a patient receiving ZESTRIL, an additional antihypertensive effect is usually observed. Studies
with ACE inhibitors in combination with diuretics indicate that the dose of the ACE inhibitor can be reduced when it is given with a
diuretic. (See DOSAGE AND ADMINISTRATION.)

Indomethacln: In a study in 36 patients with mild to moderate hypertension where the antihypertensive effects of ZESTRIL
alone were compared to ZESTRIL given concomitantly with indomethacin, the use of indomethacin was associated with a reduced
effect, although the difference between the two regimens was not significant.

Other Agents: ZESTRIL has been used concomitantly with nitrates and/or digoxin without evidence of clinically significant
adverse interactions. No clinically important pharmacokinetic interactions occurred when ZESTRIL was used concomitantly with
propranolol or hydrochlorothiazide. The presence of food in the stomach does not alter the bioavailability of ZESTRIL.

Agents Increasing Serum Potassium: ZESTRIL attenuates potassium loss caused by thiazide-type diuretics. Use of ZESTRIL
with potassium-sparing diuretics (eg, spironolactone, triamterene or amiloride), potassium supplements, or potassium-containing salt
substitutes may lead to significant increases in serum potassium. Therefore, it concomitant use of these agents is indicated
because of demonstrated hypokalemia, they should be used with caution and with frequent monitoring of serum potassium.

Lithium: Lithium toxicity has been reported in patients receiving lithium with drugs which cause elimination of sodium,
including ACE inhibitors. Lithium toxicity was usually reversible upon discontinuation of both drugs. It is recommended that
serum lithium levels be monitored frequently if ZESTRIL is administered concomitantly with lithium.

Carclnogenesls, Mutagenesli, Impairment ol Fertllity:There was no evidence of a tumorigenic effect when lisinopril was
administered for 105 weeks to male and female rats at doses up to 90 mg/kg/day (about 56 times' the maximum recommended
daily human dose) or when lisinopril was administered for 92 weeks to (male and female) mice at doses up to 135 mg/kg/day
(about 84 times' the maximum recommended daily human dose).

'Based on patient weight ol 50 kg.

Lisinopril was not mutagenic in the Ames microbial mutagen test with or without metabolic activation. It was also negative In a
forward mutation assay using Chinese hamster lung cells. Lisinopril did not produce single strand DNA breaks in an in vitro
alkaline elution rat hepatocyte assay. In addition, lisinopril did not produce increases in chromosomal aberrations In an in vitro
test in Chinese hamster ovary cells or in an in vivo study in mouse bone marrow.

There were no adverse effects on reproductive performance in male and female rats treated with up to 300 mg/kg/day of lisinopril.
Pregnancy: Pregnancy Category 0. See WARNINGS, Fetal/Neonatal Morbidity and Mortality.
Nursing Mothers: Milk of lactating rats contains radioactivity following administration of "C lisinopril. It is not known whether

this drug is excreted in human milk. Because many drugs are excreted in human milk, caution should be exercised when ZESTRIL
is given to a nursing mother.

Pediatric Use: Safety and effectiveness in children have not been established.
ADVERSE REACTIONS: ZESTRIL has been found to be generally well tolerated in controlled clinical trials involving 2003
patients and subjects.

The most frequent clinical adverse experiences in controlled trials with ZESTRIL were dizziness (6.3%), headache (5.3%),
fatigue (3.3%), diarrhea (3.2%), upper respiratory symptoms (3.0%), and cough (2.9%), all of which were more frequent than in
placebo-treated patients. For the most pan, adverse experiences were mild and transient in nature. Discontinuation ot therapy
was required in 6.0% of patients. In clinical trials, the overall frequency of adverse experiences could not be related to total daity
dosage within the recommended therapeutic dosage range.

For adverse experiences which occurred in more than 1 % of patients and subjects treated with ZESTRIL or ZESTRIL plus
hvdrochlorothiazide in controlled clinical trials, comparative incidence data are listed in the table below.

Percent of Patients in Controlled Studies
ZESTRIL/

ZESTRIL Hydrochlorothiazide Placebo
(n=2003t) (n=644) (n=207)
Incidence Incidence Incidence

(discontinuation) (discontinuation)
Dizziness
Headache
:atigue
Diarrhea
Jpper Respiratory Symptoms
Sough
Mausea
Hypotension
Rash
Orthostatic Effects
Asthenia
;hestPain
Vomiting
Dyspnea
Dyspepsia
'aresthesia
impotence
Muscle Cramps
Sack Pain
Masai Congestion
Decreased Libido
Vertigo

6.3 0.6)
5.3 (0.2)
3.3 (0.2;
3.2 (0.3;
3.0 (0.0;
2.9 (0.4;
2.3 (0.3;
1.8 (0.8i
1.5 (0.4;
1.4 (0.0;
1.3 (0.4;
1.3 (0.1
1.3 (0.2!
1.1 (0.0
1.0 (0.0;
0.8 (0.0;
0.7
0.6
0.5
0.3
0.2
0.1

0.2)
0.0
0.0
0.0
O.i:
0.0;

9.0 (0.9;
4.3 JO.5;
3.9 (0.5
2.6 (0.3
4.5 (0.0
4.5 (0.8
2.5 (0.2)
1.6 0.5)
1.6 (0.2
3.4 (0.2
2.0 (0.2
1.2 (0.2
1.4 (0.0
0.5 0.2)
1.9 (0.0)
2.0 (0.2)
1.6 (0.3)
2.8 (0.6)
1.1 (0.0)
1.2 (0.0)
1.2 (0.0)
11 (02)

t Includes 420 patients treated for congestive heart failure who were receiving concomitant digitalis and/or diuretic therapy.
Clinical adverse experiences occurring in 0.3% to 1.0% of patients in the controlled trials and rarer, serious, possibly

drug related events reported in uncontrolled studies or marketing experience are listed below and, within each category, are
in order of decreasing severity.

BODY AS A WHOLE: Chest discomfort, fever, flushing, malaise.
CARDIOVASCULAR: Myocardial infarction or cerebrovascular accident, possibly secondary to excessive hypotension in

high risk patients (see WARNINGS, Hypotension); angina pectoris, orthostatic hypotension, rhythm disturbances,
tachycardia, peripheral edema, vasculitis, palpitation.

DIGESTIVE: Pancreatitis, hepatitis (hepatocellular or cholestatic jaundice), abdominal pain, anorexia, constipation,
flatulence, dry mouth.

METABOLISM: Gout
MUSCULOSKELETAL: Joint pain, shoulder pain.
NERVOUS SYSTEM/PSYCHIATRIC: Depression, somnolence, insomnia, stroke, nervousness, confusion.
RESPIRATORY SYSTEM: Bronchitis, sinusitis, pharyngeal pain.
SKIN: Urticaria, pruritus, diaphoresis.
SPECIAL SENSES: Blurred vision.
UROGENITAL: Oliguria, progressive azotemia, acute renal failure, urinary tract infection.
A symptom complex has been reported which may include a positive ANA, an elevated erythrocyto sedimentation rate,

arthralgia/arthritis, myalgia and fever.
ANGIOEDEMA: Angioedema has been reported in patients receiving ZESTRIL (0.1%). Angioedema associated with

laryngeal edema may be fatal. If angioedema of the face, extremities, lips, tongue, glottis and/or larynx occurs, treatment
with ZESTRIL should be discontinued and appropriate therapy instituted immediately. (See WARNINGS.)

HYPOTENSION: In hypertensive patients, hypotension occurred in 1.2% and syncope occurred In 0 .1% of patients.
Hypotension or syncope was a cause of discontinuation of therapy in 0.5% of hypertensive patients. (See WARNINGS.)

In patients with congestive heart failure, hypotension occurred in 5.0% and syncope occurred in 1.0% of patients. These
adverse experiences were causes for discontinuation of therapy in 1.3% of these patients.
Fetal/Neonatal Morbidity and Mortality: In infants exposed in utero to ACE inhibitors the following adverse experiences have
been reported: Fetal and neonatal death, renal failure, hypoplastic lung development, hypotension, hyperkalemia, skull hypoplasia,
limb contractures, craniofacial deformities, intrauterine growth retardation, prematurity and patent ductus arteriosus. (See
WARNINGS. Fetal/Neonatal Morbidity and Mortality.)

Clinical Laboratory Test Findings: Serum Electrolytes: Hyperkalemia. (See PRECAUTIONS.)
Creatinine, Blood Urea Nitrogen: Minor increases in blood urea nitrogen and serum creatinine, reversible upon discontinuation

of therapy, were observed in about 2.0% of patients with essential hypertension treated with ZESTRIL alone. Increases were more
common in patients receiving concomitant diuretics and in patients with renal artery stenosis. (See PRECAUTIONS.) Reversible
minor increases in blood urea nitrogen and serum creatinine were observed in approximately 9.1 % ot patients with congestive heart
failure on concomitant diuretic therapy. Frequently, these abnormalities resolved when the dosage of the diuretic was decreased.

Hemoglobin and Hematocrlt: Small decreases in hemoglobin and hematocrit (mean decreases ol approximately 0.4 g% and
1.3 vol%, respectively) occurred frequently in patients treated with ZESTRIL but were rarefy of clinical importance in patients
without some other cause of anemia. In clinical trials, less than 0 .1% ot 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 and bone marrow depression have been reported.

Overall, 2.0% ot patients discontinued therapy due to laboratory adverse experiences, principally elevations in blood urea
nitrogen (0.6%), serum creatinine (0.5%) and serum potassium (0.4%).
OOSAGE AND ADMINISTRATION: Initial Therapy: In patients with uncomplicated essential hypertension not on diuretic therapy,
the recommended initial dose is 10 mg once a day. Dosage should be adjusted according to blood pressure response. The usual
dosage range is 20-40 mg per day administered in a single daity dose. The antihypertensive effect may diminish toward the end ol
the dosing interval regardless of the administered dose, but most commonly with a dose of 10 mg daity. This can be evaluated by
measuring blood pressure just prior to dosing to determine whether satisfactory control is being maintained for 24 hours. If it is
not. an increase in dose should be considered. Doses up to 80 mg have been used but do not appear to give greater effect. If blood
pressure is not controlled with ZESTRIL alone, a low dose of a diuretic may be added. Hydrochlorothiazide, 12.5 mg has been
shown to provide an additive effect. After the addition of a diuretic, it may be possible to reduce the dose of ZESTRIL.

Diuretic Treated Patients: In hypertensive patients who are currently being treated with a diuretic, symptomatic hypotension
may occur occasionally following the initial dose of ZESTRIL. The diuretic should be discontinued, if possible, for two to three
days before beginning therapy with ZESTRIL to reduce the likelihood ot hypotension. (See WARNINGS.) The dosage of ZESTRIL
should be adjusted according to blood pressure response. II the patient's blood pressure is not controlled with ZESTRIL alone,
diuretic therapy may be resumed as described above.

If the diuretic cannot be discontinued, an initial dose of 5 mg should be used under medical supervision for at least two hours
and until blood pressure has stabilized lor at least an additional hour. (See WARNINGS and PRECAUTIONS, Drug Interactions.)

Concomitant administration of ZESTRIL with potassium supplements, potassium salt substitutes, or potassium-sparing
diuretics may lead to increases of serum potassium. (See PRECAUTIONS.)

Use in Elderly: In general, blood pressure response and adverse experiences were similar in younger and older patients given
similar doses of ZESTRIL. Pharmacokinetic studies, however, indicate that maximum blood levels and area under the plasma
concentration time curve (AUC) are doubled in older patients so that dosage adjustments should be made with particular caution.

Oosage Adjustment in Renal Impairment: The usual dose of ZESTRIL (10 mg) is recommended for patients with creatinine
clearance > 30 mL/min (serum creatinine of up to approximately 3 mg/dL). For patients with creatinine clearance s 10 mL/min
s 30 mL/min (serum creatinine 2 3 mg/dL), the first dose is 5 mg once daily. For patients with creatinine clearance < 10 mL/min
(usually on hemodialysis) the recommended initial dose is 2.5 mg. The dosage may be titrated upward until blood pressure is
controlled or to a maximum of 40 mg daily.

Creatinine Clearance Initial Dose
Renal Status mL/min mg/day
Normal Renal Function to Mild Impairment
Moderate to Severe Impairment
Dialysis Patients

>30 10
5

2,5t
t Oosage or dosing interval should be adjusted depending on the blood pressure response.

HOW SUPPLIED
5 mg Tablets (NDC 0038-0130) pink, round, biconvex, uncoated, scored tablets, identified "ZESTRIL 5" debossed on one side,

and "130" debossed and scored on the other side are supplied in bottles of 100 tablets and unit dose packages of 100 tablets.
10 mg Tablets (NDC 0038-0131) pink, round, biconvex, uncoated tablets identified "ZESTRIL 10" debossed on one side, and

"131" debossed on the other side are supplied in bottles ot 100 tablets and unit dose packages of 100 tablets.
20 mg Tablets (NDC 0038-0132) red, round, biconvex, uncoated tablets identified "ZESTRIL 20" debossed on one side, and

"132" debossed on the other side are supplied in bottles of 100 tablets and unit dose packages of 100 tablets.
40 mg Tablets (NDC 0038-0134) yellow, round, biconvex, uncoated tablets identified "ZESTRIL 40" debossed on one side, and

"134" debossed on the other side are supplied in bottles of 100 tablets and unit dose packages of 100 tablets.
Store at room temperature. Protect from moisture, freezing and excessive heat. Oispense in a tight container.
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STUART PHARMACEUTICALS
A business unit of ICI Americas Inc.
Wilmington, Delaware 19897 USA



NEW ccu-Chek
BLOOD GLUCOSE MONITOR AND EASY TEST™ STRIPS

The only non-wipe system
that has absorbent test strips

Back
of strip

size No Mess No Miss No Worry
The pad absorbs the

blood for no-drip,
no-mess testing

The mesh spreads the
blood for easy
application

Reliable Boehringer
Mannheim test strip
chemistry assures
accurate results and
allows visual backup



The only non-wipe system
that has snap-in coding

EasyKey

Actual size

Accu-Chek Easy Blood
Glucose Monitor is

designed for easy
coding. Simply snap
the EasyKey™ Code
Chip into the monitor.

Since there are no
buttons to push, no numbers

to remember, you avoid entry errors
that can happen with other monitors.

\tCttll lro00-o5o-o0/2~ Our medical
professionals are ready 24 hours a day, 7 days a week, to help you.

The secret behind easier testing

BLOOD GLUCOSE MONITOR AND EASY TEST STRIPS

BOEHRINGER
MANNHEIM
CORPORATION

Boehringer Mannheim Corporation
Patient Care Systems Division
9115 Hague Road, RO. Box 50100
Indianapolis, IN 46250-0100

© 1991 Boehringer Mannheim Corporation. All rights reserved. EZT-327



DIABETES
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You'll find hundreds of timely and vital diabetes statistics like
this in AD As latest fact-filled publication.

Almost every imaginable statistic on diabetes
has been gathered for you by ADA and pub-
lished under one brand new title—Diabetes:
1991 Vital Statistics.

Designed as a quick reference manual,
Diabetes: 1991 Vital Statistics is filled with more
than 30 easy-to-read charts and graphs that
highlight the latest diabetes statistics. Examples
include:
• More than 725,000 new cases of diabetes are

diagnosed each year.
• Mexican Americans are three times as likely to

develop NIDDM as whites.
• The prevalence of NIDDM is 60 percent

higher in blacks than in whites.
• Much more!

There's also a convenient bibliography of tables
and figures at the back of the book. It's a great

time-saver when you need to make a quick
statistical reference.

Diabetes: 1991 Vital Statistics also contains
page after page of information to help you
diagnose diabetes and treat and prevent com-
plications. Informative topics include:

• How Diabetes is Diagnosed
• Risk Factors for Diabetes
• Diabetes Complications
• Diabetes Treatment and Prevention
• Much more!

Diabetes: 1991 Vital Statistics provides the
latest diabetes statistics and important treatment
information. It's sure to be a valuable addition to
your personal library.

So order your copy of Diabetes: 1991 Vital
Statistics today. And become the source for the
most timely diabetes information available.

Please send me copies of Diabetes: 1991 Vital Statistics at $6.25 per copy for members or
_ ^ $6.95 per copy for nonmembers. I will be sure to add shipping and handling using the chart below.

Publication Total $
Virginia Residents Add 4.5% sales tax $

Orders outside the U.S., please
add $15 for each airmail shipment $.

Add shipping & handling (use chart) $.

GRAND TOTAL $.

Name

Address

City

Send your check or money order payable to:

1970 Chain Bridge Road
McLean, VA 22109-0592

Up to $5.00 add $1.75

$5.01-$10.00 add $3.00

$10.01-$25.00 add $4.50

$25.01-$50.00 add $5.50

over $50.00 add 10% of order -9

State Zip
PC991O2

Allow 6-8 weeks for delivery. Add $3.00 to shipping & handling
for each additional shipping address. Foreign orders must be
paid in U.S. funds, drawn on a U.S. bank. Prices subject to
change without notice.



l/2cc

3/10cc

IB5I guarantees all three
unconditionally

or your patients get their money back,

No matter which B-D Insulin Syringe you recommend—
the 1cc, 1/2cc or 3/iocc—your patients must be completely
satisfied or they get their money back.

It's our way of assuring you that when your patients buy
B-D Insulin Syringes, they are getting the
best that are made.

That's why insulin injectors
overwhelmingly—4 out of 5—
prefer B-D Insulin Syringes. And
why physicians, nurses and
hospitals use B-D Syringes more
than all other brands combined.

B-D. AND MICRO-FINE 32 are trademarks
ol Becton Dickinson and Company.

BtTTEKi
DIABETES CARE



All The Rear
WeThinMc
m w These manuals contain concepts
that are essential to the education of

every person who undertakes the care of
persons with diabetes mellitus. They
are highly recommended for medical

students, resident physicians, and nurse
icians. Roger W. Tlirkington, MD

Book Review, JAMA, May 26,1989
Vol. 20, p. 3037, Copyright 1989

Physician's

^ 4

I am an ADA member and want to take advantage of my
member discount.
My Membership Number is
(See mailing label on Diabetes Forecast)

Please send me
copies, :i

s.'̂ f.;f.ra:rr.'!i C-1-r.t:f£f! i© Z1D2Z #PTIPG
ADA Members: $17.95; Nonmembers: $19.95 $
sets,:: "XV ^:?c"^:;'::c^::-C;:trc^#PTISS.ADA
Members: $81.00; Nonmembers: $90.00 $
copies,\t:.^^rhT^iG:^£^tc)X::<^TX:#PTIIPG.
ADA Members: $17.95; Nonmembers: $19.95 $
sets, T:; 5: DX S;.Jc:o :-::^r^.o~ #PTIISS.
ADA Members: $81.00; Nonmembers: $90.00 $

Publications Subtotal $

VA Residents add 4.5% State Sales Tax $

Add Shipping & Handling (see chart) $

TOTAL $

Color slide programs, designed to follow the Guides, are available
for group presentations. Presenter's scripts are included.

Name

Address

City

State Zip

PC99103
Shipping & Handling Chart (calculate using publications subtotal)
up to $5.00 $1.75 $25.01-$50.00 $5.50
$5.01-$10.00 $3.00 over $50.00 . 10% of order
$10.01-$25.00 $4.50
To order, send your check or money order payable to the American
Diabetes Association, 1970 Chain Bridge Road, McLean, VA
22109-0592. Please allow 6-8 weeks for domestic delivery. Add $3.00
to shipping & handling for each additional "ship to" address. Add
$15.00 to shipping & handling for air
shipped orders outside the U.S. Prices \
subject to change without notice. / A \ ^

/ \ \ Association*



Actual size

THE WISDOM OF RE
THE UNDER $50 BLOOD GLUCOSE

For some of your patients, compliance with
your diabetes management program

depends on the cost of the monitor. For them, recommend the
Tracer® II system. The accurate, high-performance monitor comes
with a complete kit for less than $50 at participating dealers. The
Tracer® II system. It's the best recommendation you can make,
price-wise.

0 To find out more,
*» call 1-800-858-8072.

BOEHRINGER
MANNHEIM
CORPORATION

Boehringer Mannheim Corporation,
9115 Hague Road, R0. Box 5 Q f ~ '
© 1991 Boehringer Mannheim



WKMNovolin Human Insulin &*
Human Insulin Trusted Around the World

Manufacturers of
the world's first
commercially
available human
insulin and Novolin«
premixed human
insulin

Inventors of NPH
insulin3 Lente®
insulin, NovoPen®
and NovolinPen®
insulin delivery
systems

Providers of
Novo Diabetes Care™
service programs that
support healthcare
professionals and
educate patients with
diabetes

Human insulin
trusted and available
in 90 countries
around the world

For additional information, call 1-800-727-6500

Novo Nordisk Pharmaceuticals Inc.
The worldwide leader in diabetes care

Novolin», Velosulin®, Lente®, NovolinPens, NovoPen®, PenFills, PenNeedles and Novo Diabetes Care™ are trademarks of Novo Nordisk A/S. ©1991 Novo Nordisk Pharmaceuticals Inc. 200-61R


