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Hypertension in Diabetes
A New Dimension
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Diabetes Care publishes original articles and reviews of human and clinical research intended
to increase knowledge, stimulate research, and promote better management of people with
diabetes mellitus. Emphasis is on human studies reporting on the pathophysiology and treatment
of diabetes and its complications; genetics; epidemiology; psychosocial adaptation; education;
and the development, validation, and application of accepted and new therapies. Topics covered
are of interest to clinically oriented physicians, researchers, epidemiologists, psychologists, di-
abetes educators, and other professionals.

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.

Manuscripts should be prepared in accord with the requirements specified in the document "Uni-
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
manuscript preparation appears in the January and July issues of each volume.

All material published in Diabetes Care is copyrighted by the American Diabetes Association,
Inc. All manuscripts submitted to Diabetes Care must include a transmittal letter stating the fol-
lowing before they will be considered for publication. "In consideration of ADA reviewing my
(our) submission, the undersigned author(s) transfers, assigns, or otherwise conveys all copyright
ownership to ADA in the event the work is published." Permission to reproduce copyrighted
material from Diabetes Care will be granted for limited, noncommercial purposes. Permission
requests should be addressed to the Permissions Editor, ADA, 1660 Duke St., Alexandria, VA
22314 and should be accompanied by a letter of permission from the senior author of the article.

Diabetes Care (ISSN 0149-5992) is published monthly by the American Diabetes Association,
Inc., 1660 Duke Street, Alexandria, VA 22314. The annual subscription rate is $65 for individuals
in the U.S. and Canada. Professional Membership dues include $35 designated for Diabetes Care.
The annual rate for all foreign subscriptions, excluding Canada, is $95. The fee for individual
copies is $8 in the U.S. and Canada and $10 in all other countries. Second class postage paid at
Alexandria, Virginia 22314, and at additional mailing offices. POSTMASTER: Send change of
address to Diabetes Care, American Diabetes Association, Inc., P.O. Box 2055, Harlan, IA 51593-
0238.

Diabetes Care is listed in Science Citation Index, Current Contents/Life Sciences, Current Contents/
Clinical Medicine, SCISEARCH, ISI/BIOMED databases, and Automatic Subject Citation Alert.
Diabetes Care is available online on BRS Colleague. For more information call 800-468-0908. It
is also available in machine-readable format from University Microfilms International. Diabetes
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Call for Editors
Diabetes and Diabetes Care

The American Diabetes Association is
seeking letters of interest in the editorship
of the journals Diabetes and Diabetes
Care.

The appointment is for three years, with
a possible two-year extension. Editorship
requires the availability of at least two
Associate Editors located in the same
city, preferably the same institution. The
new editors of both journals will begin
their tenure in January 1992, following a
transition period beginning in the Fall of
1991.

It should be noted that the editorial mis-
sions and format of both journals are
currently under review, and significant
changes may occur. Nevertheless, the
American Diabetes Association intends to
continue the publication of high-quality,
original research about laboratory,
animal, and human studies on the physi-
ology, pathophysiology, and treatment of
diabetes mellitus. Details on the changes,
if any, in Diabetes and Diabetes Care will
be provided, along with instructions for
detailed applications for editorship in the
Spring of 1991.

Interested parties must submit a letter of
interest by March 1, 1991. Curriculum
vitae of the applicants for Editor and
Associate Editors should be included.

Please address correspondence to:

Susan H. Coughlin
Publisher
American Diabetes Association
1660 Duke Street
Alexandria, VA 22314
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Last week, all your
patients wimdiabetes• M

never missed a blood glucose reading...

always ate what they should...
A H r . • . Hill IT • .
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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,
the GU'COMHTKR M + 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 GI1!COFACTS™+
Data Printer or GLL'COFACTS +
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 Svstem

Miles Inc
Diagnostics Division
P.O. Box 70
Elkhart, IN 46515MILES



As a health-care professional, you treat children with
diabetes and discuss the important issues with their
parents and care givers. Often, these care givers need
support even after they have left your office.

The American Diabetes Association has this support.
Caring for Children With Diabetes, a new and prac
tical reference, is for anyone who cares for children on a
daily basis but is not familiar with diabetes. It contains in-
formation about insulin usage and injections, blood
testing, nutrition and meal planning, exercise, and
behavional issues. And, in an emergency, this guide
can help save a child's life. It features an easy-to-use
reference table outlining the most serious diabetes pro-
blems and their treatments. This is a great book to
purchase for or recommend to parents of newly
diagnosed children, school nurses, teachers,
camp counselors, or child-care providers!

Also available as a handout is
A Word to Teachers and Child-
Care Providers, a newly
designed and updated pamphlet.
It contains information about the
special needs of children with
diabetes and has a convenient
form that can be filled out by
parents and kept with the child's
records. You can purchase this
pamphlet in bulk quantities
and save!

Quantity
10-99 copies
100-499 copies
500-999 copies
1000+ copies

Price
.45 ea
.40 ea
.35 ea
.30 ea

To obtain Caring for Children With Diabetes and A Word to Teachers and Child-Care Providers,
use the form below and order today!

Order Form •••••••••••••••••••••••••••••••••••••••••••••••
Please send me:

. copies of Caring for Children With Diabetes.
#PECARCH.
ADA members: $4.00each; Nonmembers$5.00 each.

copies of A Word to Teachers and Child-Care
Providers. #CWTTCC. (See chart above for pricing.)
Publications Total $_
VA Residents add 4.5% Sales Tax $
Add Shipping and Handling (see chart) $
TOTAL $_

Name.

Address.

City . State. -Zip.
PC39101

Shipping and Handling Chart
(calculate using publications total)

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

Make checks or money orders payable to: American
Diabetes Association. Mail to: American Diabetes Associa-
tion, 1970 Chain Bridge Road, McLean, VA 22109-0592.
Allow 6-8 weeks for domestic delivery. Add $3.00 to ship-
ping and handling for each additional "ship to" address.
Add $15.00 to shipping and handling for air-shipped orders
outside the U.S. Prices subject to change without notice.

A.American Diabetes Association.
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lowers blood pressure regardless
of age or race1

Typically lowers systolic blood
pressure 10 mm Hg and diastolic
pressure 8 mm Hg, with minimal
effect on heart rate"

Mean change in standing blood
pressure: CARDURA vs placebo1

a>a>
-5

-10

•15

(n-73) (n-74)

Systolic Diastolic Systolic Diastolic

Data available on request from Roerig.

"P<0.001 vs placebo.

Results of a randomized, double-blind, placebo-controlled study to assess the
antihypertenuve efficacy of CARDURA' 147 patients received CARDURA |meao
doily dose 13.9 mg) or placebo for 10 weeks Mean standing baseline BP:
CARDURA, 153/105, placebo, 153/106

+5
placebo (n=83)

0 - -

-5-
CARDURA (n=82)

Time (h) 0

Systolic blood pressure
Diastolic blood pressure

Day 7

Data available on request from Roerig.
Pooled analysis of double-blind, placebcKontrolled, multicenter studies of CARDURA.
A total of 165 patients received CARDURA (mean daily dose ronge: 12 5 to 13.9 mg)
or placebo for 11 to 16 weeks. Hourly measurements of blood pressure were taken at
24 hours postdose and then hourly for the next 12 hours following drug administration

on mean standing of
+5" Systolic blood pressure

Diastolic bloocf pressure
=80

• 5 "

-20
Baseline Year 1

(n-76)
Year 2
(n-77)

Year 3
|n-80)

Adopted from Talseth,3tp<0.05.
Eighty patients treated with doxazosin in an extended, open-label treatment period
following a 1-year double-blind study; over the 3-year study period, 76.3% (61) were
considered a therapeutic success on a mean daily close of 4.8 mg. TherapeuNc success
reduction in sitting diastolic blood pressure by S10 mm Hg, or to ̂ ° 0 mm Mg with a fall
of 55 mm Hg,

NEW, ONCE-A-DAY

doxazosin mesylate) f^m?1^,~8 m g
Vasculoactive at the

Source of Hypertension
©1990, Pfizer Inc
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has not been associated with
any clinically significant changes
in routine biochemical tests'

Minimal effect on
—glucose metabolism1

—insulin levels4

—renal function5

—electrolytes'

Serum lipid changes
in CARDURA-treated patients"

lifestyles

Discontinuation of CARDURA due
to adverse effects is comparable
with placebo—2% in both
groups'

Most common side effects reported
in placebo-controlled studies wifh
CARDURA1:

&RDURA placebo

Dizziness

Headach

Forigue/malaise 12%

Somno1"

U Total LDL Total HDL HDL/total
cholesterol cholesterol trigfycerides cholesterol cholesterol

1 P<0.05 vs placebo.

•In a pooled analysis of placebo-controlled studies with about 300 patients per
treatment group, CARDURA produced small reductions in total and LDL cholesterol,
and small increases in the HDL/total cholesterol ratio. These changes occurred in
patients with predominantly normal cholesterol levels. The clinical significance of
these findings is uncertain. Cholesterol is just one parameter to consider when
selecting the best individualized therapy for a given patient.

Rhini

Polyuria

Syncope has been reported, but rarefy (<1%).

NEW, ONCE-A-DAY

A

[doxazosinmesylate) fze2™i^g
Vasculoactive at the

Source of Hypertension



NEW,ONCE-A-DAY

Scored Tablets
2mg, 4mg, 8mg(doxazosin mesylate)^

' Convenient once-a-day dosage
Most responsive patients are
controlled with one daily dose of
4 to 8 mg1

—recommended initial dose is
1 mg, with dosage range of I mg
to 16 mg per day.

Begin all patients
with CARDURA 1 mg
once daily to mini-

mize side effects. Evaluate
supine and standing blood
pressure. Prescribe
CARDURA 2 mg once daily,
if necessary.

2mg

Evaluate for blood
_ pressure control.
^ Prescribe 4 mg once

daily, if necessary.

4mg

Evaluate for blood
pressure control.
Prescribe 8 mg once

daily, if necessary.
Maximum recommended
dosage is 16 mg once
daily.

8 mg

(tolerances: 1 . Data available on request from Roerig. 2. Gillin AG, Fletcher PJ,
Horvath JS, et al: Comparison of doxazosin and atenolol in mild hyperten-sion ,and
effects on exercise capacity, hemodynamics and left ventricular function. Am J
Cardiol 1989; 63:950-954.3. Talseth T: Long-term comparison of doxazosin and
atenolo! in patients with mild or moderate essential hyperten-sion, abstract.
Presented as a scientific exhibit at a program entitled Manage-ment ol Coronary
Heart Disease Risk Factors in Hypertensive Patients: Clinical Experience With
Doxazosin. London, UK, January 26,1990.4. Scheen AJ, Castillo M, Salvatore T,
et al: Lack of deleterious effects of the alpha-|-adreno-ceptor blocking agent
doxazosin on insulin secretion and insulin sensitivity in healthy men. Current
Therapeutic Research 1989; 46:200-209.5. Wilner KD, Ziegler MG: Effects of
alphai inhibition on renal blood flow and sympathetic nervous activity in systemic
hypertension. Am JCardiol 1987; 59:82G-86G.
CARDURA® (doxazosin mesylate) Tablets
Brlel Summary ol Prescribing Information
INDICATIONS AND USAGE
CARDURA (doxazosin mesylate) is indicated for the treatment of hypertension.
CARDURA may be used alone or in combination with diuretics or beta-adrenergic
blocking agents. There is limited experience with CARDURA in combination with
angiotensin converting enzyme inhibitors or calcium channel blockers.
CONTRAINDICATIONS
CARDURA is contraindicated in patients with a known sensitivity to quinazolines
(e.g. prazosin, terazosin).
WARNINGS
Syncope and "First-dose" Effect:
Doxazosin, like other alpha-adrenerglc blocking agents, can cause
marked hypotension, especially In the upright position, with syncope
and other postural symptoms such as dizziness. Marked orthostatic
effects are most common with the first dose but can also occur when
there Is a dosage increase, or II therapy Is interrupted for more than a
few days. To decrease the likelihood of excessive hypotension and
syncope, It is essential that treatment be initiated with the 1 mg dose.
The 2 , 4 , and 8 mg tablets are not lor Initial therapy. Dosage should
then be adjusted slowly (see DOSAGE AND ADMINISTRATION section)
with Increases In dose every two weeks. Additional antihypertensive
agents should be added with caution.

Patients being titrated with doxazosin should be cautioned to avoid
situations where Injury could result should syncope occur.

In an early investigational study of the safety and tolerance of increasing daily
doses of doxazosin in normotensives beginning at 1 mg/day, only 2 of 6 subjects
could tolerate more than 2 mg/day without experiencing symptomatic postural
hypotension. In another study of 24 healthy normotensive male subjects receiving
initial doses of 2 mg/day ol doxazosin, seven (29%) of the subjects experienced
symptomatic postural hypotension between 0.5 and 6 hours after the first dose
necessitating termination of the study. In this study 2 of the normotensive subjects
experienced syncope. Subsequent trials in hypertensive patients always began
doxazosin dosing at 1 mg/day resulting in a 4% incidence of postural side effects at
1 mg/day with no cases of syncope.

In multiple dose clinical trials involving over 1500 patients with dose titration
every one to two weeks, syncope was reported in 0.7% of patients. None of these
events occurred at the starting dose of 1 mg and 1.2% (8/664) occurred at
16 mg/day.

II syncope occurs, the patient should be placed in a recumbent
position and treated supportively as necessary.
PRECAUTIONS
General:
1 . Orthostatic Hypotension:
While syncope is the most severe orthostatic effect of CARDURA, other symptoms
of lowered blood pressure, such as dizziness, lightheadedness, or vertigo, can
occur, especially at initiation of therapy or at the time of dose increases. These were
common in clinical trials, occurring in up to 23% of all patients treated and causing
discontinuation of therapy in about 2%.

In placebo controlled titration trials orthostatic effects were minimized by
beginning therapy at 1 mg per day and titrating every two weeks to 2,4, or 8 mg per
day. There was an increased frequency of orthostatic effects in patients given 8 mg
or more, 10%, compared to 5% at 1 -4 mg and 3% in the placebo group.

Patients in occupations in which orthostatic hypotension could be dangerous
should be treated with particular caution.

If hypotension occurs, the patient should be placed in the supine position and, if
this measure is inadequate, volume expansion with intravenous fluids or
vasopressor therapy may be used. A transient hypotensive response is not a
contraindication to further doses of CARDURA.
2. Impaired liver function:
CARDURA should be administered with caution to patients with evidence of
impaired hepatic lunction or to patients receiving drugs known to influence hepatic
metabolism (see CLINICAL PHARMACOLOGY). There is no controlled clinical
experience with CARDURA in patients with these conditions.
3. Leukopenia/Neutropenia:
Analysis of hematologic data from patients receiving CARDURA in controlled
clinical trials showed that the mean WBC (N=474) and mean neutrophil counts
(N=419) were decreased by 2.4% and 1.0% respectively, compared to placebo, a
phenomenon seen with other alpha blocking drugs. A search through a data base of
2400 patients revealed 4 in which drug-related neutropenia could not be ruled out.
Two had a single low value on the last day of treatment. Two had stable, non-
progressive neulrophil counts in the 1000/mm3 range over periods of 20 and 40
weeks. In cases where follow-up was available the WBCs and neutrophil counts
returned to normal after discontinuation of CARDURA. No patients became
symptomatic as a result of the low WBC or neutrophil counts.
Information (or Patients:
Patients should be made aware of the possibility of syncopal and orthostatic
symptoms, especially at the initiation of therapy, and urged to avoid driving or
hazardous tasks for 24 hours after the first dose, after a dosage increase, and after
interruption of therapy when treatment is resumed. They should be cautioned to
avoid situations where injury could result should syncope occur during initiation of
doxazosin therapy. They should also be advised of the need to sit or lie down when
symptoms of lowered blood pressure occur, although these symptoms are not
always orthostatic, and to be careful when rising from a sitting or lying position. If

dizziness, lightheadedness, or palpitations are bothersome they should be reported
to the physician, so that dose adjustment can be considered. Patients should also
be told that drowsiness or somnolence can occur with doxazosin, requiring caution
in people who must drive or operate heavy machinery.
Drug Interactions:
Most (98%) of plasma doxazosin is protein bound. In vitro data in human plasma
indicate that CARDURA has no effect on protein binding of digoxin, warfarin,
phenytoin or indomethacin. There is no information on the effect of other highly
plasma protein bound drugs on doxazosin binding. CARDURA has been
administered without any evidence of an adverse drug interaction to patients
receiving thiazide diuretics, beta blocking agents, and nonsteroidal anti-
inflammatory drugs.
Drug/Laboratory test interactions:
None known.
Cardiac Toxicity in Animals:
An increased incidence ol myocardial necrosis or fibrosis was displayed by
Sprague-Dawley rats after 6 months of dietary administration at concentrations
calculated to provide 80 mg doxazosin/kg/day and after 12 months of dietary
administration at concentrations calculated to provide 40 mg doxazosin/kg/day
(150 times the maximum recommended human dose assuming a patient weight of
60 kg). There is no evidence that similar lesions occur in humans.
Carcinogenesis, Mutagenesis and Impairment of Fertility:
Chronic dietary administration (up to 24 months) of doxazosin mesylate at
maximally tolerated concentrations (highest dose 40 mg/kg: about 150 times the
maximum recommended human dose of 16 mg/60 kg) revealed no evidence of
carcinogenicity in rats. There was also no evidence of carcinogenicity in a similarly
conducted study (up to 18 months of dietary administration) in mice. The mouse
study, however, was compromised by the failure to use a maximally tolerated dose
of doxazosin.

Mutagenicity studies revealed no drug- or metabolite-related effects at either
chromosomal or subchromosomal levels.

Studies in rats showed reduced fertility in males treated with doxazosin at oral
doses of 20 (but not 5 or 10) mg/kg/day, about 75 times the maximum
recommended human dose. This effect was reversible within two weeks of drug
withdrawal.
Pregnancy
Teratogenlc Effects, Pregnancy Category B. Studies in rabbits and rats at
daily oral doses of up to 40 and 20 mg/kg, respectively (150 and 75 times the
maximum recommended daily dose of 16 mg, assuming a patient weight of 60 kg),
have revealed no evidence of harm to the fetus. The rabbit study, however, was
compromised by the failure to use a maximally tolerated dose of doxazosin. There
are no adequate and well-controlled studies in pregnant women. Because animal
reproduction studies are not always predictive of human response, CARDURA
should be used during pregnancy only if clearly needed.

Radioactivity was found to cross the placenta following oral administration of
labelled doxazosin to pregnant rats.
Nonteratogenic Effects. In peri-postnatal studies in rats, postnatal development
at maternal doses of 40 or 50 mg/kg/day of doxazosin was delayed as evidenced by
slower body weight gain and a slightly later appearance of anatomical features and
reflexes.
Nursing Mothers
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 CARDURA is
administered to a nursing mother.
Pedlatric Use
Safety and effectiveness in children have not been established.
ADVERSE REACTIONS
CARDURA has been administered to approximately 4000 patients, of whom 1679
were included in the clinical development program. In that program, minor adverse
effects were frequent, but led to discontinuation of treatment in only 7% of patients.
In placebo-controlled studies adverse effects occurred in 49% and 40% of patients
in the doxazosin and placebo groups, respectively, and led to discontinuation in 2%
of patients in each group. The major reasons for discontinuation were postural
effects (2%), edema, malaise/fatigue, and some heart rate disturbance, each about
0.7%.

In controlled clinical trials directly comparing CARDURA to placebo there was no
significant difference in the incidence of side effects, except for dizziness (including
postural), weight gain, somnolence and fatigue/malaise. Postural effects and edema

The prevalence rates presented below are based on combined data from placebo-
controlled studies involving once daily administration of doxazosin at doses ranging
from 1-16 mg. Table 1 summarizes those adverse experiences (possibly/probably
related) reported for patients in these studies where the prevalence rate in the
doxazosin group was at least 0.5% or where the reaction is of particular interest.

TABLE 1: ADVERSE REACTIONS DURING PLACEBO CONTROLLED STUDIES

CARDIOVASCULAR

SKIN APPENDAGES

MUSCULOSKELETAl

CENTRAL &
PERIPHERAL N.S.

Dizziness
Vertigo
Postural Hypotension
Edema
Palpitation
Arrhythmia
Hypotension
Tachycardia
Peripheral Ischemia
Rash
Pruritus

Arthralgia/Arthritis
Muscle Weakness
Myalgia

Headache
Paresthesia

DOXAZOSIN
(N=339)

19%
2%

0.3%
4%
2%
1%
1%

0.3%
0.3%

1%
1%
1%
1%
1%

14%
1%

PLACEBO
(N=336)

9%
1%
0%
3%
3%
0%

.0%
1%
0%
1%
1%
0%
0%
0%

16%
1%

Kinetic Disorders
Ataxia
Hypertonia
Muscle Cramps

DOXAZOSIN
(N=339)

1 %
1 %
1 %
1 %

PLACEBO
(N=336)

0%
0%

AUTONOMIC

SPECIAL SENSES

PSYCHIATRIC

Mouth Dry
Flushing
Vision Abnormal
Conjunctivitis/Eye Pain
Tinnitus
Somnolence
Nervousness
Depression
Insomnia
Sexual Dysfunction

2%
1%
2%
1%
1%
5%
2%
1%
1%
2%

2%
0%
1%
1%

0.3%
1%
2%
1%
1%
1%

GASTROINTESTINAL Nausea
Diarrhea
Constipation
Dyspepsia
Flatulence
Abdominal Pain
Vomiting

3%
2%
1%
1%
1%
0%
0%

4%
3%
1%
1%
1%
2%
1%

RESPIRATORY Rhinitis
Dyspnea
Epistaxis

3%
1%
1%

URINARY Polyuria
Urinary Incontinence
Maturation Frequency

2%
1 %
0%

0%
0%
2%

Fatigue/Malaise
Chest Pain
Asthenia
Face Edema
Pain

12%
2%
1%
1%
2%

6%
2%
1%
0%
0 0 '

GENERAL

Additional adverse reactions have been reported, but these are, in general, not
distinguishable from symptoms that might have occurred in the absence ol
exposure to doxazosin. The following adverse reactions occurred with a frequency of
between 0.5% and 1%: syncope, hypoesthesia, increased sweating, agitation,
increased weight. The following additional adverse reactions were reported by
<0.5% of 3960 patients who received doxazosin in controlled or open, short- or
long-term clinical studies, including international studies. Cardiovascular System:
angina pectoris, myocardial infarction, cerebrovascular accident: Autonomic
Nervous System: pallor; Ms/ato/fcthirst, gout, hypokalemia; Hematopoietic:
lymphadenopathy, purpura; Reproductive System: breast pain; Skin Disorders:
alopecia, dry skin, eczema; Central Nervous System: paresis, tremor, twitching,
confusion, migraine, impaired concentration; Psychiatric: paroniria, amnesia,
emotional lability, abnormal thinking, depersonalization; Special Senses: parosmia,
earache, taste perversion, photophobia, abnormal lacrimation; Gastrointestinal
System: increased appetite, anorexia, fecal incontinence, gastroenteritis; Respiratory
System: bronchospasm, sinusitis, coughing, pharyngitis; UrinarySystem:renal
calculus; General Body System: hot flashes, back pain, infection, fever/rigors,
decreased weight, influenza-like symptoms.

CARDURA has not been associated with any clinically significant changes in
routine biochemical tests. No clinically relevant adverse effects were noted on
serum potassium, serum glucose, uric acid, blood urea nitrogen, creatinine or liver
function tests. CARDURA has been associated with decreases in white blood cell
counts (See Precautions).
OVERDOSAGE

The oral LDM of doxazosin is greater than 1000 mg/kg in mice and rats. The most
likely manifestation of overdosage would be hypotension, for which the usual
treatment would be intravenous infusion of fluid. As doxazosin is highly protein
bound, dialysis would not be indicated.
DOSAGE AND ADMINISTRATION
DOSAGE MUST BE INDIVIDUALIZED. The initial dosage of CARDURA in
hypertensive patients is 1 mg given once daily. Depending on the individual
patient's standing blood pressure response (based on measurements taken at 2-6
hours postdose and 24 hours postdose), dosage may then be increased to 2 mg and
thereafter if necessary to 4 mg, 8 mg and 16 mg to achieve the desired reduction in
blood pressure. Increases in dose beyond 4 mg increase the likelihood of excessive
postural effects including syncope, postural dizziness/vertigo, postural hypotension.
At a titrated dose of 16 mg once daily the frequency of postural effects is about 12%
compared to 3% for placebo.
HOW SUPPLIED

CARDURA (doxazosin mesylate) is available as colored tablets for oral
administration. Each tablet contains doxazosin mesylate equivalent to 1 mg (white),
2 mg (yellow), 4 mg (orange) or 8 mg (green) of the active constituent, doxazosin.

CARDURA® TABLETS are available as 1 mg (white), 2 mg (yellow), 4 mg (orange)
and 8 mg (green) scored tablets. Bottles of 100:1 mg (NDC 0049-2750-66), 2 mg
(NDC 0049-2760-66), 4 mg (NDC 0049-2770-66), 8 mg (NDC 0049-2780-66)
Recommended Storage: Store below 86°F(30°C).
CAUTION: Federal law prohibits dispensing without prescription.
65-4538-00-0 Issued Nov. 1990

Roerig
A division of Pfizer Pharmaceuticals

RDC006A91



Announcing
the end of hit-or-miss

hiood glucose monitoring



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

The only non-wipe system
that has absorbent test strips

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

The strip uses
reliable Boehringer
Mannheim test
strip chemistry for
accurate results
and features visual
backup



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

EasyKey

Accu-Chek Easy
Blood Glucose
Monitor is
designed for
easy coding.
An EasyKey"1 Code

Chip is packaged with
each new vial of strips. To code,

patients simply snap the chip into the
monitor. There are no buttons to push, no

numbers to remember. With the EasyKey Code Chip,
your patients avoid entry errors that can happen with
other monitors.

Ease-of-use is now state-of-the-art

UBNAccu-ChekEasy
^ T BLOOD GLUCOSE MONITOR AND EASY TEST" STRIPS ^



NEWy\ccu-ChekEasy
** BLOOD GLUCOSE MONITOR AND EASY TEST" STRIPS ^

Introducing the first non-wipe system worthy of
the Accu-Chek name

Easier to use than any other
monitor available
Delivers fast results
Uses a small drop of blood
Makes blood application easy

Accu-Chek* Easy'" Diabetes Care Kit—comes with everything your
patients need to start testing

Accu-Chek: the brand used by more
hospitals than any other brand1

Recommend the newest member of the Accu-Chek family:
the Accu-ChekK Easy" System.

For more information, call your Boehringer
Mannheim Corporation representative today
toll free at {1-800-858-8072
Our medical professionals are ready 24 hours a day, 7 days a week,
to answer your patients' questions.

Reference: 1. Data on file, Boehringer Mannheim Corporation THeYe'S fl petSOtl XH mttld fOT eVeY\j SyStettl WC

BOEHRINGER
MANNHEIM
CORPORATION

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

1991 Boehringer Mannheim Corporation. All rights reserved. EZS-510



A Fine Choice...
For Your Patients Comfort

AMERICA'S FAVORITE

F a n UNI i"i
umi :;

W 1 1 I • i ' f

MICRO-FINE HZ"
NEEDLE

8465

INSULIN
UNITS
OR LESS

U-100 INSULIN

Since it was introduced nearly
three years ago, the B-D MICRO-
FINE'' E£ Insulin Syringe has I xnome
the preferred insulin syringe tor
nearly 9 out of 10 of your insulin
using patients. That's an overwhelm-
ing majority! And a landslide vote tor
B-D quality.

AMERICA'S THINNEST

INSULIN
SYI UNOL

V2cc

U L T R A - F I N E MM,,,
I I . . • N < x i < .. i i . i . i i i . H I . .1 h i|. •• i i . M I < . M . , 1 , „ i

i i IIHI INM n IN
I < >U ' i O I I N I I S ( I K I I X 1 - .

328466

ULTRA-FINE «,«
INSULIN
SYRINGE

V2
BFCTON

nicumsnN

cc

I hv Next CieneratKxi ot Injec ticMI Comfort

U-100 INSULIN
2M C".AUGt 1/2" (U.7mm) N t L I X l

KX) SINGLE USE SYRINCIS (10 FWCKS)

Now we add to your patients'
choice the new B-D Ul IKA-IINE'1*
Insulin Syringe, l^rfect for people
looking for extra comfort, ll gives
your patients all the quality, <u c uracy
and ease they have come lo ex|>ect
from B-D. Plus a true 2'J-gauge
needle to make it the next generation
of injection comfort.

Either way, MICRO-FINE EZ or ULTRA-FINE,
is the choicej'our patients are comfortable with.

B-D MICRO-FINE Eand ULTRA-FINE BETTER.
ate tfademafks o< Bodon Dickinson and Company DlM BETES CA H C



Increasing the risk of
Peripheral Arterial Disease

Diabetes
stacks the odds

against
mKrodrculatory
flow
In diabetes, atherosclerotic changes occur above and
below the knee, often involving smaller vessels and
multisegmental occlusions.1 Diabetes has also been
associated with decreased red cell flexibility, and
increasing fibrinogen levels, platelet aggregation and
platelet adherence, factors which predispose patients
to peripheral arterial disease.1

Duration of Diabetes Incidence of PAD
10 years 15%
20 years 45%

1990 bv Hixx hsI-Roussel Pharmaceuticals Incorporated



Trental
improves

microcirculatory flow
and lifestyle for many
diabetics with PAD
Trental* (pentoxifylline) increases red cell flexibility2

while decreasing elevated plasma fibrinogen
levels,3 aggregation of platelets4 and red cells.5 The
resulting increase in microcirculatory flow enhances
tissue perfusion and oxygenation.6

With Trental, patients experience significant
improvement in pain-free walking distance, par-
esthesia, skin temperature and subjective overall
response.7

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

400 mg Tablets

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

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

Trental can improve function and symptoms, but is not intended to replace more
definitive therapy, such as surgery.
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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
daudication 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 exhib-
ited intolerance to this product or methylxantnines such as caffeine, theophyl-
line, 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 con-
current coronary artery and cerebrovascular diseases, but there have been occa-
sional 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 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 pres-
sure monitoring is recommended for patients receiving concomitant antihyper-
tensive therapy. If indicated, dosage of the antihypertensive 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 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 mar-
ginal 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,
TrentaP (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 considered

drug related, as well as the numbers of patients who received controlled-release
Trental* (pentoxifylline) tablets, immediate-release Trental* (pentoxifylline) cap-
sules, 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 cap-
sule 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®
(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

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 nave been reported spontane-
ously 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 relation-
ship with pentoxifylline could not be established, they are listed to serve as infor-
mation for physicians: Cardiovascular—angina, arrhythmia, tachycardia;
Digestive-hepatitis, jaundice, increased liver enzymes; and Hemicand Lymphatic
-decreased serum fibrinogen, pancytopenia, aplastic anemia, purpura, thrombo-
cytopenia.
OVERDOSAGE:
Overdosage with Trental* (pentoxifylline) has been reported in children and adults.
Symptoms appear to be dose related. A report from a poison control center on 44
patients taking overdoses of enteric-coated pentoxifylline tablets noted that
symptoms usually occurred 4-5 hours after ingestion and lasted about 12 hours.
The highest amount ingested was 80 mg/kg; flushing, hypotension, convulsions,
somnolence, loss of consciousness, fever, and agitation occurred. All patients
recovered.
In addition to symptomatic treatment and gastric lavage, special attention must
be given to supporting respiration, maintaining systemic blood pressure, and
controlling convulsions. Activated charcoal has been used to adsorb 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
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. Edition 2/88
Trental® REG TM HOECHST AG

Hoechst-Roussel Pharmaceuticals Inc. H O G C h S t
Somerville, New Jersey 08876

Help your patients take a step toward early
detection and treatment of RA.D....

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 daudication, a symptom
of peripheral arterial disease

073224-190
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Patience pays off
when you start a patient
onirental
Trental® therapy can make a
dramatic difference to your
patients-increasing their mobility
and independence, enhancing
their participation in social and
professional activities, and giving
them a fresh outlook on life. But,
the physical improvement behind
these benefits doesn't happen
overnight. It's a gradual process.

3x3=success
with Trental treatment
To start patients off on the right
foot with Trental® follow the 3x3
formula for success.

3tabletsaday,
with meals
The usual dosage of Trental® is one
400 mg tablet taken 3 times a day,
with a full meal.

3-month initial trial,
evaluate, then continue
While patients might feel
somewhat better within weeks, at
least 3 months' therapy is
generally required before the full
effectiveness of Trental® becomes
evident. To sustain improvement,
therapy must be continued.

(pentoxifylline)
The only proven-effective agent

for intermittent daudication—a symptom
of peripheral arterial disease



Lead a diabetes support group
with the newest resource from the

American Diabetes Association.
This complete guide for health-care professionals

presents a step-by-step approach to planning and
conducting support groups for young adults with type I
diabetes. Session plans cover everything from
recruitment and screening of participants to the final
wrap-up and group evaluation. This manual also
provides questionnaires, exercises, and fact sheets for
use as handouts to participants.

The following topics are covered:,
• Managing Sick Days
• Insulin and Insulin Injection

Techniques
• Sexuality and Pregnancy
• Aerobic Exercise
• Managing Stress
• Insulin Reactions
• Psychological Issues
• Complications
• New Developments
• Alcohol and Diabetes
• Employment Discrimination

and Other Legal Issues

Diabetes Support Groups for Young Adults: A Facilitator's Manual

I would like to order the newest resource from the American Diabetes
Association. Please send me:

copies of Diabetes Support Groups for Young Adults:
A Facilitator's Manual. #PEDSGYA
ADA Members: $14.80, Nonmembers: $16.45 $

SUBTOTAL (VA residents add 4.5% state sales tax) $

Add Shipping & Handling (see chart) $

TOTAL $

NAME

ADDRESS.

CITY .STATE. .ZIP.
Make your check or money order payable to: American Diabetes Association. Mail to: American
Diabetes Association, 1970 Chain Bridge Road, McLean, VA 22109-0592.

Shipping & Handling Chart
{cakulate using the total cost of publications)
up to $5.00 $1.75
$5.01-$10.00 $3.00
$10.01-$25.00 $4.50
$25.01-$50.00 $5.50
over $50.00 10% of order
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.

American
Diabetes

.Association.

HURRY! Order your copy today.
PC39103
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rhe ADA Professional Section.
Vew Membership^ Categories
Vnd Benefits Designed
specifically For You.

New Membership Categories!
To better serve your professional interests, ADA now
offers you a choice of four membership categories:

FULL PROFESSIONAL MEMBERSHIP—Includes all
physicians. Also includes all other health-care profes-
sionals who wish to receive the full range of profes-
sional section benefits. (Physicians must join this
category.)

RESEARCH FOCUS—Includes Ph.D.'s, researchers,
and scientists studying diabetes.

CLINICAL FOCUS—Includes nurses, dietitians, phar-
macists, diabetes educators, and other health-care
professionals who devote at least 50% of their time
to patients with diabetes.

ASSOCIATE PROFESSIONAL—Includes same pro
fessionals as Clinical Focus Membership who devote
less than 50% of their time to diabetic patients.

If you have received your first professional degree
within the last five years, you are eligible to become
a Member-In-Training. This qualifies you for dues at
half-price. Just be sure to list your degree informa-
tion in the space provided on the membership form.

Publications1

DIABETES SPECTRUM (Bi monthly)
DIABETES (Monthly)
DIABETES CARE (Monthly)
CLINICAL DIABETES (Bi-monthly)
DIABETES FORECAST (Monthly)
DIABETES '91 (Quarterly)
PROFESSIONAL SECTION REPORT (Quarterly)

ADA publications offer continuing education for
professionals. You're as close to the latest research
and up-to-date information on treatment and care as
you are to your mailbox (see box for publications
offered for each membership category).

GLANCE

BENEFITS
•

Diabetes
~ — - . „

Diabetes C
—

Diabetes Spec
~ •—• _
Clinical Diabetes
~ —
Diabetes Forecast

Diabete
Professional
Section Repo

Annual Membersh
Directory

Discounts on
Educational Program

Grants & Awards
— •

Voting Righ

Membership in
local ADA Affil

Discount on
Registration to

Grants and Awards

FREFCouSciiMembef&Bip
• Your opportunity to learn and serve on your

choice of ten ADA Special Interest Councils.
Select your council(s) from the list on the other
side.

Professional Membership Directory1

• Your link to a valuable network of more than
9,000 diabetes experts.

Members of the ADA Professional Section are
eligible to receive grants to support diabetes
research. In addition, annual awards are
presented to physicians, educators, and research-
ers to honor outstanding performance.

• Save on registration for ADA's Scientific Sessions
and the Postgraduate Course.

Voting Rights and Privileges
• Your national ADA membership also entitles you

to membership at the local affiliate level where
you can vote and actively participate in shaping
the future of ADA. Through your participation in
locally sponsored professional and patient educa-
tion programs, you can help ADA improve the
well-being of all people with diabetes. Through
the products and services we provide our profes-
sional members, ADA is helping you and your
colleagues to get closer and closer to the cure.

On-Line Library Access
• Discount of S25 when you subscribe to BRS

Colleague, the computerized medical library.
Members can now access Colleague via their per-
sonal computers to review selected ADA publica-
tions plus a comprehensive library of non-ADA
journals and books.



A AmericanDiabetes Application for Professional Membership
Association

(please print)

Name

Address

Phone (_ Is this your • Home or D Office address?

University or College AttendedJ O

Education: Degree
Degree

Specialty

Specialty

Date Earned

Date Famed

PROFESSIONAL SECTION MEMBERSHIP DIRECTORY INFORMATION
Please check your specialty or specialties (up to 3) for your Directory listing:

• Administration (AD)
• Anatomy (AN)
• Anesthesiology (AE)
D Biology (BI)
• Biochemistry (BC)
D Cardiology (CA)
• Dentistry (DO)
• Dermatology (DE)
• Diabetes (DM)
• Dietetics (DN)
• Education (ED)

• Epidemiology (EP)
• Endocrinology (EN)
• Family Practice (FP)
D General Practice (GP)
• Geriatrics (GE)
• Internal Medicine (IM)
• Immunology (IU)
• Metabolism (ME)
D Nephrology (NE)
• Neurology (NR)
• Nursing (NS)

Please check one of the following locations:

• Academic (1)
• Clinic (2)

• Hospital (3)
• Office (4)

• Nutrition (NU)
• Obstetrics/Gynecology (OG)
• Ophthalmology (OP)
• Optometry (OT)
D Orthopedics (OR)
D Osteopathy (OS)
• Pathology (PT)
• Pediatric Diabetes (PD)
D Pediatric Endocrinology (PN)
D Pediatrics (PE)
D Pedorthic Management (PR)
• Pharmacology (PA)

• Public Health (5)
D Research (6)

• Pharmacy (PM)
• Physical Therapy (PX)
D Physiology (PY)
D Podiatry (PO)
• Psychiatry (PS)
• Psychology (PC)
• Public Health (PH)
• Research (RE)
• Social Work (SW)
• Surgery (SU)
• Urology (UR)
n Other

• Other (7)

FREE COUNCIL MEMBERSHIP
Please check your selection. FULL PROFESSIONAL MEMBERS receive two free Council Memberships. All other members
receive one free Council Membership. Additional Council Memberships are available for $25 each.

D Council on Complications (TT)
D Council on Diabetes in Pregnancy (BB)
• Council on Diabetes in Youth (EE)

New! D Council on Behavioral Medicine
and Psychology (PP)

• Council on Education (SS)
D Council on Foot Care (RR)
D Council on Epidemiology

and Statistics (CC)

D Council on Exercise (XX)
D Council on Health Care (DD)
• Council on Nutritional

Sciences and Metabolism (AA)

MEMBERSHIP CATEGORY/DUES INFORMATION Please check appropriate membership category

Full Membership* Research Focus Clinical Focus Associate

Regular

Student**

International** *

Student International * * *

• 8180.00

• $ 90.00

• $ 298.00

• $ 190.00

D $108.00

D S 54.00

• $181.00

• $127.00

• $108.00

• $ 54.00

• $184.00

• $130.00

D $ 60.00

• $ 30.00

D $106.00

• $ 76.00

* M.D.'s must select this category.
* * If you've received your first professional degree, diploma, or certificate during the preceding 5 years, be sure to list your degree

information in the space provided on the membership form.
* * * Includes all members living outside the U.S. and Canada. All publications will be expedited within 18 days.

D I am enclosing $
• I am enclosing $
TOTAL AMOUNT ENCLOSED $

for a D New • Renewed Membership,
for additional Council(s).

Signature
D MasterCard • VISA Exp. Date
Account *

The portion of the membership dues set aside for publications is as follows: DIABETES $50.00 (in-training members
$25.00); DIABETES CARE $3500 (in-training members $17.50); DIABETES FORECAST $14.00 (in-training members $7.00);
DIABETES SPECTRUM $20.00 (in-training members $10.00).

Please send completed application with your dues
payment to: American Diabetes Association, Professional
Section Membership, 1660 Duke Street,

If you need specific information not available here, call our
toll-free number 1-800-232-3472.

Please allow 5-7 weeks for the processing of your order. Alexandria, VA 22314. JPPM031
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UNDER
CONSTRUCTION

We've made a lot of little
improvements that make a big

difference in blood glucose monitoring



The most accurate monitoring
system just got:
Simpler
One-step calibration makes testing easier
than ever.

Smaller
30% smaller, it's even easier to carry.

Smarter
Memory stores dates and times along
with values.



It's the only system that comes with
Accu-Chek brand

• The Accu-Chek brand is used by more
hospitals than any other brand.1

• The system is also intended for
accurate neonatal monitoring.

Chemstrip bG
Test Strip
technology
• The Accu-Chek III system provides

accurate results across the entire
measured range of 20 to 500 mg/dL
blood glucose.1

• Stable end-point chemistry provides
accurate values that can be visually
verified.

Reference: 1. Data on file. Boehnnger Mannheim Corporation.

Actual size



RECOMMEND

Accu-Chek///
^^" B L O O D G L U C O S E M O N I T O R A N D C H E M S T R I P b G T E S T S T R I P S

The Accu-Chek in Diabetes Care Kit
has everything your patients need
to start testing

• Accu-Chek III Blood Glucose Monitor
with an improved memory that stores
dates and times along with values

• 25 Chemstrip bGs Test Strips

• Soft Touch* Lancet Device with
extra tip

• 25 lancets and cotton balls

• Self-test diary

• Carrying case

• Free training videotape, a
$29.95 value

• Accu-Chek Glucose Control Solutions

• Accu-Chek III User's Manual

• Accu-Chek III Pocket Test Guide

Call C1-800-858-8072.
We're available 24 hours a day 7 days a week to provide
the technical support you and your patients need.

Accu-Chek III... Brings hospital accuracy home

BOEHRINGER

CORPORATION

Boehnnger Mannheim Corporation
Patient Care Systems Division
9115 Hague Road. P0. Box 50100
Indianapolis, IN 46250-0100

1991 Boehnnger Mannheim Corporation All rights reserved AUT-237



When post-meal blood sugar
demands control, mmenfasting:-i
J 7 / ^ / * / insulin levels return'-demand (jlucotrol ^ ^ ^

After meals, when NIDDM patients need insulin most,
. t»ra Glucotrol stimulates insulin release within

minutes to control blood sugar!

No deleterious effect

tow.incidence of ..
prolonged and severe
hypoglycemia4

Cglipizide)5-mg and 1O-mg
Scored Tablets^.Jeost see brief'swnmary ViV-^ 11 |*_Sl^_IVM4V_S^ tuCOPed labletS \V V /

•hfGLU'e6TROL*(giipizidc) ^—^ I ' • ' NT.
iTnat'page.fom'f°" When diet alone fails in non-insulin-dependent diabetes mellitus (NIDDM}
t 1990. Pfizer Inc ^As with all sulfonylureas, hypoglycemia can occur.



Glucotrol
spells...

Glucotrol
Scored Tablets

References: 1. Peterson CM. Sims RV. Jones RL. el al 8loavaliability ot glipi/ide and its ettect on blooo glucose and

insulin levels in patients with non-msulin-dependent diabetes Diabetes Care 1982.5 4 9 / - 5 3 0 2 Goebel R LebG

Effects of glybunde and glipizide on levels of immunofeaclive insulin and blood sugar m Giipuide A Worlawioe

Review Princeton NJ. Ejcerpla Medica 1984. pp 9-15 3. Reaven GM Effect ofglipizide treatment on various aspects

ot glucose, insulin, and lipid metabolism in patients with non insulin-dependent diabetes mellitus Am I Med

!983V5(November 30) 8 14 4. Berger W. Caduff F Pasquel M, et al The relative frequency ot severe sulfonylurea

hypogiycemia in the last 25 years in Switzerland Schweu Med Wochenschr 1986:116 145-151

Brief Summary of Prescribing Information

INDICATIONS AND USAGE: GLUCOTROL is indicated as an adjunct to diet fw the control ot hyperglycemia <n patients

with non insulin -dependent diabetes mellitus (NIDDM type II) after an adequate trial ot dietary therapy has proved

unsatisfactory

CONTRAINDICATIONS. GLUCOTROL is conframdicated in patients with known hypersensitivity to the drug or with

diabetic ketoacidosis with or without coma which should be treated witfi insulin

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 lUGDP), a long term prospective clinical trial designed to evaluate the effectiveness of glucose lowering

dntfs in preventing or delaying vascular complications in patents wrtti non insulin dependent diabetes The study

MTVohretj 823 patents who were randomly assigned to one of four treatment groups (Diabetes, 19 supp. 2747-830.1970).

UGOP reported that patients treated for 5 to 8 years with diet plus a hied dose ot tolbutamide (15 grams per

day) had i rats of cardiovascular mortality approximately 2 1 2 times that of patients treated with diet alone A

significant increase in total mortality was not observed but the use of tolbutamide was discontinued based on

the increase in cardiovascular mortality, thus limiting the opportunity for the study to show an increase in

overall mortality Despite controversy regarding the interpretation of these results, the findings ot the UGDP

itudy provide an adequate basis for this warning The patient should be informed of the potential risks and

advantages of GLUCOTROL and of alternative modes ot 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 s i m i l a r i t y in mode of action and chemical structure

PRECAUTIONS Renal and Hepatic Disease. The metabolism and eicrelion ot GLUCOTROL may be slowed m patients

with impaired renal and/or hepatic function Hypogiycemia may be prolonged m such patients should it occur

Hypogiycemia: All sulfonylureas are capable of producing severe hypogiycemia Proper patient selection, dosage.

and instructions are important to avoid hypogiycemia Renal or hepatic insufficiency may increase the risk of

hypoglycemic reactions Elderly debilitated or malnourished patients and those with adrenal or pituitary insuffi-

ciency are particularly susceptible to the hypoglycemic action of glucose-lowering drugs Hypogiycemia may be

difficult to recognise m the elderly or people taking beta-adrenergic blocking drugs Hypogiycemia 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

Lost of Control of Blood Glucose: A loss ot 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

hemoglobm may be useful

Information for Patients Patients should be informed of the potential risks and advantages of GLUCOTROL of

alteinalive modes of therapy as well as the importance of adhering to dietary instructions of a regular exercise

program and of regular testing of urine and or blood glucose The risks of hypogiycemia 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 sulfonylureas may be potentiated bv certain drugs including

nonsteroidal anti inflammatory agents and other drugs thai are highly protein bound, sakylates. sultonamides.

chloramphenicol, probenecid. coumanns monoamme oxidase inhibitors and beta-adrenergic blocking agents In

vitio studies indicate that GLUCOTROL binds differently than tolbutamide and does nol 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 ot control, including the thiazides and other diuretics,

corticosteroids, phenothiazines. thyroid products, estrogens, oral contraceptives, phenytoin. nicotmic acid, sym

pathomimelics. calcium channel blocking drugs, and isoniazid A potential interaction between oral miconazole and

oral hypoglycemic agents leading to severe hypogiycemia has been reported Whether this interaction also occurs

with the intravenous topical or vaginal preparations ot miconazole is not known

Carcinof enesis, Mutagenesis. Impairment of Fertility: A 20 month study m rats and an 18-month study in mice at

doses up to !b times the maximum human dose revealed no evidence of drug-related carcmogenicity. Bacterial and

m vim mutagemcity tests were uniformly negative Studies in rats ot both sexes at doses up to 75 times the human

dose showed no effects on fertility

Pregnancy: Pregnancy Category C GLUCOTROL (glipizide) was found to be mildly tetotoxic in rat reproductive studies

at all dose levels {5-50 mg/kg} This tetotoxicity has been similarly noted with other sulfonylureas such as

tolbutamide and tola/amide The effect is perinatal and believed to be direct!y related to the phaimacologic

(hypoglycemic) action of GLUCOTROL In studies in rats and rabbits no teratogenic effects were found there are no

adequate and well controlled studies in pregnant women GLUCOTROL should be used during pregnancy only it the

potential benefit justifies the potential risk to the fetus

Because recent information suggests that abnoimai blood glucose levels during pregnancy are associated with a

higher incidence ot congenital abnormalities, many experts recommend that insulin be used during pregnancy to

maintain blood glucose levels as close to normal as possible

Nonteratogenic Effects: Prolonged severe hypogiycemia has been reported m neonales born to mothers who were

receiving a sulfonylurea drug at the time ot delivery Ihis 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 dale

Nursing Mothers: Since some sulfonylurea drugs are known to be excreted in human milk, insulin therapy should be

ronsideied il nursing is to be continued

Pediatric Use: Safety and effectiveness m children have not been established

ADVERSE REACTIONS: In controlled studies the frequency ot serious adverse reactions reported was very low Of 70?

Datients 11 8 % reported adverse reactions and in only 1 5% was GLUCOTROL discontinued

Hypogiycemia: See PRECAUTIONS and OVtRDOSAGE sections

Gastrointestinal- Gastrointestinal disturbances the most common, were reported with the following approximate

incidence nausea and diarrhea, one m 70. constipation and gastralgia. one in 100 They appear to be dose-related

and may disappeai on division or reduction ot dosage Cholestatic iaundice may occur rarely with sultonylureas

GLUCOTROL should be discontinued if this occurs

Dermatologic: Allergic shin reactions including erythema morbillitorm or maculopapulai 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. if skin reactions persist the drug should be discontinued Porphyna cutanea

tarda and photosensitivity reactions have been reported with sultonylureas

Hematologic: Leukopema. agranulocytosis. thrombocytopema. hemolylic anemia aplastic anemia, and pan-

cytopema have been reported with suifonylureas

Metabolic: Hepatic porphyna and disultiram-like alcohol reactions have been reported with sulfonyluieas Clinical

experience to date has shown that GLUCOTROL has an extremely low incidence of disulfiram like reactions

Endocrine Reactions: Cases ot hyponatremia and the syndrome of inappropriate antidiuretic hormone (SlADHl

secretion have been reported with this and other sulfonylureas

Miscellaneous: Dizziness, drowsiness, and headache have each been reported in about one m fitly patients treated

with GLUCOTROL They are usually transient and seldom require discontinuance oi therapy

OVERDO SAGE Overdosage ot sulfonylureas including GLUCOTROL can produce hypogiycemia 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 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 hypogiycemia may recur after apparent clinical recovery Clearance of GLUCOTROL from plasma would

be prolonged m persons with liver disease Because ot the extensive protein binding ot GLUCOTROL. dialysis is

unlikely to be of benefit

DOSAGE AN0 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

Maximum 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

tesponse with divided dosing Total daily doses above \b 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 b mg 0049 4110-66) Bottles of 100. 10 mg tablet- Pfizer 41? (NDC 10 mg

0049 4120 66) Bottles of 100

CAUTION: Federal law prohibits dispensing without prescription

More detailed professional information available on request.

Roerig



The 14th IDF Congress program will consist
of three separate program tracks.

• Public Awareness, Fund Raising, and

Association Management

• Scientific and Clinical

• Clinical Care, Health-Care Delivery, and
Education

Sessions will be held daily beginning Monday,
June 24,1991 through Friday, June 28,1991.
The anticipated schedule of events is:

Interest Group
Open Forum:

Plenary
Lectures:

Symposia:

Abstract (Oral)
Presentations:

Meet the
Expert:

Poster
Presentations:

07:00-08:00,
Monday through Friday

08:00-09:00,
Monday through Friday
16:15-17:15,
Monday through Friday

09:15-11:15,
Monday through Friday
14:00-16:00,
Tuesday and Thursday

14:00-16:00,
Monday, Wednesday,
and Friday

12:00-13:00,
Monday through Friday

11:30-14:00,
Monday through Friday

American
Diabetes
Association®

The White House (South Lawn)

Home of the President

of the United States.

The 14th IDF Congress program has been
expanded this year to include a separate track
for individuals in the diabetes community not
professionally associated with the scientific,
clinical care, medical, or health-care delivery
fields. Topics will cover the issues of public
awareness for diabetes, fund raising, associa-
tion management, government relations, and
youth services.

• Audience Identification for Public
Awareness

• Development of a Public-Awareness
Program

• Role of Nongovernmental Organizations in
Generating Public Awareness

• How to Recruit and Train Individuals for
Fund Raising

• Tactics for Fund Raising

Strategies for Raising Funds in Diverse
Countries

Why Have an Association?

Health Professionals and Lay Members-
Achieving a Balance

Present Structural Models

Government and Association Relationships

How the IDF, National Diabetes
Organizations, and Other Organizations
Interact With Governments

How Can Governments Prevent
Discrimination?

Development of Youth as Future
Association Leaders

Camping

Innovations in Addressing the Special
Needs of Youth



Scientific and Clinical Program
This section of the program will include
sessions covering the full range of research
areas in diabetes from basic to clinical science.
Topics will include:

• Physiology of Insulin Action in Muscle

• Receptor Signaling

• Postreceptor Signaling

• Glucose Transport and Transporters

• Postprandial Fuel Disposition

• Gene Regulation in Insulin Action

• Phospholipid Signaling

• Islet Transplantation

• Pancreas Transplantation

• Biophysical and Ionic Aspects of 8-Cell
Functioning

• Phospholipid-Related Factors in E-Cell
Function

• Phosphorylation-Related Factors in K-Cell
Function

• Islet Cell Gene Expression and Hormone
Synthesis

• Effects of Hyperglycemia on Insulin
Secretion and Action

• Fuels and Hormones in Fetal Development

• Biochemistry of Complications

• Diabetic Retinopathy: Mechanisms

• Diabetic Nephropathy: Pathophysiology

• Autonomic Nervous System (ANS)
Neuropathy

• Somatosensory Polyneuropathy

• Hyperlipidemia and Diabetes

• Atherosclerosis and Diabetes: Mechanisms

• Endothelial Cell Function in Metabolism

• Cell Biology of Nephropathy

• Diabetic Nephropathy: Biochemical
Mechanisms

• Epidemiology of Vascular Complications

• Mechanisms of Hypertension in Diabetes

• Immune Mechanisms in IDDM

• Insulin Analogues, Chemistry, and Action

• Transgenic Mouse Models

• Genetics of IDDM

• Immunotherapy and Prediction of Diabetes

• Animal Models of IDDM

• Effects and Mechanisms of Action Growth
Factors

• Obesity and Thermogenesis

• Islet Pathology in NIDDM

• Neuroregulation

• Pathophysiology of NIDDM

• Animal Models of NIDDM

• Ketogenesis

• Genetics of NIDDM

• Brain Regulation of
Carbohydrate Metabolism

• Modeling and Glucose-Insulin Kinetics

• Brain and Gastrointestinal Peptides

• Regulation of Protein Metabolism

• Lipoprotein Physiology

Clinical Care, Health-Care
Delivery, and Education Program
This section of the program will provide a
comprehensive coverage of the areas of
Clinical Care, Health-Care Delivery, and
Education in the field of diabetes. Sessions
will be of interest to physicians, educators,
and health-care professionals. Topics will
include:

• Comparative Systems of Health-Care
Delivery

• Retinopathy

• Foot Problems

• Nutritional Issues in Diabetes

• Innovative and Nontraditional
Approaches to Education

• Economics of Diabetes and Access to Care

• Standards: Screening, Diagnosis, Practice

• Neuropathy

• Educating the Educator

• Pregnancy and Gestational Diabetes

• Diabetes in Adolescents

• From Research to Clinical Practice

• Technology Development, Transfer, and
Utilization

• Diabetes Health Promotion

• Nephropathy

• Malnutrition-Related Diabetes

• High-Risk and Special Populations

• Epidemiology of IDDM

• Immunotherapy

• Obesity

• Nutritional Issues in Diverse Countries

• Reducing Cardiovascular Risk Factors

• Macrovascular Disease

• Psychosocial and Behavioral Aspects of
Insulin Therapy

• Women's Issues

• Pharmacologic Approaches to Blood
Glucose Control

• Strategies for Educating Low-Literacy
Patients

• Sexual Issues

• Stress and Diabetes

• Self-care, Home-Care, and Independence

• Management of Acute Complications

• Overcoming Obstacles to Health-Care
Delivery

• Epidemiology of NIDDM

• Overlooked Complications of Diabetes

• Insulin-Delivery Systems

• Strategies for Patient Education

• Exercise

IDF Satellite Symposia
For more information regarding topics, dates,
locations, and fees for IDF satellite symposia,
please see the registration form on the follow-
ing pages.



ACCOMMODATIONS

1. All accommodations in participating
hotels must be reserved through the IDF
Congress Meeting Manager.

2. All accommodations will be assigned in
order of receipt of the Registration Form
and payment, so enroll early to ensure
your hotel preference.

3. If you wish to share accommodations,
please mail your registration form together
with the registration form(s) of the indi-
viduals^) with whom you wish to share.
Shared accommodations cannot be con-
firmed until registration forms from all
occupants have been received. Shared
accommodations between individuals
unknown to one another cannot be made.

4. The US$150 deposit per room must be paid
with your Registration Fee. The balance of
your payment must be made to the hotel to
which you are assigned. The deposit will
be forfeited iftheroomisnotoccupiedon
the advised date of arrival.

5. Please indicate in the appropriate square
on your registration form your first,
second, and third preferences for
accommodations.

6. Confirmation of your accommodations
will be forwarded to you in writing with
acknowledgement of your registration and
payment.

Accommodations Reservations will not
be accepted by the IDF Congress Meeting
Manager after April 30,1991.

7. After April 30,1991:
a. your deposit is not refundable by the

IDF Congress Meeting Manager.
b. any cancellation of accommodations

should be made directly with the hotel
to which you are assigned, with copy of
such notification to the IDF Congress
Meeting Manager.

Accommodations have been reserved at con-
vention rates on behalf of IDF Congress
registrants at the following locations. Please
note that the room rates do not include tax.

Hotels Single* Double*

A. Capital Hilton $145 $165
B. Comfort Inn Downtown $ 84 $ 97
C. Days Inn Downtown $ 7 3 $ 75
D. Dupont Plaza Hotel $120 $140
E. Governor's House Holiday Inn $110 $115
F. Grand Hyatt Washington (IDF Headquarters) $ 165 $ 190
G. Henley Park Hotel $145 $165
H. Highland Hotel $115 $130
I. Holiday Inn Capitol Hill $105 $125
J. Holiday Inn Central $103 $115
K. Holiday Inn Crowne Plaza Regular $135 $155

Deluxe $150 $170
Concierge $165 $185

L. Holiday Inn Thomas Circle $ 8 7 $ 9 7
M. Hyatt Regency Washington $159 $179
N. JW Marriott (Co-Headquarters) $157 $167
O. Mayflower Hotel Regular $105 $105

Deluxe $150 $150
P. Normandy Inn $ 70 $ 80
Q. Omni Shoreham Hotel $150 $170
R. PhoenixParkHotel $125 $135
S. Quality Hotel Capitol Hill $ 9 2 $107
T. Radisson Park Terrace $135 $155
U. Ramada Renaissance Techworld (Co-Headquarters) Regular $140 $160

Renaissance Club $ 160 $ 180
V. Sheraton Washington Regular $136 $160

Deluxe $148 $173
ParkTower $156 $181

WardmanTower $177 $202

W. Vista International Hotel Regular $153 $173
Executive $178 $198

X. Washington Court Hotel $160 $175
Y. Washington Plaza Hotel $ 98 $108
Z. Willard Intercontinental $190 $220

* All rates are per room per night

Room applications will not be processed
without a deposit of US $ 150 per room. The
deposit may be made by check, money order,
American Express, VISA, or MasterCard.
Make checks payable to the American
Diabetes Association. All checks must be
in US funds drawn on a US bank. Deposits
will be forwarded to the hotel to which you
are assigned.

Failure to notify the IDF Congress Meeting
Manager or the hotel of any change in arrival
time or number of room occupants may result

in cancellation of your reservation and loss of
your deposit.

Make all changes and cancellations in
writing directly to the IDF Congress Meeting
Manager before April 30,1991; after that date
make all changes and cancellations directly to
the hotel to which you are assigned. Interna-
tional attendees may make changes and
cancellations by phone (703) 549-1500, fax
(703) 836-2464, or telex 901132.



KEY

1 WHITE HOUSE 7 LINCOLN MEMORIAL
2 UNION STATION 8. DEPARTMENT OF STATE
3 U S CAPITOL 9. ARLINGTON CEMETERY
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International Diabetes Federation
Housing Key, June 23-28,1991.

A. Capital Hilton
B. Comfort Inn Downtown
C. Days Inn Downtown
D. Dupont Plaza Hotel
E. Governor's House Holiday Inn
F. Grand Hyatt Washington
G. Henley Park
H. Highland Hotel
I. Holiday Inn Capitol
J. Holiday Inn Central
K. Holiday Inn Crowne Plaza
L. Holiday Inn Thomas Circle
M. Hyatt Regency Washington
N. JW Marriott
0. Mayflower Hotel

P. Normandy Inn
Q. Omni Shoreham Hotel
R. Phoenix Park Hotel
S. Quality Hotel Capitol Hill
T. Radisson Park Terrace
U. Ramada Renaissance Techworld Hotel
V. Sheraton Washington
W. Vista International Hotel
X. Washington Court Hotel
Y. Washington Plaza Hotel
Z. Willard Intercontinental



C O N G R E S S R E G I S T R A T I O N F O R M I N F O R M A T I O N

Before completing the registration form
enclosed, please read the following informa-
tion which is designed to help you complete
your registration. Please type or print your
name in BLOCK letters in black ink.
1. Registration is open to all individuals

interested in diabetes. There will be three
program tracks with sessions for the
physician, research scientist, clinician,
health-care professional, and lay person.

2. Congress registration entitles you to:
a. attend all program sessions of the

Congress;
b. submit an abstract to be considered for

presentation at the Congress;
c. register for Satellite Symposia for

additional fees;
d. attend the Opening Ceremony and other

social events;
e. enter the Exhibit Hall;
f. receive Congress documents including

the program, list of participants, and list
of abstracts;

g. special bus transportation from the
participating hotels to the Washington
Convention Center.

Official Delegates to the IDF General Council
from Member Countries will be exempt from
this Registration Fee only if their Registration
Form is accompanied by a letter from their
National Association appointing them as
Official Delegates to the IDF General Council.
The Congress Organizing Committee will
obtain certification from the IDF Executive
Office to confirm the number of official
delegates from each country. Otherwise, the
Registration Fee must be paid.

3. Enrollment as an Accompanying Person
(a person accompanying an enrolled
delegate)entitles you to:
a. attend the Opening Ceremony and other

social events,
b. enter the Exhibit Hall,
c. special bus transportation from the

participating hotels to the Washington
Convention Center.

Enrollment as an accompanying person does
not entitle you to attend the program sessions
of the Congress.
4. Payment of Fees:

a. Payment of fees must accompany all
registration forms.

b. Delegates may pay by check, money
order, bank draft, or credit card.
Checks and money orders must be
made payable to the American
Diabetes Association in US dollars
drawn on a US bank. Your name and
full address should be typed or printed
clearly on your check, money order, or
bank draft. Acceptable credit cards
include American Express, VISA, and
MasterCard.

Registration Fees (US$):

Nonmedical (Lay) Attendees

Scientific, Clinical, Health-Care
Delivery Program

Under 35 years of age:
• General Attendee
• IDF Member Attendee *
Over 35 years of age:
• General Attendee
• IDF Member Attendee *
Medical/Health-Care Students* *
Accompanying Person

Before
January 31,1991

$ 75

$215
$205

$320
$310
$ 75
$ 75

After
January 31,1991

$ 75

$385
$375

$385
$375
$ 75
$ 75

'IDF Member Attendees are those persons who are valid individual members of the International Diabetes Federation and who
have paid their membership dues for 1990 by October 1,1990.
' ' Registrants in this catagory must be currently enrolled in a program of study. Verification of status in the form of a letter from the
student's institution must be included with the registration form in order for it to be processed.

c. No other form of payment can be
accepted.

d. Your payment should cover:
1. Registration fee: full payment.
2. Fee for optional local tour(s): full

payment.
3. Accommodations: deposit only.
4. Satellite symposia registration fee:

full payment.
5. Awards Banquet ticket(s): a fee of

$80 per person.
e. Please retain the bottom copy of the

Registration Form for your own
records.

The Organizing Committee has a strong
commitment to ensuring that the registration
process and payment of fees for all individuals
throughout the world accommodates the
individual registrant. Individuals who have
difficulty due to monetary or government
restrictions submitting their registration fees
in US currency, or need to submit one check
to cover all costs (rather than a separate check
for airfare), or are unable to forward the funds
in advance of the meeting must contact the
14 th IDF Congress Meeting Manager by
December 1,1990, to make other arrangements.

5. Confirmation:
Registration will be acknowledged in
writing with confirmation of requests
according to the submitted registration
form. Bookings will be confirmed only
after payment is received.

6. Refund Policy:
a. Cancellation notifications and applica-

tions for refunds must be submitted in
writing to the IDF Congress Meeting
Manager.

b. Cancellations received before April 30,
1991,willincura cancellation fee as
follows: Scientific and Clinical Program
Attendee, $50; Nonmedical (Lay)

Attendee, $25; Medical/Health-Care
Students, $25; Accompanying Person,
no fee.

c. Cancellations received between
April 30 and June 20,1991, will receive
a50% refund of the registration fee.

d. After June 20,1991, applications for
refunds will be considered only under
exceptional circumstances.

7. Forward your Registration Form, by air-
mail if mailed internationally, together
with your payment to:

14th IDF Congress Meeting Manager
American Diabetes Association
1660 Duke Street
Alexandria, VA 22314
USA

Contact for Hotels, Registration, and
Meeting Logistics
14th IDF Congress Meeting Manager
American Diabetes Association
1660 Duke Street
Alexandria, VA 22314
USA
Telephone: (800)232-3472

(703)549-1500
ext. 349

Fax: (703)836-2464
Telex: 901132

Contact for Congress Program
Harold Rifkin.MD
Chairman 14th IDF Congress Organizing
Committee
c/o American Diabetes Association
1660 Duke Street
Alexandria, VA 22314
USA
Telephone: (800) 232-3472

(703)549-1500
ext. 281

Fax: (703)836-7439
Telex: 901132



14fit
International Diabetes
Federation Congress
June 23-28, 1991 Washington, D.C.

Section A: Personal Details

Please register only one person and two accompanying persons per form. This form can be copied for additional registrants.

Academic degree(s): • MD D DO • PhD • RN • RD • RPh • Other
(please indicate)

First (Given) Name Middle Initial Last (Family) Name

Name (as you want name to appear on your badge)

Professional Affiliation/Institution

Business Address

City State

Country Telephone with Area Code

Accompanying Person Name (as on badge) Fax with Area Code

Accompanying Person Name (as on badge)

1.

z.

Specialty Area (check one):

•
•
•
•
•
•
•
•

a.
b.
c.
d.
e.
f.
g-
h.

Adult Endocrinology
Family Practice
Geriatrics
Internal Medicine
Nursing
Nutrition
Ophthalmology
Obstetrics/ Gynecology

Type of Practice (check one):

•
•
•
•
•

a.
b.
c.
d.
e.

Clinic
Corporate
Hospital
Private Practice
Public Health

•
•
•
D

•
•
•
•

D

a
a
a

i.
j .
k.
1.
m.
n.
0.
p.

f.
g
h.
i.

Pediatrics
Pediatric Endocrinology
Pharmacy
Podiatry
Psychology
Public Health
Research
Other

(please indicate)

Research
Student
Academic
DthRr

{please indicate)

3. Public Interest (check one):

• a. Public Awareness
Q b. Fund Raising
n c Association Management

4. Personal Status:

n a. Volunteer
• b. Paid Staff
d c. Person with Diabetes

Q d. Government Relations
• e. Youth Services
• f. Other

(please indicate)

• d. Person with Diabetes
in the Family

• e. No Diabetes
• f. Other

Section B: Registration Fees

Nonmedical (Lay) Attendees

Scientific, Clinical,
Health-Care Delivery
Programs

Under 35 years of age:
• General Attendee
• IDF Member Attendee*

Over 35 years of age:
• General Attendee
• IDF Member Attendee*

Medical/Health-Care
Students**

Accompanying Person

Before January 3 1 . 1991

USS 75

USS215
USS205

USS320
USS310

USS 75

USS 75

Total Payment Section B

After January 3 1 . 1991

USS 75

USS385
USS375

US S385
USS375

USS 75

USS 75

*IDF Member Attendees are those persons who are valid individual members of the International
Diabetes Federation and who have paid their membership dues for 1990 by October 1, 1990

**Registrants in this category must be currently enrolled in a program of study Verification oi

status in the form of a letter from the student's institution must be included with the registration

form in order for it to be processed.

Section C: Awards Banquet

Tuesday, June 25, 1991
Banquet ticket(s). $ 80 each: indicate number of each type of ticket being purchased:

. #Fish #Beef

Total Payment Section C .

Page 1 of



Section D: Local Tours

Please indicate your choice of tour(s)

Tour

Arlington Cemetery and National
Cathedral

The Capital City

The Armed Forces Medical Museum

and time preference.

Date/Tima No. Persons Cost/Ea. Payment

Monday. June 24
• 09:30-13:00 or
D 13:00-16:00

Capitol Building, Supreme Court
and Library of Congress

Georgetown Homes and
Georgetown Park

Museums in Historic Homes

Annapolis, Maryland

Three Nationals

Champagne Tour

National Building and Union
Station

A Day in Old Virginia

Embassy Row

Shopping Safari

Women of Washington Panel

Tea at the Congressional Club

• 09:30-12:30 or
• 12:30-16:30

• 09:30-12:30 or
• 12:30-16:30

Tuesday. June 25
• 09:30-12:30 or

• 13 30-16:30

0 09:30-12:30

• 10:00-13:00

Wednesday. June 26
0 09:30-16:00

D 10:00-13:30 or
D 13:00-16:30

D 19:30-22:00

Thursday. June 27
• 09:30-12:30 or
O 13:30-16:30

D 09:30-15:30

• 13:30-16:30

Friday, June 28

O 9:00-14:30

D 09:30-11:30

• 15:30-17:00

$21.00

$21.00

$21.00

$21.00

$29.00

$25.00

$49.00

$25.00

$33.00

$21.00

$46.00

$23.00

$31.00

$21.00

$46.00

Total Payment Section D

Section F: Pre- and Post-Congress Tours

Please indicate by checking the box(es) if you would like to receive more information regarding
any of the pre- and post-Congress tours offered by American Express Travel Services.

•D
•
•
•
•
•
•

Montreal, Canada

Chicago, Illinois

Boston, Massachusetts

Williamsburg, Virginia

Nashville, Tennessee

New Orleans, Louisiana

Orlando, Florida

San Francisco, California

•
•
•
•
•

Los Angeles, California

Cancun, Mexico

San Juan, Puerto Rico

Four nights including Scottsdale, Grand Canyon, and

Las Vegas

Six nights including New York City, Boston, Niagara

Falls, Detroit, and Chicago

Please note the following deadlines:

Abstract Submissions
September 21,1990

Travel Grant Applications
September 28,1990

Pre-registration
January 31,1991

Sect ion E: A c c o m m o d a t i o n s

You have two options for reserving accommodations:

If you would like the IDF Congress Meeting Manager to make your assignment based on lowest
cost, check here • or nearest to Washington Convention Center, check here D. If you would
like to be housed with a special group, please specify:

If you would like to indicate your hotel choice, please make accommodations reservation by
numbering your first three choices in order of preference on the following list (prices quoted are
per room per night in US$). If shared accommodations are required, see conditions printed in
brochure.

Hotels

A. Capital Hilton

B. Comfort Inn Downtown

C. Days Inn Downtown

D. Dupont Plaza Hotel

E. Governor's House Holiday Inn

F. Grand Hyatt Washington
(IDF Headquarters Hotel)

G. Henley Park Hotel

H. Highland Hotel

I. Holiday Inn Capitol Hill

J. Holiday Inn Central

K. Holiday Inn Crowne Plaza
Regular

Deluxe
Concierge

L. Holiday Inn Thomas Circle

M. Hyatt Regency Washington

N. JW Marriott
(Co-Headquarters)

0. Mayflower Hotel

Regular
Deluxe

P. Normandy Inn

Q. Omni Shoreham Hotel

R. Phoenix Park Hotel

S. Quality Hotel Capitol Hill

T. Radisson Park Terrace

U. Ramada Renaissance Techworld
(Co-Headquarters)

Regular
Renaissance Club

V. Sheraton Washington

Regular
Deluxe
Park Tower
Wardman Tower

W. Vista International Hotel
Regular
Executive

X. Washington Court Hotel

Y. Washington Plaza Hotel

Z. Willard Intercontinental

Arrival date:

Single

$145

$ 84

$ 73

$120

$110

$165

$145

$115

$105

$103

$135
$150
$165

$ 87

$159

$157

$105
$150

$ 70

$150

$125

$ 92

$135

$140
$160

$136
$148
$156
$177

$153
$178

$160

$ 98

$190

Double

$165

$ 97

$ 75

$140

$115

$190

$165

$130

$125

$115

$155
$170
$185

$ 97

$179

$167

$105
$150

$ 80

$170

$135

$107

$155

$160
$180

$160
$173
$181
$202

$173
$198

$175

$108

$220

Departure rlatfi:

Room reservations will not be processed without a deposit of US$150 per room The deposit may be
made by check, money order, American Express, VISA, or MasterCard. Make checks payable to the
American Diabetes Association. Deposits will be forwarded to the hotel to which you are assigned

Failure to notify the IDF Congress Meeting Manager or the hotel of any change in arrival time or
number of room occupants may result in cancellation of your reservation and loss of your deposit.

All changes and cancellations must be made in writing directly to the IDF Congress Meeting Manager
before April 30,1991. After that date, all changes and cancellations must be made directly to the
hotel to which you are assigned. International attendees may make changes and cancellations by
phone (703) 549-1500, fax (703) 836-2464, or telex 091132

Total Payment Section E

Page 2 of 3



Section G: IDF Satellite Symposia

Please check box(es) for symposium you will be attending. Additional information will be sent by
the symposium organizer.

D New Developments in the Etiology and Treatment of Childhood Diabetes
Dates: June 19-22,1991 Location: Williamsburg, Virginia
Fee: $599 (includes meals and hotel based on double occupancy)

• International Diabetes Youth and Camping Program
Dates: June 19-22, 1991 Location: Charlton, Massachusetts
(transportation provided from Boston's Logan Airport)
Fee: $200 for professionals

$125 for students
$175 per person for two people from the same camp
$125 per person for three people from the same camp

D Special Committee for Diabetes Magazines, 6th International Symposium
Dates: June 19-21, 1991 Location: Washington, DC
Fee: None. Attendance is open ONLY to representatives of magazines published by member

organizations of the IDF.

• Diabetes: Effects on Pregnancy and the Neonate
Dates: June 20-22, 1991 Location: Newport, Rhode Island
Fee: $250. After March 1, 1991 -$270

Accompany person - $175
(includes a New England clam bake at Hammersmith Farm and a banquet at a Newport
mansion)

D Macrovascular Complications of Diabetes Mellitus
Dates: June 20-22, 1991 Location: Charleston, South Carolina
Fee; $150 registration only

• Symposium on National Diabetes Control Programs
Dates: June 20-22,1991 Location: Baltimore, Maryland
Fee: $200 registration only

• Diabetic Foot Problems
Dates: June 20-22, 1991 Location: Washington, DC
Fee: $175 registration only

• Behavioral Aspects of Diabetes Mellitus
Dates: June 20-22, 1991 Location: Williamsburg, Virginia
Fee: $150 registration only

• Nutrition and Diabetes Mellitus: Focus for the1990's
Dates: June 22-23,1991 Location: Baltimore, Maryland
Fee: $95 registration only

• Controversies in Etiology and Treatment of Diabetic Neuropathy
Dates: June 29-July 2. 1991 Location: New York. New York
Fee: $500 (includes 3 nights lodging and all meals)

D The Central Nervous System and Diabetes Mellitus
Dates: June 29-July 1. 1991 Location: Near Washington, DC
Fee: Invited speakers and participants. Partial sponsorship maybe available for young
investigators and others interested.

• Pancreatic Beta-Cell 1991: Gene to Disease
Dates: June 29-July 1, 1991 Location: Cambridge, Massachusetts
Fee: $275 (includes 3 lunches, 1 dinner/special event, coffee breaks)

$150 for postdoctoral fellows

• Health-Care Delivery in the Prevention, Diagnosis, and Treatment of Diabetes Complications
(Complications Diabetiques: Prevention, Diagnostic et Treatment)
Dates: June 29, 1991, Morning Location: Washington, DC
Fee: None

D Diabetes in the Tropics and Developing Countries
Dates: June 29, 1991 Location: Washington. DC
Fee: $40 registration only

• Epidemiology of Diabetes and Its Complications
Dates: June 30-July 2. 1991 Location: Williamsburg. Virginia
Fee: $125 registration only

• Protein Metabolism in Diabetes
Dates: June 30-July 1, 1991 Location: Burlington. Vermont
Fee: $300 (includes 1 reception, coffee breaks and abstract booklet)

$500 to attend Protein Metabolism plus Diabetes Mellitus and Exercise

n Diabetes Mellitus and Exercise
Dates: July 2 -3, 1991 Location: Burlington, Vermont
Fee: $300 (includes 1 reception, coffee breaks, and abstract booklet)

$500 to attend Exercise plus Protein Metabolism in Diabetes

• Effective Patient Teaching
Dates: July 1-3. 1991 Location: Nashville, Tennessee
Fee: $250 (includes CEU's. course materials, and 2 lunches)

• International Symposium on Diabetes Education
Dates: July 1-3. 1991 Location: Costa Rica, Central America
Fee: $150 (registration only)

Total Payment Section G

Section H: Payment of Fees

Registrants may pay by check, money order, bank draft, or credit card. Checks and money orders
must be payable to American Diabetes Association in US dollars drawn on a US bank. Your name and full
address should be typed or printed clearly on your check. Acceptable credit cards include
American Express, VISA and MasterCard.

Section B: 14th IDF Congress Registration Fees

Section C: Awards Banquet Ticket(s)

Section D: Local Tours
Section E: Hotel Accommodations Deposit
Section G: Satellite Symposia Registration Fees

Total Payment Fee

Method of Payment:

• Check

• American Express

Card Issued in the Name of:

Card Number:

• Money Order
D VISA

• Bank Draft
• MasterCard

. Expiration Date:

I authorize American Diabetes Association to charge the total payment fee indicated on this form

to my credit card.

Signature:

FOR ADA USE ONLY

Check No.:
Charge: AMEX/VISA/MC

Amount Received

Section I: Mailing Information

Please return this form, by air mail if mailed internationally, together with your payment to:

14th IDF Congress Meeting Manager

American Diabetes Association

1660 Duke Street

Alexandria. VA 22314

USA

If you have any questions regarding registration, please contact the IDF Congress Meeting
Manager.

Telephone: (800) 232-3472

(703)549-1500. ext. 349

Fax: (703) 836-2464

Telex: 901132

CIDF2

Be sure to include all three (3) pages of this registration form when
mailing. An incomplete form will delay processing.

Page 3 of 3
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antmypertensive effect may diminish at the end of the
ng interval

ase see last page ol this advertisement for brief summary
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USINOPRIL STUART

* The antihypertensive effect may diminish at the end of the dosing interval.
fMulticenter, double-blind study involving 70 patients with mild-to-moderate hypertension (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 and twice-daily captopril were titrated every
2 weeks according to whether office diastolic 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 addi-
tional 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.

*24-hour ambulatory BP measurements were performed at pretreatment baseline and at the end of treatment for all
randomized patients.

§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 ol prescribing information 1991ICI Americas Inc



Results of a 4-8 week course
of treatment in

a multicenter study1

OFFICE BP MEASUREMENTS

Once-daily ZESTRJL equal to b.i.d. captopril in reducing
BP, comparing baseline to end of treatment1

BP reductions from baseline as measured in the office showed no significant
difference at P < .05 between once-daily ZESTRJL and twice-daily captopril1

AMBULATORY
BP MEASUREMENTS*

Once-daily ZESTRJL reduced BP better than b.i.d.
captopril, comparing baseline to end of treatment1

BP reductions from baseline as measured by 24-hour ambulatory BP monitoring5

showed that once-daily ZESTRIL tablets 10-40 mg reduced BP better than b.i.d.
captopril 25-100 mg, with statistically significant (P < .05) differences in both systolic
and diastolic area under the curve (AUC) measurements1

Ambulatory BP measurements (diastolic):
Pretreatment baseline vs end of treatment (4-8 weeks)1

100 7i

go-

's 80 =
2 7S-
cd —

• 7 0 -
65:

Pretrealmenl baseline ZESIRJl

Pretreaiment baseline Captopnl

— — - E n d ol treatment (EOT) Z

EOT Captopnl

J L L I ZBTRIl AUC • baseline-EOT

I I II CaplopnlAUC- baselme-EOT

0 2 4 6 8 10 12 14 16 18 20 22 24
Time (hours)

- adapted from WheNon'

ie graph is based on the ambulatory diastolic blood pressure readings
- available for 32 ZESTRIL patients and 29 captopril patients with readings

taken both before and at the end of the treatment period 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: ZESTRIL patients: 19
(lOmgq.d), 10(20mgq.d), 1 (40mgq.d.).and2(40mgq.d.-2weeks);
captopril patients: 17 (25 mg b.i.d.), 5 (50 mg b.i.d.). 3 (100 mg b.i.d.). and
4 (100 mg b.i.d.-2 weeks).



niiP
PRIL STUART

ZESTRJL, like other ACE inhibitors, is well tolerated
and has a low incidence of side effects

ZESTRJL provides patient convenience with once-
daily dosing* without regard to meals

ZESTRIL and other ACE inhibitors2

Enalapril"

Captopril5

Dosing*
frequency
(tablets)

Can be
taken

without
regard to

meals

0

Absorbed
as the

active drug

Evaluation of the hypertensive patient should always include assessment of renal
function (see Dosage and Administration)

Angioedema has been reported with ACE inhibitors, including ZESTRIL (see Warnings).

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

_

REFERENCES: 1. Whelton A. Miller WE. Dunne B Jr. Halt HI. Tres^newsky ON. Once-daily lismopril
compared with twice-daily captopril in the treatment ot mild to moderate hypertension: assessment of
oflice and ambulatory blood pressures J On Pharmacol 1990 30 1074-1080. 2. Physicians'Desk
Reference' 44th ed Oradell, NJ Medical Economics Co. 1990, Zesml (lisinopnl) 2175-2178
3. Moiavenan P. Rocci ML Jr Vlasses PH. Hoholick C, Clementi RA, Ferguson RK Effect ol food on
the bioavailability ol lisinopnl. a nonsulfhydryl angiotensin-convertmg enzyme inhibitor J Pharni Sci
1986.75 395 397 4. Physicians'Desk Reference' 44th ed Oradell. NJ Medical Economics Co. 1990
Vasotec (enalapril maleate. MSD] 1461-1464 5. Physicians'Desk Reference' 44thed Oradell. NJ
Medical Economics Co. 1990. Capoten' (captopril) 2129-2132 6.Heel RC, Brogden RN, Speight TM,
Avery GS Captopril a preliminary review ol its pharmacological properties and therapeutic efficacy
Drugs 1980:20 409-452

STUART PHARMACEUTICALS



ZESTRIl" (lisinopril) ZESTRIL'1' (lisinopril)

(For lull 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 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, eg, subcutaneous eplnephrlne 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 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.
Neutropenia/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. 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 angio-
tensin 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 few weeks of therapy. Some
hypertensive patients with no apparent pre-existing 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 pre-existing renal impairment. Dosage reduction of ZESTRIL and/
or discontinuation of the diuretic may be required. Evaluation ol the hypertensive patient should always Include assess-
ment of renal function. (See DOSAGE AND ADMINISTRATION.) Hyperkalemla: 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 of potassium-sparing diuretics,
potassium supplements and/or potassium-containing salt substitutes, which should be used cautiously, if at all, with
ZESTRIL. (See Drug Interactions.) 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. Infor-
mation 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 lightheadedness 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 sub-
stitutes 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 of 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 daily, 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 of a patient receiving ZESTRIL, an additional antihyper-
tensive 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.) Indomethacin:
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 indqmethacin, 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 hydro-
chiorothiazide. 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, if concomitant use of these agents is indi-
cated 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.
Cartlnogenesls, Mutagenesls, Impairment ot Fertility, 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
of 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 mar-
row. 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 C: 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 fetotoxicity 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 post-
partum, 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 organ-
ogenic 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. By whole body autoradiography, radioactivity was found in the placenta following
administration of labeled lisinopril to pregnant rats, but none was found in the fetuses. Human Experience: There
are no adequate and well-controlled studies of lisinopril in pregnant women. However, data are available that show drugs
of this class cross the human placenta. Because the risk of fetal toxicity with the use the ACE inhibitors has not been
clearly defined (see below), lisinopril should be used during pregnancy only if the potential benefit justifies the potential
risk to the fetus. Postmarketing experience with all ACE inhibitors thus far suggests the following with regard to pregnancy

outcome. Inadvertent exposure limited to the first trimester of pregnancy has not been reported to affect fetal outcome
adversely. Fetal exposure during the second and third trimesters 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,
presumably representing decreased renal function in the fetus. Infants exposed in utero to ACE inhibitors should be
closely observed for hypotension, 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 association with maternal use of ACE
inhibitors, but it is not clear whether they are related to ACE inhibition, maternal hypertension or the underlying prematurity.
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. 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. Pedlatric 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 dizzi-
ness (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 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 could not be related to total daily 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
hydrochlorothiazide in controlled clinical trials, comparative incidence data are listed in the table below.

Percent of Patients in Controlled Studies

Dizziness
Headache
Fatigue
Diarrhea
Upper Respiratory Symptoms
Cough
Nausea
Hypotension
Rash
Orthostatic Effects
Asthenia
Chest Pain
Vomiting
Dyspnea
Dyspepsia
Paresthesia
Impotence
Muscle Cramps
Back Pain
Nasal Congestion
Decreased Libido
Vertigo

ZESTRIL.
(n = 2003t)

Incidence
(discont nuat on)

6.3 0.6
5.3
3.3
3.2
3.0
2.9
2.3
1.8
1.5
1.4
1.3
1.3
1.3
1.1
1.0
0.8
0.7
0.6
0.5
0.3
0.2
0.1

0.2
0.2
0.3
0.0
0.4
0.3
0.8
0.4
0.0
0.4
0.1
0.2
0.0
0.0
0.0)
0.2
0.0
0.0
0.0
0.1
0.0

ZESTRIL/Hydrochlorothiazide
(n = 644)
Incidence

(discont nuat on)

9.0
4.3
3.9
2.6
4.5
4.5
2.5
1.6
1.6
3.4
2.0
1.2
1.4
0.5

0.9
0.5
0.5
0.3
0.0
0.8
0.2
0.5
0.2
0.2
0.2
0.2
0.0
0.2

1.9 0.0
2.0 (0.2
1.6
2.8
1.1
1.2
1.2
1.1

0.3
0.6
0.0
0.0
0.0
0.2

Placebo
(n = 207)
Incidence

1.9
1.9
1.0
2.4
0.0
1.0
2.4
0.5
0.5
1.0
1.0
1.4
0.5
1.4
0.0
0.0
0.0
0.5
1.4
0.0
0.0
0.0

tlncludes 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, 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 erythrocyte 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. Clinical Laboratory Test Findings. Serum Electrolytes: Hyperkalemia. (See PRE-
CAUTIONS.) 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% of 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 of approximately 0.4 g% and 13 vol%, respectively) occurred
frequently in patients treated with ZESTRIL but were rarely of clinical importance in patients without some other cause
of anemia. 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 and bone marrow depression have been reported. Overall, 2.0% of 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%). DOSAGE 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 daily dose.
The antihypertensive effect may diminish toward the end of the dosing interval regardless of the administered dose,
but most commonly with a dose of 10 mg daily. 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 of hypotension. (See WARNINGS.) The dosage of ZESTRIL
should be adjusted according to blood pressure response. If 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 for 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. Dosage 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 > 10 mL/min s 30 mL/min (serum creatinine
a 3 mg/dL), the first dose is 5 mg once daily. For patients with creatinine clearance < 10 mL/min (usually on hemo-
dialysis) 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.

Renal Status Creatinine Clearance mL/min Initial Dose mg/day

Normal Renal Function to Mild Impairment
Moderate to Severe Impairment
Dialysis Patients

>30 10

2.5*
•Dosage or dosing interval should be adjusted depending on the blood pressure response.
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