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FOR TYPE II DIABETES,

TODAY'S LIFE DEMANDS

CAN'T ALWAYS EAT REGULARLY.
GLUCOTROL provides

patients •with insulin only •when needed, responding
on demand to meals and rising blood sugar1

DOUBLE SHIFTS.
GLUCOTROL, with

insulin on demand, controls blood sugar quickly and
effectively—all day and all night1

TOUGH PHYSICAL WORK.
GLUCOTROL works

in response to meals; then insulin returns to
near-normal levels once the meal challenge subsides12

When diet alone fails in NIDDM...
®

CglipizideD 5-mg and 1O-mg
Scored "Tablets

As with all sulfonylureas, hypoglycemia may occur. Pratt Please dee brief summary of prescribing information on hut page.



. ' i r « RESPONDS TO MEALS—
AND REMAINS AT BASAL LEVELS DURING FASTING
Day 1 with meals

300-

250-

200-

B0-

100-

50-

BREAKFAST

GLUCOTROL
VDOSE

IATA7 \

A-

LUNCH

Blood glu

^m Plasma in

n 6

/ N

cose

suli

su

SUPPER

(mg/lOOmL)

l OiU/mL)

/

/

Day 2 without meals

GLUCOTROL
DOSE — B | o o d g i u c o s e ( m g / ioo mL)

™ Plasma insulin (pU/mL)

9 10 II 12 B 14 15 16 17 21 i 9 10 II 12 13 14 IS 16 17 18 19 20 21

T I M E ( H O U R S ) Adapted from Clarke et al.1

The effect of fasting on mean blood sugar and plasma insulin levels was measured in a 2-day study of six NIDDM

first day, patients were served three meals. On the second, they received no food. Each patient received their usual
dose of GLUCOTROL at the start of each day'

REFERENCES: 1 . Clarke BF, Corrall RJM, Azzopardi J, Bhalla IP, Fraser DM, Duncan LJP. Clinical observations
on glipizide: efficacy, duration of activity, and safety. In: Glipizide: A Worldwide Review. Princeton, NJ: Excerpta
Medica; 1984:234-247.2. Goebel R, Leo G. Effects of glyburide and glipizide on levels of immunoreactive insulin
and blood sugar. In: Glipizide: A Worldwide Review. Princeton, NJ: Excerpta Medica; 1984:9-15.

Brief Summary of Prescribing Information
INDICATIONS AND USAGE: GLUCOTROL is indicated as an adjunct to diet for the control of hyperglycemia in
patients with non-insulin-dependent diabetes mellitus (NIDDM, type II) after an adequate trial of dietary therapy
has proved unsatisfactory.
CONTRAINDICATIONS: GLUCOTROL is contraindicated in patients with known hypersensitivity to the drug or
with diabetic ketoacidosis, with or without coma, which should be treated with insulin.
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration of
oral hypoglycemlc drugs has been reported to be associated with increased cardiovascular
mortality as compared to treatment with diet alone or diet plus insulin. This warning is based on
the study conducted by the University Group Diabetes Program (UGDP), a long-term prospective
clinical trial designed to evaluate the effectiveness of glucose-lowering drugs in preventing or
delaying vascular complications in patients with non-insulin-dependent diabetes. The study
involved 823 patients who were randomly assigned to one of four treatment groups {Diabetes,^,
supp. 2:747-830,1970).
UGDP reported that patients treated for 5 to 8 years with diet plus a fixed dose of tolbutamide (1.5
grams per day) had a rate of cardiovascular mortality approximately 2% times that of patients
treated with diet alone. A significant increase in total mortality was not observed, but the use of
tolbutamide was discontinued based on the increase in cardiovascular mortality, thus limiting the
opportunity for the study to show an increase in overall mortality. Despite controversy regarding
the interpretation of these results, the findings of the UGDP study provide an adequate basis for
this warning. The patient should be informed of the potential risks and advantages of GLUCOTROL
and of alternative modes of therapy. Although only one drug in the sulfonylurea class
(tolbutamide) was included in this study, it Is prudent from a safety standpoint to consider that this
warning may also apply to other oral hypoglycemlc drugs in this class, in view of their close
similarities in mode of action and chemical structure.
PRECAUTIONS: Renal and Hepatic Disease: The metabolism and excretion of GLUCOTROL may be slowed
in patients with impaired renal and/or hepatic function. Hypoglycemia may be prolonged in such patients should it
occur.
Hypoglycemia: All sulfonylureas are capable of producing severe hypoglycemia. Proper patient selection,
dosage, and instructions are important to avoid hypoglycemia. Renal or hepatic insufficiency may increase the risk
of hypoglycemic reactions. Elderly, debilitated or malnourished patients and those with adrenal or pituitary
insufficiency are particularly susceptible to the hypoglycemic action of glucose-lowering drugs. Hypoglycemia may
be difficult to recognize in the elderly or people taking beta-adrenergic blocking drugs. Hypoglycemia is more
likely to occur when caloric intake is deficient, after severe or prolonged exercise, when alcohol is ingested, or
when more than one glucose-lowering drug is used.
Loss of Control of Blood Glucose: A loss of control may occur in diabetic patients exposed lo 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
hemoglobin may be useful.
Information for Patients: Patients should be informed of the potential risks and advantages of GLUCOTROL, of
alternative modes of therapy, as well as the importance of adhering to dietary instructions, of a regular exercise
program, and of regular testing of urine and/or blood glucose. The risks of hypoglycemia, its symptoms and
treatment, and conditions thai 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 by certain drugs including
nonsteroidal anti-inflammatory agents and other drugs that are highly protein bound, salicylates, sulfonamides,
chloramphenicol, probenecid, coumarins, monoamine oxidase inhibitors, and beta-adrenergic blocking agents. In
vitro studies indicate that GLUCOTROL binds differently than tolbutamide and does not interact with salicylate or
dicumarol. However, caution must be exercised in extrapolating these findings to a clinical situation. Certain drugs
tend to produce hyperglycemia and may lead to loss of control, including the thiazides and other diuretics,
corlicosleroids, phenothiazines, thyroid products, estrogens, oral contraceptives, phenytoin, nicotinic acid,
sympathomimetics, calcium channel blocking drugs, and isoniazid. A potential interaction between oral miconazole
and oral hypoglycemic agents leading to severe hypoglycemia has been reported. Whether this interaction also
occurs with the intravenous, topical, or vaginal preparations of miconazole is not known.
Carcinogenesis, Mutagenesls, Impairment of Fertility: A 20-month study in rats and an 18-month study
in mice at doses up to 75 times the maximum human dose revealed no evidence of drug-related carcinogenicity.
Bacterial and in vivo mutagenicity tests were uniformly negative. Studies in rats of both sexes at doses up to 75
times the human dose showed no effects on fertility.
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When diet alone fails in NIDDM...

Glucotrol
(glipizide] 5-mg and1O-mg

Scored Tablets

Pregnancy: Pregnancy Category C: GLUCOTROL (glipizide) was found to be mildly fetotoxic in rat reproductive
studies at all dose levels (5-50 mg/kg). This fetotoxicity has been similarly noted with other sulfonylureas, such as
tolbutamide and tolazamide. The effect is perinatal and believed to be directly related to the pharmacologic
(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
if the potential benefit justifies the potential risk to the fetus.
Because recent information suggests that abnormal blood glucose levels during pregnancy are associated with a
higher incidence of congenital abnormalities, many experts recommend that insulin be used during pregnancy to
maintain blood glucose levels as close to normal as possible.
Nonteratogenic Effects: Prolonged severe hypoglycemia has been reported in neonates born to mothers who
were receiving a sulfonylurea drug at the time of delivery. This has been reported more frequently with the use of
agents with prolonged half-lives. GLUCOTROL should be discontinued at least one month before the expected
delivery date.
Nursing Mothers: Since some sulfonylurea drugs are known to be excreted in human milk, insulin therapy
should be considered if nursing is to be continued.
Pediatric Use: Safety and effectiveness in children have not been established.
ADVERSE REACTIONS: In controlled studies, the frequency of serious adverse reactions reported was very low.
Of 702 patients, 11.8% reported adverse reactions and in only 1.5% was GLUCOTROL discontinued.
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE sections.
Gastrointestinal: Gastrointestinal disturbances, the most common, were reported with the following approximate
incidence: nausea and diarrhea, one in 70; constipation and gastralgia, one in 100. They appear to be dose-related
and may disappear on division or reduction of dosage. Cholestatic jaundice may occur rarely with sulfonylureas:
GLUCOTROL should be discontinued if this occurs.
Dermatologic: Allergic skin reactions including erythema, morbillilorm or maculopapular eruptions, urticaria,
pruritus, and eczema have been reported in about one in 70 patients. These may be transient and may disappear
despite continued use of GLUCOTROL; if skin reactions persist, the drug should be discontinued. Porphyria
cutanea tarda and photosensitivity reactions have been reported with sulfonylureas.
Hematologic: Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic anemia, and
pancytopenia have been reported with sulfonylureas.
Metabolic: Hepatic porphyria and disulfiram-like alcohol reactions have been reported with sulfonylureas.
Clinical experience to date has shown that GLUCOTROL has an extremely low incidence of disulfiram-like
reactions.
Endocrine Reactions: Cases of hyponatremia and the syndrome of inappropriate antidiuretic hormone (SIADH)
secretion have been reported with this and other sulfonylureas.
Miscellaneous: Dizziness, drowsiness, and headache have each been reported in about one in fifty patients
treated with GLUCOTROL. They are usually transient and seldom require discontinuance of therapy.
OVERDOSAGE: Overdosage of sulfonylureas including GLUCOTROL can produce hypoglycemia. If hypoglycemic
coma is diagnosed or suspected, the patient should be given a rapid intravenous injection of concentrated (50%)
glucose solution. This should be followed by a continuous infusion of a more dilute (10%) glucose solution at a
rate that will maintain the blood glucose at a level above 100 mg/dL. Patients should be closely monitored for a
minimum of 24 to 48 hours since hypoglycemia may recur after apparent clinical recovery. Clearance of
GLUCOTROL from plasma would be prolonged in persons with liver disease. Because of the extensive protein
binding of GLUCOTROL, dialysis is unlikely to be of benefit.
DOSAGE AND ADMINISTRATION: There is no fixed dosage regimen for 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
response with divided dosing. Total daily doses above 15 mg should ordinarily be divided.
HOW SUPPLIED: GLUCOTROL tablets are white, dye-free, scored, diamond-shaped, and imprinted as follows:

5 mg—Pfizer 411; 10 mg—Pfizer 412.
5 mg Bottles: 100's (NDC 0049-4110-66); 500's (NDC 0049-4110-73); Unit Dose 100's (NDC 0049-4110-41)
10 mg Bottles: 100's (NDC 0049-4120-66); 500's (NDC 0049-4120-73); Unit Dose 100's (NDC 0049-4120-41)

CAUTION: Federal law prohibits dispensing without prescription.
More detailed professional information available on request. Revised Auqust 1990

RGC028A93 ©1993, Pfizer Inc Pratt
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Help your patients to a healthier life.
The ONE TOUCH® II Blood Glucose Monitoring System's proven no-wipe technology is so easy to use

and accurate in everyday life, it can actually lead to a better quality of life for your patients. Perhaps

that's why it's the meter recommended by more specialists and diabetes educators? Available at drug

stores and home healthcare centers, it comes with a 30-day, money-back guarantee. Plus it's backed

with a 24-hour, toll-free consumer technical services line for your patients. And a 24-hour Healthcare

Professional Hotline (oryour patience. Call 1 800 524-7226. LifeScan, for diabetes and life.

= Data on file, available upon request.

one TOUCH ii
BLOOD GLUCOSE MONITORING SYSTEM <D 1992 LifeScan Inc. Milpitas, California
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. Add $1 per item for Postage andEnclosed is $

Handling.

Outside U.S.A. add $2.50 per item (U.S. funds only).

Print Name

Address
(No PO Boxes Please)

City/State/Zip

PA residents add 6% sales tax

We also accept American Express, Visa, MasterCard and Diners
Club (for minimum orders of $15.00). CALL TOLL FREE
(charge orders only) 1-800-825-6690. 7 days, 24 hours.

NOTE: Satisfaction guaranteed.

Slipcases are also available for DIABETES, DIABETES
SPECTRUM and DIABETES FORECAST.

For information write:

American Diabtes Association

1660 Duke Street,
Alexandria, VA 22314
Attn: Circulation Dept A American

Diabetes
Association.



V////////M Leading the way In biodiagnostics

ADVANCE YOUR
DIABETES MANAGEMENT
RoTAG FRUCTOSAMINE ASSAY

. . .

RoTAG is a rapid "time averaged
glucose" assay for fructosamine
(glycated protein), which consti-
tutes an important step forward in
the reliability, accuracy, conven-
ience and cost-effectiveness of
diabetes management.

Fructosamine serves as a "blood
glucose memory," providing
previously inaccessible information
on average glucose levels for the
preceding one to three weeks.
For this reason, RoTAG is especially
useful in monitoring gestational
diabetes, as well as Type I and
Type II diabetes.

A solution to the
diagnostic dilemma
Diabetes is typically monitored
using glucose and glycated hemo-
globin (HbA]c) tests. A glucose
assay can be performed during a
patient visit, yet the test only
represents diabetic control at that
time. Glycated hemoglobin results
reflect six to eight weeks of clinical
history, yet testing complexities
can delay results.

When a normal glucose result is
contrasted with an abnormal
glycated hemoglobin result, the
physician faces a diagnostic di-
lemma: Should therapy be adjusted,
or should control be presumed and
reinforced based on the glucose
result? Normal fluctuations in
glucose add risk to the latter
course, often resulting in patient
call-backs and repeat testing for
diagnostic confirmation. With the
availability of rapid results
measuring a clinically signifi-
cant timeframe, RoTAG provides
a solution to this diagnostic
dilemma.

Correlates well with other
monitoring methods
RoTAG correlates well with fasting
glucose and glycated hemoglobin,
while it offers clear advantages:
RoTAG provides a more immediate
view of patient status than glycated
hemoglobin, and it is not subject to
the potential interferences associ-
ated with these tests. RoTAG may
also be more reliable than glucose

Appropriate for
routine monitoring
Recent studies emphasize the need
for consistent glucose control to
reduce the risk of diabetic compli-
cations. Now RoTAG results can
be used with confidence to opti-
mize the therapeutic regimen and
the frequency of follow-up and
counseling.

Guidelines for Interpretation

Glucose RoTAG HbA Interpretation

Normal or controlled diabetic

Out of control within the
past three weeks

Newly diagnosed or
uncontrolled diabetic

Recently returned to control

Out of control over the
past one to eight weeks

Normal Elevated

tests due to constant glucose
fluctuations, which may be con-
fused with changes in diabetic
control.

Convenience at low cost
RoTAG can be performed on a
random sample in just minutes,
which means RoTAG can be per-
formed routinely in virtually any
laboratory. RoTAG is optimized
for economy and performance on
COBAS® instruments and can be
adapted to most automated
analyzers.

Roche RoTAG provides a rapid,
sensitive, convenient and cost-
effective method for routine
assessment of blood glucose
control—an important advance
in diabetes management.

To advance your diabetes manage-
ment, call 1-800-526-1247 or write:

Roche Diagnostic Systems
a subsidiary of Hoffmann-La Roche Inc.

Roche Diagnostic Systems, Inc.
1080 US Highway 202
Branchburg, NJ 08876-1760
1-800-526-1247; in Canada 1-800-268-0482



THE UPJOHN COMPANY
KALAMAZOO, MICHIGAN 49001, U.S.A.

IMPORTANT
CORRECTION

OF DRUG
INFORMATION

March 12,1993

Dear Doctor:

The US Food and Drug Administration (FDA) has notified us that The Upjohn Diabetes Cognitive Services
Reimbursement Program to cause the switching of patients to Glynase® PresTab® Tablets (glyburide) from
other oral hypoglycemic agents was, in the agency's view, misleading because it failed to disclose certain risks
and other important information. The purpose of this letter is to correct this promotional information and to
inform you that this program was discontinued.

Physicians, pharmacists, and patients should be aware that patients switched to Glynase PresTab from other
oral hypoglycemic products may incur certain risks and additional costs and inconvenience associated with
laboratory testing and monitoring required with retitration until a new, appropriate dosage regimen is estab-
lished. You should know that

[ ] Patients' dosages should be retitrated when they are switched to Glynase PresTab from
nonmicronized glyburide formulations or other hypoglycemic agents.

; i No exact dosage relationship exists between Glynase PresTab and other oral hypoglycemic agents,
including Micronase® Tablets (glyburide).

11 Bioavailability studies have demonstrated that Glynase PresTab Tablets 3 rng provide serum glyburide
concentrations that are not bioequivalent to those of Micronase Tablets 5 mg.

[ i Inappropriate dosage could cause the loss of diabetes control in clinically stable patients, resulting in
either hyperglycemia or hypoglycemia.

i : Patients should be informed of the potential risk of hypoglycemia, its symptoms and treatment, and
conditions that predispose its development.

!! The patient's blood glucose should be monitored periodically to determine the minimum effective dose
for the patient and to detect loss of blood glucose control.

Should you have any questions after reading this material, please contact The Upjohn Medical and Drug
Information Unit at 1 -800-253-8600, extension 9-8244.

Sincerely,

MDJoann L. Data, MD, PhD
Vice President, The Upjohn Company
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In hypertension,

HANDLE THEIR PRESSURE,
WHATEVER THE LEVEL

152/110

The Measured Response of
Once-a-Day

Procardia
(nifedipine) Extended Release

Tablets 30mg, 60mgand90mgGITS

BLOOD PRESSURE (BP)
REDUCTIONS THAT
CORRELATE W I T H
BASELINE ELEVATIONS
Please see brief summary of prescribing information on adjacent page.

SETTING SYSTOLIC B P

© 1992, Pfizer Inc

2190
(n=29)

180-189
(n=41) BASELINE

170-179
(n=102) 160-169

(n=157) 150-159
(n=250)

1^0-149
(n=322) 130-139

(n=196) 120-129
(n=39)

•3ft!

r=0.57
p=0.0001

CHANGE
FROM BASELINE

Multicenter, open-label study of the efficacy and safety of PROCARDIA XL included 1155 patients with mild to moderate
hypertension (sitting diastolic BP between 95 and 110 mm Hg). After a 2-wk placebo period, PROCARDIA XL was
started at 30 mg qd and titrated to a maximum dose of 180 mg qd over 1-6 wk to achieve goal BP (sitting diastolic
BP<90 mm Hg and a £10 mm Hg reduction from baseline): 1136 patients were evaluated at their final visit for changes
in systolic BP. One 30-mg-qd adjustment of PROCARDIA XL was permitted during the 12-wk efficacy phase. All BP
measurements were made 24 h after the last drug dose. Mean dose at final visit: 89±47 mg qd. (Data on file.')



The Measured Response of
Once-a-Day

Procardia
(nifedlpine) Extended Release

Tablets30mg, 60mgand90mgGITS

HANDLESTHEIR PRESSURE,
WHATEVERTHE LEVEL
Whatever Their Baseline Elevations,
Start Your Hypertensive Patients on
Convenient, Once-a-Day PROCARDIA XL
[ 1 Start patients on a single 30-mg or 60-mg

PROCARDIA XL Extended Release Tablet, swallowed
whole, once a day, and titrate as clinically warranted

[ ] In hypertension, doses above 120 mg are not
recommended

[ i Side effects include peripheral edema, which is not
associated with fluid retention, and headache

PROCARDIA XL Also Provides 24-Hour
Control of Angina2

In angina, doses above 90 mg should be used with
caution and only when clinically warranted

References: 1. Data on file. Pfizer Inc, New York, NY. 2. Bittar N. Usefulness
of nifedipine for myocardial ischemia and the nifedipine gastrointestinal
therapeutic system. Am / Cardiol. 1989;64:31 F-34F.

Brlal Summary
PROCARDIA XL'^jnlledlplne) Extended Release Tablets For Oral Use
CONTRAINDICATIONS: Known hypersensitivity reaction to nifedipine.
WARNINGS: Excessive Hypotension: Although in most angina patients the hypotensive effect of nifedipine is modest and well
tolerated, occasional patients have had excessive and poorly tolerated hypotension. These responses have usually occurred
during initial titration or at the time of subsequent upward dosage adjustment, and may be more likely in patients on concomitant
beta blockers.

Severe hypotension and/or increased fluid volume requirements have been reported in patients receiving nifedipine together
with a beta-blocking agent who underwent coronary artery bypass surgery using high dose fentanyl anesthesia. The interaction
with high dose fentanyl appears to be due to the combination of nifedipine and a beta blocker, but the possibility that it may occur
with nifedipine alone, with low doses of fentanyl, in other surgical procedures, or with other narcotic analgesics cannot be ruled
out. In nitedipine-treated patients where surgery using high dose fentanyl anesthesia is contemplated, the physician should be
aware of these potential problems and if the patient's condition permits, sufficient time (at least 36 hours) should be allowed for
nifedipine to be washed out of the body prior to surgery.

The following information should be taken into account in those patients who are being treated for hypertension as well as
angina:
Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly those who have severe obstructive coronary artery
disease, have developed well documented increased frequency, duration and/or severity of angina or acute myocardial infarction
on starting nifedipine or at the time of dosage increase. The mechanism of this effect is not established.
Beta Blocker Withdrawal: It is important to taper beta blockers if possible, rattier than stopping them abruptly before beginning
nifedipine. Patients recently withdrawn from beta blockers may develop a withdrawal syndrome with increased angina, probably
related to increased sensitivity to catecholamines. Initiation of nifedipine treatment will not prevent this occurrence and on occa-
sion has been reported to increase it.
Congestive Heart Failure: Rarely, patients usually receiving a beta blocker, have developed heart failure after beginning nifedi-
pine. Patients with tight aortic stenosis may be at greater risk for such an event, as the unloading effect of nifedipine would be
expected to be of less benefit to those patients, owing to their fixed impedance to flow across the aortic valve.
PRECAUTIONS: General—Hypotension: Because nifedipine decreases peripheral vascular resistance, careful monitoring of
blood pressure during the initial administration and titration of nifedipine is suggested. Close observation is especially recom-
mended for patients already taking medications that are known to lower blood pressure. (See WARNINGS.)
Peripheral Edema: Mild to moderate peripheral edema occurs in a dose dependent manner with an incidence ranging from
approximately 10% to about 30% at the highest dose studied (180 mg). It is a localized phenomenon thought to be associated
with vasodilation of dependent arterioles and small blood vessels and not due to left ventricular dysfunction or generalized fluid
retention. With patients whose angina or hypertension is complicated by congestive heart failure, care should be taken to differ-
entiate this peripheral edema from the effects of increasing left ventricular dysfunction.
Other As with any other non-deformable material, caution should be used when administering PROCARDIA XL in patients with
preexisting severe gastrointestinal narrowing (pathologic or iatrogenic). There have been rare reports of obstructive symptoms in
patients with known strictures in association with the ingestiqn of PROCARDIA XL.
Laboratory Tests: Rare, usually transient, but occasionally significant elevations of enzymes such as alkaline phosphatase, CPK,
LDM, SGOT, and SGPT have been noted. The relationship to nifedipine therapy is uncertain in most cases, but probable in some.
These laboratory abnormalities have rarely been associated with clinical symptoms; however, cholestasis with or without jaundice
has been reported. A small (5.4%) increase in mean alkaline phosphatase was noted in patients treated with PROCARDIA XL. This
was an isolated finding not associated with clinical symptoms and it rarely resulted in values which fell outside the normal range.
Rare instances of allergic hepatitis have been reported. In controlled studies, PROCARDIA XL did not adversely affect serum uric
acid, glucose, or cholesterol. Serum potassium was unchanged in patients receiving PROCARDIA XL in the absence of concomi-
tant diuretic therapy, and slightly decreased in patients receiving concomitant diuretics.

Nifedipine, like other calcium channel blockers, decreases platelet aggregation in vitro. Limited clinical studies have demon-
strated a moderate but statistically significant decrease in platelet aggregation and increase in bleeding time in some nifedipine
patients. This is thought to be a function of inhibition of calcium transport across the platelet membrane. No clinical significance
for these findings has been demonstrated.

Positive direct Coombs test with/without hemolytic anemia has been reported but a causal relationship between nifedipine
administration and positivity of this laboratory test, including hemolysis, could not be determined.

Although nifedipine has been used safely in patients with renal dysfunction and has been reported to exert a beneficial effect in
certain cases, rare reversible elevations in BUN and serum creatinine have been reported in patients with pre-existing chronic renal
insufficiency. The relationship to nifedipine therapy is uncertain in most cases but probable in some.
Drug Interactions—Beta-adrenergic blocking agents: (See WARNINGS) Experience in over 1400 patients with Procardia0 cap-
sules in a noncomparative clinical trial has shown that concomitant administration of nifedipine and beta-blocking agents is usual-
ly well tolerated but there have been occasional literature reports suggesting that the combination may increase the likelihood of
congestive heart failure, severe hypotension, or exacerbation of angina.

Long Acting Nitrates: Nifedipine may be safely co-administered with nitrates, but there have been no controlled studies to eval-
uate the antianginal effectiveness of this combination.

Digitalis: Administration of nifedipine with digoxin increased digoxin levels in nine of twelve normal volunteers. The average
increase was 45%. Another investigator found no increase in digoxin levels in thirteen patients with coronary artery disease. In an
uncontrolled study of over too hundred patients with congestive heart failure during which digoxin blood levels were not mea-
sured, digitalis toxicity was not observed. Since there have been isolated reports of patients with elevated digoxin levels, it is rec-
ommended that digoxin levels be monitored when initiating, adjusting, and discontinuing nifedipine to avoid possible over- or
under-digitalization.

Coumarin Anticoagulants: There have been rare reports of increased prothrombin time in patients taking coumarin anticoagu-
lants to whom nifedipine was administered. However, the relationship to nifedipine therapy is uncertain.

Cimetidine: A study in six healthy volunteers has shown a significant increase in peak nifedipine plasma levels (80%) and area-
under-the-curve (74%), after a one week course of cimetidine at 1000 mg per day and nifedipine at 40 mg per day. Ramtidine pro-
duced smaller, non-significant increases. The effect may be mediated by the known inhibition of cimetidine on hepatic
cytochrome P-450, the enzyme system probably responsible for the first-pass metabolism of nifedipine. If nifedipine therapy is
initiated in a patient currently receiving cimetidine, cautious titration is advised.
Carclnogenesis, Mutagenesls, Impairment of Fertility: Nifedipine was administered orally to rats, for two years and was not
shown to be carcinogenic. When given to rats prior to mating, nifedipine caused reduced fertility at a dose approximately 30 times
the maximum recommended human dose. In vivo mutagemcity studies were negative.
Pregnancy: Pregnancy Category C. Nifedipine has been shown to be teratogenic in rats when given in doses 30 times the maximum
recommended human dose. Nifedipine was embryotoxic (increased fetal resorptions, decreased fetal weight, increased stunted
forms, increased fetal deaths, decreased neonatal survival) in rats, mice, and rabbits at doses of from 3 to 10 times the maximum
recommended human dose. In pregnant monkeys, doses 2/3 and twice the maximum recommended human dose resulted in small
placentas and underdeveloped chorionic villi. In rats, doses three times maximum human dose and higher caused prolongation of
pregnancy. There are no adequate and well controlled studies in pregnant women. PROCARDIA XL° (nifedipine) Extended Release
Tablets should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.
ADVERSE EXPERIENCES: Over 1000 patients from both controlled and open trials with PROCARDIA XL Extended Release Tablets
in hypertension and angina were included in the evaluation of adverse experiences. All side effects reported during PROCARDIA XL
Extended Release Tablet therapy were tabulated independent of their causal relation to medication. The most common side effect
reported with PROCARDIA XL was edema which was dose related and ranged in frequency from approximately 10% to about 30%
at the highest dose studied (180 mg). Other common adverse experiences reported in placebo-controlled trials include: headache
(15.8%, compared to 9.8% placebo incidence), fatigue (5.9%, compared to 4 .1% placebo incidence), dizziness (4.1%, compared
to 4.5% placebo incidence), constipation (3.3%, compared to 2.3% placebo incidence), and nausea (3.3%, compared to 1.9%
placebo incidence). Of these, only edema and headache were more common in PROCARDIA XL patients than placebo patients.

The following adverse reactions occurred with an incidence of less than 3.0%. With the exception of leg cramps, the incidence
of these side effects was similar to that of placebo alone: body as a whole/systemic: asthenia, flushing, pain; cardiovascular: pal-
pitations; central nervous system: insomnia, nervousness, paresthesia, somnolence; dermatologic: pruritus, rash; gastrointesti-
nal: abdominal pain, diarrhea, dry mouth, dyspepsia, flatulence; muscu/ostefete/:arthralgia. leg cramps; respiratory: chest pain
(nonspecific), dyspnea; urogenital: impotence, polyuria.

Other adverse reactions were reported sporadically with an incidence of 1.0% or less. These include: body as a vjhole/systemic:
face edema, fever, hot flashes, malaise, periorbital edema, rigors; cardiovascular: arrhythmia, hypotension, increased angina,
tachycardia, syncope; central nervous system: anxiety, ataxia, decreased libido, depression, hypertonia, hypoesthesia, migraine,
paroniria, tremor, vertigo; dermatologic: alopecia, increased sweating, urticaria, purpura; gastrointestinal: eructation, gastro-
esophageal reflux, gum hyperplasia, melena, vomiting, weight increase; musculpskeletal: back pain, gout, myalgias; respiratory:
coughing, epistaxis, upper respiratory tract infection, respiratory disorder, sinusitis; special senses: abnormal lacrimation, abnor-
mal vision, taste perversion, tinnitus; urogenital/reproductive: breast pain, dysuria, hematuria, nocturia.

Adverse experiences which occurred in less than 1 in 1000 patients cannot be distinguished from concurrent disease states or
medications.

The following adverse experiences, reported in less than 1 % of patients, occurred under conditions (e.g., open trials, marketing
experience) where a causal relationship is uncertain: gastrointestinal irritation, gastrointestinal bleeding.

In multiple-dose U.S. and foreign controlled studies with nifedipine capsules in which adverse reactions were reported sponta-
neously, adverse effects were frequent but generally not serious and rarely required discontinuation of therapy or dosage adjust-
ment. Most were expected consequences of the vasodilator effects of Procardia. Adverse experiences reported in placebo-con-
trolled trials include: dizziness, lightheadedness, and giddiness (27%, compared to 15% placebo incidence); flushing, heat sensa-
tion (25%. compared to 8% placebo incidence); headache (23%, compared to 20% placebo incidence); weakness (12%, com-
pared to 10% placebo incidence); nausea, heartburn (11%, compared to 8% placebo incidence); muscle cramps, tremor (8%,
compared to 3% placebo incidence); peripheral edema (7%. compared to 1 % placebo incidence); nervousness, mood changes
(7%, compared to 4% placebo incidence); palpitation (7%, compared to 5% placebo incidence); dyspnea, cough, and wheezing
(6%, compared to 3% placebo incidence); and nasal congestion, sore throat (6%, compared to 8% placebo incidence).

There is also a large uncontrolled experience in over 2100 patients in the United States. Most of the patients had yasospastic or
resistant angina pectoris, and about half had concomitant treatment with beta-adrenergic blocking agents. The relatively common
adverse events were similar in nature to those seen with PROCARDIA XL.

In addition, more serious adverse events were observed, not readily distinguishable from the natural history of the disease in
these patients. It remains possible, however, that some or many of these events were drug related. Myocardial infarction
occurred in about 4% of patients and congestive heart failure or pulmonary edema in about 2%. Ventricular arrhythmias or con-
duction disturbances each occurred in fewer than 0.5% of patients.

In a subgroup of over 1000 patients receiving Procardia with concomitant beta blocker therapy, the pattern and incidence of
adverse experiences was not different from that of the entire group of Procardia treated patients (See PRECAUTIONS.)

In a subgroup of approximately 250 patients with a diagnosis of congestive heart failure as well as angina, dizziness or light-
headedness, peripheral edema, headache or flushing each occurred in one in eight patients. Hypotension occurred in about one in
20 patients. Syncope occurred in approximately one patient in 250. Myocardialinfarction or symptoms of congestive heart failure
each occurred in about one patient in 15. Atrial or ventricular dysrhythmias each occurred in about one patient in 150.

In post-marketing experience, there have been rare reports of exfoliative dermatitis caused by nifedipine.

More detailed professional information available on request. Revised July 1990
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Last week, all your
patients wijjidiabetes• t t

never missed a blood glucose reading...

always ate what they should...

and exercised every day.

Right?
l, maybe not quite.

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

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

GLUCOFILM® Test Strip technol-
ogy assures accurate performance.

©1990 Miles Inc.

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

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

and motivate your patients to do
their best.

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

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

The
Glucometer M+
Diabetes Care System

Miles Inc.
Diagnostics Division

T * M - P.O. Box 70
M I L E S Elkhart, IN 46515



A American Diabetes
Association
Placement Service

Employers:
Do you have a vacancy to fill...
or do you need additional staff?

The ADA Placement Service is your
single BEST SOURCE for the highly
qualified professionals you need.

We offer...

* 6000 annual meeting attendees
who will see your posted
position description

detailed resumes on a national
pool of candidates from which
to choose

private interviews at our Annual
Meeting and Scientific
Sessions, June 12-15 in the
Las Vegas Convention Center

Job Candidates:
Do you want to change jobs...
or just see what's out there?

The ADA Placement Service is your
single BEST SOURCE for locating the
ideal professional setting you want.

We offer...
* distribution of your resume to

every registered employer

a comprehensive source of
detailed job listings including
full employer contact
information

private interviews at our Annual
Meeting and Scientific
Sessions, June 12-15 in the
Las Vegas Convention Center

For more information, call or fax

The American Diabetes Association
Placement Service

% Christine Whorton
9966 N. Bighorn Butte * Tucson, AZ 85737
TEL (602)544-2760 * FAX (602)297-4466

CLASSIFIED
ADVERTISING

Diabetes Care Classified Ad rates are:

V4Page $350
(for non-ADA members, $475)

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

All advertising must be prepaid
with order.

All advertisements will be
typeset uniformly.

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

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

Circulation: 11,500 Paid

For information on classified
advertising in Diabetes and

Diabetes Spectrum; and Copy and
Contract Policies, contact:

Peggy B. Abbott
American Diabetes Association

1660 Duke Street
Alexandria, VA 22314

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



THE ENDOCRINE SOCIETY
PLACEMENT SERVICE

Can help you...

FIND highly qualified
endocrinologists to fill your
vacancies

or
LOCATE the professional
setting you want.

Call or fax now for complete
details!

The Endocrine Society Placement
Service

% Christine Whorton
9966 N. Bighorn Butte

Tucson, Az 85737
Tel (602) 544-2760 Fax (602) 297-4466

The Research Centre of an

important French Pharmaceutical

company based in the Paris Region,

is looking for a :

PH.D. Biochemist
For its Division of Metabolic Diseases

The candidate should have a professional or
post-Doctoral experience in in vitro (enzymology,
receptor studies) and in vivo techniques, as well
as a general knowledge of Biochemistry.
Experience in molecular and cellular biology
would be considered an advantage.

An ability to work independently as well as an abi-
lity to communicate and collaborate with other
groups within the Division is indispensable.

A knowledge of French would be an asset.

Please submit a C.V., a photograph and a hand written
letter to PUBLIVAL/3014 - 27 route des Gardes

92190 MEUDON (FRANCE)

U P H D 1 W
pharmacologist

THE IDEAL CANDIDATE WOULD HAVE A POST-DOCTORAL EXPERIENCE IN

THE PHYSIOLOGY AND PATHOLOGY OF INTERMEDIARY METABOLISM.

A STRONG BACKGROUND IN IN VIVO METABOLIC TECHNIQUES IS ESSENTIAL.

PREVIOUS INDUSTRIAL EXPERIENCE WOULD BE AN ADVANTAGE.

TO BE CONSIDERED FOR THIS POSITION SUBMIT A CV, A PHOTO AND A

HAND-WRITTEN LETTER TO MEDIA-SYSTEM,

6 IMPASSE DES DEUX COUSINS, 75849 PARIS CEDEX 17, FRANCE,

QUOTING REF. 9 1 8 4 9 ON THE ENVELOPE.

"Multi-Purpose Diabetes Registries:
Innovation in Research & Practice"

JUNE 19 - 21,1993

University of California at Berkeley, Foothill Conference Center

Sponsored By:
U.S. Public Health Service, Agency for Health Care Policy and Research

U.C Berkeley School of Public Health, Maternal & Child Health Program
World Health Organization Multinational Project for Childhood Diabetes

California Public Health Foundation

A consensus development conference and workshop to facilitate dialogue among
registry scientists, diabetes experts, epidemiologists and public health policymakers.

Topics and Workshops Will Include:
The Status of Registry Science

Application of Registry Science to Diabetes Control
Appropriate Management of Data Within Diabetes Registries

Lessons From Existing Registries for Diabetes and Other Diseases
Development and Dissemination of Public Policy Recommendations

Case Identification Methods, Existing Data Sources and Long-Term Funding
International, Federal, State & Local Perspectives on the Use of Registry Data

Diabetes Registration for Intervention in Special Populations, including
Women and Children, Minority Groups and At-Risk Family Members

Registration for three Conference days: $250 per person, including meals onsite.
One-day registration: $150, with meals. Suites available at very reasonable rates.

For Registration Information, Contact:

CENTER FOR RESEARCH ON WOMEN'S AND CHILDREN'S HEALTH
1683 Shattuck Ave., Suite B Berkeley, CA 94709 PH (510) 642-1616 FAX (510) 845-0747



Destination: CHD

Triad patients are at increased risk of
heart attack12

In the placebo population of the Helsinki Heart Study, patients with the triad of risk-
low HDL, elevated LDL, and elevated triglycerides—have been

shown to be almost four times more likely to develop CHD.1

© 1992 Warner-Lambert Company



CHDetour:
LOPID reduced CHD* by
57% in triad patients+

In the Helsinki Heart Study, LOPID reduced heart
attack by 57% in patients at very high risk and by
34% overall.* LOPID raises HDL and lowers LDL
and triglycerides while it reduces the risk of
developing CHD as an adjunct to diet in patients
with the triad of lipid abnormalities who have had
an inadequate response to exercise, dietary
therapy weight loss, and trial of other
pharmacologic agents (such as bile acid
sequestrants and nicotinic acid).

LOPID is indicated as adjunctive therapy to diet for
reducing the risk of developing coronary heart disease
only in type Mb patients who are without history of or
symptoms of existing coronary heart disease and who
have the following triad of lipid abnormalities: low
HDL cholesterol in addition to elevated LDL cholesterol
and elevated triglycerides.
In addition, the potential benefit of gemfibroziI in
treating type lla patients with elevations of LDL choles-
terol only is not likely to outweigh the risks. LOPID is
not indicated for the treatment of patients with low
HDL as their only lipid abnormality.
LOPID is contraindicated in patients with hepatic or
severe renal dysfunction, including primary biliary
cirrhosis, preexisting gallbladder disease, or hyper-
sensitivity to gemfibrozi I. LOPID may increase choles-
terol secretion into the bile, leading to cholelithiasis.
Caution should be exercised when anticoagulants are
given in conjunction with LOPID.

With baseline HDL above the median (46.4 mg/dL), the incidence of serious
coronary events was similar for LOPID and placebo groups.

* Defined as a combination of definite coronary death and/or definite myocardial
infarction. 57% calculated from an incidence of CHD of 149/1000 among placebo
patients and 64/1000 among treated patients.

baseline LDL >175 mg/dL, baseline TC >200 mg/dL, and baseline HDL <35 mg/dL.
*All patients were counseled on dietary therapy and encouraged to exercise and quit
smoking.

Please see adjacent page for brief summary of prescribing information.

PARKEDAVIS ,BOOTS
1 PHARMACEUTICALS

P A R K E - D A V I S Division ol Warner-Lambert Company. Morris Plains. New Jersey 07950

PD-56-JA-8322-A1(122)
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IPPID
(gemfibrozil)

Loplit® (Gemfibrozil Tablets)

Before prescribing, please see lull prescribing Information. A Brief Summary follows.
CONTRAINDICATIONS
1. Hepatic or severe renal dysfunction, including primary biliary cirrhosis.
2. Preexisting gallbladder disease (see WARNINGS).
3. Hypersensitivity to gemfibrozil.
WARNINGS
1. Because of chemical, pharmacological, and clinical similarities between gemfibrozil and clofibrate, the^dverse findings
with clofibrate in too large clinical studies may also apply to gemfibrozil. In the first of those studies, the Coronary Drug
Project, 1000 subjects with previous myocardial infarction were treated for five years with clofibrate. There was no difference in
mortality between the clofibrate-treated subjects and 3000 placebo-treated subjects, but twice as many clofibrate-treated
subjects developed cholelithiasis and cholecystitis requiring surgery. In the other study, conducted by the World Health
Organization (WHO), 5000 subjects without known coronary heart disease were treated with clofibrate for five years and
followed one year beyond. There was a statistically significant, 44%, higher age-adjusted total mortality in the clofibrate-
treated than in a comparable placebo-treated control group during the trial period. The excess mortality was due to a 33%
increase in noncardicvascular causes, including malignancy, post-cholecystectomy complications, and pancreatitis. The
higher risk of clofibrate-treated subjects for gallbladder disease was confirmed.

Because of the more limited size of the Helsinki Heart Study, the observed difference in mortality from any cause between
the Lopid and placebo group is not statistically significantly different from the 29% excess mortality reported in the clofibrate
group in the separate WHO study at the 9 year follow-up. Noncoronary heart disease related mortality showed an excess in
the group originally randomized to Lopid primarily due to cancer deaths observed during the open-label extension.

During the 5 year primary prevention component of the Helsinki Heart Study mortality from any cause was 44 (2.2%) in the
Lopid group and 43 (2.1%) in the placebo group; including the 35 year follow-up period since the trial was completed,
cumulative mortality from any cause was 101 (4.9%) in the Lopid group and 83 (4.1%) in the group originally randomized to
placebo (hazard ratio 1.20 in favor of placebo). Because of the more limited size of the Helsinki Heart Study, the observed
difference in mortality from any cause between the Lopid and placebo groups at year-5 or at year-85 is not statistically
significantly different from the 29% excess mortality reported in the clofibrate group in the separate WHO study at the 9 year
follow-up. Noncoronary heart disease related mortality showed an excess in the group originally randomized to Lopid at the
85 year follow-up (65 Lopid versus 45 placebo noncoronary deaths).

The incidence of cancer (excluding basal cell carcinoma) discovered during the trial and in the 35 years after the trial was
completed was 51 (25%) in both originally randomized groups. In addition, there were 16 basal cell carcinomas in the group
originally randomized to Lopsd and 9 in the group originally randomized to placebo (p = 0.22). There were 30 (15%) deaths
attributed to cancer in the group originally randomized to Lopid and 18 (0.9%) in the group originally randomized to placebo
(p ^ 0.11). Adverse outcomes, including coronary events, were higher in gemfibrozil patients in a corresponding study in men
with a history of known or suspected coronary heart disease in the secondary prevention component of the Helsinki Heart
Study. See CLINICAL PHARMACOLOGY section in full prescribing information which includes the following: The secondary
prevention component of the Helskinki Heart Study was conducted over 5 years in parallel and at the same centers in Finland
in 628 middle-aged males excluded from the primary prevention component of the Helsinki Heart Study because of a history
of angina, myocardial infarction or unexplained ECG changes. The primary efficacyendpoint of the study was cardiac events
(the sum of fatal and non-fatal myocardial infarctions and sudden cardiac deaths). The hazard ratio (Lopid:placebo) tor cardiac
events was 1.47 (95% confidence limits 0B8-2.48, p=0.14). Of the 35 patients in the Lopid group who experienced cardiac
events, 12 patients suffered events after discontinuation from the study. Of the 24 patients in the placebo group with cardiac
events, 4 patients suffered events after discontinuation from the study. There were 17 cardiac deaths in the Lopid group and 8
in the placebo group (hazard ratio 2.18; 95% confidence limits 0.94-5.05, p=0.06). Ten of these deaths in the Lopid group and
3 in the placebo group occurred after discontinuation from therapy. In this study of patients with known or suspected coronary
heart disease, no benefit from Lopid treatment was observed in reducing cardiac events or cardiac deaths. Thus, Lopid
has shown benefit only in selected dyslipidemic patients without suspected or established coronary heart diseasa Even in
patients with coronary heart disease and the triad of elevated LDL-cholesterol, elevated triglycerides, plus low HDL-cholesterol,
the possible effect of Lopid on coronary events has not been adequately studied.
2. A gallstone prevalence substudy of 450 Helsinki Heart Study participants showed a trend toward a greater prevalence of
gallstones during the study within the Lopid treatment group (75% vs 4.9% for the placebo group, a 55% excess for the
gemfibrozil group). A trend toward a greater incidence of gallbladder surgery was observed for the Lopid group (17 vs 11
subjects, a 54% excess). This result did not differ statistically from the increased incidence of cholecystectomy observed in
the WHO study in the group treated with clofibrate. Both clofibrate and gemfibrozil may increase cholesterol excretion into the
bite leading to cholelithiasis. If cholelithiasis is suspected, gallbladder studies are indicated. Lopid therapy should be
discontinued if gallstones are found.
3. Since a reduction of mortality from coronary heart disease has not been demonstrated and because liver and interstitial
cell testicular tumors were increased in rats, Lopid should be administered only to those patients described in the
INDICATIONS AND USAGE section. If a significant serum lipid response is not obtained, Lopid should be discontinued.
4. Concomitant Anticoagulants- Caution should be exercised when anticoagulants are given in conjunction with Lopid. The
dosage of the anticoagulant should be reduced to maintain the prothrombin time at the desired level to prevent bleeding
complications. Frequent prothrombin determinations are advisable until it has been definitely determined that the
prothrombin level has stabilized.
5. Concomitant therapy with Lopid and Mevacor® (lovastatin) has been associated with rhabdomyolysis, markedly elevated
creatine kinase (CK) levels and myoglobinuria, leading in a high proportion of cases to acute renal failure. IN VIRTUALLY ALL
PATIENTS WHO HAVE HAD AN UNSATISFACTORY LIPID RESPONSE TO EITHER DRUG ALONE, ANY POTENTIAL LIPID
BENEFIT OF COMBINED THERAPY WITH LOVASTATIN AND GEMFIBROZIL DOES NOT OUTWEIGH THE RISKS OF SEVERE
MYOPATHY, RHABDOMYOLYSIS, AND ACUTE RENAL FAILURE (see Drug Interactions). The use of fibrates alone, including
Lopid, may occasionally be associated with myositis. Patients receiving Lopid and complaining of muscle pain, tenderness,
or weakness should have prompt medical evaluation for myositis, including serum creatine kinase level determination. If
myositis is suspected or diagnosed, Lopid therapy should be withdrawn.
6. Cataracts-Subcapsular bilateral cataracts occurred in 10%, and unilateral in 6.3% of male rats treated with gemfibrozil at
10 times the human dosa
PRECAUTIONS
1. Initial Therapy-Laboratory studies should be done to ascertain that the lipid levels are consistently abnormal. Before
instituting Lopid therapy, every attempt should be made to control serum lipids with appropriate diet, exercise, weight loss in
obese patients, and control of any medical problems such as diabetes mellitus and hypothyroidism that are contributing to
the lipid abnormalities.
2. Continued Therapy- Periodic determination of serum lipids should be obtained, and the drug withdrawn if lipid
response is inadequate after 3 months of therapy.
3. Drug Interactions-(A) HMQ-CoA reductase Inhibitors: Rhabdomyolysis has occurred with combined gemfibrozil
and lovastatin therapy. It may be seen as early as 3 weeks after initiation of combined therapy or after several months. In most
subjects who have had an unsatisfactory lipid response to either drug alone, the possible benefit of combined therapy with
lovastatin (or other HMG-CoA reductase inhibitors) and gemfibrozil does not outweigh the risks of severe myopathy, rhabdo-
myolysis, and acute renal failure. There is no assurance that periodic monitoring of creatine kinase will prevent the occurrence
of severe myopathy and kidney damaga
(B) Anticoagulants: CAUTION SHOULD BE EXERCISED WHEN ANTICOAGULANTS ARE GIVEN IN CONJUNCTION WITH
LOPID. THE DOSAGE OF THE ANTICOAGULANT SHOULD BE REDUCED TO MAINTAIN THE PROTHROMBIN TIME AT THE
DESIRED LEVEL TO PREVENT BLEEDING COMPLICATIONS FREQUENT PROTHROMBIN DETERMINATIONS ARE
ADVISABLE UNTIL IT HAS BEEN DEFINITELY DETERMINED THAT THE PROTHROMBIN LEVEL HAS STABILIZED.
4. Carclnogenesls, Mutagenesls, Impairment of Fert i l i ty- Long-term studies have been conducted in rats at 0.2
and 2 times the human dose (based on surface area, mg/meter2). Based on two-week toxicokinetic studies, exposure (AUC)
of the dose groups was estimated to be 0.2 and 13 times the human exposure. The incidence of benign liver nodules and
liver carcinomas was significantly increased in high dose ma!e rats. The incidence of liver carcinomas increased also in low
dose males, but this increase was not statistically significant (p = 0.1). Male rats had a dose-related and statistically
significant increase of benign Leydig cell tumors. The higher dose female rats had a significant increase in the combined
incidence of benign, and malignant liver neoplasms.

Long-term studies have been conducted in mice at 0.1 and 1 times the human dose (based on surface area). Based on
two-week toxicokinetic studies, exposure (AUC) of the two dose groups was estimated to be 0.1 and 0.7 times the human
exposure. There were no statistically significant differences from controls in the incidence of liver tumors, but the doses tested
were lower than those shown to be carcinogenic with other fibrates.

Electron microscopy studies have demonstrated a florid hepatic peroxisome proliferation following Lopid administration to
the male rat. An adequate study to test for peroxisome proliferation has not been done in humans but changes in peroxisome
morphology have been observed. Peroxisome proliferation has been shown to occur in humans with either of two other
drugs of the fibrate class when liver biopsies were compared before and after treatment in the same individual.

Administration of approximately 0.6 and 2 times the human dose (based on surface area) to male rats for 10 weeks resulted
in a dose-related decrease of fertility. Subsequent studies demonstrated that this effect was reversed after a drug-free period of
about eight weeks, and it was not transmitted to the offspring.

5. Pregnancy Category C - Lopid has been shown to produce adverse effects in rats and rabbits at doses between 05 and
3 times the human dose (based on surface area) but no developmental toxicity or teratogenicity among offspring of either
species. There are no adequate and welkontrolled studies in pregnant women. Lopid should be used during pregnancy only
if the potential benefit justifies the potential risk to the fetus.

Administration of Lopid to female rats at 0.6 and 2 times the human dose (based on surface area) before and throughout
gestation caused a dose-related decrease in conception rate and, at the high dose, an increase in stJllboms and a slight
reduction in pup weight during lactation. There were also dose-related increased skeletal variations. Anophthalmia occurred,
but rarely.

Administration of 0.6 and 2 times the human dose (based on surface area) of Lopid to female rats from gestation day 15
through weaning caused dose-related decreases in birth weight and suppressions of pup growth during lactation.

Administration of 1 and 3 times the human dose (based on surface area) of Lopid to female rabbits during organogenesis
caused a dose-related decrease in litter size and at the high dose, an increased incidence of parietal bone variations.
6. Nursing Mothers - It is not known whether this drug is excreted in human milk. Because many drugs are excreted in
human milk and because of the potential for tumorigenicity shown for Lopid in animal studies, a decision should be made
whether to discontinue nursing or to discontinue the drug, taking into account the importance of the drug to the mother.
7. Hematologlc Changes -Mi ld hemoglobin, hematocrit and white blood cell decreases have been observed in
occasional patients following initiation of Lopid therapy. However, these levels stabilize during long-term administration. Rarely,
severe anemia, leukopenia, thrombocytopenia, and bone marrow hypoplasia have been reporter! Therefore, periodic blood
counts are recommended during the first 12 months of Lopid administration.
& Liver Function -Abnormal liver function tests have been observed occasionally during Lopid administration, including
elevations of AST (SGOT), ALT (SGPT), LDH, bilirubin, and alkaline phosphatasa These are usually reversible when Lopid is
discontinued. Therefore periodic liver function studies are recommended and Lopid therapy should be terminated if
abnormalities persist.
9. Kidney Function -There have been reports of worsening renal insufficiency upon the addition of Lopid therapy in
individuals with baseline plasma creatinine > 2.0 mg/dL. In such patients, the use of alternative therapy should be
considered against the risks and benefits of a lower dose of Lopid.
10. Use in Children - Safety and efficacy in children and adolescents have not been established.
ADVERSE REACTIONS
In the double-blind controlled phase of the primary prevention component of the Helsinki Heart Study, 2046 patients received
Lopid for up to 5 years. In that study, the following adverse reactions were statistically more frequent in subjects in the Lopid
group:

Gastrointestinal reactions
Dyspepsia
Abdominal pain

LOPID
(N=2046)

PLACEBO
(N=2035)

Frequency in percent of subjects
34.2
19.6
9.8
1.2

0.7
Pnro hotwopn firm tn
CHOC UClWccll ylUUJJ

7.2
3.8
2.5
1.9
1.7
1.5
1.4
1.2

23.8
11.9
5.6
0.6

0.1

6.5
3.5
2.1
1.2
1.3
1.3
1.3
1.1

(histologically confirmed in most cases where data were available)
Atrial fibrillation

Adverse events reported by more than 1 % of subjects, but without a significant difference between groups:
Diarrhea
Fatigue
Nausea/vomiting
Eczema
Rash
Vertigo
Constipation
Headache
Gallbladder surgery was performed in 0.9% of Lopid and 05% of placebo subjects in the primary prevention component,
a 64% excess, which is not statistically different from the excess of gallbladder surgery observed in the clofibrate compared
to the placebo group of the WHO study. Gallbladder surgery was also performed more frequently in the Lopid group
compared to placebo (15% vs. 03%, p = 0.07) in the secondary prevention component. A statistically significant increase in
appendectomy in the gemfibrozil group was seen also in the secondary prevention component (6 on gemfibrozil vs. 0 on
placebo, p = 0.014).

Nervous system and special senses adverse reactions were more common in the Lopid group. These included
hypesthesia, paresthesias, and taste perversion. Other adverse reactions that were more common among Lopid treatment
group subjects but where a causal relationship was not established include cataracts, peripheral vascular disease, and
intracerebral hemorrhaga

From other studies it seems probable that Lopid is causally related to the occurrence of MUSCULOSKELETAL SYMPTOMS
(see WARNINGS), and to ABNORMAL LIVER FUNCTION TESTS and HEMAT0L0GIC CHANGES (see PRECAUTIONS).

Reports of viral and bacterial infections (common cold, cough, urinary tract infections) were more common in gemfibrozil
treated patients in other controlled clinical trials of 805 patients. Additional adverse reactions that have been reported tor
gemfibrozil are listed below by system. These are categorized according to whether a causal relationship to treatment with
Lopid is probable or not established:

CAUSAL RELATIONSHIP PROBABLE: Gastrointestinal: cholestatic jaundice; Central Nervous System: dizziness,
somnolenca paresthesia, peripheral neuritis, decreased libido, depression, headache; Eye: blurred vision; Genitourinary:
impotence; Muscuioskeletal: myopathy, myasthenia, myalgia, painful extremities, arthralgia, synovitis, rhabdomyolysis (see
WARNINGS and Drug Interactions under PRECAUTIONS); Clinical laboratory: increased creatine phosphokinase, increased
bilirubin, increased liver transarninases (AST [SGOT], ALT [SGPT]), increased alkaline phosphatase; Hematopoietic: anemia,
leukopenia, bone marrow hypoplasia, eosinophilia; hmunologt angioedema, laryngeal edema, urticaria; Integumentary:
exfoliative dermatitis, rash, dermatitis, pruritus.

CAUSAL RELATIONSHIP NOT ESTABLISHED: General: weight loss; Cardiac: extrasystoles; Gastrointestinal: pancreatitis,
hepatoma, colitis; Central Nervous System: confusion, convulsions, syncope; Eye: retinal edema; Genitourinary: decreased
male fertility, renal dysfunction; Clinical Laboratory: positive antinuclear antibody; Hematopoietic: thrombocytopenia;
Immunologt: anapnylaxis, Lupus-like syndrome, vasculitis; Integumentary: alopecia.
DOSAGE AND ADMINISTRATION
The recommended dose for adults is 1200 mg administered in two divided doses 30 minutes before the morning and
evening meal.
OVERDOSAGE
There have been reported cases of overdosage with LOPID In one case a 7 year old child recovered after ingesting up to
9 grams of LOPID. Symptomatic supportive measures should be taken should an overdose occur.
HOW SUPPLIED
Lopid (Tablet 737), white, elliptical, film-coated, scored tablets, each containing 600 mg gemfibrozil, are available as follows:
N0071-0737-20 Bottles of 60
N 0071-0737-30 Bottles of 500
N 0071-073740 Unit dose packages of 100 (10 strips of 10 tablets each)
Parcode® No. 737
Storage: Store below 30° C (86° F).
REFERENCES
1. Frick MH, Elo 0, Haapa K, et al: Helsinki Heart Study: Primary prevention trial with gemfibrozil in middle-aged men with
dyslipidemia. NEnglJMed 1987;317:1237-1245.
2. Manninen V, Elo 0, Frick MH, et al: Lipid alterations and decline in the incidence of coronary heart disease in the Helsinki
Heart Study. JAMA 1988; 260:641-651.
a Nikkila EA: Familial lipoprotein lipase deficiency and related disorders of chylomicron metabolism. In Stanbury JB et al.
(eds.): The Metabolic Basis of Inherited Disease, 5th ed., McGraw-Hill, 1983, Chap. 30, pp. 622-642.
4. Report of the National Cholesterol Education Program Expert Panel on Detection, Evaluation, and Treatment ol High Blood
Cholesterol. Arch Int Med 1988:148:36-39.
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MediSense Sensors.
The Benefits Are Obvious.

The Choice Is Simple.
Now They're Also 33°° Faster.

BLOOD GLUCOSE
TEST TIME (SECONDS)

10 20

When we first introduced our
exclusive BioSensor technology, the
Pen™ and Companion™ sensors
quickly became the fastest testing—
and one of the fastest growing-
blood glucose monitors available.

Now MediSense introduces the
second generation Pen™ 2 and Com-
panion™ 2 sensors, with new Sensor
Electrodes (strips). Faster, more con-
venient, and more user-friendly
than ever.

AS ALWAYS, COMPLIANCE IS
THE KEY TO BETTER HEALTH.

Frequent blood glucose testing
helps patients manage their diabetes
better. And no one makes testing
easier than MediSense.

Patients simply insert our pat-
ented Sensor Electrode into the
sensor, apply a small drop of blood
to the target area, and see accurate
results in record time—now just
20 seconds.

There's no need to wipe or blot,
saving time and reducing technique
errors. No blood ever enters the
sensor, eliminating the need for
cleaning and the possibility of
cross-contamination between
samples. And calibration is a simple
one-step process.

NOW THE BEST
IS EVEN BETTER.

Today, after years of research,
testing, and refinement, MediSense
can oner patients with diabetes
even more:

For increased ease of use, the
sensor starts automatically as soon
as a small blood drop is applied to
the Sensor Electrode. This elimi-
nates the need for timing or

"button-pushing" and further helps
to reduce technique errors.

For even faster test results, we
reduced the testing time from 30 sec-
onds to 20 seconds, making the quick-
est test on the market even quicker.

For increased flexibility, our
assay reading range has been
expanded to 20-600 mg/dL. And an
added control feature compensates
for temperature vari-
ances and eliminates,
interferences from
uric acid and
other substances
in the blood.

NOTHING IS MORE CONVENIENT.
EASY TO TEACH, EASY TO LEARN.

Only our sensors are so easy to
learn (and teach), so fast to use, so
simple to maintain, and so conve-
nient to carry. And no other system
offers a better combination of accu-
racy, speed, and convenience, with:
• The two smallest monitors avail-

able: the ingeniously designed
Pen 2 and the credit-card sized
Companion 2.

• Individually foil-wrapped, easily
opened Sensor Electrodes, in
packages of 25 and 50.

MEDISENSE SENSORS.
THE BENEFITS ARE OBVIOUS.
THE CHOICE IS SIMPLE.

For more information on
the Pen 2 and Companion 2
Blood Glucose System, please
call 1-800-537-3575.

No monitors are as discreet or
test faster than MediSense Pen 2
and Companion 2 Sensors.

mMEDISENSE

Sensors for a better life.

*100-count size available in early 1991. Cambridge, MA 02139
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The world's first
premixed, prefilled

insulin syringe

70% NPH, Human Insulin
Isophane Suspension and

30% Regular, Human Insulin Injection
(recombinantDNA origin)
In a 1.5 mL prefilled syringe

Novolin* 70/30 Human Insulin
(recombinant DNA origin)

A Multi-Use, Disposable Syringe

Contains A Total Of 150 Units Of
Insulin Per Syringe

Up To 58 Units Maximum Dose

A n o t h e r [ v o l u t i o n I n D i a b e t e s C a r e
f r o m N o v o N o r d i s k

WARNING: ANY CHANGE IN INSULIN
SHOULD BE MADE CAUTIOUSLY AND
ONLY UNDER MEDICAL SUPERVISION.
Novolin 70/30 Prefilled™ shown with PenNeedle; disposable
needle attached. PenNeedle) sold separately.
Novolin", PenNeedle: , and Novolin 70/30 Prettied™
are trademarks of Novo Nordisk A/S.
©1993 Novo Nordisk Pharmaceuticals Inc.
200-63 February 1993 Printed in U.S.A.

Do you have a
position to fill
or a meeting
to announce

or a product to
sell

We have the names—

The American Diabetes Asso-
ciation offers you a dynamic mar-
ket of more than 12,000 health
professionals dedicated to im-
proving the standards of treatment
for diabetic patients, and to find-
ing a preventive and cure for
diabetes

Call 1-800-232-3472 x 312
today to find out about the
ADA's membership label
rental service—a valuable tool
for direct marketers to reach
over 10,000 professionals who
treat diabetes and related
disorders.

A American
Diabetes
Association
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PREGNANCY WARNING: ACE Inhibitors should be discontinued as soon as pregnancy is detected (see Warnings).

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 closing interval.

Please see adjacent page for brief summary of prescribing information.

© 1993 ZENECA Inc.



Zestril®(lisinopril)

LISINOPRIL-STUART
BRIEF SUMMARY FOR FULL PRESCRIBING IHFOR.MATtOM. SEE PACKAGE INSERT

Available in 5 mg (scored), 10 mg,
20 mg, 40 mg, tablets

USE IN PREGNANCY

When used In pregnancy during the second and third trimesters, ACE Inhibitors can cause Injury and even death to the developing letus.

When pregnancy is detected, ZESTRIL should be discontinued as soon as possible. See WARSIK3S, Fetal/7,'eonatal Morbidity and Mortality.

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 antihyper-

tenslvo agents.

In using ZESTRIL, consideration should be given to the fact that another angiotensin converting enzyme inhibitor, captopril, has caused agranu-

locytosis, particularly in patients with renal impairment or collagen vascular disease, and that available data are insufficient to show that ZESTRIL

does not hava 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 Kith 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 con-

verting enzyme inhibitors, including ZESTRIL. In such cases, ZESTRIL should be promptly discontinued and appropriate therapy and monitoring

should bo provided until complete and sustained resolution of signs and symptoms has occurred. In instances where swelling has been confined to

the face and lips the condition has generally resolved without treatment, although antihistamines have been useful in relieving symptoms.

Angioedema associated with laryngeal edema may be fatal. Where there Is Involvement ol the tongue, glottis or larynx, likely to cause airway

obstruction, appropriate therapy, eg, subcutaneous eplnepltrtne solution 1:1000 (0.3 mL to 0.3 ml) and/or measures necessary to ensure a

patent airway should be promptly provided. (See ADVERSE REACTIONS.)

Hypotension: Excessive hypotension was rarely seen in uncomplicated hypertensive patients but is a possible consequence of the use with

ZESTRIL in salt/volumo-depletcd 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 end/or progressive azotemia, and rarely with acute renal failure and/or death.

Because ot the potential fall in blood pressure in these patients, therapy should be started under very close medical supervision. Such patients

should bo followed closely for the first two weeks ol treatment and whenever the dose of ZESTRIL and/or diuretic is increased. Similar considera-

tions apply to patients with ischemic heart or cerebrovascular disease in whom an excessive lall in blood pressure could result in a myocardial

infarction or cerebrovascular accident.

II hypotension occurs, the patient should be placed in supine position and. if necessary, receive an intravenous infusion of normal saline. A tran-

sient hypoiensive response is not a contraindication to further doses which usually can be given without difficulty once the blood pressure has

increased after volume expansion.

Neutropenla/Agranulocytiisls: Another angiotensin converting enzyme inhibitor, captopril, has been shown to cause agranulocytosis and bone

marrow depression, rarely in uncomplicated patients but more frequently to patients with renal impairment especially il they also have a collagen

vascular disease. Available data from clinical trials ot ZESTRIL are insufficient to show that ZESTRIL does not cause agranulocytosis at similar rates.

Marketing experience has revealed rare cases of neutropenia and bore marrow depression in which a causal relationship to lisinopril cannot be

excluded. Periodic monitoring of white blood cell counts in patients with collagen vascular disease and renal disease should be considered.

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

Several dozen cases have been reported in the world l.terature. When pregnancy is detected, ACE inhibitors should be discontinued as soon as possible.

The use of ACE inhibitors during the second and third trimesters of pregnancy has been associated with fetal and neonatal injury, including

hypotension, neonatal skull hypoplasia, anuria, reversible or irreversible renal failure and death. Oligohydramnios has also been reported, presum-

ably resulting from decreased fetal renal function; oligohydramnios in this setting has been associated with fetal limb contractures, craniofacial

deformation, and hypoplastic lung development. Prematurity, intrauterine growth retardation, and patent ductus arteriosus have also been reported,

although it is not clear whether theso occurrences were due to the ACE-inhibitor exposure.

These adverse effects do not appear to have resulted from intrauterine ACE-inhibitor exposure that has been limited to the first trimester.

Mothers whose embryos and fetuses are exposed to ACE inhibitors only during the first trimester should be so informed. Nonetheless, when

patients become pregnant, physicians should make every effort to discontinue the use of ZESTRIL as soon as possible.

Rarely (probably less often than once in every thousand pregnancies), no alSmatire to ACE inSEors will be found. In these rare cases, the mothers

should be apprised of the potential hazards to ttieir fetuses, and serial ultrasound examinations should be performed to assess the intra-amniotic environment.

II oligohydramnios is observed, ZESTRIL should be discontinued unless it is considered lifesaving for the mother. Contraction stress testing

(CST), a nonstrcss test (NST), or biophysical profiling (BPP) may be appropriate, depending upon the week of pregnancy. Patients and physicians

should be aware, however, that oligohydramnios may not appear until after the fetus has sustained irreversible injury.

Infants with histories of in utsro exposure to ACE inhibitors should be closely observed for hypotension, oliguria. and hyperkalemia. If oliguria

occurs, attention should be d:rected toward support of blood pressure and renal pertusion. Exchange transfusion or dialysis may be required as

means of reversing hypotension and/or substituting lor disordered renal lunction. Lisinopril, which crosses the placenta, has been removed from

neonatal circulation by peritoneal dialysis with some clinical benefit, and theoretically may be removed by exchange transfusion, although there is no

experience with the latter procedure.

No teratogenic effects of lisinopril were seen In studies of pregnant rats, mice and rabbits. On a mg/kg basis, the doses used were up to

625 times (in mice), 188 times (in rats) and 0.6 times (in rabbits) the maximum recommended human dose.

PRECAUTIONS

General

Impaired Renal Function: As a consequence of inhibiting the renin-angiotensin-aldosterone system, changes in renal function may be anticipat-

ed in susceptible individuals. In patients with severe congestive heart failure whose renal function may depend on the activity of the renin-

angiotensln-aldosterone system, treatment with angiotensin converting enzyme inhibitors, including ZESTRIL, may be associated with oliguria

and/or progressive azotemia and rarely with acute renal failure and/or death.

In hypertensive patients with unilateral or bilateral renal artery stenosis, increases in blood urea nitrogen and serum creatinine may occur.

Experience with another angiotensin converting enzyme inhibitor suggests that these increases are usually reversible upon discontinuation of

ZESTRIL and/or diuretic therapy. In such patients, renal function should be monitored during the first few aeks of therapy.

Some hypertensive patients with no apparent preexisting renal vascular disease have developed increases in blood urea nitrogen and serum ere-

atinino, usually minor and transient, especially when ZESTRIL has been given concomitantly with a diuretic. This is more likely to occur in patients

with preexisting renal impairment. Dosage reduction of ZESTRIL and/or discontinuation of the diuretic may be required.

Evaluation ol the hypertensive patient should always Include assessment of renal function. (See DOSAGE AND ADMINISTRATION.)

Hemodlalysls Patients: Sudden and potentially life-threaten:ng anaphyitctoid reactions have been reported in some patients diatyzed with high-

flux membranes (eg, AM89') and treated concomitantly with an ACE inhibitor. In such patients, dialysis must be stopped immediately, and aggres-

sive therapy lor anaphylactoid reactions be initiated. Symptoms have not been relieved by antihistamines in these situations. In these patients, con-

sideration should be given to using a different type of dialysis membrane or a different class of antihypertensive agent.

Kyperkalemla: In clinical trials hyperkalemia (serum potassium greater than 5.7 mEq/L) occurred in approximately 2.2% of hypertensive patients

and 4.0SJ ol patients with congestive heart failure-. In most cases these were isolated values which resolved despite continued therapy. Hyperkalemia

was a cause ol discontinuation ot 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.)

Cough: Cough has been reported with the use ol ACE inhibitors. Characteristically, the cough is nonproductive, persistent and resolves after dis-

continuation ol therapy. ACE inhibitor-induced cough should be considered as part of the differential diagnosis of cough.

Surgery/Anesthesia: In patients undergoing major surgery or during anesthesia with agents that produce hypotension, ZESTRIL may block

angiotensin II formation secondary to compensatory renin release. If hypotension occurs and is considered to be due to this mechanism, it can be

corrected by volume expansion.

Information for Patients

Angioedema: Angiocdema, 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 swallow-

ing 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. II actual syn-

cope occurs, the patient should be told to discontinue the drug until they have consulted with the prescribing physician.

All patients should b3 cautioned that excessive perspiration and dehydration may lead to an excessive fall in blood pressure because of reduction

In fluid volume. Other causes of volume depletion such as vomiting or diarrhea may also lead to a fall in blood pressure; patients should be advised

to consult with their physician.

Hyperkalemia: Patients should be told not to use salt substitutes conta:ning 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.

Pregnancy: Female patients of childbearing age should be told about the consequences of second- and third-trimester exposure to ACE

inhibitors, and they should also be told that these consequences do not appear to have resulted from intrauterine ACE-inhibitor exposure that has

been limited to the first trimester. These patients should be asked to report pregnancies to their physicians as soon as possible.

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 cflective 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 occa-

sionally 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 ol treatment with ZESTRIL. II it is necessary to corv

tinua tho diuretic, Initiate therapy with ZESTRIL at a dose ol 5 mg daily, and provide close medical supervision after the initial dose lor at least too hours

and until blood pressure has stabilized lor at least an additional hour. (See WARNINGS, and DOSAGE AND ADMINISTRATION.) When a diuretc is added

to the therapy of a patient receiving ZESTRIL. an additional antihypertensive effect is usually observed. Studies with ACE inhibitors in combination with

diuretics indicate that the dose of the ACE Inhibitor can be reduced when it is given with a diuretic. (See DOSAGE AND ADMINISTRATION.)

Indomethacln: In a study in 36 patients with mild to moderate hypertension where the antihypertensive effects of ZESTRIL alone were compared

to ZESTRIL given concomitantly with indomethacin, the use of mdomethacin was associated with a reduced effect, although the difference between

the too regimens was not significant.

Other Agents: ZESTRIL has been used concomitantly with nitrates and/or digoxin without evidence of clinically significant adverse interactions.

No clinically important pharmacokinetic interactions occurred when ZESTRIL was used concomitantly with propranolol or hydrochlorothiazide. The

presence of lood 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 signif-

icant increases In serum potassium. Therefore, If concomitant use of these agents is indicated because of demonstrated hypokalemia, they should

be used w,th caution and with frequent monitoring of serum potassium.

llttilum: Lithium toxicity has been reported in patients receiving lithium with drugs which cause elimination ol sodium, including ACE inhibitors.

Lithium toxicity was usually reversibla upon discontinuation of both drugs. It is recommended that serum lithium levels be monitored frequently if

ZESTRIL is administered concomitantiy with lithium.

Carclnogenesls, Mutagenesls, Impairment of Fertility: There was no evidence of a tumorigenic effect when lisinopril was administered for

105 v.xete to male and female rats et doses up to 93 mg/kg/day (about 56 times" * the maximum recommended d3lly human dose) or when lisinopril was

administered lor 92 weeks to (mala nnd female) mice at doses up to 135 mg/kg/day (about 84 times*" the maximum recommended daily human dose).

•Registered trademark of Hospal Ltd.

"Based on patient weight of 50 kg.

Ushopril was not mutagenic in the Ames microbial mutagen test with or without metabolic activation. It was also negative in a lorward mutation assay

using Chinese hamster lung cells. Lisinopril did not produce single strand DMA breaks in an in vitro alkaline elirSon rat hepatecyta assay. In addition, llsinopnl

did not produce increases in chromosomal aberrations in an in vitro test in Chinese hamster ovary cells or in an in vivo study ft mouse bone marrow.

There were no adverse effects on reproductive performance in male and female rats treated with up to 300 mgrtg/day of tsinopnl.

Pregnancy

Pregnancy Categories C (first trimester) and 0 (second and third trimesters). See WARNINGS, FetaVNeonatal Morbidity and Mortality.

Nursing Mothers: Milk of lactating rats contains radioactivity following administration of "C lisinopril. It is not known whether this drug is

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

Pedlatrle 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 Irequent clinical adverse experiences in controlled trials with ZESTRIL were dizziness (6.3%), headache (5.311), fatigue (3.3%), diar-

rhea (3.2%), upper respiratory symptoms (3.0%), and cough (2.9%), all ol 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 rath ZESTRIL or ZESTRIL plus hydrochlorothiazide in

controlled clinical trials, comparative incidence data are listed in the table below.

Percent of Patients in Controlled Studies

ZESTRIL ZESTRIL/Hydrochlorothiazide Placebo

(n=2003>) (n=644) (n=207)

Incidence (discontinuation) Incidence (discontinuation) Incidence

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

6.3
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

(0.6)
(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)

9.0 (0.9)
4.3 (0.5)
3.9 (0.5)
2.6 (0.3)
4.5 (0.0)
4.5 (0.8)
2.5 (0.2)
1.6 (0.5)
1.6 (0.2)
3.4 (0.2)
2.0 (0.2)
1.2 (0.2)
1.4 (0.0)
0.5 (0.2)
1.9 (0.0)

2.0 (0.2)
1.6 (0.3)
2.8 (0.6)

1.1 (0.0)

1.2 (0.0)
1.2 (0.0)
1.1 (0.2)

'Includes 420 patients treated for congestive heart failure who were receiving concomitant digitalis and/or diuretic therapy.

Clinical adverse experiences occurring in 0.3% to 1.0% of patients in the controlled trials and rarer, serious, possibly drug related events report-

ed in uncontrolled studies or marketing experience are listed below and, within each category, are in order of decreasing severity.

BODY AS A WHOLE: Anaphylactoid Reactions (see PRECAUTIONS, Hemodialysis Patients), chest discomfort, fever, flushing, malaise.

CARDIOVASCULAR: Myocardial infarction or cerebrovascular accident, possibly secondary to excessive hypotension in high risk patients (see

WARNINGS, Hypotension); angina pectoris, orthostatic hypotension, rhythm disturbances, tachycardia, peripheral edema, vasculitis, palpitation.

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

METABOLISM: Gout

MUSCULOSKELETAL: Joint pain, shoulder pain.

NERVOUS SYSTEM/PSYCHIATRIC: Depression, somnolence, insomnia, stroke, nervousness, confusion.

RESPIRATORY SYSTEM: Bronchitis, sinusitis, pharyngeal pain.

SKIN: Urticaria, pruritus, diaphoresis, photosensitivity.

SPECIAL SENSES: Blurred vision.

UROGENITAL: Oliguria, progressive azotemia, acute renal failure, urinary tract infection.

Miscellaneous: A symptom complex has been reported which may include a positive ANA, an elevated erythrccyte sedimentation rate, arttiral-

gia/arthritis, myalgia, fever, vasculitis, eosinophilia and leukocytosis. Rash, photosensitivity or other dermatological manifestations may occur alone

or in combination with these symptoms.

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 05% of hypertensive patients. (See WARNINGS.)

In patients with congestive heart failure, hypotension occurred in 5.0% and syncope occurred in 1.0% of patients. These adverse experiences

were causes for discontinuation of therapy in 1.3% of these patients.

Fetal/Neonatal Morbidity and Mortality: See WARNINGS, Fetal/Neonatal Morbidity and Mortality.

Cough: See PRECAUTIONS, Cough

Clinical Laboratory Test Findings

Serum Electrolytes: Hyperkalemia. (See PRECAUTIONS.)

Creatinine, Blood Urea Nitrogen: Minor increases in blood urea nitrogen and serum creatinine, reversible upon discontinuation ot therapy, were

observed in about 2.0% of patients with essential hypertension treated with ZESTRIL alone. Increases were more common in patients receiving con-

comitant diuretics and in patients with renal artery stenosis. (See PRECAUTIONS.) Reversible minor increases in blood urea nitrogen and serum cre-

atinine were observed in approximately 9.1 % of patients with congestive heart failure on concomitant diuretic therapy. Frequently, these abnormali-

ties 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 1.3 vol%, respec-

tively) occurred frequently in patients treated with ZESTRIL but were rarely of clinical importance in patients without some other cause ol 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% ol patients discontinued therapy due to laboratory adverse experiences, principally elevations in blood urea nitrogen (0.6%), scrum

creatinine (0.5%) and serum potassium (0.4%).

0VERD0SAGE

The oral LDSJ of lisinopril is greater than 20 g/kg in mice and rats. The most likely manifestation of overdosage would be hypotension, for which

the usual treatment would be intravenous infusion of normal saline solution.

Lisinopril can be removed by hemodialysis.

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 occa-

sionally 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 ot 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 too 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 ol 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 z 10 mL/min s 30 mL/min (serum creatinine

2 3 mg/dL), the first dose is 5 mg once daily. For patients with creatinine clearance < 10 mL/min (usually on hemodialysis) the recommended initial

dose is 2.5 mg. The dosage may be titrated upward until blood pressure is controlled or to a maximum ol 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

5

2.5§

JSee PRECAUTIONS, Hemodialysis Patients.
§Dosage interval should be adjusted depending on the blood pressure response.

HOW SUPPLIED
5 mg Tablets (NDC 0038-0130) pink, capsule-shaped, biconvex, bisected, uncoated tablets, identilied "ZESTRIL' on one side and "130* on the

other side are supplied in bottles of 100 tablets and 1000 tablets, and unit dose packages of 100 tablets.

10 mg Tablets (NDC 0038-0131) pink, round, biconvex, uncoated tablets identified "ZESTRIL 10' debossed on one side, and "131" debossed on
the other side are supplied in bottles of 100 tablets and 1000 tablets, and unit dose packages of 100 tablets.

20 mg Tablets (NDC 0038-0132) red. round, biconvex, uncoated tablets identified "ZESTRIL 20" debossed on one side, and "132" debossed on
the other side are supplied in bottles of 100 tablets and 1000 tablets, and unit dose packages of 100 tablets.

40 mg Tablets (NDC 0038-0134) yellow, round, biconvex, uncoated tablets Identified "ZESTRIL 40" debossed on one side, and "134" debossed
on the other side are supplied in bottles of 100 tablets and unit dose packages of 100 tablets.

Store at room temperature. Protect from moisture, freezing and excessive heat. Dispense in a light container.
Rev 109/92

STUART PHARMACEUTICALS
A business unit of ZENECA Inc.
Wilmington. DE19697 USA
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As Nevada's largest city, Las
Vegas has all the attraction of a
major metropolitan area com-
bined with the southwest-style
friendliness and fun.

The world renowned Las Vegas
Strip is lined with opulent
resort hotel-casinos. The city
hosts world famous stars,
singers and popular comics in a
variety of stage spectaculars.
Las Vegas' dazzling production
shows are unrivaled for their
sheer pageantry.

Some of the world's most
inspiring natural and man made
attractions are located just out-
side of town — the Hoover Dam
and sporty Lake Mead, the
Valley of Fire, and the Red
Rock Canyon to name a few.



WHO ND?
The American Diabetes Association and the 1993 Scientific Sessions Meeting
Committee invite the participation of all professionals involved in diabetes
research and in the delivery of diabetes care and services. Physicians,
researchers, nurses, dietitians, administrators, and other health professionals
will benefit from the comprehensive programming and stimulating atmosphere.
From the structured sessions to the exposition, participants will be challenged
to update and review their knowledge in diabetes practice and research.

If the growing need for the latest and most exciting information in diabetes
research and clinical care affects you, mark your calendars now for the 53rd
Annual Meeting and Scientific Sessions, June 12-15, 1993 in Las Vegas.

PROORAM, LOCATION
AND DATIS

The 53rd Annual Meeting and Scientif-
ic Sessions will be held in the Las
Vegas Convention Center. The pro-
gram will begin on Saturday, June 12
with concurrent morning and after-
noon Professional Section Council
symposia. The American Diabetes
Association's annual Awards Banquet
will be held at the Las Vegas Hilton on
Saturday evening. The program on
Sunday through Tuesday will include
concurrent symposia, oral and poster
presentations, state-of-the-art lectures,
and poster discussion sessions. The
Banting Lecture has been scheduled
for Sunday afternoon to be followed by
the President's Poster Session. Monday
afternoon's Lilly Lecture will be pre-
ceded by the presentation of the
American Diabetes Association's
scientific achievement awards.

ADVANCI RIOISTRATION

Take advantage of registration dis-
counts and register early! Please
use the Advance Registration Form
included in this program. Special
discounted fees are available to
those who register before March
12. Advance Registrations must be
postmarked and all fees paid by
May 14, 1993.

If you cannot pre-register by May 14,
plan to register in the Las Vegas
Convention Center and pay the on-
site registration fee.

PROGRAM OBJICTIVES

The American Diabetes Association's
Annual Meeting and Scientific Sessions
program has been designed to meet
the continuing medical education
needs of physicians, nurses, dietitians,
and other health care professionals in
the field of diabetes. Four days of pro-
grams will cover the latest develop-
ments in basic and clinical research
in the areas of pathophysiology, epi-
demiology, prevention, and treatment.

ACCRIDITATION

The American Diabetes Association
(ADA) is accredited by the Accredita-
tion Council for Continuing Medical
Education to sponsor continuing
medical education for physicians.
The American Diabetes Association
is approved as a provider of contin-
uing education in nursing by the
Virginia Nurses' Association which
is accredited as an approver of con-
tinuing education in nursing by
the American Nurses' Credentialing
Center's Commission on Accreditation.

CONTINUING EDUCATION

The American Diabetes Association
certifies that this continuing medical
education activity meets the criteria for
28.5 credit hours in Category 1 for the
Physician's Recognition Award of the
American Medical Association. ADA
certifies that this continuing education
program has been approved for 34.2
contact hours. ADA has also applied
to the American Dietetic Association
for accreditation.

MEETING THE NATIONAL
STANDARDS FOR DIABETES
PATIENT EDUCATION
PROGRAMS AND
APPLYING FOR
ADA RECOGNITION

A Recognition Conference will be
offered in conjunction with the
American Diabetes Association's
Annual Meeting and Scientific
Sessions. This one-day conference,
"Meeting the National Standards for
Diabetes Patient Education Programs
and Applying for ADA Recognition"
will be held Friday, June 11, 1993,
at the Las Vegas Convention Center,
preceding the Scientific Sessions.
This intensive, practical program is
designed for individuals who are
interested in the process of complet-
ing an application for Recognition
or are planning to submit an applica-
tion within the next twelve months.
CEU's will be awarded and enrollment
is limited.

The registration fee for the
Recognition Conference is 8100.00.
Further information about registration
is available ONLY from the Recognition
Program at the American Diabetes
Association's National Center, at
800-232-3472, ext. 214.



RELIMINARY
CIENTIFIC

f SATURDAY, JUNI 12, 1993

Morning

Registration Open

Professional Section Council Symposia
Current Controversy: Carbohydrate and Fat
Advances in Diabetic Foot Care
New Thoughts on the Etiology, Prevention, Prediction, and Early Treatment of Type I

Diabetes in Children and Adolescents
Update on Providing Diabetes Self-Management Training and the Reimbursement Problem
Long-Term Consequences of Diabetes and Pregnancy — Mother and Child

Afternoon

Exhibit Hall Open

Professional Section Council Symposia
Diabetic Peripheral Polyneuropathy: An Epidemiologic Perspective
Exercise and Effects on Vascular Complications of Diabetes
Molecular Aspects ofB-Cell Function
New Concepts in Diabetic Complications
New Approaches to Community Education Using School Age Children As A Model
Psychiatric Syndromes in Diabetes: Occurrence, Recognition, and Management

fUNPAY, JUNI 13, 1993

Morning

Registration Open

Exhibit Hall Open

Symposium
DCCT Update

Concurrent Oral Presentations
Poster Presentations

Afternoon

State-of-the-Art Lecture
Advances in Behavioral Research for Diabetes

Concurrent Oral Presentations
Poster Discussion Session
President's Address
Banting Lecture
President's Poster Session



MONDAY, JUNI 14, 1993

Morning

Registration Open

Exhibit Hall Open

Concurrent Symposia
Diabetes Education and Health Care Delivery and Promotion
Pancreatic and Islet Transplantation: Successes and Failures circa 1993

Concurrent Oral Presentations
Poster Presentations

Afternoon

State-of-the-Art Lecture
Glucokinase Mutations in Diabetes Mellitus

Concurrent Oral Presentations
Poster Discussion Session
Presentation of Awards
Lilly Lecture

TUISDAY, JUNI I S , 1993

Morning

Registration Open

Exhibit Hall Open

Concurrent Symposia
New Views on the Pathogenesis of Atherosclerosis in Diabetes
Signal Transduction
Sex Hormones, Insulin Resistance, and Obesity-Associated Diabetes

Concurrent Oral Presentations
Poster Presentations

Afternoon

Concurrent State-of-the-Art Lectures
The Pathophysiology and Management of Hypertension in Diabetes
Nitric Oxide as a Secretory Product of Mammalian Cells

Concurrent Oral Presentations
Poster Discussion Session



RATIO

y
DISCOUNT RIOISTRATION
DIADLINIt
March 12, 1993

ADVANCI RIGI8TRATION
DIAOLINEt
May 14,1993

Mail your completed registration
form with payment to:

American Diabetes Association
Meeting Registrar
Department 0825
McLean, VA 22109-0825

Checks are payable to the
American Diabetes Association in
US funds, drawn on a US bank.

Please read the following instruc-
tions carefully. One registrant per
form. Make duplicate copies if
necessary.

1 . Personal Data - Please type or
print information clearly. Please
include a phone number where
you can be reached between
8:30 am - 5:00 pm EST.

2* Registration Fees - Please circle
the appropriate registration
category and fee. If you select
one-day registration, please
indicate appropriate day. Guest
registration includes entrance
to the Exposition and Social
Events only. Guests are not
eligible for continuing medical
education credits. CHILDREN
UNDER THE AGE OF 16 WILL
NOT BE ADMITTED TO THE
EXHIBIT HALL.

3 . Awards Banquet - If you wish
to purchase banquet tickets,
please indicate entree prefer-
ence: fish or beef, and the
number of tickets for each
type of meal.

4 . Payment - The registration
form MUST be accompanied
by payment in order to be
processed. Payment may be
made by check, payable to the
American Diabetes Association
(drawn on a US bank in US
funds) or by MasterCard, VISA,
or American Express credit
cards.

ADA will not honor overseas
wire transfers, purchase orders
or vouchers as a substitute
for payment.

If your institution is paying
your registration fee, please
arrange for payment to be made
before the registration dead-
lines. Please ensure that the
check is appropriately identified
with your name.

5* Refund Policy - Refund
requests must be submitted
in writing and postmarked
by May 28, 1993. Refund
requests postmarked before
March 26 will receive a full
refund LESS a 25% processing
fee. Refund requests post-
marked between March 27,
1993 and May 28, 1993 will
receive a registration refund
LESS 50%. Refund requests
postmarked after May 28,
1993 will not be honored.

6 . Confirmation - Upon receipt
of your registration form, a
confirmation notice will be
mailed to you with instruc-
tions for badge and confer-
ence material pick-up.

7 . On-Site Registration - If you
have not postmarked your
registration by May 14, plan
to register on-site at the Las
Vegas Convention Center.
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REGISTRATION

ADA Member
Non-Member

PUS

Postmarked Before
March 12

#195
315

Student/Resident/Fellow 100
Guest
One Day Fee

50
135

Between March 13
and May 14

#210
330
115
50

135

After May 14
or On-Site

£280
445
155
50

135

ON-SITB MOISTRATION

Registration in the Las Vegas Convention Center is scheduled for the
days and hours listed below:

Friday, June 11

Saturday, June 12

Sunday, June 13

Monday, June 14

Tuesday, June 15

6:00pm - 8:30pm

7:00am - 5:00pm

7:00am - 5:00pm

7:00am - 5:00pm

7:00am - 1:00pm

HOTEL RESERVATIONS

A Housing Request Form is includ-
ed with this Preliminary Program.
To ensure assignment to the hotel
of your choice, please complete
the application for hotel accom-
modations, enclose your prepay-
ment requirement for #100, and
mail directly to the address on the
form. Telephone requests will not
be accepted. Your reservation
request will be delayed if the
Housing Request Form is mailed
to the ADA's National Center or to
the hotel. Negotiated room rates
are available only at the hotels
listed. Hotel assignments are made
on a first come - first served basis.

HOTEL CANCELLATIONS

All requests for changes or cancel-
lations must be made in writing
to the ADA's Housing Bureau
before May 6, 1993. After May 6,
you may contact your assigned
hotel directly. Please read your
hotel confirmation for prepay-
ment refund policy.

EXHIBITS

More than 300 exhibits addressing
diabetes treatment and manage-
ment will be displayed at the 53rd
Annual Meeting and Scientific
Sessions. Poster presentations are
featured daily in the exhibit hall.
A convenient sidewalk cafe is also
available so you do not have to leave
the convention center for lunch.

SHUTTLE BUSES

Shuttle bus service will be available
between participating hotels and
the Convention Center Saturday,
June 12 through Tuesday June 15.

SOCIAL ACTIVITIES FOR
FAMILIES AND GUESTS

The American Diabetes Association
has arranged a wide assortment of
tours and activities for conference
attendees and their families to
enjoy. Tour programs and registra-
tion information will be included in
the Advance Program, which ADA
members will receive in March.
Tickets and additional information
will be available at the Las Vegas
Convention Center. On-site tickets
will be more expensive than tickets
purchased in advance.



CHILD CAM PACILITIIS

Check with the front desk or
concierge of your hotel for local
child care references.

CLIMATI

Las Vegas is located in the arid
desert of Nevada. Daytime tem-
peratures may reach over 100
degrees during June. A light
sweater or jacket is recommend-
ed to wear in air-conditioned
buildings.

RESTAURANTS

Many fine restaurants are located
in Las Vegas. A reservation ser-
vice and list of restaurants will
be available in the registration
area of the Convention Center.

NO-SMOKINO POLICY

The American Diabetes
Association prohibits smoking
in all areas of the Las Vegas
Convention Center and hotel
meeting rooms hosting ADA
functions. Your compliance
is appreciated.

AUDIO CASSETTES

The American Diabetes Associa-
tion will produce audio cassettes
of selected sessions at the 53rd
Annual Meeting and Scientific
Sessions. Tapes will be available
for purchase at the audio tape
sales desk in the registration
area in the Convention Center.

TRAVEL DISCOUNTS

American Airlines is the official
carrier for the 53rd Annual Meeting
and Scientific Sessions. Negotiated
discounts have been arranged to
ensure the best and most economi-
cal service for your travel require-
ments. Take advantage of 40% dis-
counts off full coach fares or 5% off
the lowest market fare.
Arrangements can be made by
calling the American Diabetes
Association's Travel Service at
l-(800) ADA-3472 ext. 328 or
l-(800) 42-TRAVL. If booking
directly through American Airlines
or through your travel agent, use
#NBR 9473 as a reference number.

FURTHER INFORMATION

Registration
Program
Travel

Fax Number

703-549-1500
703-549-1500
800-ADA-3472
or 800-428-7285

703-836-7439

ext. 330
ext. 212
ext. 328



v E N T

Sahara Ave.

LAS VEGAS HILTON

LAS VEGAS
CONVENTION
CENTER

COURTYARD BY MARRIOTT

HOTEL NAME

Las Vegas Hilton

Courtyard Marriott

Riviera Hotel

Sahara Hotel

RATE

$ 95 single/double

$ 62 single/double

$ 69 single/double

$ 50 single/double



A American
Diabetes

.Association,
ADA 53RD ANNUAL SCIENTIFIC SESSIONS, JUNE 12-15,1993, LAS VEGAS, NEVADA

PREREGISTRATION FORM
Please register only one person per form. This form can be copied for additional registrants. Please type or print all information clearly.

SECTION A: PERSONAL DATA
Academic degrees or licensure: • MD • DO • PhD • RN • RD • RPh Other 1 I I I

please indicate

I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I
First Name, M.I., Last Name

I I I I I I I i l l l I I i i I I I I I I

Title

Professional Affiliation/Institution

I I I I i I I I I I I I I I I I I I I I I I I I I I I I i i i i I I I I I
Business Address

1 i i i i I i i i i I i I i I I I I I i i i i i i i I I I I I I I I I I i

I I I I I I I I I I I I I I I I I I I l l l l l l l l l I I l l l l l l I
City State Postal Code

I I I I I I i I I I i I i i I I I I I I I I I I I I I I I I l I I I I I I
Country Fax with Area Code Telephone with Area Code

Special Needs - individuals with special needs (mobility, access, etc.) should indicate specific needs in a letter attached to your registration form.

I. Specialty Area (check one)

_ a. Adult Endocrinology
_ b. Epidemiology
„ c. Family Practice
_ d. Geriatrics
_ e. Internal Medicine
_ f. Nursing
D g- Nutrition
_ h. Ophthalmology
D i. Obstetrics/Gynecology

SECTION B. REGISTRATION FEES (please circle the appropriate fee category)

Postmarked Before Between March 13 After May 14

_ j . Pediatrics
_ k. Pediatric Endocrinology
_ '• Pharmacy
D rn. Podiatry
D n. Psychology
• o. Public Health
_ p. Research
• q. Other

March 12

ADA Member $ 195
Non-Member 315
Student/Resident/Fellow 100

or On-Site

$280
445
155

Guest Registration 50
Student/Resident/Fellow One Day 70
One Day Registration Fee 135

Day Attending

TOTAL PAYMENT FOR SECTION B: $

SECTION C: AWARDS BANQUET
Saturday, June 12, 1993
Banquet ticket(s) $65.00 each: indicate number of each type of ticket being
purchased

# of fish # of beef

TOTAL PAYMENT FOR SECTION C: $

NON-MEMBER: If you join ADA NOW, you may register at the ADA member rates.
See attached membership application for ADA membership categories, benefits, and dues.
Return your completed application form with registration. Your membership check must
be separate from registration fees.
REFUND POLICY:
All refund requests must be submitted in writing and postmarked by May 28, 1993. Refund
requests postmarked before March 26,1993 will receive a full refund LESS a 25% processing
fee. Refund requests postmarked between March 27, 1993 and May 28, 1993 wil receive
a registration refund LESS 50%. Refund requests postmarked after May 28, 1993 will
not be honored.

For ADA use only:

Check # . B/P Charge

Amount Received

AMEX/MC/VISA

Date Received

2. Type of Practice (check one)

_ a. Academic
• b. Clinic
D c. Corporate
_ d. Government/Military
D e. HMO

• f. Hospital
_ g. Private Practice
• h. Public Health
n >• Research
_ j - Student
• k. Other

SECTION D: PLACEMENT SERVICE FEES (please circle appropriate fee)
Employer $250
Candidate Member 35

Nonmember 70

SECTION E: PAYMENT OF FEES
Registrants must pay by check, money order, or American Express, MasterCard
or Visa credit cards. Checks and money orders must be made payable to the
AMERICAN DIABETES ASSOCIATION in U.S. dollars drawn on a U.S. bank.
Your name and address should be typed or printed clearly on your check.

TOTAL PAYMENT SECTION B $ _ _ _ _ _ _

TOTAL PAYMENT SECTION C $ _ _ _ _ _ _

TOTAL PAYMENT SECTION D $

TOTAL PAYMENT FEE $ _ _ _ _ _ _

METHOD OF PAYMENT:

D Check D Money Order _ American Express Q Visa Q MasterCard

Card issued in the name of
(please print)

Card number: I I I I I I I I I I I I

I I IExpiration Date: I

I authorize the American Diabetes Association to charge the total fee indicated
on this form to my credit card:

Signature

SECTION F: MAILING INFORMATION

Please complete and return this form to:
AMERICAN DIABETES ASSOCIATION MEETING REGISTRAR

DEPARTMENT 0825, McLEAN, VA 22109-0825

For questions, call 1-800-ADA-DISC ext. 330
If outside USA 703-549-1500 ext. 330





• « < I . . SING RESERVATION CUTOFF
DATE: MAY 6 , 1 9 9 3

MAIL T O : ADA Housing
3150 Paradise Road
Las Vegas, NV 89109-9096

JUNE 1 2 - 1 5 , 1 9 9 3 SCIENTIFIC SESSIONS

INSTRUCTIONS:
• Telephone or fax request not accepted.
• Please print or type all items to ensure accuracy and

rapid computer processing.
• Only one reservation per form is allowed. Please

photocopy this form if additional forms are needed.

• Acknowledgement(s) of receipt of Mousing Form will be sent
only to the individual at the address given below.

• Hotel will send actual confirmation notice to the person list-
ed below. (Refer to Prepayment Requirement below.)

• Include $100 Prepayment Requirement.

(LAST NAME)

(PROFESSIONAL AFFILIATION/INSTITUTION)

(FIRST)

(STREET ADDRESS OR P.O. BOX NUMBER)

(CITY) (STATE)

(COUNTRY) (AREA CODE)

(ZIP USA)

(OFFICE NUMBER)

INSTRUCTIONS: Select FOUR Hotels/Motels of your choice. Request will not be processed without FOUR choices. USE HOTEL
NAMES ONLY—DO NOT USE NUMBERS—PLEASE REFER TO MAP FOR HOTEL NAMES.

First Choice Second Choice Third Choice Fourth Choice

PREPAYMENT REQUIREMENT: Payment Requirement of $100 can ONLY be made with an American Express, MasterCard, or
Visa Credit Cards. CHECKS WILL NOT BE ACCEPTED. Please provide card number and expiration date. Please read your hotel con-
firmation for prepayment refund policy.

Print name as it appears on card

Credit card number

Type of card AE,MC,Visa

Expiration date

'SPECIAL NOTE: Rooms are assigned on "First Come/First Served" basis AND room availability for your arrival/departure. If none
of the choices listed is available, another facility will be assigned. Rooms required two or more days post or pre convention are not
always available through the housing bureau. If not available, the Housing Bureau will advise you to call the hotel directly for addi-
tional nights (not always available at convention rate).

DO NOT DUPLICATE)—if sharing a room, designate ONE person to submit Housing Request Form.
Occupant(s) print—last name first
1. . . . .
2. ..
3. _. . . _ . . . . _
4.

SPECIAL NOTE: Housing form canr
ARRIVAL DATE
ARRIVAL TIME
DEPARTURE DATE

SELECT TYPE OF ROOM DESIRED
- Single (1 pers., 1 bed)
Dbl/Dbl (2 pers., 2 beds)

; be processed without all information completed.

AM/PM (Approximate)

Double (2pers., 1 bed)
Other special needs

Triple (3 pers., 2 beds) -Quad (4 pers., 2 beds)





For more than one million patients,
our superior accuracy

has become a way of life
For many of your patients, controlling their blood glucose means success in controlling
their disease. And knowing that their blood glucose monitor delivers the most accurate
values adds to their sense of security. For those patients, Accu-Chek® III is the best
recommendation you can make.

Using the same Chemstrip bG® technology that over a million patients and most hospitals
rely on, Accu-Chek III delivers the most accurate values.1 And with its recent system
improvements that make testing even easier, 99% of Accu-Chek III users are satisfied.2

For you, this may be no surprise-
just a great comfort.

I
1 To find out more, call
11-800-858-8072

1. Based on the published data of competitive monitors.
2. Based on survey of Accu-Chek III Warranty Card respondents.

Accu-Cheklll
1%m BLOOD GLUCOSE MONITOR & CHEMSTRIP bGs TEST STRIPS

Quite simply, the most accurate

BOEHRINGER
MANNHEIM
CORPORATION

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

© 1992 Boehringer Mannheim Corporation. All rights reserved. AUZ-755



From the Next Generation ofrDNA Technology

NOVOLIN 70/30

Combining Control and Confidence

When it comes to glycemic CONTROL,

the ideal insulin response is a natural

one. NOVOLIN® 70/30 has been

formulated to provide rapid onset with
170% NPH, Human
2 Insulin Isophane #

sustained duration for a more natural j; „ Suspension and - improve patient adherence through
$ 30% Regular, Human
? Insulin Injection
o (recombinant DNA

insulin profile than N P H alone. 1A
 ong'n! a simple B.I.D. dosing regimen.

«0 ml 100 units/mi " w

When it comes to CONFIDENCE, you

look for safety, accuracy, and convenience.

NOVOLIN® 70/30 eliminates measur-

Novolin
7OI30 ' in§ anc* mixing errors and may

NOVOLIN 70130
Human Insulin
(recombinant DNA origin)

Combining Control and Confidence

WARNING: ANY CHANGE IN INSULIN SHOULD BE MADE
For more information, call 1-800-727-6500. CAUTIOUSLY AND ONLY UNDER MEDICAL SUPERVISION

Novolin® and Novo Diabetes Care™ are trademarks of Novo Nordisk A/S.
© 1992 Novo Nordisk Pharmaceuticals Inc. 205-62 May 1992 Printed in U.S.A.


