
1 9 9 3

Original Articles

1 3 2 5 Prevalence of microalbuminuria in older-onset diabetes R. Klein, B.E.K. Klein, S.E. Moss

1331 Risk factors for the development of type II diabetes among men enrolled in the Usual Care Group of the Multiple Risk
Factor Intervention Trial B.J. Shaten, G.D. Smith, LH. Kuller,J.D. Neaton

1 3 4 0 Familial hyperproinsulinemia associated with NIDDM: A case study H. Oohashi, H. Ohgawara, K. Nanjo, Y. Tasaka,
Q.-P. Cao, S.J. Chan, A.H. Rubenstein, D.F. Steiner, Y. Omori

1 3 4 7 Improved insulin action and glycemic control after long-term angiotensin-converting enzyme inhibition in subjects with
arterial hypertension and type II diabetes E. Torlone, M. Britta, A.M. Rambotti, G. Perriello, F. Santeusanio, P. Brunetti,
G.B. Bolli

1 3 5 6 Comparison of diets of diabetic and nondiabetic women T. Shimakawa, MG Herrera-Acena, G.A. Colditz,JE. Manson,
M.J. Stamper, W.C. Willett

1 3 6 3 Effectiveness of glucose monitoring systems modified for the visually impaired M. Bernbaum, S.G. Albert, S. Brusca,
J. McGinnis, D. Miller, J.W. Hoffmann, A.D. Mooradian

1 3 6 7 Serum insulin and glucose concentrations in people at risk for type II diabetes: A comparative study of African Ameri-
cans and Nigerians K. Osei, D.A. Cottrell, C.A. Adenuwon, E.C. Ezenwaka, A.O. Akanji, T.M. O'Dorisio

1 3 7 6 Predictors of microalbuminuria in individuals with IDDM: Pittsburgh Epidemiology of Diabetes Complications Study
B.A. Coonrod, D. Ellis, D.J. Becker, C.H. Bunker, S.F. Kelsey, C.E. Lloyd, A.L. Drash, LH. Kuller, T.J. Orchard

Short Reports

1 3 8 4 Does crossing the legs decrease arterial pressure in diabetic patients with peripheral vascular disease? M.E. Levin,
G.A. Sicard, D.S. Baumann, B. Loechl

1 3 8 7 Metformin improves glucose, lipid metabolism, and reduces blood pressure in hypertensive, obese women
D. Giugliano, N. De Rosa, G. Di Maro, R. Marfella, R. Acampora, R. Buoninconti, F. D'Onojrio

1391 Disruptive effects of acute hypoglycemia on speed of cognitive and motor performance D.J. Cox, L.A. Gonder-Frederick,
D.B. Schroeder, P.E. Cryer, W.L. Clarke

Consensus Statement

1 3 9 4 Treatment of hypertension in diabetes

• Table of contents continued
A
ISSN 0149-5992

American
Diabetes
Association



FOR TYPE II DIABETICS
LIFE IS

ENOUGH



TODAY'S LIFE DEMANDS

GLUCOTROI? (glipizide) provides
patients with insulin when needed, responding

on demand to meals and rising blood sugar.1

GLUCOTROL, with
insulin on demand, controls blood sugar quickly and

effectively—all day and all night.1

3OTROL works
in response to meals; returning insulin to near-normal

levels once the meal challenge subsides.12

When diet alone fails in NIDDM...*
®

[glipizide]5-mg and 1O-mg
Scored Tablets

Non-insulin-dependent diabetes mellitus.
As with all sulfonylureas, hypoglycemia may occur.
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INSULIN ON DEMANDSESPONDS TO MEALS—
AND REMAINS AT BASAL LEVELS DURING FASTING
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T I M E ( H O U R S ) Adapted from Clarke e,al . '

The effect ol lasting on mean blood sugar and plasma insulin levels was measured in a 2-day study of six NIDDM patients
whose blood sugar levels had been controlled by a single daily dose of 5 to 10 mg ol GLUCOTROL. On the first day,
patients were served three meals. On the second, they received no food. Patients received their usual dose of GLUCOTROL
at the start of each day1

REFERENCES: 1. Clarke 6F, tall RJM, Azzopardi J, Bhalla IP, Fraser DM, Duncan UP. Clinical observations on glipizide: efficacy, duration of

activity, and safety. In: Glwite » HWfeSto tofe. Princeton, NJ: Excerpta Media; 1934:234-247. 2. Goebel R, Leb G. Effects of glyburide and

glipizide on levels of liraiunoresctiw insulin and blood sugar. In: Glipuids: A ¥.'orktarZb Sr/rfev. Princeton, NJ: Excerpta Media; 1984:9-15.

Brlel Summary ol 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 msllitus (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 ol oral hypoglycemic

drugs has been reported to be associated with increased cardiovascular mortality as compared to treatment with diet

alone or diet plus Insulin. This warning Is based on the study conducted by the University Group Diabetes Program

(UGDP), a long-term prospective clinical trial designed to evaluate the effectiveness ol glucose-lowering drugs In

preventing or delaying vascular complications In patients with non-lnsulin-dependent diabetes. The study involved

823 patients who were randomly assigned to one of lour treatment groups (Diabetes,M. 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 ol tolbutamide was discontinued based on the Increase In

cardiovascular mortality, thus limiting the opportunity lor the study to show an increase in overall mortality. Despite

controversy regarding the interpretation ol these results, the findings of the UGDP study provide an adequate basis

lor this warning. The patient should be informed ol the potential risks and advantages ol GLUCOTROL and ol

alternative modes ol therapy. Although only one drug In the sulfonylurea class (tolbutamide) was included In this

study, It is prudent from a safety standpoint to consider that this warning may also apply to other oral hypoglycemic

drugs in this class, In view of their close similarities in mode of action and chemical structure.

PRECAUTIONS: 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 ol Control of Blood Glucose: A loss of control may occur in diabetic patients exposed to stress such as fever, trauma, infection

or surgery. It may then be necessary to discontinue GLUCOTROL and administer insulin.

Laboratory Tests: Blood and urine glucose should be monitored periodically. Measurement of glycosylated 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 ol 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 that predispose to its development should be

explained to patients and responsible family members. Primary and secondary failure should also be explained.

Drug Interactions: The hypoglycemic action of sulfonylureas may be potentiated by certain drugs including nonsteroidal anti-

inflammatory agents, some azoles, and other drugs that are highly protein bound, salicylates, sulfonamides, chloramphenicol, probenecid,

coumarins, monoamine oxidase inhibitors, and beta-adrenergic blocking agents. In vilro studies indicate that GLUCOTROL binds

differently than tolbutamide and does not interact with salicylate or dicumarol. Hoover, 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, cortlcosteroids, phenothlazines, thyroid products, estrogens, oral contraceptives, phenytoin, nicotinic acid,

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

hypoglycemic agents leiding to severe hypoglycemia has been reported. Whether this interaction also occurs with the intravenous,

topical, or vaginal preparations of miconazole is not known. The effect of concomitant administration of DIFLUCAN (fluconazole) and

GLUCOTROL has been demonstrated in a placebo-controlled crossover study in normal volunteers. All subjects received GLUCOTROL

alone and following treatment with 100 mg of DIFLUCAN as a single daily oral dose for 7 days. The mean percentage increase in the

GLUCOTROL AUC after fluconazole administration was 56.9% (range: 35 to 81).

Carclnogenesls, Mutagenesis, Impairment ol 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 sho'.ved no effects on fertility.

Pregnancy: Pregnancy Category C: GLUCOTROL (glipizide) was found to be mildly fetotoxic in rat reproductive studies at all dose levels

(5-50 mg/kg). This 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 pharmacologlc (hypoglycemic) action of GLUCOTROL. In studies in rats and rabbits no

teratogenic effects were found. There are no adequate and well-controlled studies in pregnant women. GLUCOTROL should be used

during pregnancy only it the potential benefit justifies the potential risk to the fetus.

FOR TYPE II DIABETES,

TODAY'S LIFE DEMANDS

When diet alone fails in NIDDM...

Glucotrol
CglipizideD 5-mg and 1O-mg

Scored Tablets

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.

Nonteratogenlc 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 ol agents with prolonged hall-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 ba considered if

nursing is to be continued.

Pedlatric 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. Ol 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, morbilliform or maculopapular eruptions, urticaria, pruritus, and eczema have

been reported in about one in 70 patients. These may be transient and may disappear despite continued use of GLUCOTROL; if skin

reactions persist, the drug should be discontinued. Porphyria cutanea tarda and photosensitivity reactions have been reported

with sulfonylureas.

Hematologlc: 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 ol

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), (NDC 59012-411-66); 500's (NDC 0049-4110-73), (NDC 59012-411-73); Unit Dose 100'S

(NDC 0049-4110-41), (NDC 59012-411-41).

10 mg Bottles: 100's (NDC 0049-4120-66). (NDC 59012-412-66); 500's (NDC 0049-4120-73), (NDC 59012-412-73); Unit Dose

100'S (NDC 0049-4120-41), (NDC 59012-412-41).

CAUTION: Federal law prohibits dispensing without prescription.

More detailed professional Information available on request.

GC158A93 ©1993, Pfizer Inc

Ptaitt
Pharmaceuticals
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Information,

...at your fingertips.
Keep one year of DIABETES CARE (12 issues) at hand
with one slipcase or binder. Bound in attractive blue
leatherette and embossed with gold lettering, each makes a
handsome addition to your library. And each comes with
gold transfers, allowing you to personalize your volume
further. These durable, stylish cases make affordable gifts
as well.

SLIPCASES: $7.95 each, three for $21.95, six for $39.95
BINDERS: $9.95 each, three for $27.95, six for $52.95

MAIL TO: Jesse Jones Industries, Dept. DIAB-C
499 East Erie Avenue, Philadelphia, PA 19134

Please send cases; binders

. Add $1 per item for Postage andEnclosed is $
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Outside U.S.A. add $2.50 per item (U.S. funds only).
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Address
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(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
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GLUCOMETER EUTE.

No buttons...
With the new GLUCOMETER EUTE Diabetes Care
System, there are no buttons to push, no test
strips to wipe or blot. Your patients just insert the
GLUCOMETER ELITE Test Strip to activate the
meter, touch blood to the tip of the strip, and read
the results in 60 seconds. It's the first system for
diabetes self-care that's more than technique-
independent. It's virtually technique-free.

The meter designed
with your patients in mind.
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e new standard
for simplicity

...no bother!
There's no cleaning, no messy test pads to cover.
Even the right amount of blood is determined
automatically. The sample is applied with a touch
to the tip of the strip. Unique test strip design
draws in just the right amount, uses less blood
than any other blood glucose meter, and senses
when to start the test. There's less chance of con-
tamination or operator error. And more reason
to expect consistent and accurate results.
Contact your Miles Inc., Diagnostics Division
representative, or call toll-free 1-800-445-5901
for more information today.

new

GLUCOMETER ELITE
Diabetes Care System

MILES
Diagnostics Division
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Tairytown, NY 10591



JUST RELEASED!

1
Diabetes: 1993 Vital Statistics

AND

BRAND NEW!

Direct and Indirect Costs of Diabetes in the United States in 1992

The Statistics are in...

...and the American Diabetes Association has
compiled them in the newly revised and updated
Diabetes: 1993 Vital Statistics. This handy reference
summarizes important information about diabetes and
its complications, with more than 40 charts and graphs
highlighting the latest statistics on:

Number of People with Diabetes
Risk Factors
Treatment
Prevention
Effect on Minorities

And it's all presented in an easy-to-use format so
you can access nearly any statistic you need-instantly!
It's perfect for the researcher, diabetes educator, or
anyone interested in the most up-to-date findings on
diabetes and its complications. Softcover, 60 pages,
1993.

The Burden of Diabetes

The cost of diabetes in the United States has risen a
staggering 350%, to more than $90 billion, over the
past five years. Direct and Indirect Costs of Diabetes
in the United States in 1992, new from the American
Diabetes Association, examines the economic impact of
diabetes on our nation.

Since our 1987 study, we've updated previous
estimates with more complete and comprehensive

information about:

• Incidence and Prevalence of Diabetes in the U.S.
• Rate of Utilization of Health-Care Services for

Treatment of Diabetes and Associated Direct
Medical Costs

• Morbidity, Mortality and Associated Indirect Costs

This book provides vital information for anyone
interested in diabetes advocacy, health-care reform,
research, or generating public awareness of the impact
diabetes has on this country. Softcover, 32 pages,
1993.

Get your hands on the newest and most vital
information available - order your copies today!

YES! Please send me:
Diabetes: 1993 Vital Statistics (#PMDVS93)

ADA Members: $12.95; Nonmembers: $14.50 x copies =
Direct and Indirect Costs of Diabetes (0PMDIC92)

ADA Members: $11.25; Nonmembers: $12.50 x copies =
Publications Subtotal $,

VA residents add 4.5% State Sales Tax $.
Add Shipping & Handling (see chart) $.

Grand Total $

Name
Address
City/State/Zip

Payment enclosed (check or money order) OR
Charge my: VISA MasterCard
Account Number
Signature

American Express_

PCA93O1

Exp. Date.

Shipping & Handling Chart
up to $5.00 add $1.75
$5.01-$10.00 add $3.00
$10.01-$25.00 add $4.50
$25.01-$50 add $5.50
over $50...add 10% of order

Make checks and money orders payable
to the American Diabetes Association.

Please allow 2-3 weeks for delivery.
Add $3.00 to shipping & handling for
each additional shipping address.
Foreign orders must be paid in U.S.
funds, drawn on a U.S. bank. Prices
subject to change without notice. Pay
by check, money order, or credit card.

Mail to: American Diabetes Association, 1970 Chain Bridge Road, McLean, VA 22109-0592



In hypertension or in angina

PATIENTS ARE DIFFERENT

THEIR TREATMENT DOESN'T NEED TO BE.
^ ^ once-a-day c

PROCARDIA
* 2 (nifedipine)extended release

"" ^ Tablets 30mg,60mg and 90mg GITS
Please see brief summary of prescribing information on adjacent page.

© 1993, Pfizer Inc



THE #1 PRESCRIBED CARDIOVASCULAR
AGENT IN THE US*

PROCARDIA
(nifedipine)extended release

Tablets 30mg, 60mg and 90mg GITS

Side effects include peripheral edema, which is not associated with fluid retention, and headache
In controlled clinical trials of 776 patients with PROCARDIA XL, edema resulted in discontinuation of
therapy in 2.6% of patients1

*Based on hypertension and angina agents use during the 6 months ending June 1993. NPA Plus™, IMS America, Ltd., 1993.
1. Data on file. Pfizer Inc, New York, NY.

Briel Summary
PROCARDIA XL0 (nifedipine) 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 nifedipine-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 Blacker 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 nsk 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-delormable 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 ingestion of PROCARDIA XL
Laboratory Tests: Rare, usually transient, but occasionally significant elevations of enzymes such as alkaline phosphatase, CPK,
LDH, 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. Umited 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
tor 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.
Carcinogenesis, Mutagenesis, 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 mutagenicity 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; musculoskeletal: arthralgia, leg cramps; respiratory: chest pain
(nonspecific), dyspnea; urogenital: impotence, poryuria.

Other adverse reactions were reported sporadically with an incidence of 1.0% or less. These include: body as a whole/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, hypeiionia, hypoesthesia, migraine,
paroniria, tremor, vertigo; dermatologic: alopecia, increased sweating, urticaria, purpura; gastrointestinal: eructation, gastro-
esophageal reflux, gum hyperplasia, melena, vomiting, weight increase; musculoskeletal: 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/repmductive: 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. Myocardial infarction 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 October 1992

Printed on recycled paper HD969A93 1993, Pfizer Inc
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It'sd
to test their b

ifficult to get your patients
ood glucose as often as they should.

Or is it?

You advise your patients with diabetes to test their blood glucose
levels several times a day. They tell you they will, but inevitably
they don't because it's time consuming, inconvenient and
difficult. Well, we've changed all that with the Companion™ 2.
We've made testing automatic. Insert the test strip, add a small
drop of blood, wait only 20 seconds and you're done.
Our biosensor technology has made it easier than ever to quietly and
discreetly test blood glucose levels. And there's no cleaning,
which means no contamination. And the Companion 2 is also
exceptionally accurate. For more information, call us at
1-800-537-3575. Tell your patients about the Companion 2.
We think it will make both of you feel a lot better.

flJfMEDISENSE

Companion^



American Diabetes Association's

January 28 - 30,1994
The Westin Hotel at Copley Square, Boston, Massachusetts

FRIDAY, JANUARY 28 SATURDAY, JANUARY 29

The Epidemiology of Diabetes and Other Risk Factors for
Cardiovascular Disease

The Topography of Obesity and the Risk for Coronary Heart
Disease

Diabetes and Basic Mechanisms of Atherosclerosis

The Relationship Between Diabetes, Dyslipidemia, and
Coronary Heart Disease

Plaque Regression: Will it Work for Patients with Diabetes?

Management of Diabetic Dyslipidemia

Diabetic Nephropathy: Prevention/Treatment

Diabetic Neuropathy

Diabetic Foot Care

Nutritional Issues in the Management of NIDDM

Dietary Supplements (Antioxidants and Magnesium) in the
Treatment of Atherosclerosis

New Forms of Therapy for Diabetes: Insulin, Insulin-like
Sensitizers, Aminoguanidine

Postgraduate Course Satellite Conference
Strategies tm Implementing Tight Control in Patients
witty Type / and Type // Oiah&tes
When: January 26-27,1994

Where: The Westin Hotel at Copley Square, Boston, MA

Sponsors: The American Diabetes Association's Council
on Behavioral Medicine and Psychology and The National
Institutes of Health's National Institute of Diabetes and
Digestive and Kidney Diseases

Program Overview: The DCCT results have made it clear
that tight metabolic control prevents and/or reduces the
occurrence of the complications of diabetes. There is
now a need to focus on how to achieve tight control
across diverse patient groups. This conference will focus
on the identification of barriers to achieving tight control
and practical strategies for overcoming these barriers.
The program will include interactive discussions with
conference speakers, as well as hands-on small group
workshops.

For more information:
Contact ADA Meeting Services Department
(see address/phone number at right).

Additional Insights from the Diabetes Control and
Complications Trial (DCCT)

Complications/Adverse Effects

Application: IDDM

Implications: NIDDM

The Economics: Cost/Benefit of Intensive Therapy

Management of Thyroid Nodules

Prevention and Treatment of Osteoporosis

Management of Pituitary Tumors

Dietary Recommendations and Carbohydrate Counting

Insulin Management: What Are the Options?

Educational Strategies: What Works Best?

Minuteman Statue
Concord, MA



A khMMti of the 41stAMnual Advanced Postgraduate Course is the
latest information on follow-up pom ike DCCT, The most up-to-date
findings in clinically)-•-•'based research on topics in diabetes will also be
presented by lending experts in the field. In addition, sessions focussing
on endocrinology issues other than diabetes will be featured throughout
the program. Call now for registration information, and join your
colleagues for this outstanding educational opportunity!

SUNDAY, JANUARY 30

Concurrent Sessions —

Q'fiCG';u<'l3 'U@{°)uGG (l[fd [J!7u&®(<i7ujb®j®(°j£7

Thyroid Disease in Pregnancy

The Role of Biochemical Evaluation in the Treatment of
Osteoporosis

Medullary Thyroid Cancer

Endocrinology of Prostatic Disease

Polycystic Ovary Syndrome

The Relationship of Thyroid Disease to Diabetes

Diabetes Throughout the Hormonal Lifecycle of the Woman

Adaptive Diabetes Education for the Visually-Impaired Patient

Presentation of the American Diabetes Association's Revised
Nutritional Recommendations

The Role of the Diabetes Educator in Health Care Reform

USS Constitution/
Bunker Hill Monument

Fanuiel Hall Market/
Custom House Tower

Boston is a mix of colonial charm
and urban sophistication. With
an array of diverse and interesting
attractions, one is never at a loss
for something to do. Boston's
many museums, concert halls,
theaters, and restaurants are
always abuzz with activity and
excitement. From the internation-

ally acclaimed Museum of Fine Arts and Museum of
Science to the famous Boston Symphony Orchestra and
Boston Pops, the cultural and entertainment options are
bountiful.

Located in the prestigious Copley Square, the Westin
Hotel makes the most of everything Boston has to offer.
The hotel is connected to the Copley Place Galleria, a
shopping gallery of 100 fine shops, anchored by Neiman-
Marcus and Tiffany's, a nine-screeen cinema, restaurants,
and a 60-foot skylit atrium. The hotel is serviced by two
stops on the convenient "T" subway system, and is just a
short walk to Newbury Street, a trendy collection of
specialty shops, services, and cafes. There are more than
350 cultural activities within a one-mile radius of the
hotel. The Westin Hotel is the ideal location for the
41st Annual Advanced Postgraduate Course.

A American Diabetes Association®

Meeting Services Department,
1660 Duke Street, Alexandria, VA 22314

Phone: 703/549-1500, x330

Fax: 703/836-7439



NEW FROM THE AMERICAN DIABETES ASSOCIATION

Medical Management
of

Pregnancy Complicated
by Diabetes

t he Latest in ADA's Clinical Education Series

IN-DEPTH SECTIONS INCLUDE:
^ Prepregnancy Counseling •
^ Contraception ^
^ Psychological Impact of

Diabetes and Pregnancy ^
^ Monitoring ^
^ Morning Sickness •
^ Nutritional Management

Use of Insulin
Diagnostic Testing and
Fetal Surveillance
Gestational Diabetes
Neonatal Care of Infants
GDM Postpartum
Follow-Up

Softcover, 136 pages, 1993
Members $29.95
Nonmembers $33.50

Tabbed and
Completely Indexed
for Quick Reference
Concise, Practical,
and Easy to Use
Ideal for the Busy
Clinician

"Outstanding! It clearly presents an
enormous amount of extremely
Important and current information."

—Steven G. Gabbe, M.D.
Professor and Chairman, Ohio State Department
of Obstetrics and Gynecology

"Comprehensive, well written, and
timely in its scientific content and its
emphasis on the various roles played
by each member of the diabetes care
team...a wonderful resource."

— Cheryl Hunt, RN, MSEd, CDE
President, American Association of Diabetes
Educators

"Succinct, well-organized, and easy to
read."

—E. Albert Reece, M.D., American College of
Nutrition

Medical Management of Pregnancy Complicated by
Diabetes—the first and only comprehensive guide of its
kind written for the busy health-care professional. You'll
find this practical guide an indispensable reference you'll
turn to again and again.

This complete package of counseling and management
methods will help ensure the health of your patients and
their babies.

Medical Management of Pregnancy Complicated by Diabetes is vital
for all members of the health-care team. It is filled with
techniques for managing and controlling blood glucose
levels from the time of conception—a key element to en-
suring a successful pregnancy, free of complications. And
this valuable guide zeros in on specific treatment pro-
tocols, so you don't have to take time wading through vol-
umes of reference material.

Order Today!
Don't delay! This all-in-one reference is a must for your
professional practice. Simply complete the coupon below
and return it with your payment, including postage and
handling.

YES! Please send me . copies of Medical Manage-
ment of Pregnancy Complicated by Diabetes.- ADA Members,
$29.95; Nonmembers, $33-50

Publications Subtotal

VA Residents add 4.5% State Sales Tax

Add Shipping & Handling (see Chart)

Total

Name

Address

City State Zip
PCA9302

Please make checks payable to: American Diabetes Association

For credit card orders: • MC D VISA (Check One)

Print name as it appears on card

Credit card number Exp. Date

Signature

Mail to: American Diabetes Association, 1970 Chain Bridge Road,
McLean, VA 22109-0592

Shipping & Handling Chan (calculate using publications subtotal)
$25.O1-$5O.OO $5.50 over $50.00 10% of order

Please allow 2-3 weeks for delivery. Add $3.00 to shipping and handling for each additional
shipping address. Foreign orders must be paid in U.S. funds, drawn on a U.S. bank. Prices
subject to change without notice. Pay by check, money order, or credit card.



Why are more and more doctors

"Having diabetes isnt easy,
but the B-D ULTRA-FINE Insulin Syringe Needle

helps make it a little more comfortable!1

The ultra-comfortable B-D Insulin Syringe with
the ULTRA-FINE™ Needle gives your patients all the
quality, accuracy, ease and comfort you have
come to expect from B-D. Plus ...
the thinnest syringe needle ever.

The next generation of
injection comfort.

B-D and ULTRA-FINE are trademarks of Becton Dickinson and Company DIABETES CARE



n e D u c e

It's true! The GLUCOMETER ENCORE™ QA System
makes an impressive impact on every level of
bedside blood glucose quality control.

Technique-independent simplicity streamlines your
procedures with no-wipe testing and easy, efficient
techniques. The GLUCOMETER ENCORE QA
System takes the trouble out of personnel training
while making quality control programs across your
institution more convenient and less complicated.

You can reduce paperwork with automatic quality
control reports in standard laboratory formats. With
pushbutton ease, the GLUCOMETER ENCORE QA
System helps you meet accreditation standards
and document the proficiency of your personnel.

Laboratory-quality hexokinase technology maxi-
mizes accuracy by providing excellent correlation
with serum or plasma glucose analysis.
The GLUCOMETER ENCORE QA System utilizes
advancements in technology to help you master
every challenge of bedside blood glucose
quality control.

For more information, call 1-800-445-5901 or
contact your Miles Inc., Diagnostics Division
representative.

MILESTONES
^ ^ IN DIAGNOSTICS

© 1993 Miles Inc.
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GLUCOMETER ENCORE QA ACCURACY-Hospital Ward Study
600'
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Hexokinase technology lets the GLUCOMETER ENCORE QA System
achieve excellent correlation with laboratory methods. (Hitachi reference.)

GIUCOM6TGR6NCOR6 Qfi
SYSTEM

MILES Up
Diagnostics Division
Miles Inc.
Tarrytown, NY 10591
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Imagine going to a seminar with the world's leading diabetes

investigators ... without leaving your office

If you're like the average clinician treating diabetes, you probably have a tough time
keeping up with all of the latest basic and clinical diabetes research. Diabetes Reviews,
the new quarterly review journal from the American Diabetes Association, can help. In
it's pages, top investigators discuss their latest findings, explain how they relate to pre-
vious data, and point out the clinical significance of the work. Each issue is like com-
pleting a postgraduate course in diabetes.

Contributors are chosen to offer the broadest possible perspective on a given subject.
Diabetes Reviews will cover the topics that clinicians face most often, including:

complications of IDDM and NIDDM
methods of achieving and effects of good glycemic control
drug treatment, including mechanism of action
exercise therapy
management of lipid disorders

[ epidemiology of diabetes and its complications
and much more

Edited by noted diabetes investigator Ralph DeFronzo of the University of Texas, Dia-
betes Reviews will bring you to the frontiers of diabetes research. It is a must read for
any clinician who wants to keep up-to-date on the most quickly advancing areas of clini-
cal and basic research.

Please begin my charter subscription to Diabetes Reviews* My payment of $30 is enclosed (outside the
US, Canada, & Mexico please enclose $41).

Name/Degree:
Address:

City: State: Zip:
J3ADCR1

Return this form with payment to: American Diabetes Association
Professional Journal Subscriptions
1660 Duke Street
Alexandria, VA 22314

Method of payment:
[ ] Check or money order [ JVISA [ ] MasterCard [ ] American Express
Card #:
Exp Date:
Signature:

* Diabetes Reviews begins quarterly publication with the March 1993 issue. All orders must be paid in US funds,
drawn on a US bank. Canadians add 7% GST tax.
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INSTRUCTIONS FOR PREPARATION OF ABSTRACTS
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including a brief statement of the purpose of the study or
why it was done, the methods or what was done, the results
observed, and the author's conclusions based on the re-
sults. Actual data should be summarized. It is inadequate
to state "The results will be discussed" or "The data will be
presented." Tables may be used to present data (refer to
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subject matter of my presentation. A relevant duality of interest includes employment, ownership of stock, membership on a
standing committee or on the board of directors, receiving honoraria or consulting fees, or receiving financial support or grants
for research. Company is defined as a for-profit concern engaged in the development, manufacture, or sale of pharmaceutical or
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By answering yes, ADA will disclose the existence of the relevant duality of interest. ADA will make the disclosure by placing
an asterisk by the author's name(s) in the program. The asterisk will refer to the following statement in the program book:

"This presenter (denoted by an asterisk next to his/her name in the program) has indicated that he/she has a relationship which, in the context
of the subject of his/her presentation, could be perceived to represent a relevant duality of interest. The relationship is between the author
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September 28 - 30, 1993
Seattle, Washington

Recognition Conference
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January 25-26, 1994
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January 28 - 30, 1994
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Research Symposium
April 1994
Location TBA

54th Annual Meeting and Scientific Sessions
June 11 - 14, 1994
New Orleans, Louisiana
Abstract Deadline: Friday, January 7, 1994

For more information and registration forms, contact the American
Diabetes Association, Meeting Services Department,

1660 Duke Street, Alexandria, VA 22314;
phone: (703) 549-1500, ext. 330; fax: (703) 836-7439.



/////////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 (HbAlc) 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 HbAl c

As
As
As

Interpretation

p& controlled diabetic

within the
weeks

or
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
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Two
Reasons to
Join ADA

Today:

You Choose the Journals
You Want to Receive!

Join Now and You Save on
Scientific Sessions Registration

Introducing ADA'S Cafeteria-Style Membership
The American Diabetes Association now offers two low-priced
Professional Section membership options that let you receive the
publications you want—at a price that fits your budget.

Category I-Entitles you to choose between Diabetes or Diabetes
Care, plus the opportunity to subscribe to additional ADA journals
at reduced member prices. Please note, physicians must join this
category.

Category II-Entitles you to Diabetes Spectrum, plus the opportunity
to subscribe to additional ADA journals at reduced member prices.

Both membership categories offer a wide range of benefits,
including discounts on ADA's Scientific Sessions, Postgraduate

Course, and other educational programs; the Professional Section
Membership Directory; eligibility for ADA research grants and
awards; one free Professional Section Council membership; local
ADA affiliate membership; the Professional Section News; and
Clinical Practice Recommendations and a discount to BRS Colleague.

Iii'Training Membership Rates
You are eligible to become a Member-In-Training if you have
received your first professional degree within the last five years.
This qualifies you for dues at half-price. Also, you will be eligible
to subscribe to additional ADA journals at the same reduced rates
as other members.

Exclusive Member Benefits
Your Choice of Publications
Diabetes—the world's most-cited journal of basic diabetes research
brings you the latest findings from the world's top scientists.

Diabetes Care—the premier journal of clinical diabetes research
and treatment. Diabetes Care keeps you current with original
research reports, commentaries, and reviews.

DiabetesReview Issues—the comprehensive but concise review
articles in ADA's newest journal are a convenient way for the busy
clinician to keep up-to-date on what's truly new in research.

Diabetes Spectrum—translates research into practice for nurses,
dietitians, and other health-care professionals involved in patient
education and counseling.

Clinical Diabetes—For the primary-care physician as well as other
health-care professionals, this newsletter offers articles and abstracts
highlighting recent advances in diabetes treatment.

Diabetes Forecast—ADA's magazine for patients and their families
features advice on diet, exercise, and other lifestyle changes, plus
the latest developments in new technology and research. It is a
valuable tool for patient education.

1994 Scientific Sessions Abstract Book—given out at the door to
all Scientific Sessions attendees, the Abstract Book is available
through the mail, for a small fee, if you want to receive an advance
copy or are unable to attend the meeting.

Professional Section News
This quarterly newsletter highlights Professional Section events and
other ADA news.

FREE Council Membership
Professional Section Councils give you an opportunity to network

with members from different specialties who share your interest in a
specific area of diabetes research or care. One free Council
membership is included with your membership. Additional
Council memberships are available for $25 each.

Membership Directory Listing
Your link to a valuable network of more than ten thousand diabetes
experts. Locate your colleagues by specialty, location, and
Professional Section Council membership.

Eligibility for ADA Research Grants and Awards
An exclusive benefit. Only members of the Professional Section
are eligible to receive ADA grants that support diabetes research.
In addition, annual awards are presented to physicians, diabetes
educators, and researchers to honor outstanding performance.

Discounts on ADA Scientific and Medical Programs
Save on registration for ADA's Scientific Sessions, Postgraduate
Course, and ADA-sponsored symposia. ADA meetings are
accredited for CME credits.

Local Affiliate Membership
Your Professional Section membership also entitles you to
membership in your local ADA affiliate where you can participate
in patient and professional education programs, network with other
professionals, and actively participate in shaping the future of ADA.

Clinical Practice Recommendations
This extensive guide details the current ADA standards of clinical
care. The position statements and technical reviews in Clinical
Practice Recommendations are convenient and important resources
for all health-care professionals who care for people with diabetes.
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. Psychiatry (PS)
Psychology (PC)

. Public Health (PH)
Research (RE)

.Social Work (SW)
Surgery (SU)
Urology (UR)
Other:

Primary Practice Setting (please check one):

Private/group practice
Pharmaceutical/Manufacturing

FREE COUNCIL MEMBERSHIP
Please check your selection(s). Professional Section members receive one free Council membership. Additional Council Memberships are available for $25 each.

Hospital
Public Health Pharmacy

: University/Academic
' Nursing Home

i Private Research Center
i Home Health

Government
Other

Council on Complications (TT)
Council on Diabetes in Pregnancy (BB)
Council on Diabetes in Youth (EE)
Council on Behavioral Medicine
and Psychology (PP)

Council on Education (SS)
Council on Foot Care (RR)
Council on Epidemiology and Statistics (CC)
Council on Clinical Endocrinology, Diabetes
& Metabolism (SS)

MEMBERSHIP CATEGORY/DUES INFORMATION
Please check appropriate membership category and journal selections. Physicians must

select Category I.

Category I
Regular : i $100
Regular In-Training ! $ 50
International : : $155
International In-Training : ; $ 105

If you choose: Category I
Please select either

] Diabetes or,
'. Diabetes Care

ADDITIONAL JOURNAL SUBSCRIPTIONS

Category II
. ; $50

:$25
: : $ 6 5
: : $40

Category II
members automatically
receive Diabetes Spectrum

Regular
:: $50
. : $50
: • $ 3 0

' $15
• $10

; : $10
; : $10

Diabetes (monthly)
Diabetes Care (monthly)
Diabetes Review Issues (quarterly)
Diabetes Spectrum (bimonthly)
Diabetes Forecast (monthly)
Clinical Diabetes (bimonthly)
Abstract Book (annual)
(for 1994 Scientific Sessions)
** Includes all members outside the U.S., Canada and Mexico.Prices reflect a charge for expedited delivery service.

International"
i ; $105
r : $105
. : $41
:.: $30
:.: $35
: : $16
: : $18

Council on Exercise (XX)
Council on Health Care (DD)
Council on Nutritional Sciences and Metabolism (AA)
Council on Molecular, Cellular & Biochemical
Aspects of Diabetes (MM)

SEND YOUR APPLICATION TODAY!
I am enclosing

Amount Enclosed

Payment Enclosed
Charge my [ J VISA

Card*

for a DNew DRenewed Membership
for additional publications
for additional councils
for 7% GST (Canadian members only:
applies to total of A, B, & C)

MasterCard

Exp. Date.

Signature

Questions? Call ADA Customer Service at 1-800-232-3472, ext. 343 or
(703) 549-1500 ext. 343. Or fax to (703) 549-6995
The portion of membership dues set aside for publications is as follows:

Category I: Diabetes or Diabetes Care $50 Category II: Diabetes Spectrum $15

Please albvj 7-9 weeks for order processing

American Diabetes Association
Professional Section Membership
Department 0028
Washington, DC 20073-0028 J3ADCM1



CLASSIFIED
ADVERTISING

Diabetes Care Classified Ad rates are:

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

% 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 University of Manitoba
Faculty of Medicine

The Diabetes Research
and Treatment Centre

ASSISTANT OR ASSOCIATE
PROFESSOR

The Diabetes Research and Treatment Centre, and interdiscipli-
nary centre within the Faculty of Medicine at the University of
Manitoba invites application for two contingent faculty positions at
the level of Assistant or Associate Professor.

Applicants should have a Ph.D., M.D. or equivalent and 3 years
of postdoctoral experience in Diabetes Research. Preference will
be given to applicants with research interests in the area of
molecular genetics or diabetic complications. The primary ap-
pointment will be in the Department of Medicine with the possi-
bility of a conjoint appointment in an appropriate basic Science
Department.

The successful candidate will be expected to direct independent
research projects and teach both graduate and medical students.
Salary will be commensurate with qualifications and experience.

The University of Manitoba encourages applications from quali-
fied women and men, including members of visible minorities,
Aboriginal people and persons with disabilities. The University
offers a smoke-free environment, save for specially designated
areas. Priority consideration will be given to Canadian citizens
and permanent residents.

Please send your resume, statement of research goals and
names of three referees by November 30, 1993 to Dr. L. J.
Murphy, Director, Diabetes Research and Treatment Centre,
Faculty of Medicine, University of Manitoba, Room 435, Ba-
sic Medical Science Bldg., 730 William Avenue Winnipeg,
Manitoba, Canada R3E 0W3.

ST. LUKE'S-KOOSEVELT

A University Hospital of Columbia University
College ol Physicians & Surgeons

MEDICAL DIRECTOR
JOSLIN DIABETES CENTER
St LukeVRoosevelt Hospital Center, a 1315-bed voluntary teaching hospi-
tal of Columbia University College of Physicians and Surgeons, seeks an
experienced academic clinician to oversee the practice related affairs of its
newly created affiliate of the world-famous JOSLIN DIABETES CLINIC.

The Medical Director will be responsible for clinic medical practice, clinical
research, house staff training and communication with Boston Affiliated Cen-
ters. The position is based in the Division of Endocrinology, Diabetes, and
Nutrition of the Department of Medicine and involves 25% clinical research.

Qualified candidates will possess an MD degree from an accredited school,
residency training in internal medicine and be Board Certified in
Endocrinology/Metabolism with a minimum of five years experience in dia-
betes management, house staff training and clinical research. Eligibility for
academic appointment at Columbia University, College of Physicians and
Surgeons is essential.

We offer an excellent compensation package
and new state-of-the-art facilities that have been
designed to meet today's complex health care
needs. Please forward CV to: Xavier Pi-Sunycr,
MD, Division of Endocrinology and Diabetes,
St. LukeVRoosevelt Hospital Center, 1111
Amsterdam Avenue, New York, NY 10025.
An Equal Opportunity Employer M/F/D/V.



DCCTCONCLUDES: INTENSIVE CONTRO
anes

HbAlc
Introducing the DCA 2000™Analyzer

that makes easy HbAlc testing possible in your office

Easy procedure
Simple steps enable in-office
convenience in hemoglobin
Aic testing.

• Test requires only 1 (iL of
whole blood collected in a
capillary holder.

• Capillary holder is inserted
into a reagent cartridge and
placed into analyzer.

• No manual calculations...
results are automatically
displayed.

Easy to interpret
High-level accuracy achieved
in clinical studies from
multiple sites ensures quality
performance.

• Correlation of 0.99 indicates
excellent agreement with HPLC
methods.

• Coefficients of variation
less than 5% show the analyzer's
excellent precision.

* Findings of the Diabetes Control and Complications Trial
(DCCT) on file at Miles Inc.

tADA position statement: Standards of medical care for patients
with diabetes mellitus. Diabetes Care 12:365-68,

© 1993 Miles Inc.

989.

Easy patient management
With 9-minute HbAlc results,
consultation with patients can
occur during the office visit.

• Eliminate days of waiting
for send-out HbAlc results.

• No telephone call-backs...
patients can be immediately
advised of needed adjustments
in their blood glucose control.

• The DCA 2000 Analyzer
makes it easy to follow the ADA
position statement for regular
HbAk testing^



REDUCES DIABETES COMPLICATIONS

ASAP
ic made easy with the

DCA2000mAnalyzer

For more information about the DCA 2000 Analyzer, contact
your Miles representative or call toll-free, 1-800-H5-5901.

The DCA 2000 Analyzer
MILES
Diagnostics Division
Miles Inc.
Tarrytown, NY 10591



A Employers:
Do you have a vacancy to fill...

<g) or do you need additional staff?

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

Resumes are available to assist your
search and they are standardized and
categorized by degree for quick and easy
review. PLUS... our candidates are the
cream of the crop!

This valuable resource is current for a
year so

ORDER YOUR 1993-94 RESUME
BOOK NOW!

Contact:

American Diabetes Association
Placement Service

% Christine Whorton
9966 N. Bighorn Butte

Tucson, AZ 85737
TEL (602) 544-2760 FAX (602) 297-4466

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

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

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

This valuable resource is current for a
year so

ORDER YOUR POSITIONS
BOOK NOW

while great jobs are still available!

Contact:

American Diabetes Association
Placement Service

% Christine Whorton
9966 N. Bighorn Butte

Tucson, Az 85737
TEL (602) 544-2760 FAX (602) 297-4466

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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BP control
without compromise

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 and CONTRAINDICATIONS).

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

Please see adjacent page for brief summary of prescribing information.

©ISSiZEMECAIne,
SOM-825I



Ze8tril®(lis!noprll) Available in 5 mg (scored), 10 mg, 20 mg, 40 mg, tablets Zestrll®(lisinopril)

BRIEF SUMMARY FOR FULL PRESCRIBING INFORMATION, SEE PACKAGE INSERT

USE IN PREGNANCY
When used In pregnanty during the second and third trimesters, ACE Inhibitors can cause injury and even death to I ts developing fetus. When pregnancy
is detected, ZESTRIL should be discontinued as soon as possible. See WARfflKGS, Fetal/Neonatal Morbidity and Mortality.

INDICATIONS AND USAGE: Hypertension: ZESTRIL is indicated for the treatment of hypertension. It may be used alone as initial therapy or concomitantly with other

Heart Failure: ZESTRIL is indicated as adjuncts therapy in the management of heart failure in patients who are not responding adequately to diuretics and digitalis.
In using ZESTRIL, consideration should be given to the fact that another angiotensin converting enzyme inhibitor, captopril, has caused agranulocytosis,

particularly in patients v.tth renal impairment or collagen vascular disease, and that available data are insufficient to show that ZESTRIL does not have a similar risk.
(See WARNINGS.)
CONTRAINDICATIONS: ZESTRIL is contraindicated in patients who are hypersensitive to this product and in patients with a history of angioedema related to previous
treatment with an angiotensin converting enzyme inhibitor.
WARNINGS: Angioedema: Angioedema ol tns face, extremities, lips, tongue, glottis and/or larynx has been reported in patients treated with angiotensin converting
enzyme Inhibitors, including ZESTRIL. In such cases, ZESTRIL should be promptly discontinued and appropriate therapy and monitoring should be provided until
complete and sustained resolution of signs and symptoms has occurred. In instances where swelling has been confined to the face and lips ttie condition has
generally resolved without treatment, although antihistamines have been useful in relieving symptoms. Angicedema associated n t h laryngeal edema may be fatal.
Where there is Involvement of the tongue, glottis or laryni, likely to cause airway obstruction, appropriate therapy, eg, sutataneous epineptirire solution
1:1000 (0.3 m l to O.S rnL) and/or measures necessary to ensure a patsrrl airway should be promptly provided. (See ADVERSE REACTIONS.)

Hypotension: Excessive hypotension is rare in patients with uncomplicated hypertension treated with ZESTRIL alone.
Patients with heart failure given ZESTRIL commonly have some reduction in blood pressure, with peak blood pressure reduction occurring 6 to 8 hours postdose,

but discontinuation of therapy because of continuing symptomatic hypotension usually is not necessary when dosing instructions are followed: caution should be
observed when initiating therapy. (Sea DOSAGE AND ADMINISTRATION.)

Patients at risk of excessive hypotension, sometimes associated with ollgaria and/or progressive azotemia, and rarely with acute renal failure and/or death, include
those with the following conditions or characteristics: tart failure with systolic blood pressure belov/100 mm Kg, hyponatremia, high dose diuretic therapy, recent
intensive diuresis or increase in diuretic dose, renal dialysis, or severe volume and/or salt depletion of any etiology. It may be advisable to eliminate the diuretic
(except in patients with heart lailure), reduce the diuretic dose or Increase salt intake cautiously before initiating therapy with ZESTRIL in patients at risk for excessive
hypotension who are able to tolerate such adjustments. (See PRECAUTIONS, Drug Interactions and ADVERSE REACTIONS.)

In patients at risk of excessive hypotension, therapy should be started under very close medical supervision and such patients should be followed closely for the
first too weeks of treatment and whenever the dose of ZESTRIL and/or diuretic is increased. Similar considerations may apply to patients with ischemic heart or
ccrebrovascular disease, in whom an excessive fall in blood pressure could result in a myocardial infarction or cerebrovascular accident

If excessive hypotension occurs, the patients should be placed in the supine position and, if necessary, receive an intravenous infusion of normal saline. A
transient hypotsnsive response is not a contraindication to further doses of ZESTRIL which usually can be given without difficulty once the blood pressure has
stabilized. If symptomatic hypotension develops, a dose reduction or discontinuation of ZESTRIL or concomitant diuretic may be necessary.

Neutropenla/Agranulocytosis: Another angiotensin converting enzyme inhibitor, captopril, has been shown to cause agranulocytosis and bone marrow
depression, rarely in uncomplicated patients but more frequently in patients with renal impairment especially if they also have a collagen vascular disease. Available
data from clinical tmls of ZESTRIL are insufficient to show that ZESTRIL does not cause agrandecytosis at similar rates. Marketing experience has revealed rare
cases of neutropenia and bone marrow depression in which a causal relationship to lisinopril cannot be excluded. Periodic monitoring of white blood cell counts in
patients wilh 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 literature. 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 v.ith fetal and neonatal injury, including hypotension, neonatal
skull hypopl3sia, anuria, reversible or irreversible renal failure, and death. Oligohydramnios has also been reported, presumably resulting from decreased fetal renal
function: oligohydramnios in this setting has been associated with fetal limb contractures, craniotactal deformation, and hypoplastic lung development. Prematurity,
intrauterina growth retardation, and patent ductus arteriosus have also been reported, although it is not clear whether these 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 alternative to ACE inhibitors will be found. In these rare cases, the mothers should be
apprised of the potential hazards to their letuses, and serial ultrasound examinations should be performed to assess the intra-amniotic environment.

If oligohydramnios is observed, ZESTRIL should be discontinued unless it is considered lifesaving for the mother. Contraction stress testing (CST), a nonstress
test (NST), or biophysical profiling (BPP) may 03 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 utero exposure to ACE inhibitors should be closely observed for hypotension, oliguria, and hyperkalemia. If oliguria occurs, attention
should be directed toward support of blood pressure and renal periusion. Exchange transfusion or dialysis may be required as means of reversing hypotension
and/or substituting for disordered renal function. 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 Ui3 renin-angiotensin-aidosterone system, changes in renal function may be
anticipated in susceptible individuals. In patients with severe congestive heart failure whose renal function may depend on the activity of the renin-angiotensin-
aldosterone system, treatment with angiotensin converting enzyme inhibitors, including ZESTRIL, may be associated with oliguria and/or progressive azotemia and
rarely with acute renal failure and/or death.

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

Some patients with hypertension or heart lailure with no apparent preexisting renal vascular disease have developed increases in blood urea nitrogen and serum
creatinine, usually minor and transient, especially when ZESTRIL has been given concomitant^ with a diuretx This is more likely to occur in patients with pre-
existing renal impairment. Dosage reduction and/or discontinuation of the diuretic and/or ZESTRIL may be required.

Evaluation ol patients wit!) hypertension or heart lailure should always include assessment of renal function. (See DOSAGE AND ADMINISTRATION.)
Hemodlafysis Patients: Sudden and potentially life-threatening anaphytactoid reactions have been reported in some patients dialyzed with high-flux membranes

(eg, AN69') and treated concomitantly with an ACE inhibitor. In such patients, dialysis must be stopped immediately, and aggressive therapy for anaphylactoid
reactions be initiated. Symptoms rave not been relieved by anihistamte in these situations. In these patients, consideration should be given to using a different
type of dialysis membrane or a different class of antihypertensive agent.

Hyperkalemia: In clinical trials hyperlelemia (serum potassium greater than 5.7 mEq/L) occurred in approximately 2.2% of hypertensive patients and 4.85! of
patients with heart failure. In most cases these were isolated values which resolved despite continued therapy. Hyperkalemia was a cause of discontinuation of
therapy in approximately O.IVo of hypertensive patients and 0.6% of patients with heart failure. Risk factors for the development of hyperkalemia include renal
insufficiency, diabetes mellitus, and the concomitant use ol potassium-sparing diuretics, potassium supplements and/or potassium-containing salt substitutes,
which should be used cautiously, if at all, with ZESTRIL. (See Drug Interactions.)

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

Surgery/Anesthesia: In patients undergoing major surgery or during anesthesia with agents that produce hypotension, ZESTRIL may block angiotensin II
formation secondary to compensatory renin release. If hypotension occurs and is considered to be due to this mechanism, it can be corrected by volume expansion.

Information lor Patients: Angioedema: Angioedema, including laryngeal edema, may occur especially following the first dose of ZESTRIL. Patients should be so
advised and told to report immediately any signs or symptoms suggesting angioedema (swelling of face, extremities, eyes, lips, tongue, difficulty in swallowing or
breathing) and to take no more drug until they lave consulted with the prescribing physician.

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

All patients should be cautioned that excessive perspiration and dehydration may lead to an excessive fall in blood pressure because of reduction in fluid volume.
Other causes of volume depletion such as vomiting or diarrhea may also lead to a fall in blood pressure: patients should be advised to consult with their physician.

Hyperkalemia: Patients should be told not to use salt substitutes containing potassium without consulting their physician.
Neutropenia: Patients should be told to report promptly any indication of infection (eg, sore throat, fever) which may be a sign of neutropenia.
Pregnancy: Female patients of childbearing aga 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 intrauterto 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 effective
use of this medication. It is not a disclosure of all possible adverse or intended effects.

Drug Interactions: Hypotension • Patients on Diuretic Therapy: Patients on diuretics and especially those in whom diuretic therapy was recently instituted, may
occasionally experience an excessive reduction of blood pressure after initiation of therapy with ZESTRIL. The possibility of hypotensive effects with ZESTRIL can be
minimized by either discontinuing the diuretic or increasing the salt intake prior to initiation of treatment with ZESTRIL. If it is necessary to continue the diuretic,
Initiate therapy with ZESTRIl at a dose of 5 mg daily, and provide close medical supervision after the initial dose until blood pressure has stabilized. (See
WARNINGS, and DOSAGE AND ADMINISTRATION.) When a diuretic 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.)

Indometliadn: In a study in 36 patients with mild to moderate hypertension where tha antihypertensive effects of ZESTRIL alone were compared to ZESTRIL given
concomitantly with indomettacin, the use ol indomethacin 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 pharmacokinetc interactions occurred when ZESTRIL was used concomitantly with propranolol or hydrochlorothiazide. The presence of food in the
stomach does not alter the bioavailability of ZESTRIL.

Agents Increasing Serum Potassium: ZESTRIL attenuates potassium loss caused by thiazide-type diuretics. Use of ZESTRIL with potassium-sparing diuretics (eg,
spironolactone, triamterene or amiloride), potassium supplements, or potassium-conteining salt substitutes may lead to significant increases in serum potassium.
Therefore, If concomitant use of these agents is indicated because of demonstrated hypokalemia, they should be used with caution and with frequent monitoring of
serum potassium. Potassium-sparing agents should generally not be used in patients with heart failure who are receiving ZESTRIL.

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

Carclnogenesls, Mutagenesls, Impairment cl Fertility: There was no evidence of a tumorigenic effect when lisinopril was administered for 105 weeks to male
and female rats at doses up to 90 mg/kg/day (about 56 or 9 times' the maximum recommended daily human dose, based on body weight and body surface area,
respectively). There was no evidence of carcinopenicity when lisinopril was administered for 92 weeks to (male and female) mice at doses up to 135 mg/kg/day
(about 84 times' the maximum recommended daily human dose). This was 6.8 times the maximum human dose based on body surface area in mice.
'Calculations assume a human weight of 50 kg and human body surface area of 1.62 m!.

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

There were no adverse effects on reproductive performance in male and female rats treated with up to 300 mg/kg/day of lisinopril. This dose is 188 times and 30
times the maximum human dose when based on mg/kg and mg/m!, respectively.
Pregnancy: Pregnancy Categories C (first trimester) and 0 (second and third trimesters). See WARNINGS, Fetalffieoratal 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 and because of the potential for serious adverse reactions in nursing infants from ACE inhibitors, a decision should
be made whether to discontinue nursing and/or discontinue ZESTRIL, taking into account the importance of the drug to the mother.

Pedlatrit Use: Safety and effectiveness in children have not been established.
ADVERSE REACTIONS: ZESTRIL has been lound to be generally well tolerated in controlled clinical trials involving 1969 patients. For the most part, adverse
experiences were mild and transient.

In clinical trials in patients with hypertension treated with ZESTRIL, discontinuation of therapy due to clinical adverse experiences occurred in 5.7% of patients.
The overall frequency of adverse experiences could not be related to total daily dosage within the recommended therapeutic dosage range.

In patients with heart lailure treated with ZESTRIL for up to four years, discontinuation of therapy due to clinical adverse experiences occurred in 11.051 of

patients. In controlled studies in patients with heart failure, therapy was discontinued in 8 .1% of patients treated with ZESTRIL for 12 weeks, compared to 7.7% ot
patients treated with placebo for 12 weeks.

Heart Mm: T * Mowing table lists those adverse experiences which occurred
in greater than 1 % of patents with heart failure treated wlh ZESTRIL or placebo lor
" P l 0 1 2 weeks in w W M clinical trials. Also listed are those adverse
experiences occurring in greater than 1 % ol patients with heart failure treated with
ZESTRIL for up to four years.

C t r W d T r ^ fir's
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Hypertension: For adverse experiences occurring in greater than 1 % of
patients with hypertension treated with ZESTRIL or ZESTRIL plus
hydrochlorothiazide in controlled clinical trials, comparative incidence data
are listed in the table below
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Other clinical adverse experiences occurring in 0.3% to 1.0% of patients
with hypertension or heart failure treated with ZESTRIL in controlled clinical
trials and rarer, serious, possibly drug-related events reported in
uncontrolled studies or marketing experience are listed below, and within
each category, are in order of decreasing severity:

Body as a Whole: Anaphylactoid reactions (see PRECAUTIONS,
Hemodiaiysis patients), chest discomfort, pain, pelvic pain, flank pain, facial
edema, peripheral edema, vims infection, chills.

Cardiovascular Cardiac arrest, myocardial infarction or cerebrovascular
accident possibly secondary to excessive hypotension in high risk patents
(see WARNINGS, Hypotension): pulmonary embolism and infarction,
arrhythmias (including ventricular tachycardia, atrial tachycardia, atrial
fibrillation, bradycardia and premature ventricular contractions), transient
ischemic attacks, paroxysmal nocturnal dyspnea, decreased blood pressure,
peripheral edema, vasculitis.

Digestive: Pancreatitis, hepatitis (hepatocellular or cholestatic jaundice),
gastritis, heartburn, gastrointestinal cramps, constipation, flatulence, dry mouth.

Hematologlc: Rare cases of bone marrow depression, neutropenia and
thrombocytopenia.

Endocrine: Diabetes mellitus.
Metabolic: Weight loss, dehydration, fluid overload, weight gain.
Musculoskeletal: Arthritis, arthralgia, neck pain, hip pain, low back pain, joint pain, knee pain, shoulder pain, arm pain, lumbago.
Nervous System/Psychiatric: Stroke, ataxia, memory impairment, tremor, spasm, confusion, somnolence, hypersomnia, irritability and nervousness.
Respiratory System: Malignant lung neoplasms, hemoptysis, asthma, pleura) effusion, pneumonia, wheezing, orthopnea, painful respiration, epistaxis, laryngitis,

sinusitis, pharyngeal pain, pharyngitis, rhinitis, rhinorrhea.
Skin: Urticaria, alopecia, herpes zoster, photosensitrvity, skin lesion, skin infections, erythema, flushing, diaphoresis.
Special Senses: Visual loss, diplopia, blurred vision, tinnitus, photophobia.
Urogenltal System: Acute renal failure, oliguria, anuria, uremia, progressive azotemia, renal dysfunction (see PRECAUTIONS and DOSAGE AKD ADMINISTRATION),

pyelonephritis, dysuria, breast pain.
Miscellaneous: A symptom complex has been reported which may include a positive ANA, an elevated erythrocyte sedimentation rate, arthralgia/arthritis, myalgia,

fever, vasculitis, eosinophilia and leukocytosis. Rash, photosensitrvity 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 O.t% of patients. Hypotension or syncope was a cause ol
discontinuation of therapy in 0.5% of hypertensive patients. In patients with heart failure, hypotension occurred in 5.3% and syncope occurred in 1.8% of patients.
These adverse experiences were causes for discontinuation of therapy in 1.8% of these patients. (See WARNINGS.)

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 of therapy, were observed in

about 2.0% of patients with essential hypertension treated wilh ZESTRIL alone. Increases were more common in patients receiving concomitant diuretics and in
patients with renal artery stenosis. (See PRECAUTIONS.) Reversible minor increases in blood urea nitrogen and serum creatinine were observed in approximately
11.6% of patients with congestive heart failure on concomitant diuretic therapy. Frequently, these abnormalities resolved when the dosage ol the diuretic was
decreased.

Hemoglobin and Hematccrit: Small decreases in hemoglobin and hematocrit (mean decreases of approximately 0.4 g% and 1.3 vol%, respectively) occurred
frequently in patients treated with ZESTRIL but were rarely of clinical importance in patients without some other cause of anemia. In clinical trials, less than 0 .1% of
patients discontinued therapy due to anemia.

Liver Function Tests: Rarely, elevations of liver enzymes and/or serum bilirubin have occurred.
In hypertensive patients, 2.0% discontinued therapy due to laboratory adverse experiences, principally elevations in blood urea nitrogen (0.6%), serum creatinine

(0.5%) and serum potassium (0.4%).
In the heart failure trials, 3.4% of patients discontinued therapy due to laboratory adverse experiences: 1.8% due to elevations in blood urea nitrogen and/or

creatinine and 0.6% due to elevations in serum potassium.
OVERDOSAGE: Following a single oral dose of 20 a/kg no lethality occurred in rats and death occurred in one of 20 mice receiving the same dose. The most likely
manifestation ot overdosage would be hypotension, for which the usual treatment would be intravenous infusion of normal saline solution.

Lisinopril can be removed by hemodiafysis.
DOSAGE AND ADMINISTRATION: Hypertension: Initial Therapy: In patient's 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 dose range is 20-40 mg per day, administered in a
single daily dose. If blood pressure is not controlled with ZESTRIL alone, a low dose of a diuretic may be added. Hydrochlorothiazide, 12.5 mg, has been shown to
provide an additive effect. After the addition of a diuretic, it may be possible to reduce the dose of ZESTRIL.

Diuretic Treated Patients: In hypertensive patients who are currently being treated with a diuretic, symptomatic hypotension may occur occasionally following the
initial dose of ZESTRIL. The diuretic should be discontinued, if possible, for too to three days before beginning therapy with ZESTRIL to reduce the likelihood of
hypotension (see WARNINGS).

If the diuretic cannot be discontinued, an initial dose ol 5 mg should be used under medical supervision for at least 2 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 ot serum
potassium (see PRECAUTIONS).

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

Heart Failure: ZESTRIL is indicated as adjunctrve therapy with diuretics and digitalis. The recommended starting dose is 5 mg once a day. When initiating
treatment with lisinopril in patients with heart failure the initial dose should be administered under medical observation, especially in those patients with low blood
pressure (systolic blood pressure below 100 mm Hg). The mean peak blood pressure lowering occurs six to eight hours after dosing. Observation should continue
until blood pressure is stable. The concomitant diuretic dose should be reduced, if possible, to help minimize hypovolemia which may contribute to hypotension.
(See WARNINGS and PRECAUTIONS, Drug Interactions). The appearance of hypotension after the initial dose of ZESTRIL does not preclude subsequent careful

The usual effective dosage range is 5 to 20 mg per day administered as a single daily dose.
Dosage Adjustment In Patients with Heart Failure and Renal Impairment or Kyponatremla: In patients with heart failure who have hyponatremia

(serum sodium < 130 mEq/L) or moderate to severe renal impairment (creatinine clearance s 30 mL/min or serum creatinine > 3 mg/dL), therapy with ZESTRIL
should be initiated at a dose of 2.5 mg once a day under dose medical supervision. (See WARNINGS and PRECAUTIONS, Drug Interactions).

Use In Elderly: In general, blood pressure response and adverse experiences were similar in younger and older patients given similar doses ot ZESTRIL.
PharmacokinetJc 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.
HOW SUPPLIED

5 mg Tablets (NDC 0038-0130) pink, capsule-shaped, biconvex, bisected, unrated tablets, identified "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.

Store at controlled room temperature, 15=C to 30cC (59°F to 86=F). Protect from moisture, freezing and excessive heat. Dispense in a tight container.
"Registered trademark of Hospal Ltd.
STUART PHARMACEUTICALS IA business unit of ZENECA Inc. Wilmington, DE19897 USA H « S 08/93



THERE ARE OVER 100,000

LOWER EXTREMITY AMPUTATIONS

IN THIS COUNTRY EACH YEAR.

MANY CAN BE PREVENTED.

Over 100,000 amputations are too many.1 They are too costly. Too debilitating for patients. And often not necessary.
In a large percentage of cases, amputations can be prevented if chronic wounds are given the care they

need in time. When a wound does not show significant improvement in 4 to 6 weeks or
involves the tendon, bone, ligament, and/or joint you should consider consultation with
the specialists in wound care management.

The Wound Care Center® operates as an extension of your practice. It brings
together a full team of wound care professionals, of which you are an active member.
We offer a unique treatment algorithm that is matched to your patient's individual
needs - among the services available is growth factor therapy (Procuren® Solution).

For more information call 1-800-292-3190.
Raferanca: 1. Ltaelman DK, Slemenda CW, Langefeld CD, et al. Reduction of tower extremity clinical abnormalities in patients with non-insulin-dependent diabetes meNitus. Ann Intern Med 1991;! 1936-41.

Copyright® 1993, Curative Technologies, Inc. All rights reserved.
Wound Care Center*and Procuren*are registered trademarks of

Curative Technologies, Inc., East Setauket NY 11733-9052.

3600-0119



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

sustained duration for a more natural

insulin profile than NPH alone.

When it comes to CONFIDENCE, you

look for safety, accuracy, and convenience.

NOVOLIN® 70/30 eliminates measur-

Novolin ...
70/30

r70% NPH, Human
2 Insulin Isophane
E Suspension and
130% Regular, Human
» Insulin Injection
8 (recombinant DNA

origin;
10 ml 100 units/ml

i n § a n " m i x i n g errors and may

improve patient adherence through

a simple B.I.D. dosing regimen.

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.
<P) 1992 Novo Nordisk Pharmaceuticals Inc. 205-62 May 1992 Printed in U.S A


