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When diet alone fails in NIDDM*—
Effective 24-hour glucose control

with once-daily dosing at all doses

'*' Non-insulin-dependent diabetes mellitus.

t Gastrointestinal therapeutic system.



Significant decrease in glycosylated
hemoglobin (HbAic) vs placebo1

A pooled analysis of two16-week, multicenter, randomized, double-blind,
placebo-controlled, fixed-dose studies. After a 1-week washout from current
sulfonylurea therapy, or diet failures, patients received 3 weeks of placebo.
Following a 4-week titration period in a fixed, double-blind regimen, patients
were treated with the assigned dose for 8 weeks.1

Glucotrol XL is well tolerated1

Adverse
experiences
reported with
an incidence
of 3% or

Asthenia

Headache

Dizziness

Diarrhea

Nervousness

Tremor

Flatulence

placebo (%)
(n=69)

13.0

8.7

5.8

0.0

2.9

0.0

1.4

Glucotrol XL (%)
(n=278)

10,1

8.6

6.8

5.4*

3.6

3.6

3.2

Only diarrhea
was statistically
significant vs
placebo.

Incidence of hypoglycemia in 580 patients, who received Glucotrol XL in
doses ranging from 5 mg to 60 mg, was 3.4%; only 2.6% of patients
discontinued due to hypoglycemia. None of the patients required
hospitalization. In the controversial UGDP study, there have been reports of
increased cardiovascular risk associated with hypoglycemic therapy.1

Significantly lower fasting plasma glucose (FPG)
levels and equivalent HbAic concentrations
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Glucotrol XL™ (glipizide) extended release tablets and immediate-release
glipizide were compared in a 16-week, multicenter, open-label, crossover
study. The data represent the final FPG levels after 8 weeks of each
treatment1

Glucotrol XL maintains consistent drug levels
throughout the day and night1

Immediate-release
gtlpl/lde
HI iiv, lul

Glucotrol XL 20 mg qd or immediate-release glipizide 10 mg bid were
studied in a 5-day, open, randomized, multiple-dose, two-way, crossover
study of 20 male patients with NIDDM. Mean glipizide concentration-time
profiles on day 5 are shown.1

When diet alone fails in NIDDM.

^mi m ONCE DAILY^ M m^HClucotrolJ<L
(glipizide) extended release

Tablets 5mg and 10 mg GITS'
As with all sulfonylureas, hypoglycemia may occur.

Please see brief summary of prescribing information on last page
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(glipizide) extended release
Tablets 5 mg and 10 mg GITS

• No need to dose 30 minutes before a meal

• Optimal patient care requires careful titration to
the lowest effective dose when using all oral
sulfonylureas

• Continued monitoring of HbAlc or FPG levels is
recommended throughout therapy

Flexible dosing schedule
Recommended
starting dose

5 mg/day given with
breakfast

Most patients will
be controlled with
5 mgor 10 mg
taken once daily

Some patients may require up
to the maximum
recommended , ^
daily dose ot ^
20 mg " ' Jp
once daily

Reference: 1 . Data on file.

Brief Summary of Prescribing Information
IND|CATIONS AND USAGE: GLUCOTROL XL is indicated as an adjunct to diet for the control of hyperglycemia
and its associated symptomatology in patients with non-insulin-dependent diabetes mellitus (NIDDM; type II),
formerly known as maturity-onset diabetes, after an adequate trial of dietary therapy has proved unsatisfactory.
CONTRAINDICATIONS: Glipizide is contraindicated in patients with: 1. Known hypersensitivity to the drug and
2. Diabetic ketoacidosis, with or without coma. This condition should be treated with insulin.
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration of
oral hypoglycemic drugs has been reported to be associated with increased cardiovascular mortality
as compared to treatment with diet alone or diet plus insulin.

As with any other non-deformable material, caution should be used when administering
GLUCOTROL XL Extended Release Tablets 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 another drug in this non-deformable sustained
release formulation.
PRECAUTIONS: Renal and Hepatic Disease: The pharmacokinetics and/or pharmacodynamics of glipizide may
be affected in patients with impaired renal or hepatic function. If hypoglycemia should occur in such patients, it may
be prolonged and appropriate management should be instituted.
Gl Disease: Markedly reduced Gl retention times of the GLUCOTROL XL Extended Release Tablets may influence
the pharmacokinetic profile and hence the clinical efficacy of the drug.
Hypoglycemia: All sulfonylurea drugs are capable of producing severe hypoglycemia. Renal or hepatic insufficiency
may affect the disposition of glipizide and the latter may also diminish gluconeogenic capacity, both of which increase
the risk of serious hypoglycemic reactions. Elderly, debilitated or malnourished patients, and those with adrenal or
pituitary insufficiency are particularly susceptible to the hypoglycemic action of glucose-lowering drugs.
Hypoglycemia is more likely to occur when caloric intake is deficient, after severe or prolonged exercise, when alcohol
is ingested, or when more than one glucose-lowering drug is used.
Loss of Control of Blood Glucose: When a patient stabilized on any diabetic regimen is exposed to stress such as
fever, trauma, infection, or surgery, a loss of control may occur. At such times, it may be necessary to discontinue
glipizide and administer insulin. Adequate adjustment of dose and adherence to diet should be assessed before
classifying a patient as a secondary failure.
Laboratory Tests: Blood and urine glucose should be monitored periodically. Measurement of hemoglobin Aicmay
be useful.
Inlormation lor Patients: Patients should be informed that GLUCOTROL XL Extended Release Tablets should be
swallowed whole. Patients should not chew, divide or crush tablets. Patients should not be concerned if they
occasionally notice in their stool something that looks like a tablet. In the GLUCOTROL XL Extended Release Tablet,
the medication is contained within a nonabsorbable shell that has been specially designed to slowly release the drug
so ths body can absorb it. When this process is completed, the empty tablet is eliminated from the body.

Patients should be informed of the potential risks and advantages of GLUCOTROL XL and of alternative modes of
therapy. They should also be informed about the importance of adhering to dietary instructions, of a regular exercise
program, and of regular testing of urine and/or blood glucose.

The risks of hypoglycemia, its symptoms and treatment, and conditions that predispose to its development should
be explained to patients and responsible family members. Primary and secondary failure also should be explained.
Drug Interactions: The hypoglycemic action of sulfonylureas may be potentiated by certain drugs including
nonsteroidal anti-inflammatory agents and other drugs that are highly protein bound, salicylates, sulfonamides,
chlqramphenicol, probanecid, coumarins, monoamine oxidase inhibitors, and beta-adrenergic blocking agents.
In vitro binding studies with human serum proteins indicate that glipizide binds differently than tolbutamide and
does not interact with salicylate or dicumarol. However, caution must be exercised in extrapolating these findings to
the clinical situation and in the use of glipizide with these drugs.

Certain drugs tend to produce hyperglycemia and may lead to loss of control. These drugs include the thiazides
and other diuretics, corticosteroids, phenothiazines, thyroid products, estrogens, oral contraceptives, phenytoin,
nicotinic acid, sympathomimetics, calcium channel blocking drugs, and isoniazid.

A potential interaction between oral miconazole and oral hypoglycemic agents leading to severe hypoglycemia has
been reported. Whether this interaction also occurs with the intravenous, topical, or vaginal preparations of
miconazole is not known. The effect of concomitant administration of DiflucanM (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 Diflucanw 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%).
Carclnoganesis, Mutagenesis, Impairment of Fertility: A twenty month study in rats and an eighteen month
study in mice at doses up to 75 times the maximum human dose revealed no evidence of drug-related carcinogenicity.
Bacterial and in vivo mutagenicity tests were uniformly negative. Studies in rats of both sexes at doses up to 75 times
the human dose showed no effects on fertility.
Pregnancy: Pregnancy Category C: Glipizide was found to be mildly fetotoxic in rat reproductive studies at all dose
levels (5-50 mg/kg). This fetotoxicity has been similarly noted with other sulfonylureas, such as tolbutamide and
tolazamide. The effect is perinatal and believed to be directly related to the pharmacologic (hypoglycemic) action of
glipizide. In studies in rats and rabbits no teratogenic effects were found. There are no adequate and well controlled
studies in pregnant women. Glipizide should be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus. 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 (4 to 10 days) has been reported in neonates born to
mothers who were receiving a sulfonylurea drug at the time of delivery. This has been reported more frequently with
the use of agents with prolonged half-lives. If glipizide is used during pregnancy, it should be discontinued at least
one month before the expected delivery date.

Nursing Mothers: Although it is not known whether glipizide is excreted in human milk, some sulfonylurea drugs
are known to be excreted in human milk. A decision should be made whether to discontinue nursing or to discontinue
the drug. If the drug is discontinued and if diet alone is inadequate for controlling blood glucose, insulin therapy
should be considered.
Pediatric Use: Safety and effectiveness in children have not been established.
Geriatric Use: Of the total number of patients in clinical studies of GLUCOTROL XL, 33 percent were 65 and over.
No overall differences in effectiveness or safety were observed between these patients and younger patients, but
greater sensitivity of some individuals cannot be ruled out. Approximately 1-2 days longer were required to reach
steady state in the elderly. (See CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION).
ADVERSE REACTIONS: In U.S. controlled studies the frequency of serious adverse experiences reported was very
low and causal relationship has not been established. The 580 patients from 31 to 87 years of age who received
GLUCOTROL XL Extended Release Tablets in doses from 5 mg to 60 mg in both controlled and open trials were
included in the evaluation of adverse experiences. All adverse experiences reported were tabulated independently of
their possible causal relation to medication.
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE sections.

In double-blind, placebo-controlled studies the adverse experiences reported with an incidence of 3% or more in
GLUCOTROL XL-treated patients (N=278) and placebo-treated patients (N=69), respectively, include:
Asthenia - 1 0 . 1 % and 13.0%; Headache - 8.6% and 8.7%; Dizziness - 6.8% and 5.8%; Nervousness - 3.6% and
2.9%; Tremor - 3.6% and 0.0%; Diarrhea - 5.4% and 0.0%; Flatulence - 3.2% and 1.4%.

The following adverse experiences occurred with an incidence of less than 3% in GLUCOTROL XL-treated patients:
Body as a whole - pain; Nervous system - insomnia, paresthesia, anxiety, depression and hypesthesia;
Gastrointestinal - nausea, dyspepsia, constipation and vomiting; Metabolic - hypoglycemia; Musculoskeletal -
arthalgia, leg cramps and myalgia; Cardiovascular - syncope; Skin - sweating and pruritus; Respiratory - rhinitis;
Special senses - blurred vision; Urogenital - polyuria.

Other adverse experiences occurred with an incidence of less than 1 % in GLUCOTROL XL-treated patients:
Body as a whole - chills; Nervous system - hypertonia, confusion, vertigo, somnolence, gait abnormality and
decreased libido; Gastrointestinal - anorexia and trace blood in stool; Metabolic - thirst and edema; Cardiovascular -
arrhythmia, migraine, flushing and hypertension; Skin - rash and urticaria; Respiratory - pharyngitis and dyspnea;
Special senses - pain in the eye, conjunctivitis and retinal hemorrhage; Urogenital - dysuria.

There have been rare reports of gastrointestinal irritation and gastrointestinal bleeding with use of another drug in
this non-deformable sustained release formulation, although causal relationship to the drug is uncertain.

The following are adverse experiences reported with immediate release glipizide and other sulfonylureas, but have
not been observed with GLUCOTROL XL:
Hematologic: Leukopenia, agranulocytosis, thrombocytopenia, hemolylic anemia, aplastic anemia, and
pancytopenia have been reported with sulfonylureas.
Metabolic: Hepatic porphyria and disulfiram-like reactions have been reported with sulfonylureas. In the mouse,
glipizide pretreatment did not cause an accumulation of acetaldehyde after ethanol administration. Clinical experience
to date has shown that glipizide has an extremely low incidence of disulfiram-like alcohol reactions.
Endocrine Reactions: Cases of hyponatremia and the syndrome of inappropriate antidiuretic hormone (SIADH)
secretion have been reported with glipizide and other sulfonylureas.
OVERDOSAGE: Overdosage can produce hypoglycemia. Mild hypoglycemic symptoms without loss of
consciousness or neurologic findings should be treated aggressively with oral glucose and adjustments in drug
dosage and/or meal patterns. Close monitoring should continue until the physician is assured that the patient is out of
danger. Severe hypoglycemic reactions with coma, seizure, or other neurological impairment occur infrequently, but
constitute medical emergencies requiring immediate hospitalization. If hypoglycemic coma is diagnosed or
suspected, the patient should be given 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 glipizide from plasma may be prolonged
in persons with liver disease. Because of the extensive protein binding of glipizide, dialysis is unlikely to be of benefit.
DOSAGE AND ADMINISTRATION: There is no fixed dosage regimen for the management of diabetes mellitus with
GLUCOTROL XL Extended Release Tablet or any other hypoglycemic agent. In general, GLUCOTROL XL should be
given with breakfast.
Recommended Dosing: The recommended starting dose of GLUCOTROL XL is 5 mg per day, given with breakfast.
The recommended dose for geriatric patients is also 5 mg per day.

Dosage adjustment should be based on laboratory measures of glycemic control. While fasting blood glucose
levels generally reach steady state following initiation or change in GLUCOTROL XL dosage, a single fasting glucose
determination may not accurately reflect the response to therapy. In most cases, hemoglobin A,c level measured at
three month intervals is the preferred means of monitoring response to therapy.

Hemoglobin A1C should be measured as GLUCOTROL XL therapy is initiated at the 5 mg dose and repeated
approximately three months later. If the result of this test suggests that glycemic control over the preceding three
months was inadequate, the GLUCOTROL XL dose may be increased to 10 mg. Subsequent dosage adjustments
should be made on the basis of hemoglobin A1C levels measured at three month intervals. If no improvement is seen
after three months of therapy with a higher dose, the previous dose should be resumed. Decisions which utilize
fasting blood glucose to adjust GLUCOTROL XL therapy should be based on at least two or more similar, consecutive
values obtained seven days or more after the previous dose adjustment.

Most patients will be controlled with 5 mg or 10 mg taken once daily. However, some patients may require up to
the maximum recommended daily dose of 20 mg. While the glycemic control of selected patients may improve with
doses which exceed 10 mg, clinical studies conducted to date have not demonstrated an additional group average
reduction of hemoglobin A,c beyond what was achieved with the 10 mg dose.
More detailed information available on request.
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stimulate research, and promote better management of people with diabetes mellitus. To achieve
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and other professionals.
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All material published in Diabetes Care is copyrighted by the American Diabetes Association,
Inc. All manuscripts submitted to Diabetes Care must include a transmittal letter stating the follow-
ing before they will be considered for publication. "In consideration of ADA reviewing my (our)
submission, the undersigned author(s) transfers, assigns, or otherwise conveys all copyright own-
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improve the lives of all people affected by diabetes.

(O 1996 by the American Diabetes Association, Inc. Printed in the USA.

American Diabetes Association Officers 1995-96

Chair of the Board
D/wm H. McO.URK

President
FRANK VINICOR, MD

Senior Vice President
D A V I O A F . KRUGER, MSN, RN, C, CDE

Chair of the Board-Elect
Ai \ \ AITSCHUI I:R

A American
Diabetes

.Association*
ISSN 0149-5992
PRINniD IN THE USA.

President-Elect
PHILIP E. CRYER, MD

Senior Vice President-Elect
BELINDA P. CHILDS, MN, RN, CDE

Vice Chair of the Board
STEPHEN J. SATALINO

Vice President
MAYER B. DAVIDSON, MD

Vice President
CHRISTINE BEEBE, RD, CDE, MS

Secretary
DENISE E. DODERO

Treasurer
ROGER K. TOWIE

Chief Executive Officer
JOHN H. GRAHAM IV

Editor in Chief
ALLAN L. DRASH, MD

Associate Editors
SILVA ARSLANIAN, MD

DOROTHY BECKER, MBBCH

ZACHARY T. BLOOMGARDEN, MD

JOSE F. CARO, MD

DENISE CHARRON-PROCHOWNIK, RN, PUD

DONALD R. COUSTAN, MD

DAVID E. KELLEY, MD

RONALD E. LAPORTE, PHD

TREVOR ORCHARD, MD

CHRISTOPHER RYAN, PHD

Editorial Assistant
SARAH ORSCHIEDT

Editorial Board
BARBARA J. ANDERSON, PHD

JOHN A. COLWELL, MD, PHD

FREDERICK DUNN, MD

RICHARD C. EASTMAN, MD

MARION J. FRANZ, RD, MS

ABHIMANYU GARG, MD

RUSSELL E. GIASGOW

FREDERICK C. GOEIZ , MD

WILLIAM H. HERMAN, MD

BARBARA V. HOWARD, run

ABBAS E. KITABCHI, PHD, MD

RONALD KLEIN, MD

WILLIAM C. KNOWIER, MD

RODNEY A. LORFNZ, MD

PATRICK J. LUSTMAN, PHD

JOHN I. MALONE, MD

OLIVER E. OWEN, MO

Publisher
SUSAN H. LAU

Editorial Director
PETER BANKS

Managing Editor
MATT PETERSEN

Assistant Managing Editor
AIME M. BAUARD

Production Editor
JENNIEER L. GROSS

Assistant Editors
MARCIA K. BROWN

WENDY M. GOOD

Director of Membership/
Subscription Services
BILL OUTLAW

Customer Service Manager
STEPHEN LASEAU

Director of Advertising and Marketing
LEN BOSWELL

Advertising Manager
CAROL FLYNN

Advertising Specialist
PATH THOMPSON

Advertising Representatives
Pharmaceutical Media, Inc.
30 East 33rd Street
New York, NY 10016
(212) 685-5010



THE ENDOCRINE SOCIETY
PLACEMENT SERVICE

helps you...

FIND highly qualified
endocrinologists to fill your
vacancies

or
LOCATE the professional
setting you want.

Call or fax now for complete
details!

The Endocrine Society Placement Service
% Christine Whorton

9966 N. Bighorn Butte
Tucson, Az 85737

Tel (800) 361-3906 Fax (520) 297-4466

Classified Advertising

Diabetes Care Classified Ad rates are:

1/4 Page $570 (for members of ADA, $415)
1/8 Page $300 (for members of ADA, $215)

For information on closing dates; Copy and
Contract Policies; and Classified Advertising
rates in Diabetes, contact:

Carol Flynn
American Diabetes Association

1660 Duke Street
Alexandria, VA 22314

Phone toll free - 1-800-232-3472 x 312
or 1-703-549-1500 x 312
FAX - 1-703-836-7439

MAY AUTHOR INDEX

(VOLUME 19, NUMBER 5)

Anglin, K.,409
Aro, S., 494

Barrett-Conner, E., 450
BastyrE.J. ,111,546
Bell, D.S.H., 509
Bellini, C , 504
Bilo, H.J.G., 542
Bloomgarden, Z.T., 550
Brancati, F.L., 414, 480
Braun, B., 472
Buchanan, T.A., 514

CaiJ.,480
Chaturvedi, N., 423
Chuang, L.-M., 446
Gardullo,A.V.,498
Clandinin, M.T., 463
Combs, C.A., 514
Connolly, V.M., 419

deGroot, R.R.M.,431
DeMattia, G.,504
Deckert, T.,435
Desideri, G., 504
Doelman, C.J.A., 542
Dowse, G.K., 457
Duncan, B.B., 414

Edelstein, S., 450
Elbein, S.C.,507
Elberink,J.N.G.O.,542
EURODIAB 1DDM

Complications Study
Group,423

Ferri, C , 504
Finegood, D.T., 463
Folsom, A.R.,480
Fujisawa, T., 544
Fuller, J.H., 423

Giacco, R., 498
Gosling, R.G., 501
Gracey, M., 472
Green, G.M., 468
Guan, D., 468
Guerrero-Romero, F., 547

Heiss, G., 414
Hirasing, R.A., 431
Hodge, A.M., 457
Hoffman, M.D., 507
Hopkins, K.D., 501

Ikegami, H., 544

Jensen, J.S., 435
Jones, R.L., 501
JumpsonJ., 463

Kangas, T., 494
Kesson, CM., 419
Kitzmiller,J.L,514
Kjos, S., 514
Koivisto, V.A.,494
Kretchmer, N., 472

Laakso, M., 494
Lai, C-S.,446
Lehmann, E.D., 501
Lin, B.J., 446

Mathiesen, E.R., 435
Matsunuma, A., 543, 547
Mavo, B., 457
McMahan, C.A., 468
McManus, R.M., 463
Meneilly, G.S., 544
Miedema, K., 542
Montgomery, J., 457
Myrup, B., 435, 441

Nabulsi,A.A.,480
Niskanen, L.K., 486

Odawara, M., 543, 547
Ogihara, T., 544
0stergaard, P.B., 441

Parillo, M., 498
Park, S., 450
Parviainen, M., 486
Penttila, l.,486
Phillips, W.T., 468

Ratner, R.E., 514
Reeser, H.M., 431
Reunanen, A.,494
Riccardi, G., 498
Rivellese, A.A.,498
Robinson, J.G., 480
Rodriguez-Moran, M., 547
Ronn, B., 435
Rossing, P., 441
Ruwaard, D., 431
Ryan, E.A., 463

Salinto, M.,494
Sandoval-Herrara, F., 547
Santucci, A., 504
Schmidt, M.I., 414
Schwartz, J.G., 468
Shan, J., 450
Sharrett, A.R.,414
Smith, R.M., 472
Soval-Herrera, F., 547
Spargo, R.M., 472
Stephenson,J.M., 423

Tai,T.-Y.,446
The Atherosclerosis Risk in

Communities Study
Investigators, 480

Turay, R.C., 501

Uusitupa, M.I.J., 486

van Buuren, S., 431
Verloove-Vanhorick, S.P.,

431

Watson, R., 480
Watson, R.L., 414
Watt, T., 457
Wing, R.R., 409
Wingard, D.L.,450
Wu, H.-P., 446

Yamashita, K., 543, 547
Yeh,J.-I.,446
Yokoyama, H., 435, 441

Zimmermann, M.B., 472
Zimmet, P.Z., 457



They say the simple things in life are best. That's especially
true when it comes to blood glucose monitoring. And that's
why LifeScan offers two ways to make
monitoring simple for your patients.

The ONE TOUCH0* BASIC00 System
is the value-priced meter for your
patients who simply want an accurate
reading quickly and easily.

PRESS POWER, APPLY SAMPLE

The ONE TOUCH00 Profile™ System takes simple monitoring
a step further for patients who want complete diabetes
management features such as automatic averages for a
convenient overview of how the patient is doing, event labeling

for flagging various test results, and insulin dosage recording.
Whichever ONE TOUCH05 Brand System you recommend,

you (and your patients) can count
on LifeScan's around-the-clock
service and support network.* And by
encouraging the use of Genuine
ONE TOUCH0' Test Strips, you ensure
system accuracy.

ACCURATE RESULTS IN
45 SECONDS.

Recommend the brand that's recommended most by
physicians and diabetes educators. ONE TOUCH Brand
Systems. And offer a simple solution to your patients' most
basic needs.

MY NEEDS ARE BASIC.
WHAT I WANT MOST

IN A MONITORING SYSTEM
IS SIMPLICITY

* * TOUCH

^ BASIC

m

For diabetes and life.

IjJFESCRn

©1995 LifeScan Inc. Milpitas, California 95035
"The Health Care Professional Hotline supports you 24 hours a day, 7 days a week. Call 1 800 453-7226, cxt. 2710.



When the goal is
metabolic control

Now there's a great-tasting choice.

Choice -
For flexibility to improve
metabolic control.
\V\ Consistent "with the latest nutritional

recommendations for diabetes1'2
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Today's hypertensives
with new concerns...

THE
CARDURA

GENERATION
hoose C4RDURA: first-line therapy
for a new generation of hypertensives.

Choose CARDURA for around-the-clock blood pressure
control that doesn't jeopardize blood lipids or blood sugar.1"3

CARDURA is well tolerated. The side effects reported significantly more often than placebo
in hypertension studies were dizziness, somnolence, and fatigue. These were generally mild
and transient. Only 2% of patients discontinued therapy due to adverse effects—the same as
with placebo. Syncope has been reported, but rarely (<\c/r).

ONCE-A-DAY

Please see brief summary of prescribing
information on next page.

©1996, Pfizer Inc

loxazosin mesylate]iScored Tablets
mg,2mg, 4mg, 8mg



(doxazosin mesylate Scored Tablets
1mg,2mg, 4mg, 8mg

References: 1 . Pickering TG, Levenstein M, Walmsley P, for the Hypertension and lipid Trial Study Group. Nighttime dosing of
doxazosin has peak effect on morning ambulatory blood pressure: results of the HALT study. Am J Hypertem. 1994;7:844-847.
2. Neaton JD, Grimm RH Jr, Prineas HI, et al, for the Treatment of Mild Hypertension Study Research Group. Treatment of Mild
Hypertension Study: final results. JAMA. 1993:270:713-724.3. Lehtonen A, the Finnish Multicenter Study Group. Lowered
levels of serum insulin, glucose, and cholesterol in hypertensive patients during treatment with doxazosin. Current Therapeutic
Research. 1990;47:278-284.

Brief Summary of Prescribing Information
INDICATIONS AND USAGE
CAROURA (doxazosin mesylate) Is indicated for the treatment of
hypertension. CARDURA may be used alone or in combination with
diuretics or beta-adrenergic blocking agents. There is limited
experience with CARDURA in combination with angiotensin
converting enzyme inhibitors or calcium channel blockers.
CONTRAINDICATIONS
CARDURA is contraindicated in patients with a known sensitivity to
qulnazolines (e.g. prazosin, terazosin).
WARNINGS
Syncope and "First-dose" Effect:
Doxazosin, like other alpha-adrenerglc blocking agents, can cause
marked hypotension, especially In the upright position, with
syncope and other postural symptoms such as dizziness. Marked
orthostatlc effects are most common with the first dose but can
also occur when there Is a dosage increase, or If therapy Is
Interrupted for more than a few days. To decrease the likelihood of
excessive hypotension and syncope, It Is essential that treatment
be Initiated with the 1 mg dose. The 2 ,4 , and 8 mg tablets are not
for Initial therapy. Dosage should then be adjusted slowly (see
DOSAGE AND ADMINISTRATION section) with increases In dose
every two weeks. Additional antlhypertenslve agents should ba
added with caution.

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

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

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

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

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

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

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

Drug Interactions:
Most (98%) of plasma doxazosin is protein bound. In vitro data in
human plasma indicate that CARDURA has no effect on protein
binding of digoxin, warfarin, phenytoin or indomethacin. There is no
information on the effect of other highly plasma protein bound drugs
on doxazosin binding. CARDURA has been administered without any
evidence of an adverse drug interaction to patients receiving thiazide
diuretics, beta blocking agents, and nonsteroidal anti-inflammatory
drugs.
Clmetidine:
In a placebo-controlled trial in normal volunteers, the administration
of a single 1 mg dose of doxazosin on day 1 of a four-day regimen of
oral cimetidine (400 mg twice daily) resulted in a 10% increase in
mean AUC of doxazosin (p=0.006), and a slight but not statistically
significant increase in mean £„& and mean half-life of doxazosin.
The clinical significance of this increase in doxazosin AUC is
unknown.
Drug/Laboratory test Interactions:
None known.
Cardiac Toxlclty in Animals:
An increased incidence of myocardial necrosis or fibrosis was
displayed by Sprague-Dawley rats after 6 months of dietary
administration at concentrations calculated to provide 80 mg
doxazosin/kg/day and after 12 months of dietary administration at
concentrations calculated to provide 40 mg doxazosin/kg/day (150
times the maximum recommended human dose assuming a patient
weight of 60 kg). Myocardial fibrosis was observed in both rats and
mice treated in the same manner with 40 mg doxazosin/kg/day for
18 months. No cardiotoxicity was observed at lower doses (up to 10
or 20 mg/kg/day, depending on the study) in either species. These
lesions were not observed after 12 months of oral dosing in dogs
and Wistar rats at maximum doses of 20 mg/kg/day and
100 mg/kg/day, respectively. There is no evidence that similar lesions
occur in humans.
Carclnogenesls, Mutagenesis and Impairment of Fertility:
Chronic dietary administration (up to 24 months) of doxazosin
mesylate at maximally tolerated concentrations (highest dose
40 mg/kg: about 150 times the maximum recommended human
dose of 16 mg/60 kg) revealed no evidence of carcinogenicity in rats.
There was also no evidence of carcinogenicity in a similarly
conducted study (up to 18 months of dietary administration) in mice.
The mouse study, however, was compromised by the failure to use a
maximally tolerated dose of doxazosin.

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

Studies in rats showed reduced fertility in males treated with
doxazosin at oral doses of 20 (but not 5 or 10) mg/kg/day, about 75
times the maximum recommended human dose. This effect was
reversible within two weeks of drug withdrawal.
Pregnancy
Teratogenic Effects, Pregnancy Category C. Studies in pregnant
rabbits and rats at daily oral doses of up to 41 and 20 mg/kg,
respectively (154 and 75 times the maximum recommended daily
dose of 16 mg, assuming a patient weight of 60 kg), have revealed
no evidence of harm to the fetus. A dosage regimen of 82 mg/kg/day
in the rabbit was associated with reduced fetal survival. There are no
adequate and well-controlled studies in pregnant women. Because
animal reproduction studies are not always predictive of human
response, CARDURA should be used during pregnancy only if clearly
needed.

Radioactivity was found to cross the placenta following oral
administration of labelled doxazosin to pregnant rats.
Nonteratogenic Effects. In peri-postnatal studies in rats, postnatal
development at maternal doses of 40 or 50 mg/kg/day of doxazosin
was delayed as evidenced by slower body weight gain and a slightly
later appearance of anatomical features and reflexes.
Nursing Mothers
Studies in lactating rats given a single oral dose of 1 mg/kg of
[2-"C]-doxazosin indicate that doxazosin accumulates in rat breast
milk with a maximum concentration about 20 times greater than the
maternal plasma concentration. It is not known whether this drug is
excreted in human milk. Because many drugs are excreted in human
milk, caution should be exercised when CARDURA is administered to
a nursing mother.
Pediatric Use
Safety and effectiveness in children have not been established.
ADVERSE REACTIONS
CARDURA has been administered to approximately 4000 patients, of
whom 1679 were included in the clinical development program. In
that program, minor adverse effects were frequent, but led to
discontinuation of treatment in only 7% of patients. In placebo-
controlled studies adverse effects occurred in 49% and 40% of
patients in the doxazosin and placebo groups, respectively, and led to
discontinuation in 2% of patients in each group. The major reasons
for discontinuation were postural effects (2%), edema,
malaise/fatigue, and some heart rate disturbance, each about 0.7%.

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

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

Adverse reactions during placebo-controlled studies with
doxazosin (n=339) and placebo (n=336), respectively:
Cardiovascular—Dizziness: 19% and 9%; Vertigo: 2% and 1%;
Postural Hypotension: 0.3% and 0%; Edema: 4% and 3%;
Palpitation: 2% and 3%; Arrhythmia: Wo and 0%; Hypotension: 1%
and 0%; Tachycardia: 0.3% and 1%; Peripheral Ischemia: 0.3% and 0%;
Skin Appendages—Rash: 1 % and 1 %; Pruritus: 1 % and 1 %;
Musculoskeletal—Arthralgia/Arthritis: 1% and 0%; Muscle
Weakness: Wo and 0%; Myalgia: Wo and 0%; Central & Peripheral
N.S.—Headache: 14% and 16%; Paresthesia: Wo and 1%; Kinetic
Disorders: 1 % and 0%; Ataxia: 1 % and 0%; Hypertonia: 1 % and 0%;
Muscle Cramps: 1% and 0%; Autonomic—Mouth Dry: 2% and 2%;
Flushing: Wo and 0%; Special Senses— Vision Abnormal: 2% and
1%; Conjunctivitis/Eye Pain: Wo and 1%; Tinnitus: 1% and 0.3%;
Psychiatric—Somnolence: 5% and 1%; Nervousness: 2% and 2%;
Depression: Wo and 1%; Insomnia: 1% and 1%; Sexual Dysfunction:
2% and 1%; Gastrointestinal—Nausea: 3% and 4%; Diarrhea: 2%
and 3%; Constipation: Wo and 1%; Dyspepsia: Wo and 1%;
Flatulence: 1% and 1%; Abdominal Pain: 0% and 2%; Vomiting: OVo
and 1 %; Respiratory—Rhinitis: 3% and 1 %; Dyspnea: 1 % and 1 %;
Epistaxis: Wo and 0%; Urinary— Polyuria: 2% and 0%; Urinary
Incontinence: Wo and 0%; Micturation Frequency: 0% and 2%;
General—Fatigue/Malaise: 12% and 6%; Chest Pain: 2% and 2%;
Asthenia: 1% and 1%; Face Edema: 1% and 0%; Pain: 2% and 2%.

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

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

The oral LD50 of doxazosin is greater than 1000 mg/kg in mice and
rats. The most likely manifestation of overdosage would be
hypotension, for which the usual treatment would be intravenous
infusion of fluid. As doxazosin is highly protein bound, dialysis would
not be indicated.
DOSAGE AND ADMINISTRATION
DOSAGE MUST BE INDIVIDUALIZED. The initial dosage of
CARDURA in hypertensive patients is 1 mg given once daily. This
starting dose is intended to minimize the frequency of postural
hypotension and first dose syncope associated with CARDURA.
Postural effects are most likely to occur between 2 and 6 hours after
a dose. Therefore blood pressure measurements should be taken
during this time period after the first dose and with each increase in
dose. Depending on the individual patient's standing blood pressure
response (based on measurements taken at 2-6 hours postdose and
24 hours postdose), dosage may then be increased to 2 mg and
thereafter if necessary to 4 mg, 8 mg and 16 mg to achieve the
desired reduction in blood pressure. Increases in dose beyond
4 mg increase the likelihood of excessive postural effects
including syncope, postural dizziness/vertigo, postural
hypotension. At a titrated dose of 16 mg once daily the frequency
of postural effects is about 12% compared to 3% for placebo.

More detailed professional information available on request.
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INTRODUCING a new adjunct to diet and exercise
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INSULIN-SPARING
GLUCOSE CONTROL

A new sulfonylurea

Amaryl binds to a different part of
the sulfonylurea receptor complex* -
the clinical relevance of this mechanism
has not been established

Amaryl provides sustained blood
glucose control even in patients with
higher levels of HbAic (glycosylated
hemoglobin)3

Amaryl is insulin sparing—controls
glucose without clinically meaningful
increases in fasting insulin

Amaryl is indicated for both mono-
therapy and second-line combination use
with insulin*

Favorable safety profile-most
common adverse reactions (>1%)
include dizziness (1.7%), asthenia
(1.6%), headache (1.5%), nausea
(1.1%), and hypoglycemia (0.9% to
1.7%), as documented by glucose values
<60 mg/dL

Proven 24-hour control with once-daily
dosing

*Data derived from predinical animal model.
The mechanism by which sulfonylureas
lower blood glucose during long-term use
has not been clearly established.

^Combined use of Amaryl and insulin may
increase the potential for hypoglycemia.

Please see brief summary of Prescribing
Information on last page of this advertisement.



INTRODUCING a new sulfonylurea

Amaryl delivers highly
effective glucose control

Tight control (HbAlc <7.2%) was achieved with Amaryl
in a multicenter, placebo-controlled study (n=247)*3

HbAic ^7.2% defined as tight control by DCCT4

69%
achieved
tight control:
HbAlc<7.2%

15%
controlled:
HbAlc<8.0%

In patients presenting with higher HbAlc (>10%) at baseline,
60% achieved tight control (<7.2%)

"Multicenter study with 247 patients who failed on diet and exercise.

Please see brief summary of Prescribing Information on last page of this advertisement.



With an
insulin-sparing effect

Preclinical and clinical studies suggest an
extrapancreatic role
^> Preclinical studies demonstrate that glimepiride can lead

to increased sensitivity of peripheral tissues to insulin

• Insulin-sensitizing effect3

• Insulin-mimetic effect3

• Although useful, preclinical studies are not necessarily predictive
of clinical benefits

^> These findings are consistent with the results of a long-term,
placebo-controlled trial

• The effectiveness of all oral hypoglycemic agents, including
Amaryl, tends to decrease over time

• The mechanism by which sulfonylureas lower blood glucose
during long-term use has not been clearly established

N E W 0 N C E - A - D A Y
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INTRODUCING a new sulfonylurea

Amaryl has been well
tolerated in thousands
of patients with NIDDM

^> Clinical studies with more than 6500 patients

^> Well tolerated even at higher doses3-most common adverse
reactions (>1%) (n=746) include dizziness (1.7%), asthenia
(1.6%), headache (1.5%), and nausea (1.1%)

^> Low incidence of hypoglycemia*-0.9% to 1.7% as documented
by blood glucose of <60 mg/dL

^> Combined use of Amaryl and insulin may increase the potential
for hypoglycemia

^> The controversial UGDP trial found that use of hypoglycemic
agents was associated with an increased risk of cardiovascular
complications

^> The hypoglycemic action of sulfonylureas may be potentiated
by NSAIDs and other highly protein-bound drugs

""All sulfonylureas have the potential for causing hypoglycemia.

Please see brief summary of Prescribing Information on last page of this advertisement.



Amaiyl offers practical clinical advantages
^> Indicated for second-line combination use with insulin

• Lowered the requirement for exogenous insulin by 38%
(P<0.001)

• Combined use of Amaryl and insulin may increase the
potential for hypoglycemia

^> Flexible once-a-day dosing ideal for patient compliance

Amaryl—recommended once-a-day dosing

Usual starting dose 1 mg to 2 mg

Usual maintenance dose 1 mg to 4 mg

Maximum dose 8 mg

In patients with renal insufficiency, Amaryl therapy may be started at
a dose of 1 mg daily, and the dose may be titrated based on fasting
blood glucose levels.

Fasting blood glucose and HbA]C levels should be performed to
monitor the patient's response to therapy, and to determine the
minimum effective dose for the patient.

N E W O N C E - A - D A Y
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Brief Summary
Drug Interactions
The hypoglycemic action of sulfonylureas may be potentiated by certain drugs, including nonsteroidal
anti-inflammatory drugs and other drugs that are highly protein bound, such as salicylates, sulfonamides,
chloramphenicol, coumarins, probenecid, monoamine oxidase inhibitors, and beta adrenergic blocking
agents.

Certain drugs tend to produce hyperglycemia and may lead to loss of control. These drugs include the
thiazides and other diuretics, corticosteroids, phenothiazines, thyroid products, estrogens, oral
contraceptives, phenytoin, nicotinic acid, sympathomimetics, and isoniazid.

A potential interaction between oral miconazole and oral hypoglycemic agents leading to severe
hypoglycemia has been reported. Whether this interaction also occurs with the intravenous, topical, or
vaginal preparations of miconazole is not known. Potential interactions of glimepiride with other drugs
metabolized by cytochrome P450II C9 also include phenytoin, diclofenac, ibuprofen, naproxen, and
mefenamic acid.

Although no specific interaction studies were performed, pooled data from clinical trials showed no
evidence of clinically significant adverse interactions with uncontrolled concurrent administration of
calcium-channel blockers, estrogens, fibrates, NSAIDs, HMG CoA reductase inhibitors, sulfonamides,
or thyroid hormone.
INDICATIONS AND USAGE
AMARYL is indicated as an adjunct to diet and exercise to lower the blood glucose in patients with
noninsulin-dependent (Type II) diabetes mellitus (NIDDM) whose hyperglycemia cannot be controlled by
diet and exercise alone.

AMARYL is also indicated for use in combination with insulin to lower blood glucose in patients whose
hyperglycemia cannot be controlled by diet and exercise in conjunction with an oral hypoglycemic agent.
Combined use of glimepiride and insulin may increase the potential for hypoglycemia.
CONTRAINDICATIONS
AMARYL is contraindicated in patients with

1. Known hypersensitivity to the drug.
2. Diabetic ketoacidosis, with or without coma. This condition should be treated with insulin.

WARNINGS

SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY
The administration of oral hypoglycemic drugs has been reported to be associated with increased
cardiovascular mortality as compared to treatment with diet alone or diet plus insulin.
PRECAUTIONS
General

Hypoglycemia: All sulfonylurea drugs are capable of producing severe hypoglycemia. Patients with
impaired renal function may be more sensitive to the glucose-lowering effect of AMARYL. A starting dose
of 1 mg once daily followed by appropriate dose titration is recommended in those patients. Debilitated or
malnourished patients, and those with adrenal, pituitary, or hepatic insufficiency are particularly
susceptible to the hypoglycemic action of glucose-lowering drugs. Hypoglycemia is more likely to occur
when caloric intake is deficient, after severe or prolonged exercise, when alcohol is ingested, or when
more than one glucose-lowering drug is used.

Loss of control of blood glucose: When a patient stabilized on any diabetic regimen is exposed to
stress such as fever, trauma, infection, or surgery, a loss of control may occur. At such times, it may be
necessary to add insulin in combination with AMARYL or even use insulin monotherapy. Should
secondary failure occur with AMARYL monotherapy, AMARYL-insulin combination therapy may be
instituted. Combined use of glimepiride and insulin may increase the potential for hypoglycemia.
Information for Patients
Patients should be informed of the potential risks and advantages of AMARYL and of alternative modes
of therapy. They should also be informed about the importance of adherence to dietary instructions, of a
regular exercise program, and of regular testing of 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. The potential for primary
and secondary failure should also be explained.
Laboratory Tests
Fasting blood glucose should be monitored periodically to determine therapeutic response. Glycosylated
hemoglobin should also be monitored, usually every 3 to 6 months, to more precisely assess long-term
glycemic control.
Canclnogenesis, Mutagenesls, and Impairment ol Fertility
Studies in rats at doses of up to 5000 ppm in complete feed (approximately 340 times the maximum
recommended human dose, based on surface area) for 30 months showed no evidence of carcinogenesis.
In mice, administration of glimepiride for 24 months resulted in an increase in benign pancreatic adenoma
formation which was dose related and is thought to be the result of chronic pancreatic stimulation. The
no-effect dose for adenoma formation in mice in this study was 320 ppm in complete feed, or 46-54 mg/kg
body weight/day. This is about 35 times the maximum human recommended dose of 8 mg once daily
based on surface area.

Glimepiride was non-mutagenic in a battery of in vitro and in vivo mutagenicity studies (Ames test,
somatic cell mutation, chromosomal aberration, unscheduled DMA synthesis, mouse micronucleus test).

There was no effect of glimepiride on male mouse fertility in animals exposed up to 2500 mg/kg body
weight (>1,700 times the maximum recommended human dose based on surface area). Glimepiride had
no effect on the fertility of male and female rats administered up to 4000 mg/kg body weight
(approximately 4,000 times the maximum recommended human dose based on surface area).
Pregnancy
Teratogenic Effects
Pregnancy Category C. Glimepiride did not produce teratogenic effects in rats exposed orally up to 4000
mg/kg body weight (approximately 4,000 times the maximum recommended human dose based on
surface area) or in rabbits exposed up to 32 mg/kg body weight (approximately 60 times the maximum
recommended human dose based on surface area). Glimepiride has been shown to be associated with
tntrauterine fetal death in rats when given in doses as low as 50 times the human dose based on surface
area and in rabbits when given in doses as low as 0.1 times the human dose based on surface area. This
fetotoxicity, observed only at doses inducing maternal hypoglycemia, has been similarly noted with other
sulfonylureas, and is believed to be directly related to the pharmacologic (hypoglycemic) action of
glimepiride.

There are no adequate and well-controlled studies in pregnant women. On the basis of results from
animal studies, AMARYL should not be used during pregnancy. Many experts recommend that insulin be
used during pregnancy to maintain glucose levels as close to normal as possible.
Nonteratogenic Effects
In some studies in rats, offspring of dams exposed to high levels of glimepiride during pregnancy and
lactation developed skeletal deformities consisting of shortening, thickening, and bending of the humerus
during the postnatal period. Significant concentrations of glimepiride were observed in the serum and
breast milk of the dams as well as in the serum of the pups. These skeletal deformations were determined
to be the result of nursing from mothers exposed to glimepiride.

Prolonged severe hypoglycemia (4 to 10 days) has been reported in neonates born to mothers who

were receiving a sulfonylurea drug at the time of delivery. This has been reported more frequently with the
use of agents with prolonged half-lives. Patients who are planning a pregnancy should consult their
physician, and it is recommended that they change over to insulin for the entire course of pregnancy and
lactation.
Nursing Mothers
In rat reproduction studies, significant concentrations of glimepiride were observed in the serum and
breast milk of the dams, as well as in the serum of the pups. Although it is not known whether AMARYL
is excreted in human milk, other sulfonylureas are excreted in human milk. AMARYL should be
discontinued in nursing mothers. If AMARYL is discontinued, and if diet and exercise alone are
inadequate for controlling blood glucose, insulin therapy should be considered. (See above Pregnancy,
Nonteratogenic Effects)
Pediatric Use
Safety and effectiveness in pediatric patients have not been established.
ADVERSE REACTIONS
The incidence of hypoglycemia with AMARYL, as documented by blood glucose values <60 mg/dL,
ranged from 0.9-1.7% in two large, well-controlled, 1 -year studies. (See WARNINGS and PRECAUTIONS)

AMARYL has been evaluated for safety in 2,013 patients in US controlled trials, and in 1,551 patients in
foreign controlled trials. More than 1,650 of these patients were treated for at least 1 year.

Adverse events, other than hypoglycemia, considered to be possibly or probably related to study drug
that occurred in US placebo-controlled trials in more than 1 % of patients treated with AMARYL are shown
below.

Adverse Events Occurring in > 1 % AMARYL Patients
AMARYL Placebo

Total Treated
Dizziness
Asthenia
Headache
Nausea

No.
746
13
12
11
8

%
100
1.7
1.6
1.5
1.1

No.
294

1
3
4
0

%
100
0.3
1.0
1.4
0.0

Gastrointestinal Reactions
Vomiting, gastrointestinal pain, and diarrhea have been reported, but the incidence in placebo-controlled
trials was less than 1 % . Isolated transaminase elevations have been reported. Cholestatic jaundice has
been reported to occur rarely with sulfonylureas.
Dermatologic Reactions
Allergic skin reactions, e.g., pruritus, erythema, urticaria, and morbilliform or maculopapular eruptions,
occur in less than 1 % of treated patients. These may be transient and may disappear despite continued
use of AMARYL; if skin reactions persist, the drug should be discontinued. Porphyria cutanea tarda and
photosensitivity reactions have been reported with sulfonylureas.
Hematologic Reactions
Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic anemia, and pancytopenia
have been reported with sulfonylureas.
Metabolic Reactions
Hepatic porphyria reactions and disulfiram-like reactions have been reported with sulfonylureas; however,
no cases have yet been reported with AMARYL. Cases of hyponatremia have been reported with
glimepiride and all other sulfonylureas, most often in patients who are on other medications or have
medical conditions known to cause hyponatremia or increase release of antidiuretic hormone. The
syndrome of inappropriate antidiuretic hormone (SIADH) secretion has been reported with certain other
sulfonylureas, and it has been suggested that these sulfonylureas may augment the peripheral
(antidiuretic) action of ADH and/or increase release of ADH.
Other Reactions
Changes in accommodation and/or blurred vision may occur with the use of AMARYL. This is thought to
be due to changes in blood glucose, and may be more pronounced when treatment is initiated. This
condition is also seen in untreated diabetic patients, and may actually be reduced by treatment. In
placebo-controlled trials of AMARYL, the incidence of blurred vision was placebo, 0.7%, and AMARYL, 0.4%.
OVERDOSAGE
Overdosage can produce hypoglycemia. Mild hypoglycemic symptoms without loss of consciousness or
neurologic findings should be treated aggressively with oral glucose and adjustments in drug dosage
and/or meal patterns. Close monitoring should continue until the physician is assured that the patient is
out of danger. Severe hypoglycemic reactions with coma, seizure, or other neurological impairment occur
infrequently, but constitute medical emergencies requiring immediate hospitalization. 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, because hypoglycemia may recur after apparent
clinical recovery.
DOSAGE AND ADMINISTRATION
There is no fixed dosage regimen for the management of diabetes mellitus with AMARYL or any other
hypoglycemic agent.
Usual Starting Dose
The usual starting dose of AMARYL as initial therapy is 1-2 mg once daily, administered with breakfast or
the first main meal. Those patients who may be more sensitive to hypoglycemic drugs should be started
at 1 mg once daily, and should be titrated carefully. (See PRECAUTIONS Section for patients at increased risk).

No exact dosage relationship exists between AMARYL and the other oral hypoglycemic agents. The
maximum starting dose of AMARYL should be no more than 2 mg.

Failure to follow an appropriate dosage regimen may precipitate hypoglycemia. Patients who do not
adhere to their prescribed dietary and drug regimen are more prone to exhibit unsatisfactory response to
therapy.
Usual Maintenance Dose
The usual maintenance dose is 1 to 4 mg once daily. The maximum recommended dose is 8 mg once
daily. After reaching a dose of 2 mg, dosage increases should be made in increments of no more than 2
mg at 1-2 week intervals based upon the patient's blood glucose response. Long-term efficacy should be
monitored by measurement of HbA1c levels, for example, every 3 to 6 months.
AMARYL0-Insulin Combination Therapy
Combination therapy with AMARYL and insulin may be used in secondary failure patients. The fasting
glucose level for instituting combination therapy is in the range of >150 mg/dL in plasma or serum
depending on the patient. The recommended AMARYL dose is 8 mg once daily administered with the first
main meal. After starting with low-dose insulin, upward adjustments of insulin can be done approximately
weekly as guided by frequent measurements of fasting blood glucose. Once stable, combination-therapy
patients should monitor their capillary blood glucose on an ongoing basis, preferably daily. Periodic
adjustments of insulin may also be necessary during maintenance as guided by glucose and HbA1c levels.
Specific Patient Populations
AMARYL is not recommended for use in pregnancy, nursing mothers, or children. In elderly, debilitated,
or malnourished patients, or in patients with renal or hepatic insufficiency, the initial dosing, dose
increments, and maintenance dosage should be conservative to avoid hypoglycemic reactions (See
PRECAUTIONS, General).
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Vor mere information
on DiaSTAT

and other diabetes
monitoring products,
please contact your

local Bio-Rad
representative or

call toll-free at
a°800-2=BIO-RAD.

Good for Your Patients,
Good for Your Practice.

The Bio-Rad DiaSTAT™ analyzer means cost-effective,
in-house HbAic testing

Today's physicians are faced with increased workloads, tighter
governmental restrictions and the constant pressure to
economize while maintaining high standards of patient care.
Bio-Rad helps you cope with this challenging environment
with the DiaSTAT, a new instrument that performs in-office
HbAic testing in only 10 minutes. During regularly scheduled
visits, you can assess a patients compliance with or response to
therapy, and make the appropriate adjustments before they
leave your office.

• DiaSTAT is compact and transportable, so you can use it
when you need it, where you need it.

• DiaSTAT is fully-automated and easy for your staff to use.
And the 15-sample capacity is ideal for the clinic, physician's
office or hospital floor.

• DiaSTAT is reliable, providing precise, objective Aic results
even in the presence of Hemoglobins S and C.

Bio-Rad is the acknowledged leader in diabetes

-monitoring, so you and your patient can have

confidence in the test residts.

Bio-Rad
Laboratories

Diagnostics Group US 1-800-2-BIO-RAD • AU 61-2-9914-2800 • AT43-1-877-8901 • BE 32-9-385-5511 - CA 1-905-712-2771 • CN 86-10-205-1875 • DK 45-39-17-99-47
Fl 358-0-804-22-00 • FR 33-14-960-6834 • DE 49-89-318840 • HK 852-2789-3300 • IN 91-11-461-0103 • IT 39-2-216-091 • JP 81-3-5811-6290 • KR 82-2-508-4460-?.
NL 31-318-540666 • NZ 64-9-443-3099 • SG 65-272-9877 • ES 34-1-661-7085 • SE 46-8-735-8300 - CH 41-1-809-55-55 • GB 44-1442-232552



Less time testing. More time for life."
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New Accu-Chekf Instant™ System

The chances are good that they're not thinking

about blood glucose testing. You see, with 12 second

accuracy, the new Accu-Chek® Instant™ blood glucose

monitoring system is the fastest test around—which

means that testing is less likely to interfere with their lives.

And that's good because it's obvious that the people with

diabetes in these pictures are busy and active, like everyone else.

You know, we could bring up the fact that the Accu-Chek®

Instant™ System is economically priced, small, and discreet, but when

you think about it, more time for life is the greatest testimonial of all.

(0 1396 Boehringer Mannheim Corporation. All rights reserved.

Accu-Chek
BLOOD GLUCOSE MONITORING SYSTEMS

What it takes to take control
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Overall response to CAVERJECT by clinical evaluation1 H
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From the open-label, dose-escalation phase of a multicenter,
randomized, double-blind, placebo-controlled crossover study.
Of 153 patients randomized into the study, 105 patients
completed the dose-ranging phase and entered the self-injection
phase.

72% EFFECTIVE IN OFFICE: 76 of 105
patients titrated to an optimum dose
received at least one evaluation of full
rigidity.*1 Placebo produced no response in
the double-blind arm of the study.1

89% EFFECTIVE AT HOME: In the 4-week
self-injection arm of the study, 91 of 102
patients reported a response to injections at
home.+1 At-home therapy requires proper
training of the patient in self-injection.

EFFECTIVE THERAPY: Intracavernosal
injection therapy with CAVERJECT is
indicated in patients with erectile
dysfunction due to vasculogenic, neurogenic,
psychogenic, or mixed etiology.*12

* Assessments of erection response were recorded at 5,10,15, 30, and
120 minutes after injection.

t Patients previously received self-injection training and titration to an
optimum dose (a dose which induced an erection sufficient for intercourse).
Response was defined as a full or partial erection leading to satisfactory
intercourse.

Because injections may cause a small amount of bleeding at the
injection site, patients should be counseled about the protective measures
necessary to guard against sexually transmitted diseases.

(p)1996 The Upjohn Company

•Underlying treatable medical causes of erectile dysfunction should
be diagnosed and treated prior to initiating therapy with CAVERJECT.
CAVERJECT is contraindicated in men with known hypersensitivity to
the drug or conditions that might predispose them to priapism, and in
men with penile implants or anatomical deformities of the penis.

§Patients should contact their physician or seek immediate medical
assistance if an erection persists longer than 6 hours.

In one self-injection clinical study where duration of use was up to
18 months, the incidence of fibrosis was 7.8%.

Please see adjacent page for brief summary of prescribing information.



CAVERJECT
for Erectile Dysfunction

Proven Effective

Regardless of Etiology

SAFETY CONSIDERATIONS

• Dosing should be titrated under physician
supervision to minimize the possibility of
priapism.§

• Mild to moderate penile pain was reported
at least once by 37% of patients in clinical
trials of up to 18-months' duration.

• Among patients reporting pain, not every
injection was associated with it. Of 21,490
injections studied, 11% were pain related.3

• The overall incidence of penile fibrosis
reported in clinical studies was 3%.'

The reconstituted vial of CAVERJECT is for single use only. Patients
must properly discard needles after one use and never share them.

HOW SUPPLIED

CAVERJECT is available in a single-dose system
with a self-locking case for safe disposal with

a disposable syringe prefilled with diluent

a vial of 10 or 20 meg of CAVERJECT Sterile Powder

two alcohol swabs

a patient instruction leaflet

Sterile
Powder

alprostadil for injection
PROVEN EFFECTIVE TREATMENT



'Sterile
Powder

alprostadil Tor injection
CAVERJECT'^ Sterile Powder (brand of alprostadil for injection) For Intracavernosal Use

INDICATIONS AND USAGE: Treatment of erectile dysfunction due to neurogenic, vasculogenic, psychogenic, or
mixed etiolopy; also an adjunct to other diagnostic tests in the diagnosis of erectile dysfunction.
CONTRAINDICATIONS: Known hypersensitivity to the drug; conditions that might predispose the patient to pri-
apism, such as sickle cell anemia or trait, multiple myeloma, or leukemia; anatomical penile deformity, such as
angulation, cavernosal fibrosis, or Peyronie's disease; and penile implants. Do not use CAVERJECT in women,
children, or newborns or in men who should not engage in sexual activity.
PRECAUTIONS: General Precautions: Pjjapjsm (erection lasting over 6 hours) can occur. Instruct the patient to
immediately report and seek medical assistance for any erection that lasts longer than 6 hours. Treat priapism
according to established medical practice. RenilnJibrrjsJSj including Peyronie's disease, occurred in 3% of
patients in clinical studies (incidence was 7.8% in one '18-month study). Use regular patient follow-up, with
careful examination of the penis, to detect signs of penile fibrosis. Stop treatment with CAVERJECT in patients
who develop penile angulation, cavernosal fibrosis, or Peyronie's disease. Anticoagulant therapy (such as war-
farin or hepann) may increase the tendency for bleeding after injection. Diagnose and treat underlying treatable
medical causes of erectile dysfunction before starting therapy with CAVERJECT. CAVERJECT combined with
other vasoactiye agents was not systematically studied; the use of such combinations is not recommended.
Instruct the patient not to reuse or share needles or syringes and not to let anyone else use his prescription medi-
cines. Patient Information: Thorough training in self-injection technique is required before CAVERJECT can be
used at home. The dose is established in the physician s office. Carefully follovy preparation instructions indued
with each package of CAVERJECT. Discard vials with precipitates or discoloration. The vial is designed for single
use; therefore, discard the vial and any remaining solution once the proper amount is withdrawn. Property discard
needle after use; do not reuse or share with others. Do not change the prescribed dose without physician con-
sultation. CAVERJECT should produce an erection in 5 to 20 minutes. Generally, do not exceed an injection fre-
quency of three times per week; separate each use by at least 24 hours. Patients should know the possible side
effects of CAVERJECT and what to do if side effects occur. Patients must return for regular checkups for treat-
ment benefit and safety assessments. Counsel patients about protective measures necessary to guard against
the spread of sexually transmitted diseases, including the human immunodeficiency virus (HIV). The small
amount of injection-site bleeding that can occur in some patients (see ADVERSE REACTIONS) could increase
the risk of transmitting blood-borne diseases between partners. Drug Interactions: In clinical trials, concomitant
use of arrfjhypertensive drugs, diuretics, anrjdiabetic agents (including insulin), or nonsteroldal anti-inflammatory
drugs had no effect on trie efficacy and safety of CAVERJECT. Pharmacokinetic drug-drug interactions between
alprostadil and other agents were not formally studied. Carclnogenesis, Mutagenesis, and Fertility Impairment:
Long-term carcinogenicity studies were not conducted. Alprostadil did not adversely affect or alter spermatoge-
nesis in rats. Mutagenicity tests revealed no potential for mutagenesis. In a 1-year irritancy study in monkeys,
there was no evidence of drug-related penile irritancy or nonpenile tissue lesions that could be directly related to
alprostadil; any lesions noted were reversible; and histologic changes in the penis had regressed at the end of the
4-week recovery period.
PREGNANCY, NURSING MOTHERS, AND PEDIATRIC USE: CAVERJECT is not for use in newborns, children, or
women.
ADVERSE REACTIONS: Local Reactions: Reported by 1% or more of patients treated with CAVERJECT
fn- =1,861}: penile pain (33%, compared with 2% of 294 patients injected with placebo); prolonged erection
(4%); penile fibrosis (3%, see PRECAUTIONS); injection-site hematoma (3%); penis disorder (3%, includes
numbness, yeast infection, irritation, sensitivity, phimosis, pruritus, erythema, venous leak, penile skin tear,
strange feeling of penis, penile head discoloration, and itch at tip of penis); injection-site ecchymosis (2%);
penile rash (1%); and penile edema (1%). Eenjlpajn was mild or moderate in intensity in most cases; 3% of
patients stopped treatment because of penile pain. In most cases, spontaneous detumescence followed piQ:
Lop^ejjpctign. (erection that lasts 4 to 6 hours) and pijapjsm (erection that lasts longer than 6 hours; 0.4% in
clinical trials). Titrate CAVERJECT slowly to the lowest effective dose to minimize the chance of prolonged erec-
tion or priapism (see DOSAGE AND ADMINISTRATION). Instruct the patient to immediately report and seek med-
jcal assistance for any erection that persists longer than 6 hours. Failure to treat priapism immediately may result
in penile tissue damage and permanent loss of potency. Most cases of hematoma and ecchymosis were attributed
to faulty injection technique. Local reactions reported by less than 1% of patients: balanitis, injection-site hemor-
rhage, injection-site inflammation, injection-site itching, injection-site swelling, injection-site edema; urethra! bleed-
ing; penile warmth; numbness; yeast infection; irritation; sensitivity; phimosis; pruritus; erythema; venous leak;
painful erection; and abnormal ejaculation. Systemic Events: Reported by 1% or more of patients treated with
CAVERJECT (n== 1,861): upper respiratory tract infection (4%); hypertension (2%); headache (2%); flu syndrome
(2%); sinusitis (2%); prostatic disorder (2%, includes prostatrtis, pain, hypertrophy, and enlargement); localized
pain (2%); trauma (2%); dizziness (1%); back pain (1%); nasal congestion (1%); and cough (1%). Systemic
events [urlned by investigators to be possibly related to the use of CAVERJECT were reported for less than 1% of
patients and included testicular pain, scrotal disorder, scrotaiedema, hematuria, testicular disorder, impaired uri-
nation, urinary frequency, urinary urgency, pelvic pain, hypotension, vasodilation, peripheral vascular disorder,
supraventricular extrasystole, vasovagal reactions, hypesthesia, nongeneralized weakness, non-application-site
pruritus, skin neoplasm, nausea, dry mouth, increased serum creatirane, leg cramps, and mydriasis. Blood pres-
sure decreases and pulse rate increases were observed in clinical studies and appeared to be dose related (seen
principally at doses above 20 micrograms and above 30 micrograms of alprostadil, respectively); changes were
usually clinically unimportant (3% of patients stopped because of symptomatic hypotension). CAVERJECT had
no clinically important effect on serum or urine laboratory tests.
OVERDOSAGE: If intracavernous overdose with CAVERJECT occurs, place patient under medical supervision
until any systemic effects have resolved and penile detumescence has occurred. Symptomatic treatment of
systemic symptoms is appropriate.
DOSAGE AND ADMINISTRATION: Individualize each patient's dose by careful physician-supervised titration,
following the initial titration guidelines in the product package insert. Doses greater than 60 micrograms are not
recommended. In general, use the lowest possible effective dose. A 1/2-inch, 27- to 30-gauge needle is generally
recommended. Initial Titration in Physician's Office: Follow the initial titration instructions that appear in the
product package insert; dosage ttrratinn instructions differ depending on erectile dysfunction etiology. In one
clinical study, !>6% of patients were titrated to doses of greater than 5 micrograms but less than or equal to
20 micrograms; the mean dose at the end of titration was 17.8 micrograms. Maintenance Therapy: Properly
instruct and train the patient in the self-injection technique, and carefully assess the patient's skills and compe-
tence with this procedure before starting self-injection therapy. The dose selected for self- injection therapy
should provide an erection that is satisfactory for sexual activity and is maintained for no longer than 1 hour.
Reduce the dose if the erection lasts longer than 1 hour. Dose adjustments for self-injection, if required, shoujd
only be made with physician consultation and should follow initial titration guidelines. CAVERJECT was effective
for up to 6 months in an uncontrolled, self-injection study; the mean dose at the end of 6 months was 20.7
micrograms. Exercise careful and continuous follow-up of patients on self-injection therapy, especially for initial
self-injections. Recommended injection frequency is no more than three times weekly, with at least 24 hours
between uses. Instruct the patient in the proper disposal of the syringe, needle, and single-use vial. See the
patient every 3 months dunng self-injection therapy to assess treatment and, if needed, to adjust the dose.
CAVERJECT as an Adjunct to the Diagnosis, of Erectile Dysfunction:. In pharmacologic diagnostic testing for
erectile dysfunction, monitor patientstor the occurrence of an erection after an intracavernosal injection of
CAVERJECT. Use CAVERJECT as an adjunct to laboratory investigations to allow visualization and assessment
of penile vasculature. For these tests, use a single dose of CAVERJECT that induces a firm and rigid erection.
SpMenj ' r ipat ta .a ; Refer to product package insert for reconstitution instructions.One mL of sterile water
preserved with 0.945% w/v benzyl alcohol or bacteriostatic water for injection with benzyl alcohol must be used
for reconstitution. Use the solution immediately after reconstitution; do not store or freeze. Inspect reconstituted
solution visually for particulate matter.
CAUTION: Federal law prohibits dispensing without a prescription.
Store vials at refrigerated temperatures of 2°C to 8°C (36°F to 46°F) until dispensed. After dispensing, unused
packages of CAVERJECT Sterile Powder may be stored up to 3 months at or below 25°C (77°F)
Pharmacia & Upjohn, Inc » Kalamazoo, Ml 49001, USA B-1-S
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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: $8.95 each, three for $24.95, six for $45.95
BINDERS: $11.25 each, three for $31.85, six for $60.75

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

Please send cases; binders

.. Add $1.50 per item for Postage andEnclosed is $ _
Handling.
Outside U.S.A. add $3.50 per item (U.S. funds only).

Print Name

Address

City/State/Zip

(No PO Boxes Please)

PA residents add 6% sales tax

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

NOTE: Satisfaction guaranteed.
Slipcases are also available for DIABETES, DIABETES
SPECTRUM and DIABETES FORECAST.
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Imagine a blood glucose monitor
that actually lets you test like this.

Introducing the NEW Precision Q«I«D™ System. Easy, accurate blood glucose testing. Anytime. Anywhere.

Chances are your patients won't be testing their blood glucose upside down. But they could, with the

new Precision Q-I-D hand-held monitor and unique MICROFLO™ test strip — a major

improvement in test strip technology from MediSense. See for yourself. Now people

with diabetes can easily test in a wide range of positions and environments. Easily,

accurately, and discreetly, in just 20 seconds. At home, at work, or on the go. The

Precision Q-I-D System. It's new. It's easy. And it's available only from MediSense.

Introducing the revolutionary new
Precision Q*D™ System.

Aikt4
-Better -
.Control^

McdiSir.', i •; registered trademark ofMedi.
CIIMI. •> Mil "tlntil there's non-invasive, the
(0 l<)'n MtrliScmc. Inc. 226 Second Avenue. HI

OrLO.Test 4 Better
h of MediSense. Inc.

XII rights reserved.

For more information on the new
Precision Q-I-D System, call

MediSense at 1-800-527-3339

Until therers e's non4ntrusiver



Attend a Conference in Your Home or Office

Clinical Conference
on CD-ROM

ttend a conference — and earn cat-
egory I CME or CEU credits —

without ever leaving your home or
office. We've captured general sessions
of this important clinical conference on
CD-ROM so you can listen to the speak-
ers while simultaneously viewing their
slides. It's almost as good as being there!
Study the scientific presentations at your
own pace: retrieving, pausing, or even
skipping ahead to more relevant topics.
You can even search by topic, author, or
agenda. What's more, it's a snap to
install and use — you don't need any
technical expertise. Works in both the
Windows and Macintosh environments.
#PCDROM2
Nonmember: $124.95
Member: $99.95

Agenda:
Scope of the Problem
Maureen I. Harris, Ph.D., MPH;
Susceptibility of Complications:
Ethnic and Racial Variations
IMVIS H. Kuller, MD, DrPH
Prevention of Complications in
the Management of IDDM:
Blood Glucose Control
Robert A. Rizza, MD

Diagnosis and Management
of Diabetic Dyslipidemia
Frederick L. Dunn, MD

Nephropathy in NIDDM
Michael W. Steffes, MD, Ph.D.
Diagnosis and Classification
of Neuropathy
Eva L. Feldman, MD, Ph.D.
Treatment of Neuropathy
Douglas A. Greene, MD

Agenda Strategies to Prevent Lower
Extremity Amputations
Lee]. Sanders, DPM

You can start
a presentation
from the beginning,
or skip to another part of the lecture
at any time. If you wish to review a
particular slide more closely, you can
pause and then resume play to continue.

Treatment of Coronary Artery Disease
Pochard W. Nesto, MD

The Role of Primary Care Physicians
in the Detection of Retinopathy
Frederick L. Ferris III, MD

Future Therapies in Diabetes Care
Jay S. Skyler, MD

System Requirements:
Windows - 386 or 486 processor,
Windows 3.1 or greater, 4MB RAM; 4MB
free disk space, CD-ROM drive, SVGA
graphic card, SVGA monitor, MPC
compliant sound card, MPC mouse
Macintosh - LCII or greater processor,
System 7.01 or greater, 4MB RAM, 4MB
free disk space, double-speed CD-ROM
drive, external speakers recommended
(not recommended for Power Macs)

• YES! Please send me the books I've listed, and include a free catalog.
• NO. I'm not ordering right now, but please send me a free catalog.

Item# Item Name Qty Unit Price Total

Shipping & Handling
up to $30.00 add $3.00
$30.01 $50.00 add $4.00
over $'i0.00 add 8%

Publications Subtotal
VA Residents add 4.5% tax
GA Residents add 6% tax..
Shipping & Handling (see chart) $_
Total Due $_

Ship To

First Name Middle Initial Last Name

Address

City/State/Zip

Phone Member # P29C56

• Payment enclosed (check or money order)
Charge my: Q VISA Q MC
Account Number:

• AMEX

Allow 2-3 weeks for shipment. Add $3 for each additional shipping address. Add $15 for each
address outside the U.S. Foreign orders must be paid in US funds, drawn on a US bank.

Signature:
Mail to: American Diabetes Association

Order Fulfillment Department
P.O. Box 930850
Atlanta, GA 31193-0850

. Exp. Date:.

American
Diabetes
Association®



GLUCOPHAGE
(METFORMIN HYDROCHLORIDE TABLETS)soo

BOUND FOR EFFICACY
AND SECONDARY BENEFITS.

mg

Please see brief summary of prescribing
information, including the boxed
WARNING regarding Lactic Acidosis,
on the last page of this advertisement. ,'f^.



IN NIDDM*

BYPASS THE PANCREAS WITH

GLUCOPHAGE
lowers blood glucose
levels without
stimulating insulin
secretion.

No effect on pancreatic beta cells
or Insulin secretion.1

GLUCOPHAGE is
highly effective first-
line drug therapy.:

Significantly decreases fasting
plasma glucose (FPG) when used
as an adjunct to diet.2

Mean difference in FPG compared
with placebo

GLUCOPHAGE
vs placebo

P<0.001

Study I : Results of a double-blind, placebo-controlled,
multicenter trial over 29 weeks. 286 randomized
NIDDM patients: GLUCOPHAGE, n = 141; placebo,
n = 145. Average dosage of GLUCOPHAGE was
1,980 mg/day."



DIRECT ANTIHYPERGLYCEMIC ACTION

GLUCOPHAGE
delivers important
secondary benefits.

Does not cause hyperinsulinemia.

Does not produce hypoglycemia.

Helps keep weight from increasing.

Has modest, favorable effects
on lipids.

GLUCOPHAGE
is synergistic i
combination

Combining GLUCOPHAGE
and a sulfonylurea with diet
lowers FPG significantly more
than monotherapy.2

Mean difference in FPG compared
with monotherapy

GLUCOPHAGE
plus glyburide
vs glyburide alone

P<0.001

Study 2: Results of a double-blind, placebo-con-
trolled, parallel-group, multicenter trial comparing
GLUCOPHAGE (n=210), glyburide (n=209),and the
combination (n=213) over 29 weeks. 632 randomized
NIDDM patients in whom glyburide monotherapy
(20 mg/day) plus dietary intervention had failed to
provide adequate control. Average dosage of
GLUCOPHAGE was 2,050 mg/day as monotherapy
and 1,894 mg/day in combination."
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(METFORMIN HYDROCHLORIDE TABLETS)soo mg
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Please see brief summary of prescribing information, including the
boxed WARNING regarding Lactic Acidosis, on the last page

. of this advertisement.
*Non—insulin-dependent diabetes mellitus (type II).



IN NIDDM

ESTABLISHED SAFETY
AND BID DOSING.

Safety established -V
3 .million patit^nt-yr;.irs of

Mild and transient Gl side effects are most
common.1

Diarrhea, nausea, vomiting, bloating, or
flatulence may occur, especially during
initiation of GLUCOPHAGE.
• Approximately 30% more frequent than with

placebo.1

• Approximately 4% of patients discontinue therapy
due to Gl reactions.1

Rare occurrence of lactic
l^ a serious co

Approximately 0.03 cases per 1,000
patient-years reported worldwide.1

• If cases occur, up to half may be fatal.
• Seen primarily in patients with renal

insufficiency.
• Patient Package Insert lists symptoms to be

discussed with patients.

The UGDP study suggested increased cardio-
vascular risk with oral antidiabetics.

Appropriate patient selection
is kt?y«

Contraindicated in patients with renal
disease or renal dysfunction and in
patients with metabolic acidosis.

Temporarily withhold in patients receiving
iodinated contrast materials for radiologic
studies.

Avoid in patients with impaired hepatic
function or excessive alcohol intake (acute
or chronic).

Not recommended for children or
pregnant women.

Recommended starting dosage:
roe bid with meals,'

Increase dosage by one 500 mg tablet each
week.

Minimize Gl reactions by slow titration and
administration with food.
• Occasionally, temporary dose reduction may be

useful.

Individualize dosage based on effectiveness
and tolerance, up to a maximum of 2500 mg
administered on a tid schedule.
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(METFORMIN HYDROCHLORDE TABLETS)soo mg
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References: I . GLUCOPHAGE Package Insert. 2. Data on file, Bristol-Myers Squibb Company. 3. DeFronzo RA, Goodman A. and the Multicenter
Metformin Study Group: Efficacy of metformin in patients with non-insulin-dependent diabetes mellitus. N Engl] Med 333(9):541 -549,1995.4.Sirtori
CR, Pasik C: Re-evaluation of a biguanide, metformin: mechanism of action and tolerability. Pharmacol Res 30(3): 187-228,1994.

Please see brief summary of prescribing information, including the
boxed WARNING regarding Lactic Acidosis, on the last page
Of this advertisement. printed on recyclable paper



GLUCOPHAGE3 (METFORMIN HYDROCHLORIDE TABLETS) 500 mg
CONTRAINDICATIONS: GLUCOPHAGE is contraindicated in patients with: 1 . Renal disease or renal dysfunction
(e.g., as suggested by serum creatinine levels >1.5 mg/dL [males], >1.4 mg/dL [females] or abnormal creatinine
clearance) which may also result from conditions such as cardiovascular collapse (shock), acute myocardial
infarction, and septicemia (see WARNINGS and PRECAUTIONS). 2. GLUCOPHAGE should be temporarily withheld
in patients undergoing radiologic studies involving parenteral administration of iodinated contrast materials,
because use of such products may result in acute alteration of renal function. (See also PRECAUTIONS). 3. Known
hypersensitivity to mettormin hydrochloride. 4. Acute or chronic metabolic acidosis, including diabetic ketoacido-
si:i, with or without coma. Diabetic ketoacidosis should be treated with insulin.

WARNINGS: Lactic Acidosis: Lactic acidosis Is a tare, but serious, metabolic complication that can occur due to
mettormin accumulation during treatment with GLUCOPHAGE; when it occurs, it is fatal in approximately 50% of
cases. Lactic acidosis may also occur in association with a number of pathophysiologic conditions, including dia-
betes mellltus, and whenever there is significant tissue hypoperfusion and hypoxemia. Lactic acidosis Is charac-
terized by elevated blood lactate levels (>S mmol/L), decreased blood pH, electrolyte disturbances with an
increased anlon gap, and an Increased lactate/pyruvate ratio. When metformin is implicated as the cause of lac-
tic acidosis, metformin plasma levels > 5 ug/mL are generally found. The reported incidence of lactic acidosis In
patients receiving metformin hydrochloride is very low (approximately 0.03 cases/1,000 patient-years, with
approximately 0.015 fatal cases/1,000 patient-years). Reported cases have occurred primarily in diabetic
patients with significant renal Insufficiency, including both Intrinsic renal disease and renal hypoperfusion, often
In the setting of multiple concomitant medical/surgical problems and multiple concomitant medications. The risk
cf lactic acidosis increases with the degree of renal dysfunction and the patient's age. The risk of lactic acidosis
may, therefore, be significantly decreased by regular monitoring of renal function in patients taking
GLUCOPHAGE and by use of the minimum effective dose of GLUCOPHAGE. In addition, GLUCOPHAGE should be
promptly withheld in the presence of any condition associated with hypoxemia or dehydration. Because impaired
hepatic (unction may significantly limit the ability to clear lactate, GLUCOPHAGE should generally be avoided in
patients with clinical or laboratory evidence of hepatic disease. Patients should be cautioned against excessive
alcohol intake, either acute or chronic, when taking GLUCOPHAGE, since alcohol potentiates the effects of met-
fflrmln hydrochloride on lactate metabolism. In addition, GLUCOPHAGE should be temporarily discontinued prior
to any intravascular radiocontrast study and for any surgical procedure (see also PRECAUTIONS). The onset of
lactic acidosis often Is subtle, and accompanied only by nonspecific symptoms such as malaise, myalgias, res-
piratory distress, increasing somnolence and nonspecific abdominal distress. There may be associated
hypothermia, hypotension and resistant bradyarrhythmias with more marked acidosis. The patient and the
patient's physician must be aware of the possible importance of such symptoms and the patient should be
instructed to notify the physician immediately If they occur (see also PRECAUTIONS). GLUCOPHAGE should be
withdrawn until the situation is clarified. Serum electrolytes, ketones, blood glucose and, if Indicated, blood pH,
lactate levels and even blood metformin levels may be useful. Once a patient is stabilized on any dose level of
GLUCOPHAGE, gastrointestinal symptoms, which are common during initiation of therapy, are unlikely to be drug
related. Later occurrence of gastrointestinal symptoms could be due to lactic acidosis or other serious disease.
Levels of fasting venous plasma lactate above the upper limit of normal but less than 5 mmol/L in patients taking
GLUCOPHAGE do not necessarily indicate Impending lactic acidosis and may be explainable by other mecha-
nisms, such as poorly controlled diabetes or obesity, vigorous physical activity or technical problems in sample
handling. (See also PRECAUTIONS.) Lactic acidosis should be suspected in any diabetic patient with metabolic
acidosis lacking evidence of ketoacidosis (ketonuria and ketonemia). Lactic acidosis is a medical emergency
that must be treated in a hospital setting. In a patient with lactic acidosis who is taking GLUCOPHAGE, the drug
should be discontinued immediately and general supportive measures promptly instituted. Because metformin
hydrochloride is dialyzable (with a clearance of up to 170 mL/min under good hemodynamic conditions), prompt
hemodlalysis is recommended to correct the acidosis and remove the accumulated metformin. Such
management often results In prompt reversal of symptoms and recovery. (See also CONTRAINDICATIONS and
PRECAUTIONS).

SPKGIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration of oral antidlabetic
drugs has been reported to be associated with Increased cardiovascular mortality as compared to treatment with
diet alone or diet plus Insulin.
PRECAUTIONS: General: Monitoring of renal (unction—GLUCOPHAGE is known to be substantially excreted by the
kidney, and the risk of metformin accumulation and lactic acidosis increases with the degree of impairment of renal
function. Thus, patients with serum creatinine levels above the upper limit of normal for their age should not receive
GLUCOPHAGE. In patients with advanced age, GLUCOPHAGE should be carefully titrated to establish the minimum
dose for adequate glycemic effect, because aging is associated with reduced renal function. In elderly patients, renal
function should be monitored regularly and, generally, GLUCOPHAGE should not be titrated to the maximum dose (see
DOSAGE AND ADMINISTRATION). Before initiation of GLUCOPHAGE therapy and at least annually thereafter, renal
function should be assessed and verified as normal. In patients in whom development of renal dysfunction is
anticipated, renal function should be assessed more frequently and GLUCOPHAGE discontinued if evidence of renal
\m0men\\spresen\.—useofconcom!tanlmedicationsthatmayaffectrenalfunctlonormen'ormlndisposlt!on
• -Concomitant medicationfs) that may affect renal function or result in significant hemodynamic change or may inter-
fere with the disposition of GLUCOPHAGE, such as cationic drugs that are eliminated by renal tubular secretion (See
OruqMmctionslsboMb&useivMbmtion.—Radiologicsiudieslnvolvingtheuseofiodinatedcontrastmate-
rials (lor example, Intravenous urogram, Intravenous cholangiography, angiography, and scans with contrast
materials)—Parenteral contrast studies with iodinated materials can lead to acute renal failure and have been asso-
ciated with lactic acidosis in patients receiving GLUCOPHAGE (see CONTRAINDICATIONS). Therefore, in patients in
whom any such study is planned, GLUCOPHAGE should be withheld for at least 48 hours prior to, and 48 hours
subsequent to, the procedure and reinstituted only after renal function has been re-evaluated and found to be normal.
• • Hypoxlc states—Cardiovascular collapse (shock) from whatever cause, acute congestive heart failure, acute
myocardial infarction and other conditions characterized by hypoxemia have been associated with lactic acidosis and
may also cause prerenal azotemia. When such events occur in patients on GLUCOPHAGE therapy, the drug should be
promptly discontinued. — Surgical procedures—GLUCOPHAGE therapy should be temporarily suspended for any
surgical procedure (except minor procedures not associated with restricted intake of food and fluids) and should not
bs restarted until the patient's oral intake has resumed and renal function has been evaluated as normal. — Alcohol
Intake • -Alcohol is known to potentiate the effect of metformin on lactate metabolism. Patients, therefore, should be
warn;:d against excessive alcohol intake, acute or chronic, while receiving GLUCOPHAGE.—Impairedhepatis func-
tion- -Since impaired hepaticfunction has been associated with some cases of lactic acidosis, GLUCOPHAGE should
generally be avoided in patients with clinical or laboratory evidence of hepatic disease. — Vitamin B,, levels—A
decrease to subnormal levels of previously normal serum vitamin B,2 levels, without clinical manifestations, is
observed in approximately 7% of patients receiving GLUCOPHAGE in controlled clinical trials of 29 weeks duration.
Such decrease, possibly due to interference with B1? absorption from the B)2-intrinsic factor complex, is, however, very
rarely associated with anemia and appears to be rapidly reversible with discontinuation of GLUCOPHAGE or vitamin B,,
supplementation. Measurement of hematologic parameters on an annual basis is advised in patients on GLUCOPHAGE
and any apparent abnormalities should be appropriately investigated and managed (see Laboratory Tests). Certain
individuals (those with inadequate vitamin Bn or calcium intake or absorption) appear to be predisposed to developing
subnurmal vitamin B,2 levels. In these patients, routine serum vitamin B,, measurements at two- to three-year inter-
vals may be useful.—Change In clinicalstatus olpreviouslycontrolleddiabetic—A diabetic patient previously well
controlled on GLUCOPHAGE who develops laboratory abnormalities or clinical illness (especially vague and poorly
defined illness) should be evaluated promptly for evidence of ketoacidosis or lactic acidosis. Evaluation should include
serum electrolytes and ketones, blood glucose and, if indicated, blood pH, lactate, pyruvate and metformin levels. If
acidosis of either form occurs, GLUCOPHAGE must be stopped immediately and other appropriate corrective
measures initiated (see also WARNINGS). — Hypoglycemla—Hypoglycemia does not occur in patients receiving
GLUCOPHAGE alone under usual circumstances of use, but could occur when caloric intake is deficient, when strenu-
ous exercise is not compensated by caloric supplementation, or during concomitant use with other glucose-lowering
agents (such as sulfonylureas) or ethanol. Elderly, debilitated or malnourished patients, and those with adrenal or

t " " ""^'" """' """ "
tion, or surgery, a temporary loss of glycemic control may occur. At such times, jt may be necessary to withhold
GLUCOPHAGE and temporarily administer insulin. GLUCOPHAGE may be reinstituted after the acute episode is
resolved. The effectiveness of oral antidiabetic drugs in lowering blood glucose to a targeted level decreases in many
patients over a period of time. This phenomenon, which may be due to progression of the underlying disease or to
diminished responsiveness to the drug, is known as secondary failure, to distinguish it from primary failure in which
the rirui) is Ineffective during initial therapy. Should secondary failure occur with GLUCOPHAGE or sulfonylurea
monotiicrapy, combined therapy with GLUCOPHAGE and sulfonylurea may result in a response. Should secondary
failure occur with combined GLUCOPHAGE/sulfonylurea therapy, it may be necessary to initiate insulin therapy.
- Infoi matlon for Patients: Patients should be informed of the potential risks and advantages of GLUCOPHAGE and
of alternative modes of therapy. They should also be informed about the importance of adherence to dietary instruc-
tions, nf a regular exercise program, and of regular testing of blood glucose, glycosylated hemoglobin, renal function
and hematologic parameters. The risks of lactic acidosis, its symptoms, and conditions that predispose to its develop-

ment, as noted in the WARNINGS and PRECAUTIONS sections should be explained to patients. Patients should be
advised to discontinue GLUCOPHAGE (metformin hydrochloride tablets) immediately and to promptly notify their health
practitioner if unexplained hyperventilation, myalgia, malaise, unusual somnolence orother nonspecific symptoms occur.
Once a patient is stabilized on any dose level of GLUCOPHAGE, gastrointestinal symptoms, which are common
during initiation of therapy, are unlikely to be drug related. Later occurrence of gastrointestinal symptoms could bo
due to lactic acidosis or other serious disease. Patients should be counselled against excessive alcohol intake, either
acute or chronic, while receiving GLUCOPHAGE. GLUCOPHAGE alone does not usually cause hypoglycemia, although
it may occur when GLUCOPHAGE is used in conjunction with oral sulfonylureas. When initiating combination therapy,
the risks of hypoglycemia, its symptoms and treatment, and conditions that predispose to its development should bo
explained to patients. (See Patient Package Insert.)—Laboratory Tests Response to all diabetic therapies should bo
monitored by periodic measurements of fasting blood glucose and glycosylated hemoglobin levels, with a goal of
decreasing these levels toward the normal range. During initial dose titration, fasting glucose can be used to determine
the therapeutic response. Thereafter, both glucose and glycosylated hemoglobin should be monitored. Measurements
of glycosylated hemoglobin may be especially useful for evaluating long-term control (see also DOSAGE AND ADMIN-
ISTRATION). Initial and periodic monitoring of hematologic parameters (e.g., hemoglobin/hematocrit and red blood cell
indices) and renal function (serum creatinine) should be performed, at least on an annual basis. While megaloblastic
anemia has rarely been seen with GLUCOPHAGE therapy, if this is suspected, vitamin B,2 deficiency should bo excluded.
— Drug Interactions: Glyburide—[\\ a single-dose interaction study in NIDDM subjects, co-administration of
metformin and glyburide did not result in any changes in either metformin pharmacokinetics or pharmacodynamics.
Decreases in glyburide AUC and 0 ™ * were observed, but were highly variable. The single-dose nature of this study and
the lack of correlation between glyburide blood levels and pharmacodynamic effects, makes the clinical significance of
this interaction uncertain (see DOSAGE AND ADMINISTRATION, Concomitant Glucophage and Oral Sulfonylurea
Therapy).—Furosemide—A single-dose, metformin-furosemide drug interaction study in healthy subjects demon -
strated that pharmacokinetic parameters of both compounds were affected by co-administration. Furosemide
increased the metformin plasma and blood Cm^by 22% and blood AUC by 15%, without any significant change in
metformin renal clearance. When administered with metformin, the C^Jx and AUC of furosemide were 31 % and 12%
smaller, respectively, than when administered alone, and the terminaf*half-1ife was decreased by 32%, without any
significant change in furosemide renal clearance. No information is available about the interaction of metformin and
furosemide when co-administered chronically.—NHediplne— A single-dose, mettormin-nifedipine drug interaction
study in normal healthy volunteers demonstrated that co-administration of nifedipine increased plasma metformin
Cmav and AUC by 20% and 9%, respectively, and increased the amount excreted in the urine. Tm-,x and half-life were
unaffected. Nifedipine appears to enhance the absorption of metformin. Metformin had minimal effects on nifedipino.
— Cationic rfrajs—Cationicdrugs (e.g., amiloride, digqxin, morphine, procainamide, quinidine, quinine, ranitidine,
triamterene, trimethoprim, and vancomycin) that are eliminated by renal tubular secretion theoretically have the poten-
tial for interaction with metformin by competing for common renal tubular transport systems. Such interaction
between metformin and oral cimetidine has been observed in normal healthy volunteers in both single- and multiple-
dose, metformin-cimetidine drug interaction studies, with a 60% increase in peak metformin plasma and whole blood
concentrations and a 40% increase in plasma and whole blood metformin AUC. There was no change in elimination
half-life in the single-dose study. Metformin had no effect on cimetidine pharmacokinetics. Although such interactions
remain theoretical (except forcimetidine), careful patient monitoring and dose adjustment of GLUCOPHAGEand/orthe
interfering drug is recommended in patients who are taking cationic medications that are excreted via the proximalrenal
tubular secretory system. — Otter—Certain drugs tend to produce hypergiycemia and may lead to loss of glycemic
control. These drugs include thiazide and other diuretics, corticosteroids, phenothiazines, thyroid products, estrogens,
oral contraceptives, phenytoin, nicotinic acid, sympathomimetics, calcium channel blocking drugs, and isoniazid. When
such drugs are administered to a patient receiving GLUCOPHAGE, the patient should be closely observed to maintain
adequate glycemic control. In healthy volunteers, the pharmacokinetics of metformin and propranolol and metformin
and ibuprofen were not affected when co-administered in single-dose interaction studies. Metformin is negligibly bound
to plasma proteins and is, therefore, less likely to interact with highly protein-bound drugs such as salicylates, sulfon-
amides, chloramphenicol, and probenecid, as compared to the sulfonylureas, which are extensively bound to serum
proteins. — Carcinogenesfs, Mutagenesis, Impairment of Fertility. Long-term carcinogenicity studies have been
performed in rats (dosing duration of 104 weeks) and mice (dosing duration of 91 weeks) at doses up to and including
900 mg/kg/day and 1500 mg/kg/day, respectively. These doses are both approximately three times the maximum rec-
ommended human daily dose on a body surface area basis. No evidence of carcinogenicity with metformin was found in
either male or female mice. Similarly, there was no tumorigenic potential observed with metformin in male rats. However,
an increased incidence of benign stromal uterine polyps was seen in female rats treated with 900 mg/kg/day. No evidence
of a mutagenic potential of mettormin was found in the Ames test (S. typKnwrium), gene mutation tost (mouse lymphoma
cells), chromosomal aberrations test (human lymphocytes), or in-vivo micronuclei formation test (mouse bone
marrow). Fertility of male or female rats was unaffected by metformin administration at doses as high as 600 mg/kg/day,
or approximately too times the maximum recommended human daily dose on a body surface area basis. • • Pregnancy:
Teratogenic effects—Pregnancy Category B. Safety in pregnant women has not been established. Mettormin was
not teratogenic in rats and rabbits at doses up to 600 mg/kg/day, or about two times the maximum recommended
human daily dose on a body surface area basis. Determination of fetal concentrations demonstrated a partial placenta!
barrier to mettormin. Because animal reproduction studies are not always predictive of human response, any decision
to use this drug should be balanced against the benefits and risks. Because recent information suggests that abnormal
blood glucose levels during pregnancy are associated with a higher incidence of congenital abnormalities, there is a
consensus among experts that insulin be used during pregnancy to maintain blood glucose levels as close to normal
as possible. — Nursing Mothers: Studies in lactating rats show that mettormin is excreted into milk and reaches levels
comparable to those in plasma. Similar studies have not been conducted in nursing mothers, but caution should be
exercised in such patients, and a decision should be made whether to discontinue nursing or to discontinue the drug,
taking into account the importance of the drug to the mother.—Pedlatiic Use Safety and effectiveness in children have
not been established. Studies in maturity-onset diabetes of the young (M0DY) have not been conducted. — Geriatric Use
Controlled clinical studies of GLUCOPHAGE did not include sufficient numbers of elderly patients to determine whether
they respond differently from younger patients, although other reported clinical experience has not identified differences
in responses between the elderly and younger patients. GLUCOPHAGE is known to be substantially excreted by the kidney
and because the riskof serious adverse reactions to thedrugisgreaterinpatientswith impaired renal function, it should only
be used in patients with normal renal function (see CONTRAINDICATIONS, CLINICAL PHARMACOLOGY, Pharmacoki-
netics). Because aging is associated rath reduced renal function, GLUCOPHAGE should be used with caution as age
increases. Care should be taken in dose selection and should be based on careful and regular monitoring of renal
function. Generally, elderly patients should not be titrated to the maximum dose of GLUCOPHAGE (see also DOSAGE
AND ADMINISTRATION).

ADVERSE REACTIONS: Lactic Acidosis: See WARNINGS, PRECAUTIONS and OVERDOSAGE Sections. • • Gastroin-
testinal Reactions: Gastrointestinal symptoms (diarrhea, nausea, vomiting, abdominal bloating, flatulence, and
anorexia) are the most common reactions to GLUCOPHAGE and are approximately 30% more frequent in patients on
GLUCOPHAGE monotherapy than in placebo-treated patients, particularly during initiation of GLUCOPHAGE therapy.
These symptoms are generally transient and resolve spontaneously during continued treatment. Occasionally, tempo-
rary dose reduction may be useful. In controlled trials, GLUCOPHAGE was discontinued due to gastrointestinal reac-
tions in approximately 4% of patients. Because gastrointestinal symptoms during therapy initiation appear to bo
dose-related, they may be decreased by gradual dose escalation and by having patients take GLUCOPHAGfc with meals
(see DOSAGE AND ADMINISTRATION). Because significant diarrhea and/or vomiting may cause dehydration and pre-
renal azotemia, undersuch circumstances, GLUCOPHAGE should be temporarily discontinued. For patients who havo
been stabilized on GLUCOPHAGE, nonspecific gastrointestinal symptoms should not bo attributed to therapy unless
intercurrent illness or lactic acidosis have been excluded.—Special Senses: During initiation of GLUCOPHAGE ther-
apy, approximately 3% of patients may complain of an unpleasant or metallic taste, which usually resolves sponta-
neously. —Dermatologlc Reactions: The incidence of rash/dermatitis in controlled clinical trials was comparable to
placebo forGLUCOPHAGEmonotherapy and tosulfonylureaforGLUCOPHAGE/sulfonylurea therapy.—Hematologic:
(See also PRECAUTIONS). During controlled clinical trials of 29 weeks duration, approximately 9% of patients on
GLUCOPHAGE monotherapy and 6% of patients on GLUCOPHAGE/sulfonylurea therapy developed asymptomatic
subnormal serum vitamin B,2 levels; serum folic acid levels did not decrease significantly. However, only five cases of
megaloblastic anemia have been reported with metformin administration (none during U.S. clinical studies) and no
increased incidence of neuropathy has been observed. Therefore, serum B,2 levels should be appropriately monitored
or periodic parenteral B12 supplementation considered.
OVERDOSAGE: Hypoglycemia has not been seen even with ingestion of up to 85 grams of GLUCOPHAGE, although
lactic acidosis has occurred in such circumstances (see WARNINGS). Mettormin is dialyzable with a clearance of
up to 170 mL/min under good hemodynamic conditions. Therefore, hemodialysis may be useful for removal of
accumulated drug from patients in whom mettormin overdosage is suspected.
Consurtpactege Insert before prescribing GUKX)PWGE(rnetfDrmlnhytlrochlorldo tablets). F5-B001A 1/95
GLUCOPHAGE is a registered trademark of LIPHA s.a.
Licensed to Bristol-Myers Squibb Company.

MEDWatch 1 -800-332-1088 available to report serious adverse events for any drug.

© 1996 Bristol-Myers Squibb Company, Princeton, NJ F5-K016 Issued: January 1996
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This comprehensive guide
brings you the latest

information about the
behavioral side of diabetes
management. Written by
leading behavioral
researchers in the field of
diabetes, it delivers practi-
cal solutions to a broad
spectrum of behavioral
issues impacting dia-
betes management and
metabolic control.

No matter what the demo-
graphic background of your patients,
you'll find solid advice you can apply in
your practice. The authors do an excel-
lent job of identifying and addressing
issues relevant to a diverse patient popu
lation and in a variety of practice set-
tings. Softcover; approximately 144
pages. #PPPDC
Nonmember: $24.95
Member: $19.95

Developmental and Family Factors
When Children are your Patients •
Issues and Treatment Guidelines •
Improving Control in Adolescents
with IDDM • Caring for Older Patients
with Diabetes • Involving Family
Members in Treatment

Treatment Regimen Factors
Dealing with Complexity: The Case
of Diabetes Self-Management •
Eating and Diabetes: A Patient-
Centered Approach • Motivating
Patients to Exercise • What You

and Your Patients Need
to Know About Hypo-

glycemia • Helping
Patients Reduce the Risk
of Severe Hypoglycemia

Complex and Chronic
Behavioral Issues
Strategies for Improving
Glycemic Control in Patients

with IDDM • Strategies for
Improving Weight Loss and
Maintenance • Smoking
Cessation • Prevention of Eating

Disorders in Young Women with IDDM

Special Problems for Prevention Efforts
Using the Empowerment Approach •
The Therapeutic Alliance: Provider
Burnout • Understanding and
Treating "Diabetes Burnout" •
Psychological Issues Facing Newly
Diagnosed Patients

Features die most up-to-date advice
on how to assess, plan, and evaluate

patient education and counseling
programs, including die recently revised
content areas recommended by the
National Diabetes Advisory Board.

Divided into sections on IDDM,
NIDDM, and GDM, the book covers
short-term, survival goals, and continu-
ing, in-depth goals. Features sections
devoted to age-sensitive considerations
as well as approaches for educating
patients with special challenges to learn-
ing. Much more
than a series of
checklists, the book
focuses on die educa-
tion process and
emphasizes assessing
the unique needs of
each patient.
Softcover, 64 pages.
#PEDEG
Nonmember: $21.95
Member: $17.50

Elements of Successful Education •
Elements of Teaching and Learning •
Type I Diabetes: Initial Education Goals;
Continuing Education Goals • Type II
Diabetes: Initial Education Goals;
Continuing Education Goals; Special
Considerations • Diabetes and Pregnancy:
Pregnancy with Preexisting Diabetes;
Gestational Diabetes • Diabetes Through
Life Stages • Educational Approaches
for Special Situations

LJ YES! Please send me the books I've listed, and include a free catalog.
LI NO. I'm not ordering right now, but please send me a free catalog.

Item # Item Name Qty Unit Price Total

Shipping & Handling
up to $30.00 add $3.00
$30.01 $50.00 add $4.00
over $50.00 add 8%

Publications Subtotal
VA Residents add 4.5% tax
GA Residents add 6% tax..
Shipping & Handling (see chart) $.
Total Due $_

Ship To

First Name Middle Initial Last Name

Address

City/State/Zip

Phone Member # P30C56

• Payment enclosed (check or money order)
Charge my: U VISA • MC
Account Number:

• AMEX

Allow 2-3 weeks for shipment. Add $3 for each additional shipping address. Add $15 for each
address outside the U.S. Foreign orders must be paid in US funds, drawn on a US bank.

Signature:
Mail to: American Diabetes Association

Order Fulfillment Department
RO. Box 930850
Atlanta, GA 31193-0850

Exp. Date: L

American
Diabetes
Association



The new Softclix® Lancet Device
Virtually pain-free testing. For a new level of comfort

Now, with a unique dual action, the Softclix® Lancet Device
virtually eliminates the pain of obtaining an adequate drop of blood.
First, the Comfort Dial™ allows your patients to select the exact
penetration depth that's right for their individual skin types. Then, the
precise lancet movement minimizes side-to-side motion that can cause
painful tearing of skin tissue.

And new research shows that depth of penetration and side-to-
side motion, more than anything else, cause the pain in testing. That's
why Softclix® was preferred 3 to 1 over all other devices in a recent
survey*

Have your patients try new Softclix® today. It comes with a
moneyback guarantee, so the only thing they have to lose is the pain of
testing. Contact your Boehringer Mannheim representative for details.

* Data on file, Boehringer Mannheim Corporation.
© 1996 Boehringer Mannheim Corporation. All rights reserved.

Precise
lancet movement
Less side-to-side
movement to
prevent skin
tearing.

Unique Comfort Dial"
Reduces pain by avoiding
contact with deeper nerves.

Accu-Chek
BLOOD GLUCOSE MONITORING SYSlt-MS

What it takes to take control



AMERICAN DIABETES ASSOCIATION
56th SCIENTIFIC SESSIONS

Saturday, June 8
Morning
Concurrent Symposia (8 am -10 am)

• Immunobiology of Islet Transplantation
• Exercise and the Insulin Resistance

Syndrome
• Diabetes Foot Disease

Concurrent Symposia (10:15 am -12:15 pm)
• Regulated Vesicular Trafficking in Insulin

Secretion and Action
• New Insights into the Regulation of

Hepatic Glucose Production:
Implications for NIDDM

• Research on Education in Diabetes:
Outcomes and Evaluations

Oral Abstract Presentations

Afternoon
Council Discussion Sessions
General Poster Session

Concurrent Sessions (2:45 pm - 4:45 pm)
Workshops:

• Translation of 1994 Nutrition Recommen-
dations to In-Patient Settings

• Dyslipidemia Case Studies
• Implementation of an Intensive Insulin

Therapy Program
• Diabetic Foot Care Practicum

Current Controversy:
• Molecular Mimicry

Oral Abstract Presentations
State of the Art Lectures

Evening
Awards Banquet

Sunday, June 9
Morning
Concurrent Symposia (8 am -10 am)

• Novel Signaling Pathways
• Immunology and Autoimmunity
• Diabetes and Heart Disease
• Family Focus: Involving the Family in

Diabetes Management

President's Address
Banting Lecture

Afternoon
Council Discussion Sessions
General Poster Session
Concurrent Sessions (2 pm - 4 pm)

Oral Abstract Presentations
Workshops:
• Doing Outcomes Research
• Advanced Problems in Intensive Insulin

Therapy
• Implementation of an Intensive Insulin

Therapy Program
Current Controversy:
• Xenotransplantation: Current

Controversies in Correct Approaches
Mini-Symposium:
• Pharmacodynamics of Thiazolidinediones

Concurrent Sessions (4:15 pm - 6:15 pm)
Oral Abstract Presentations
Current Controversies:
• Who Killed the Beta Cell?
• Prevention of Long-Term Complications
Meet the Professor:
• Endocrinology Training Program Issues in

the Managed Care Era
Mini-Symposium:
• Regulation of Glucose Fluxes: What did We

Learn from Transgenic Models?

ADA Satellite Symposium
Clinical THals:
Understanding Design, Management and Analysis
- A Workshop lor Researchers in Diabetes

Date: June 11(11:00 pm - 5:00 pm)
and June (K:00 am - 12:00 noon)

Location: San Francisco Marriott
Fee: $95.00

For more in format ion contact:
Shirley Ash, ADA
1660 Duke Street, Alexandria, VA 22314

Phone: (703) 549-1500 X22I4, Fax: (703) 683-1839 ^
E-Mail: sash<$diubctcs.org.

Evening
President's Poster Session

Monday, June 10
Morning
Concurrent Symposia (8 am -10 am)

• Update on New Treatments for the
Complications of Diabetes

• Diabetic Pregnancies: Pre and Post
Pregnancy Health Care Issues

Concurrent Sessions (8 am -10 am)
Workshops:
• Translation of 1994 Nutrition

Recommendations to In-Patient
Settings

• Dyslipidemia Case Studies
• Advanced Problems in Intensive

Insulin Therapy
Mini-Symposium:
• Non-Nutrient Regulation of Insulin

Secretion

Scientific Achievement Awards Presentation
Lilly Lecture

Afternoon
Senior Vice President's Address
Council Discussion Sessions
General Poster Session
Concurrent Sessions (2 pm - 4 pm)

Oral Abstract Presentations
Current Controversies:
• Treatment of Obesity
• How does the MHC Cause

Autoimmunity?
• Role of Phosphatidyl Insitol 3-Kinase

in GLUT4 Translation



June 8-11, 1996
San Francisco, CA

Meet-the-Professor:
• Development of Critical Pathways in

Diabetes Management

Concurrent Sessions (4:15 pm - 6:15 pm)
Oral Abstract Presentations
Workshop:
• Advanced Problems in Intensive

Insulin Therapy
Meet-the-Professor:
• African American Women with

NIDDM
• Global Perspectives in Diabetes Care
Mini-Symposium:
• Type 1 Nutrition Practice Guidelines

Tuesday, June 11
Morning
Registration Open (7 am - 2 pm)

Concurrent Symposia (8 am -10 am)
• Gene Therapy for Treatment of

Disease
• Issues in Intensive Therapy in

Children and Adolescents
• Diabetes in a Managed Care

Environment
• Insulin Signaling to Glucose:

An Update on Signal Transduction
Pathways

Concurrent Symposia (10:15 am -12:15 pm)
• The Continuum of Obesity Research

and Treatment: What's on the
Horizon?

• Impaired Glucose Tolerance: A Target
for Intervention

Concurrent Sessions (10:15 am -12:15 pm)
Kelly West Lecture (10:15 am-11:15 am)
Workshops:
• Advanced Problems in Intensive

Insulin Therapy
• Doing a Meta-Analysis
Mini-Symposium:
• Inhibitors of Insulin Action
• Improving Regime Adherence
Meet-the-Professor:
• Implantable Insulin Pumps: Is There a

Future?
• Classification of Diabetes

J oin us in San Francisco for the 56th Scientific Sessions! Beginning on
Saturday, June 8, and ending at noon on Tuesday, June 11. Each day
is filled with the latest information in diabetes research and clinical

care presented through concurrent symposia, poster presentations, and
multiple concurrent small group learning and exchange sessions. Call
now for registration information, and join your colleagues for this
outstanding educational opportunity.

Meeting the National
Standards for Diabetes Self
Management Education
Programs and Applying for
ADA Recognition
Conference

A Recognition Conference will
be offered in conjunction with
the American Diabetes
Association's 56th Scientific
Sessions. This one-day
conference, "Meeting the
National Standards for Diabetes
Self-Management Education
Programs and Applying for
ADA Recognition" will be held
Friday, June 7, 1996 at the San
Francisco Marriott Hotel
preceding the Scientific
Sessions. This intensive,
practical program is designed
for individuals who are
interested in the process of
completing an application for
Recognition or are planning to
submit an application within the
next twelve months. CEU's
will be awarded and
enrollment is limited.

The registration fee for the
Recognition Conference is
$125.00. Further information
about registration is available
only from the Recognition
Program at the American
Diabetes Association's National
Center, at 800-232-3472, ext
2403 or 2214.

Discount Registration
Deadline: March 8,1996

Advance Registration and
Housing Deadline: May 10,1996
To receive a program and
registration materials contact:

PHONE: 703-549-1500 (ext 2453)
FAX: 703-683-1351
E-MAIL: meetings@diabetes.org.

American
Diabetes
Association



Carbohydrate Counting is Here!

JJJJ JiV

arbohydrate Counting is a new

diabetes meal planning approach

found to be effective during the

Diabetes Control and Complications

Trial (DCCT). Studies have proven that

carbohydrate(CHO) intake is the main

factor affecting blood glucose, and that

although they vary in nutritixe value, all

carbohydrates have nearly equal impact

on blood sugar. Therefore, emphasis is

placed on the total amount of CHO con-

sumed, rather than the type.

Carbohydrate Counting gives patients

more food choices and greater meal

planning flexibility. And because it

offers a more precise matching of food,

activity, and medication, it can lead to

improved blood glucose control.

Order Toil-Free

Three Levels Let You Individualize Teaching
Copublished by the American Diabetes Association and The American Dietetic

Association, these Carbohydrate Counting booklets are available at three levels

of complexity (see below) to help you meet the varied needs of your patients.

Each package includes 10 booklets and accompanying professional information.

(232-6733)

or fax your order to:
770/442-9742

Getting
Started
(Level 1):
Introduces the
concepts of carbo-
hydrate counting.
Patients will learn
which foods
contain carbohy-
drates and how to
consume consistent

amounts on a daily basis. Intended for all
diabetes patients (IDDM, NIDDM, or GDM).
#CCCL1
Nonmember: $18.00; Member: $15.00

Using
Carbohydrate/
Insulin Ratios
(Level 3):
Building on the skills
taught in levels 1 and
2, it teaches patients
to adjust insulin for
changes in food or
physical activity using
a ratio of carbohy-
drate intake to insulin dosage. Intended for
patients on intensive insulin management

Moving On
(Level 2):
Patients learn to
identify and
interpret patterns
in their blood glu-
cose levels based on
their food intake,
medication, and
physical activity
(known as pattern

management). Intended for any patient who has
mastered the basics of carbohydrate counting.
#CCCL2
Nonmember: $18.00; Member: $15.00

Sample Pack
Includes one copy of each

booklet and the professional
guide. #CCCSP

Nonmember: $6.00
Member: $5.00

(multiple daily injections or insulin pump) who
have mastered insulin adjustment and supple-
mentation. #CCCL3
Nonmember: $18.00; Member: $15.00

o o o o o o o o :; o o a o o o o o o

• YES! Please send me the books I've listed, and include a free catalog.
• NO. I'm not ordering right now, but please send me a free catalog.

Item # Item Name Qty Unit Price Total

Ship To

First Name Middle Initial Last Name

Address

City/State/Zip

Phone Member # P27C56
Shipping & Handling Publications Subtotal $

up to $30.00 add $3.00 VAResidents add 4.5% tax $
$30.01~$50.00 add $4.00 G A Residents add 6% tax $
over $50.00 add 8% Shipping & Handling (see chart) $

Total Due $

Allow 2.-3 weeks for shipment. Add $3 for each additional shipping address. Add $15 for each
address outside the U.S. Foreign orders must be paid in US funds, drawn on a US bank.

• Payment enclosed (check or money order)
Charge my: Q VISA • MC
Account Number:

Q AMEX

Signature:
Mail to: American Diabetes Association

Order Fulfillment Department
EO. Box 930850
Atlanta, GA 31193-0850

. Exp. Date: L

American
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