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Significant decrease in glycosyiated
hemoglobin (HbAic) vs placebo1

Significantly lower fasting plasma glucose (FPG)
levels and equivalent HbAic concentrations
compared with immediate-release glipizide1

Immediate-release glipizlde
5 tng (n=44)

Olucotrol XL
5 mg (n=44)

A pooled analysis of two 16-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 tltratlon period In a fixed, double-blind regimen, patients
were treated with the assigned dose for 8 weeks.1

Glucotrol XL is well tolerated1

Glucotrol XL™ (glipizlde) extended release tablets and Immediate-release
glipizlde were compared in a 16-week, multicenter, open-label, crossover
study. The data represent the final FPQ levels after 8 weeks of each
treatment.1

Glucotrol XL maintains consistent drug levels
throughout the day and night1

placebo (%)
(n=69)

Glucotrol XL (%)
(n=278)

Asthenia 13.0

Headache 8.7

Dizziness 5.8

Diarrhea 0.0

Nervousness 2.9

Tremor 0.0

Flatulence 1.4

Immediate-release
gilplzldo
10 mg bid

• QluootrolXL
20 mg qd

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
hospltallzation. In the controversial UGDP study, there have been reports of
increased cardiovascular risk associated with hypoglycemlc therapy.1

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 glipizlde concentration-time
profiles on day 5 are shown.1

When diet alone fails in NIDDM.

(glipizide) extended release
Tablets 5mg and 10 mg GITS'

As with all sulfonylureas. hypoglycemia may occur.
Please see brief summary of prescribma information on last pans.



When diet alone falls in NIDDM...
ONCE DAILY

(glipizide) extended release
Tablets 5 mg and Wmg 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

Reference: 1 . Data on file.

Brlel Summary ol Prescribing Information
INDICATIONS AND USAGE: GLUCOTROL XL Is Indicated as an adjunct to diet for the control of hyperglycemla
and Its associated symptomatology In patients with non-insulin-dependent diabetes mellltus (NIDDM; type II),
formerly known as maturity-onset diabetes, after an adequate trial of dietary therapy has proved unsatisfactory.
CONTRAINDICATIONS: Gllplzide Is contralndlcated In patients with: 1. Known hypersensltlvity to the drug and
2. Diabetic ketoacldosls. with or without coma. This condition should be treated with insulin.
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration of
orel hypoglycemlc drugs hes been rep
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 latrogenlc). There have been rare reports of obstructive symptoms In patients with
known strictures In association with the ingestlon of another drug in this non-deformable sustained
release formulation.
PRECAUTIONS: Renal and Hepatic Disease: The pharmacokinetlcs and/or pharmacodynamlcs of glipizide may
be affected In patients with Impaired renal or hepatic function. If hypoglycemla 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 pharmacoklnetlc profile and hence the clinical efficacy of the drug.
Hypoglycemla: All sulfonylurea drugs are capable of producing severe hypoglycemla. Renal or hepatic Insufficiency
may affect the disposition of gllplzide and the latter may also diminish gluconeogenlc capacity, both of which increase
the risk of serious hypoglycemlc reactions. Elderly, debilitated or malnourished patients, and those with adrenal or
pituitary Insufficiency are particularly susceptible to the hypoglycemic action of glucose-lowering drugs.
Mypoglycemia 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
gllplzide 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 A,cmay
be useful.
Information for 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 the 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 hypoglycemla, 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 hypoglycemlc action of sulfonylureas may be potentiated by certain drugs Including
nonsteroldal anti-Inflammatory agents and other drugs that are highly protein bound, sallcylates, sulfonamldes,
chloramphenlcol, probenecld, coumarlns, monoamlne oxldase Inhibitors, and beta-adrenerglc blocking agents.
In vitro binding studies with human serum proteins Indicate that gllplzide binds differently than tolbutamlde and
does not Interact with sallcylate or dlcumarol. 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 hyperglycemla and may lead to loss of control. These drugs Include the thlazldes
and other diuretics, cortlcosterolds, phenothlazlnes, thyroid products, estrogens, oral contraceptives, phenytoin,
nlcotlnlc acid, sympathomlmetlcs, calcium channel blocking drugs, and isonlazid.

A potential Interaction between oral mlconazole and oral hypoglycemlc agents leading to severe hypoglycemla has
been reported. Whether this Interaction also occurs with the Intravenous, topical, or vaginal preparations of
mlconazole Is not known. The effect of concomitant administration of Diflucan® (fluconazole) and Glucotrol® has
been demonstrated In a placebo-controlled crossover study in normal volunteers. All subjects received Glucotrol
alone and following treatment with 100 mg of Diflucan® as a single dally oral dose for 7 days. The mean percentage
Increase In the Glucotrol AUC after fluconazole administration was 56.9% (range: 35 to 81 %).
Carclnogenesls, Mutagenesls, 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 carclnogenlclty.
Bacterial and In vivo mutagenlclty tests were uniformly negative. Studies In rats of both sexes at doses up to 75 times
the human dose showed no effects on fertility.
Pregnency: Pregnancy Category C: Gllplzide was found to be mildly fetotoxlc In rat reproductive studies at all dose
levels (5-50 mg/kg). This fetotoxlclty has been similarly noted with other sulfonylureas, such as tolbutamlde and
tolazamlde. The effect Is perinatal and believed to be directly related to the pharmacologlc (hypoglycemlc) action of
glipizide. In studies In rats and rabbits no teratogenlc 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 gllplzide 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.
Pedlatrlc 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.
Hypoglycemla: 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, paresthesla, anxiety, depression and hypesthesia;
Gastrointestinal - nausea, dyspepsia, constipation and vomiting; Metabolic - hypoglycemla; Musculoskeletal -
arthalgia, leg cramps and myalgia; Cardiovascular - syncope; Skin - sweating and pruritus; Respiratory - rhinitis;
Special senses - blurred vision; Urogenltal - polyurla.

Other adverse experiences occurred with an incidence of less than 1 % In GLUCOTROL XL-treated patients:
Body as a whole - chills; Nervous system - hypertonla, 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; Urogenltal - dysurla.

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:
Hematologlc: Leukopenla, agranulocytosls, thrombocytopenia, hemolytlc anemia, aplastlc anemia, and
pancytopenla have been reported with sulfonylureas.
Metabolic: Hepatic porphyrla and dlsulflram-llke reactions have been reported with sulfonylureas. In the mouse,
gllplzide 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 dlsulflram-llke alcohol reactions.
Endocrine Reactions: Cases of hyponatremla and the syndrome of Inappropriate antldiuretic hormone (SIADH)
secretion have been reported with glipizide and other sulfonylureas.
OVERDOSAGE: Overdosage can produce hypoglycemla. Mild hypoglycemlc 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 hypoglycemlc reactions with coma, seizure, or other neurological Impairment occur Infrequently, but
constitute medical emergencies requiring Immediate hospltalizatlon. If hypoglycemlc 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 gllplzide 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 mellltus 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 A « 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 A)C 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.

LC293A94 ©1994, Pfizer Inc U.S. Pharmaceuticals Group



die new standard
for simplicity.

al Size

No buttons...no bother!
With the GLUCOMETER ELITE" Diabetes Care System, there are no buttons to push,
and no need to wipe or blot test strips. Your patients just insert the GLUCOMETER
ELITE Test Strip to activate the meter, touch blood to the tip of the strip, and read the
results in 60 seconds. Even the right amount of blood is determined automatically.

No wonder three out of four people surveyed gave the GLUCOMETER ELITE System
an overall rating of "excellent" or "very good." It's the first system for diabetes care
that's more than technique-independent. It's virtually technique-free.

The GLUGOMETER ELITE System comes with everything your patients need to start
blood glucose testing. For more information, contact your Bayer Corporation
(formerly Miles Inc.), Diagnostics Division sales representative, or call toll-free
1-800-445-5901.

""Consumer promotion effective
February 1-December 31,1995.

GLUCOMETER ELITE
Diabetes Care System
The meter designed with your patients in mind.

Diagnostics Division

Baytr Corporation
Tnirytown, NY 10591

©1995 Bayer Corporation



The ADA Clinical Education Series on CD-ROM
[7Tj\]he world's most comprehensive diabetes treatment information can be at your fingertips in seconds with

U CD-ROM technology! Presenting the first all-in-one database of diabetes treatment information. Includes:

Medical Management of Type I Diabetes; Medical Management oj Type II Diabetes; Therapy for Diabetes Mellitus
and Related Disorders, 2nd Ed.; Medical Management oj Pregnancy Complicated by Diabetes, 2nd Ed.; plus

AD As Clinical Practice Recommendations 1995.
All of these titles are on one compact disc, allowing for quick searches of key terms and phrases

across all titles in the database. It also features a "hypertext link" giving you instantaneous browsing

between text, references, and illustrations. Best of all, it's easy to install and use. You need no previ-

ous familiarity with CD-ROM technology. If you do have questions or need assistance, there's a toll-

free line to technical experts who will be happy to help. Works in Windows or Macintosh environment.

System requirements: Macintosh - 68020 or greater processor, System 7.0 or greater, 2MB RAM (4MB recommended);

Windows - 386 or 486 processor (486 recommended), Windows 3.1 or greater, 4MB RAM. 1995.

#PCDROM1 • Nonmember: $225.00; Member: $179.50

Intensive Diabetes Management

An all-inclusive "how to" manual

on implementing tight diabetes

control in your practice. Written by a

team of experts with first-hand DCCT

experience, this valuable

guide provides you with the

practical information needed

to implement intensive management. Softcover; approximately

112 pages.

Contents: The Team Approach to Intensive Management •

Education • Rationale for Intensification • Multiple-Component

Insulin Regimens • Monitoring • Nutrition • Psychological

Support and Behavioral Issues • Follow-Up and Preventive

Care Guidelines • Alternative Insulin Delivery Systems •

Complications and Adverse Effects • Resources

#PMIDM • Nonmember: $37.50; Member: $29.95

Handbook of Diabetes and Exercise
Coming this Summer. Advanced orders accepted.

[TTf̂ he first comprehensive guide to prescribing exercise as a therapy in man-

U aging diabetes. Endorsed by the American College of Sports Medicine, this

valuable book examines the physiological effects of exercise and its metabolic

benefits for patients with diabetes. And it covers dietary management and

insulin adjustment, as well as behavioral and compliance

issues as they relate to the exercise prescription.

• The Handbook also delves into special situations such as

prescribing exercise for patients with complications, preg-

nant patients, and older adults. An invaluable resource for

anyone treating patients with diabetes! Softcover; approxi-

mately 350 pages.

Contents: Basic Considerations • The Treatment Plan •

Exercise in Patients with Diabetic Complications • Special

Patient Groups • Different Sports: Practical Advice and

Experience

#PMHDE • Nonmember: $49.95; Member: $39.95

• 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.

I tem# 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 $_

VV Residents add 4.5% tax SL

Shipping & Handling (see chart) $_

Total Due $_

Allow 2-3 weeks for shipment. Add $3 to shipping & handling for each extra shipping address.
Add $15 for each overseas address. Prices subject to change without notice.

Ship To

First Name Middle Initial Last Name

Address

City/State/Zip P23C75

• Payment enclosed (check or money order)
Charge my: • VISA • MC • AMEX
Account Number:
Signature: Exp. Date: /

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

American
Diabetes

o Association.



Diabetes
Diabetes Care is a journal for the health-care practitioner that is intended to increase knowledge,
stimulate.research, and promote better management of people with diabetes mellitus. To achieve
these goals, the journal publishes original articles on human studies in the areas of epidemiology,
clinical trials, behavioral medicine, nutrition, education, health-care delivery, medical economics,
and clinical care. The journal also publishes clinically relevant review articles, clinical observations,
letters to the editor, and public health/medical news or points of view. Topics covered are of interest
to clinically oriented physicians, researchers, epidemiologists, psychologists, diabetes educators,
and other professionals.

All manuscripts and other editorial correspondence should be sent by first class mail to Allan
L. Drash, MD, Editor, Diabetes Care, Children's Hospital, Rangos Research Center, 3705 Fifth
Avenue, Pittsburgh, PA 15213; (412) 692-5851.

Diabetes Care publishes only original material. When submitting a manuscript, authors must
state in their transmittal letter that the material has not been previously published or is not currently
being submitted to another journal.

Manuscripts should be prepared in accord with the requirements specified in the document
"Uniform Requirements for Manuscripts Submitted to Biomedical Journals," New England Journal of
Medicine 324:424-428, 1991. "Instructions for Authors" containing specifications for manuscript
preparation appears in the January and July issues.

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-
ership to ADA in the event the work is published." Permission to reproduce copyrighted material
from Diabetes Care will be granted for limited, noncommercial purposes. Requests for permission
to use Figures or Tables or to adapt or reprint articles from this journal should be sent by letter or
fax to Permissions Editor, American Diabetes Association, Inc., 1660 Duke Street, Alexandria, VA
22314; Fax: (703) 683-2890. Requests should be accompanied by a letter of permission from the
senior author of the article.

Diabetes Care (ISSN 0149-5992) is published monthly by the American Diabetes Association,
Inc., 1660 Duke Street, Alexandria, VA 22314. Individual subscription rates are $100 in the U.S.,
Canada, and Mexico (for Canada add 7% GST) and $155 for all other countries. Institutional rates
are $150 in the U.S., Canada, and Mexico (for Canada add 7% GST) and $205 in all other countries.
Professional membership includes $75 designated for Diabetes Care. Single issues are $11 in the
U.S., Canada, and Mexico (Canada add 7% GST) and $26.00 in all other countries. Second class
postage paid at Alexandria, VA 22314, and at additional mailing offices. POSTMASTER: Send change
of address to Diabetes Care, American Diabetes Association, Inc., Journal Subscriptions, Dept.
0028, Washington, DC 20073-0028.

Diabetes Care is listed in Science Citation Index, Current Contents/Life Sciences, Current
Contents/Clinical Medicine, SCISEARCH, EMBASE, ISI/BIOMED databases, and Automatic Sub-
ject Citation Alert. Diabetes Care is available online on BRS Colleague. For more information call
800-9550906. It is also available in machine-readable format from University Microfilms Interna-
tional. Diabetes Care is printed on acid-free paper starting with Vol. 11(1), 1988.

The mission of the American Diabetes Association is to prevent and cure diabetes and to
improve the lives of all people affected by diabetes.

© 1995 by the American Diabetes Association, Inc. Printed in the USA.
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Let's face it, nobody's a big fan of testing
blood glucose levels. But the ACCU-CHEK®
ADVANTAGE™ System may just change ,
the way your patients feel about testing.

More than 3000 people with diabetes par-
ticipated in the National Preference™ Trial,1

a study designed to compare the perform-
ance and features of the ACCU-CHEK®
ADVANTAGE™ System with over 15 differ-
ent monitors. For people who expressed
a preference, it won dramatically—76%

preferred the ACCU-CHEK® ADVANTAGE™
System over their own monitor. A monitor

patients like more may become one they'll
use more. And according to the Diabetes
Control and Complications Trial (DCCT),
that could help reduce their risk of com-
plications.

The ACCU-CHEK® ADVANTAGE™
System. It's another example of how
ACCU-CHEK® Systems are designed to

meet the individual needs of your patients.

Reference: 1. Korte JJ, Cooper Research, lnc, Cincinnati, Ohio. The
National Preference Trial. A study of patient preferences among blood glucose
monitors. August 1994. Data on file, Boehringer Mannheim Corporation.
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THE NEW MON-SULFONYLUREA APPROACH TO NIDDM

BYPASSES THE PANCREAS WITH

GLUCOPHAGE
lowers blood glucose
levels without
stimulating insulin
secretion.1

No effect on pancreatic beta cells
or insulin secretion.1

Does not produce hypoglycemia.1

GLUCOPHAGE is
highly effective first-
line drug therapy.2

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

Mean difference in FPG compared
to 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.2



DIRECT ANTIHYPERGLYCI

GLUCOPHAGE
is synergistic in
combination.2

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

Mean difference in FPG compared
to 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=2l3) over 29 weeks. 632 randomized
NIDDM patients in whom glyburide monotherapy
(20 mg/day) had failed to provide adequate control.
Average dosage of GLUCOPHAGE was 2,050 mg/day as
monotherapy and 1,894 mg/day in combination.2

GLUCOPHAGE
produces modest
improvements in
key lipids.1

Significantly reduces total cholesterol,
LDL cholesterol, and triglycerides
(P<0.05), and has a neutral effect on
HDL cholesterol.12

Improvement noted particularly when
baseline lipid levels were elevated.1

GLUCOPHAGE can
help NIDDM patients
keep their weight under
control while lowering
blood glucose.1

In contrast to sulfonylureas,
body weight of individuals on
GLUCOPHAGE tends to remain
stable or decrease.1
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GLUCOPHAGE
(METFORMIN HYDROCHLORDE TABLETS)soo mg
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AND
Safety established in over
3 million patient-years of
experience.3

Mild and transient Gl side effects are most
common.

Diarrhea, nausea, vomiting, bloating, or flatu-
lence may occur, especially during initiation
of GLUCOPHAGE
• approximately 30% more frequent than with

placebo'
• approximately 4% of patients discontinue therapy

due to Gl reactions.1

Rare occurrence of lactic
acidosis, a serious condition.
Approximately 0.03 cases per 1,000 patient-
years reported worldwide1

• 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 cardiovas-

Appropriate patient selection
is key.1

Contraindicated in patients with renal dis-
ease 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 preg-
nant women.

Recommended starting dosage:
500 mg bid with meals.1

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
adminisigjed on a tid schedule.

W

W I T H D I E T — A L O N E O R W I T H A S U L F O N Y L U R E A

GLUCOPHAGE
(METFORMIN HYDROCHLORIDE TABLETS)^ mg

THE NEW APPROACH TO NIDDM

References: I . GLUCOPHAGE Package Insert 2. Data on file, Bristol-Myers Squibb Company. 3. Sirtori CR, Pasik C: Re-evaluation of a biguanide,
metfortnin: mechanism of"3ctiou and tolerability. Pharmacol Res 30(3): 187-228,1994.
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GLUCOPHAGE9 (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
jnfarction, 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
hypersensitivjty to metformin hydrochloride. 4. Acute or chronic metabolic acidosis, including diabetic ketoacido-
sis, with or without coma. Diabetic ketoacidosis should be treated with insulin.

WARNINGS: Lactic Acidosis: Lactic acidosis is a rare, but serious, metabolic complication that can occur due to
metformin 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 mellitus, and whenever there is significant tissue hypoperfusion and hypoxemia. Lactic acidosis is charac-
terized by elevated blood lactate levels (>5 mmol/L), decreased blood pH, electrolyte disturbances with an
increased anion 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
of 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 function 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-
formin 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 dialvzable (with a clearance of up to 170 mL/min under good hemodynamic conditions), prompt
hemodialysis 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).

SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration of oral antidiabetic
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 olrenalfunction—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
\mpa\rmef\t\s present —Use of concomitant medications that may affect renal function or metformin disposition
—Concomitant medicationjfs) 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
Drug Interactions), should be used with caution.—Radiologic studies involving the use of iodinated contrast mate-
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
be 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
warned against excessive alcohol intake, acute or chronic, while receiving GLUCOPHAGE.—Impaired hepatic func-
tion—Since impaired hepatic function 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 Bt? levels—A
decrease to subnormal levels of previously normal serum vitamin B12 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 B,? absorption from the B12-intrinsic factor complex, is, however, very
rarely associated with anemiaand appears to be rapidly reversible with discontinuation of GLUCOPHAGEorvitaminB,,
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 B,2 or calcium intake or absorption) appear to be predisposed to developing
subnormal vitamin B12 levels. In these patients, routine serum vitamin B,, measurements at two- to three-year inter-
vals may be useful.—Change in clinical status ot previously controlled diabetic—A A\abti\c 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). — Hypoglycemia—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
pituitary insufficiency or alcohol intoxication are particularly susceptible to hypoglycemic effects. Hypoglycemia may
be difficult to recognize in the elderly, and in people who are taking beta-adrenergic blocking drugs.—Loss of control
of blood glucose —When a patient stabilized on any diabetic regimen is exposed to stress such as fever, trauma, infec-
tion, or surgery, a temporary loss of glycemic control may occur. At such times, it 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 drug is ineffective during initial therapy. Should secondary failure occur with GLUCOPHAGE or sulfonylurea
monotherapy, 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.
—Information 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, of 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 GLUCOPHAGP (metformin hydrochloride tablets) immediately and to promptly notify their health
practitioner if unexplained hyperventilation, myalgia, malaise, unusual somnolence or other 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 be
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 occurwhen 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 be
explained to patients. (See Patient Package Insert.)—Laboratory Tests: Response to all diabetic therapies should be
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 B12 deficiency should be excluded.
— Drug Interactions: Glyburide—\n 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 Cm^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 pharmacqkinetic 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 Cma* and AUC of furosemide were 3 1 % and 12%
smaller, respectively, than when administered alone, and the terminalinalf-life 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.—Nifedipine—A single-dose, metformin-nifedipine drug interaction
study in normal healthy volunteers demonstrated that co-administration of nifedipine increased plasma metformin
Cmaxant l A U 9 ty 2.0% and 9%' respectively, and increased the amount excreted in the urine. Tmav and half-life were
unaffected. Nifedipine appears to enhance the absorption of metformin. Metformin had minimal effects on nifedipine.
—Cationic drugs—Cationic drugs (e.g., amiloride, digoxin, 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 for cimetidine), careful patient monitoring and dose adjustment of GLUCOPHAGE and/or the
interfering drug is recommended in patients who are taking cationic medications that are excreted via the proximal renal
tubular secretory system. — Other—Certain drugs tend to produce hyperglycemia 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. — Carcinogenesis, 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 metformin was found in the Ames test (S. typhimurium), gene mutation test (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 two 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. Metformin 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 placental
barrier to metformin. 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 metformin 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. — Pediatric Use: Safety and effectiveness in children have
not been established. Studies in maturity-onset diabetes of theyoung (MODY) 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 risk of serious adverse reactions to thedrugisgreaterin patients with impaired renal function, it should only
be used in patients with normal renal function (see CONTRAINDICATIONS, CLINICAL PHARMACOLOGY, Pharmacoki-
netics). Because aging is associated with 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 be
dose-related, they may be decreased by gradual dose escalation and by having patients take GLUCOPHAGE with meals
(see DOSAGE AND ADMINISTRATION). Because significant diarrhea and/or vomiting may cause dehydration and pre-
renal azotemia, under such circumstances, GLUCOPHAGE should be temporarily discontinued. For patients who have
been stabilized on GLUCOPHAGE, nonspecific gastrointestinal symptoms should not be 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. — Dermatologic Reactions: The incidence of rash/dermatitis in controlled clinical trials was comparable to
placebo forGLUCOPHAGE monotherapy andtosulfonylureaforGLUCOPHAGE/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 B12 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 B12 levels should be appropriately monitored
or periodic parenteral Bl2 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). Metformin 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 metformin overdosage is suspected.
Consult package insert before prescribing GLUCOPHAGE (metformin hydrochloride tablets). F5-B001A 1/95
GLUCOPHAGE is a registered trademark of LIPHA s.a.
Licensed to Bristol-Myers Squibb Company.
Manufactured by Lipha Pharmaceuticals Ltd., Hitchin, UK.
Distributed by Bristol-Myers Squibb Company, Princeton, NJ 08543 USA.

I MEDWatch 1 -800-332-1088 available to report serious adverse events for any drug7|
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Get the Facts on Diabetes Breakthroughs
Subscribe to American Diabetes Association Journals
DIABETES
The premier journal of basic diabetes research, DIABETES presents
the latest laboratory findings from the world's top scientists, plus
reviews, editorials, and ADA news. DIABETES brings you major
research studies by Roger Unger, Paul Lacy, Bernard Jeanrenaud,
George Eisenbarth and other authorities. (12 issues)

DIABETE/
/PECTRUM
Written for professionals
who work day-to-day on the
front line of diabetes treatment,
DIABETES SPECTRUM translates the
latest research into practice. Each issue
contains concise, easy-to-follow summaries of
the latest in diabetes research. (6 issues)

DIABETE/
CARE
DIABETES CARE presents
the latest clinical
research from top
researchers with analysis
and comments on what
the new findings mean
for you and your
patients. A must for
practitioners, dietitians,
and educators who want
to keep up with the latest
clinical findings.
(12 issues)

DIABETE/
REVIEW/

DIABETES REVIEWS brings
you to the forefront of

diabetes research. DIABETES
REVIEWS offers in-depth

coverage on topics that clinicians
face most, including exercise

therapy, management of lipid
disorders, and much more. (4 issues)
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ENDOCRINOLOGY

WISCONSIN — Great Lakes
Area! 100% Endocrinology. As-
sume busy, established practice in
80-physician multi-specialty group.
40-hour week, NO NIGHT CALL.
Salary, bonus, comprehensive ben-
efits. Unbeatable lifestyle! Call or
send C.V. to Jane Vogt, 1-800-
765-3055, 222 S. Central Ave.,
Ste. 700, St. Louis, MO 63105.
FAX: 314-726-3009.

ACADEMIC DIABETOLOGIST

The Division of Endocrinology and Metabolism in the
Department of Medicine at Southern Illinois University
School of Medicine in Springfield, Illinois is seeking a
diabetologist at the assistant/associate professor level.
Clinical practice, 45%; research, 35%; teaching, 15%;
administration, 5%. Board eligible or certified in inter-
nal medicine and fellowship in endocrinology and dia-
betes required. Ideal position for a diabetologist inter-
ested in academic medicine and becoming part of an
established, dynamic medical team. Salary competitive.

SIU is an equal opportunity employer.

Send CV by June 1 (or until filled) to:

David Steward, M.D.
Professor and Acting Chairman
Department of Internal Medicine
Southern Illinois University School

of Medicine
P.O. Box 19230
Mail Code 1612
Springfield, IL 62794-9230

THREE STEPS.
Two SYSTEMS. ONE TOUCH.

Insert strip. Apply sample. Read result.

ONE TOUCH® Brand products are recommended

most by physicians, diabetes educators and

pharmacists. The ONE TOUCH® BASIC® System

offers simple, accurate testing at a value price.

While the ONE TOUCH® II System takes simple

monitoring a step further with full features for

diabetes tracking. Recommend the right touch.

Call 1 800 524-7226 to learn more.

For diabetes and life

©1995 UfeScan Inc. Milpitas, California 95035



Gift Items fi
The American Diabetes

Association
Stick to your busy schedule with the help
of this elegantly styled timepiece. Goldtone
quartz watch with red ADA insignia
and brown leather strap.
Women's: #MMTGFWATCH: $34.95
Men's: #MMTGMWATCH: $34.95

This elegandy crafted pen from The
International Collection is made of solid brass
with a triple plated, hand-fired enamel finish.
Accented widi gold plated band and clip.
Refillable. #MMTGMTPEN: $16.95
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You'll score with these ADA
insignia genuine Dunlop Blue
Max Golf Balls.
#MMTGLFBALL:
For package of 3: $4.95

This attractive 100% cotton
golf towel will complement
any sport bag. Comes with
grommet and hook for easy
attachment.
#MMTGLFTOWEL: $7.95

Whether you're bicycling or just
strolling around, this sturdy nylon
fanny pack is perfect for carrying
money, identification, etc.
#MMTGFANPK: $6.95

Kids (and kids at heart) will love this
cuddly, plush bear. Stands 9" high;
available in brown or white.
#MTGBEAR: $11.95
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• YES! Please send me the items I've listed, and include a free catalog.
• NO. I'm not ordering right now, but please send me a free catalog. Ship To

Item # Item Name Qty Unit Price Total First Name Middle Initial Last Name

Address

Shipping & Handling Publications Subtotal $
up to $30.00 add $3.00 VAResidents add 4.5% tax $
$30.01-$50.00 add $4.00 Shipping & Handling (see chart) $
over $50.00 add 8% Total Due $

Allow 2-3 weeks for shipment. Add $3 to shipping & handling for each extra shipping address.
Add $15 for each overseas address. Prices subject to change without notice.

City/State/Zip

• Payment enclosed (check or money order)
Charge my: • VISA • MC • AMEX
Account Number:
Signature: Exp. Date:.
Mail to: American Diabetes Association

1970 Chain Bridge Road
McLean, VA 22109-0592

P24C75

American
Diabetes
Association




