
T H I J O U R N A L O F C L I N I C A L A N D A P P U I D R I • I A t C H A N D l O U C A T I O N

)iabetes
U N I 1 9 9 6

559

564

569

575

580

587

591

597

601

607

613

625

629

638

642

648

653

656

659

663

667

671

676

680

684

687

Original Articles

Does suppression of postprandial blood glucose excursions by the a-glucosidase inhibitor miglitol improve insulin sensitivity in diet-trealed type II diabetic
patients? A.B.Johnson, R, Taylor

Erythrocyte Na^-K^-ATPase activity, metabolic control, and neuropathy in IDDM patients D. Raccah, C. Fabrcguctles.J.-P. Azulay, P. Vague

Increased resting and exercise-induced oxidative stress in young IDDM men D.E. Laaksonen, M. Alalay, L Niskanen, M. Uusitupa, 0. Hanninen, C.K. Sen

Glycemic responses to exercise in IDDM after simple and complex carbohydrate supplementation K. Soo, S.M. Furler, K. Samaras, A.B. Jenkins, L V. Campbell,
D.]. Chisholm

Glucagonostatic actions and reduction of fasting hyperglycemia by exogenous glucagon-like peptide 1(7-36) amide in type I diabetic patients
N. Kleine, B. Willms, C. 0rskov,J.J. Holsl, MA. Nauck

W.O.C Creutzjeldt.

B.L Rodriguez,]D. Curb,Impaired glucose tolerance, diabetes, and cardiovascular disease risk factor profiles in the elderly: The Honolulu Heart Program
CM. Burchfiel, B. Huang. D.S. Sharp, G.Y. Lu, W. Fujimoto, K. Yaw

Glucose and amino acid turnover in untreated gestaiional diabetes DM. Zimmer, A.M. Golichowsfei, C.A. Kam, G. Brechtel, AD. Baron, S.C. Dennc

Low risk of post-cesarean section infection in insulin-requiring diabetic women L£. Riley, R.E. Tuomala, T. Heeren, M.F. Greene

Quality of outpatient care provided to diabetic patients: a health maintenance organization experience A.L Peters, AP Legorreta, R.C. Ossorio, MB. Davidson

Risk factors predicting lower extremity amputations in patients with N1DDM S. Lehto, T. Ronnemaa, K. Pyordld, M. Laakso

Promoting weight loss in type II diabetes S.A. Brown, S. Upchurch, R. Anding, M. Winter, G Ramirez

Influence of smoking on the survival rate of diabetic patients requiring hemodialysis G. Biesenbach, ]. Zazgomik

The dense LDL phenotype: association with plasma lipoprotein levels, visceral obesity, and hyperinsulinemia in men A Tchernof, B. Lamarche, D. Prud'hommc,
A. Nadeau, S. Moorjani, F. Labrie, P.}. Lupien, j.-P. Despris

Diabetic fool infections: bacteriology and activity of 10 oral antimicrobial agents against bacteria isolated from consecutive cases
C.A. Nesbil

An importance of carbohydrate ingestion for the expression of the effect of a-glucosidase inhibitor in NIDDM
N. Taheuchi, N. Hotla

EJ.C. Goldstein. DM. Citron,

T. HaraJ Nakamura, N. Koh, F. Sakdkxbara,

Special Article

Changing behavior: practical lessons from the Diabetes Control and Complications Trial
D. Schlundt

R.A. Lorenz,] Bubb, D. Davis, A.Jacobson, K.)annasch,]. Kramer,], lipps,

Short Reports

Effect of follow-up of women with gestational diabetes on the ratio of IDDM to NIDDM in pregnancy N.A. Beischer, P. Wein, M.T. Shecdy, R.M Dargaville

Effect of long-term glycemic control on cognitive function N.B. Lincoln, R.M. Faleiro, C. Kelly, B.A. Kirfe, W.J. ]ejfcoate

Proinsulin secretion during the first 3 years after diagnosis in diabetic patients with and without islet cell antibodies A. Gotlsdlcr, DR. Owens, 5. Luzio,
G. Sundfevisl

The prevalence of diabetes in Rio de Janeiro, Brazil J.E.P. Oliveira.A. Milech, LJ. Franco, The Cooperative Group for the Study of Diabetes Prevalence in Rio de Janeiro

Bromocnptine (Ergoset) reduces body weight and improves glucose tolerance in obese subjects A.H. Cincotta, AH. Meier

Letters

Diabetic ketoacidosis in young obese Japanese men: atypical diabetes induced by sugar-containing soft drinks K. Yamada, K. Nonaka

Metformin useful in combination with exogenous insulin LN. Hanuschak

Increased prevalence of mitral valve prolapse in IDDM D.S.H. Bell, R. T. Acton

Spurious ketonuria due to captopril and other free sulfhydryl drugs: proposed changes in current guidelines for urine ketone testing in diabetic patients
G. Csako, R.]. Elm

GAD antibodies in IDDM in Thailand C Rattarasam, M. Aguilar-Diosdado, S. Soon(hompun, N. Patarakijvanich, S. Jaruratanastnkul

Perspectives on the News

American Diabetes Association Postgraduate Course, 1996: monitoring glucose, denning diabetes, and treating obesity Z.T. Bloomgarden

Reviewers list

Issues and Updates

SI Units Table

ISSN 0149-5992



* , * * • •

u.Ir '9timi-'

T̂\H:

When diet alone fails in NIDDM*—
1 Effective 24-hour glucose control
with once-daily dosing at all doses
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'" Non-insulin-dependent diabetes mellitus.

t Gastrointestinal therapeutic system.



Significant decrease in glycosylated
hemoglobin (HbAiJ vs placebo1

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

immediate-release glipizide
5 mg (n-44)

A pooled analysis of two16-week, multicenter, randomized, double-blind,
placebo-controlled, fixed-dose studies. After a 1-week washout from current
suifonyiurea 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™ (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
treatment.1

Glucotrol XL is well tolerated1

Adverse
experiences
reported with
an incidence
of 3% or

Only diarrhea
was statistically
significant vs
placebo.

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

5.4r

3.6

3.6

3.2

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

Glucotrol XL maintains consistent drug levels
throughout the day and night1

Immediate-release
glipizide
10 mg bid

Glucotrol XL
20 mg qd

10 12 14 16 18 20 22 24
HOURS

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.

W ONCE DAILY*

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

As with all sulfonylureas, hypoglycemia may occur.
Please see brief summary of prescribing inforrru



When diet alone fails in NIDDM...
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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
"^k be controlled with

*W 5 mg or 10 mg
taken once daily

Some patients may require up
to the maximum
recommended . %
daily dose of
20 mg ' J^
once daily

Reference: 1 . Data on file.

Brief Summary of Prescribing Information
INDICATIONS 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 hypoglycemlc 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.
Information tor 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 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,
chloramphenicol, probenecid, 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 dicumarql. 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 o! concomitant administration of Diflucanu (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%).
Carcinogenesis, Mutagenesis, Impairment ot 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
glipizidB. 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.
Nonteratogenic 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 betvyeen 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, hemolytic 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 A1C level measured at
three month intervals is the preferred means of monitoring response to therapy.

Hemoglobin A,c 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 too 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
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How Does a Diabetes Patient
Tell Whether This Is Enough

Blood for a Test?



With a Spot Check.

The blue dot makes testing sure.

Front
Touchable test strip

makes it easy to apply blood.

Back
Dot turns blue when

enough blood is applied.



Introducing the SureStep® System.

actual size

For diabetes and life.

[UFESCFUV
;( i' d i

©I Wb lifcVjui inc. Milpiias, California95035

Have you ever had a patient "forget" to test because he or she
was insecure about doing it right? Now you can recommend a system
that offers reassurance and help-every step of the way. The new
SureStep® Blood Glucose Monitoring System.

The test strip has a dot on the back that turns blue to let patients
know when they've applied enough blood. And application is simple
because the strip is touchable-perfect for patients with shaky hands
or arthritis.

The SureStep System includes supportive 24-hour, toll-free
service for you and your patients. And it comes from LifeScan,
the Johnson & Johnson company that introduced the ONE TOUCH®
family of products-the brand most recommended by physicians and
diabetes educators.

Contact your LifeScan Professional Sales Representative or call
the 24-hour Health Care Professional Hotline (1 800 524-7226) to
arrange a demonstration of how the SureStep System will help your
patients be sure at every step.



NIDDM Genetic Database Available

DNA samples and phenotypic data are available from phase I of the
American Diabetes Association's GENNID study (Genetics of
NIDDM). GENNID has collected detailed family histories and a
broad array of data on 170 pedigrees, all of which contain at least
one affected sib pair, with a total of 650 affected individuals and
approximately 1,200 total subjects. Included are approximately 65
Caucasian, 60 Hispanic, 25 African-American, and 20 Japanese-
American pedigrees.

DNA and phenotypic data are available for all members of the
pedigrees. The data set includes multiple metabolic factors,
including carbohydrate metabolism, lipid metabolism, and body size
measures, as well as lifestyle variables obtained by questionnaire
(e.g., employment, exercise, etc.). Data will be available either in
Paradox or as a flat (ASCII) file. Full details of the study design will
be published in the August issue of Diabetes Care.

Investigators interested in obtaining the DNA samples and/or data
will need to submit a proposal to the Association or submit evidence
of an NIH grant that directly addresses the genetics of NIDDM.
(Purely phenotypic studies using the GENNID data may not be
published before July 1, 1997.) To receive an application form and
pricing information, please write or call:

American Diabetes Association
GENNID Research Database
1660 Duke St.
Alexandria, VA 22314

Phone(703) 299-2071
Fax (703) 683-1839
email mpetersen@diabetes.org



GLUCOPHAGE
(METFORMIN HYDROCHLORIDE TABLETS)soo mg

BOUND FOR EFFICACY
AND SECONDARY BENEFITS

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

• Bristol-Myers Squibb Company



BENEFITS BEYOND GLUCOSE CONTROL
IN TYPE II DIABETES

GLUCOPHAGE
improves insulin
sensitivity
No effect on pancreatic beta cells
or insulin secretion.

GLUCOPHAGE is
highly effective first-lirte
drug therapy1

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

Mean difference in
FPG compared
with placebo

GLUCOPHAGE
vs placebo

P<0.0OI

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



GLUCOPHAGE
delivers four important
secondary benefits

1. Does not cause hyperinsulinemia

2. Does not produce hypoglycemia

3. Helps keep weight from increasing

4. Has modest, favorable effects
on lipids

GLUCOPHAGE
offers unique synergy
in combination1

Combining GLUCOPHAGE
and a sulfonylurea with diet
lowers FPG significantly more
than monotherapy.1

Mean difference in
FPG compared
with monotherapy

GLUCOPHAGE
plus glyburide
vs glyburide alone P<0.00l

Study 2: Results of a double-blind, placebo-controlled,
parallel-group, multicenter trial comparing GLUCOPHAGE
(n=210), glyburide (n=209),and die combination (n=2l3)
over 29 weeks. 632 randomized type II 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.^

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

BOUND FOR EFFICACY AND SECONDARY BENEFITS

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



IN TYPE II DIABETES

ESTABLISHED SAFETY AND BID DOSING
Safety established in
millions of patient-years
of experience3

Mild and transient Gl side effects are most
common.

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

placebo.
• Only ~ 4% of patients discontinue therapy due

to Gl reactions.

Rare occurrence of lactic
acidosis, a serious condition
Approximately 0.03 cases per 1,000
patient-years reported worldwide.
• 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 patiei
selection is key
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.

Titrate to effective dosage
range (I5OO-25OO mg/day)
Recommended starting dosage:
500 mg BID with meals.

Increase dosage by one 500 mg tablet
each week.

Minimize Gl side effects: Administration
with meals helps.
• Occasionally, temporary dose reduction may

be useful.

Individualize dosage based on effectiveness
and tolerance up to a maximum of 2500 mg
administered on aTlD schedule.

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 HYDROCHLORDE TABLETS)soo mg

BOUND FOR EFFICACY AND SECONDARY BENEFITS

References: I . Data on file, Bristol-Myers Squibb Company. 2. DeFronio RA, Goodman A, and the Multicenter Metformin Study Group: Efficacy of
metformin in patients with non-insulln-dependent diabetes mellitus.NEnglJA1ed333(9):54l-549.1995. 3.Sirtori CR. PasikC: Re-evaluation of a
biguantde, metformin: mechanism of action and tolerabttrty. 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.



GIUCOPHAGE® (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 colfapse (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
hyperssnsitivity 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
mettamin accumulation during treatment with GLUCOPHAGE; when it occurs, it is fatal in approximately 50% ol
cases. Lactic acidosis may also occur In association with a number of pathophysiologic conditions, Including dia-
betes mellitus, and whenever there Is significant tissue hypoperfuslon and hypoxemia. Lactic acidosis is charac-
terized by elevated blood lactate levels (>5 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 hypoperfuslon, 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-
foimin 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-
piratnry 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 ol ketoacidosis (ketonuria and ketonemla). Lactic acidosis is a medical emergency
Dial 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/mln 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 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 ol renal Junction—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
f unctioi i. 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
DOSAGH 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
im^rmMispr^eny-Useofconcomitantmedicatlonsthatmayaflectrenalfunctlonormetformlndisposition
- -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
Drug Interactions), should be used with caution.—Radiologic studies Involving the use of iodinated contrast mate-
rials (tor example, Intravenous urogram, Intravenous cholanglography, anglography, 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.
- Hypnxic 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
promptiy 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
bo 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 hepatictune-
to;)- -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 Big 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 B,? 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 orvitamin 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 B12 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 of previously controlled diabetic—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). — 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
ofbloodglucose—\N\\en 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
GLUCOl'HAGE 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
tire drurj is ineffective during initial therapy. Should secondary failure occur with GLUCOPHAGE or sulfonylurea
monotticrapy, combined therapy with GLUCOPHAGE and sulfonylurea may result in a response. Should secondary fail-
ure occur with combined GLUCOPHAGE/sulfonylurea therapy, it may be necessary to initiate insulin therapy.

Intonation for Patients: Patients should be informed of the potential risks and advantages of GLUCOPHAGE and
of i'ltcrrcitive modes of therapy. They should also be informed about the importance of adherence to dietary instruc-
tions, of a tegular 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 hydrochlcridetablets) immediatelyand to promptly notify theirhcalth
practitioner if unexplained hyperventilation, myalgia, malaise, unusual somnolencelorothernonspecificsymptoms 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 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 megatoblastic
anemia has rarely been seen with GLUCOPHAGE therapy, if this is suspected, vitamin B12 deficiency should be excluded.
— Drug Interactions: Glyburide— In 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 C ™ , were observed, but were highly variable. The single-dose nature of this study and
the lack of correlation between giybunde blood levels and pharmacodynamic effects, makes the clinical significance of
this interaction uncertain (see DOSAGE AND ADMINISTRATION, Concomitant Glucophage and Oral Sulfonylurea
Therapy).—Furosemide—k single-dose, metformin-furosemide drug interaction study in healthy subjects demon-
strated that pharmacokinetic parameters of both compounds were affected by co-administration. Furoscmlde
increased the metformin plasma and blood C ,™ by 22% and blood AUC by 15%, without any significant change in
metformin renal clearance. When administered with metformin, the Cm™ and AUC of furosemide were 31 % and 12%
smaller, respectively, than when administered alone, and the terminatnatf-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
Cmax and AUC by 20% and 9%, respectively, and increased the amount excreted in the urine. T m x and half-lifa were
unaffected. Nifedipine appears to enhance the absorption of metformin. Metformin had minimal effects on nifedipino.
—Cationic drugs—Cationic drugs (e.g., amiloride, digoxin, morphine, procainamide, quinidine, quinine, ranitidino,
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 isonlazid. 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 sallcylates, sulfon-
amides, chloramphenicol, and probenecid, as compared to the sulfonylureas, which are extensively bound to serum
proteins. — Carclnogenesls, 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 tne 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 (5. typhimuriuip), gene mutation test (mouse lymphoma
cells), chromosomal aberrations test (human lymphocytes), or in-vhio 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,
orapproximately two times the maximum recommendeqhumandailydoseonabody surface area basis.—Pregnancy:
Teratogenlc 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 placenta!
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 knovw to be substantially excreted by the kidney
and because the riskof seriousadverse 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 pro-
renal azotemia, under such circumstances, GLUCOPHAGE should be temporarily discontinued. For patients who havo
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 and to sulfonylureaforGLUCOPHAGE/suifonylurea 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 B12 levels should be appropriately monitored
or periodic parenteral B,2 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.
CorKunpactageinsertbeforerOTScru)lngGLUCOPHAGE(metfomiinhydr(Khloridetablets). F5-B001A 1/95
GLUCOPHAGE is a registered trademark of LIPHA s.a.
Licensed to Bristol-Myers Squibb Company.
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Attend a Conference in Your Home or Office
800/ADA-ORDER FAX 770/442-9742

_ _ _ _ • J

Price Reduced!
Diagnosis and Treatment
of the Complications
of Diabetes:
Clinical Conference
on CD-ROM

A 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
Nonmemben $124.95
Member: $99.95

Agenda:
Scope of the Problem
Maureen I. Harris, Ph.D., MPH;
Susceptibility of Complications:
Ethnic and Racial Variations
Iswis H. Kulkr, 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. Sleffes, 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
Richard 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' moitse^.^^
Macintosh - LCII or greater processor.
System 7.01 or greater, 4MB RAM, 1MB
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 $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 tjist Name

Address

Cily/State/Zip

Phone Member # P29C66

Q Payment enclosed (check or money order)
Charge my: • 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
EO. Box 930850
Atlanta, GA 31193-0850

.Exp. Date:.

American
Diabetes

.Association.



Today's hypertensives
with new concerns... /

THE
CARDURA

GENERATION
hoose CARDURA: 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.13

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 (<[%).

ONCE-A-DAY

Please see brief summary of prescribing
infoimation on next page.

©1996, Pfizer Inc

Idoxazosin mes
HYPERTENSION CONTROL FOR A NEW GENERATION

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

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 ambulotory blood pressure: results of the HALT study. Am J Hyperiens. 1994;7:844-847.
2. Neaton JD, Grimm RH Jr, Prineas RJ, et al, for die Treatment of Mild Hypertension Study Researcn 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.

Scored Tablets
mg,2mg, 4mg , 8 m g

CARDURA© (doxazosin mesylate) Tablets
Brief Summary of Prescribing Information
INDICATIONS AND USAGE
CARDURA (doxazosin mesylate) is indicated for the treatment of
hypertension. CARDURA may be used alone or in combination with
diuretics or beta-adrenergic blocking agents. There is limited
experience with CARDURA in combination with angiotensin
converting enzyme inhibitors or calcium channel blockers.
CONTRAINDICATIONS
CARDURA is contraindicated in patients with a known sensitivity to
quinazolines (e.g. prazosin, terazosin).
WARNINGS
Syncope and "First-dose" Effect:
Doxazosin, like other alpha-adrenerglc blocking agents, can cause
marked hypotension, especially In the upright position, with
syncope and other postural symptoms such as dizziness. Marked
orthostatic effects are most common with the first dose but can
also occur when there is a dosage increase, or 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 antihypertensive agents should be
added with caution.

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

In an early investigational study of the safety and tolerance of
increasing daily doses of doxazosin in normotensives beginning at
1 mg/day, only 2 of 6 subjects could tolerate more than 2 mg/day
without experiencing symptomatic postural hypotension. In another
study of ?A 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 with
dose titration every one to two weeks, syncope was reported in 0.7%
of patients. None of these events occurred at the starting dose of
1 mg and 1.2% (8/664) occurred at 16 mg/day.

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

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

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

If hypotension occurs, the patient should be placed in the supine
position and, if this measure is inadequate, volume expansion with
intravenous fluids or vasopressor therapy may be used. A transient
hypotensive response is not a contraindication to further doses of
CARDURA.
2. Impaired liver function:
CARDURA should be administered with caution to patients with
evidence of impaired hepatic 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. Leukopenia/Neutropenia:
Analysis of hematologic data from patients receiving CARDURA in
controlled clinical trials showed that the mean WBC (N=474) and
mean neutrophil counts (M=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/mnf 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
dose, after a dosage increase, and after interruption of therapy when
treatment is resumed. They should be cautioned to avoid situations
where injury could result should syncope occur during initiation of
doxazosin therapy. They should also be advised of the need to sit or
lie down when symptoms of lowered blood pressure occur, although
these symptoms are not always orthostatic, and to be careful when
rising from a sitting or lying position. If dizziness, lightheadedness,
or palpitations are bothersome they should be reported to the
physician, so that dose adjustment can be considered. Patients
should also be told that drowsiness or somnolence can occur with
doxazosin, requiring caution in people who must drive or operate
heavy machinery.

Drug Interactions:
Most (98%) of plasma doxazosin is protein bound. In vitro data in
human plasma indicate that CARDURA has no effect on protein
binding of digoxin, warfarin, phenytoin or indomethacin. There is no
information on the effect of other highly plasma protein bound drugs
on doxazosin binding. CARDURA has been administered without any
evidence of an adverse drug interaction to patients receiving thiazide
diuretics, beta blocking agents, and nonsteroidal anti-inflammatory
drugs.
Cimetidine:
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 Cmax and mean half-life of doxazosin.
The clinical significance of this increase in doxazosin AUC is
unknown.
Drug/Laboratory test interactions:
None known.
Cardiac Toxicity 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.
Carcinogenesis, Mutagenesis and Impairment of Fertility:
Chronic dietary administration (up to 24 months) of doxazosin
mesylate at maximally tolerated concentrations (highest dose
40 mg/kg: about 150 times the maximum recommended human
dose of 16 mg/60 kg) revealed no evidence of carcinogenicity in rats.
There was also no evidence of carcinogenicity in a similarly
conducted study (up to 18 months of dietary administration) in mice.
The mouse study, however, was compromised by the failure to use a
maximally tolerated dose of doxazosin.

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

Studies in rats showed reduced fertility in males treated with
doxazosin at oral doses of 20 (but not 5 or 10) mg/kg/day, about 75
times the maximum recommended human dose. This effect was
reversible within two weeks of drug withdrawal.
Pregnancy
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-KC]-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 A% 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/ArthritisA% and 0%; Muscle
Weakness: 1 % and 0%; Myalgia: 1 % and 0%; Central & Peripheral
N.S.—Headache: 14% and 16%; ParesthesiaA% and 1 % ; Kinetic
Disorders A% and 0%; Ataxia: 1 % and 0%; Hypertonia: 1 % and 0%;
Muscle Cramps: 1 % and 0%; Autonomic—Mouth Dry: 2% and 2%;
Flushing:'\% and 0%; Special Senses— Vision Abnormal: 2% and
1 %; Conjunctivitis/Eye Pain: 1 % and 1 %; Tinnitus: 1 % and 0.3%;
Psychiatric—Somnolence: 5% and 1 % ; Nervousness: 2% and 2%;
Depression: 1 % and 1 %; Insomnia: 1 % and 1 %; Sexual Dysfunction:
2% and 1 % ; Gastrointestinal—Nausea: 3% and 4%; Diarrhea: 2%
and 3%; Constipation: 1 % and 1 % ; Dyspepsia: 1 % and 1 % ;
Flatulence: 1 % and 1 % ; Abdominal Pain: 0% and 2%; Vomiting: 0%
and 1 % ; Respiratory— Rhinitis: 3% and 1 % ; Dyspnea: 1 % and 1 % ;
Epistaxis: 1 % and 0%; Urinary—Polyuria: 2% and 0%; Urinary
Incontinence: 1 % and 0%; Micturation Frequency: 0% and 2%;
General—Fatigue/Malaise: 12% and 6%; Chest Pain: 2% and 2%;
Asthenia: Wo and 1 % ; Face EdemaA% 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 with a frequency of between 0.5% and
1 % : syncope, hypoesthesia, increased sweating, agitation, increased
weight. The following additional adverse reactions were reported by
<0.5% of 3960 patients who received doxazosin in controlled or
open, short- or long-term clinical studies, including international
studies. Cardiovascular System: angina pectoris, myocardial
infarction, cerebrovascular accident; Autonomic Nervous System:
pallor; 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.
65-4538-00-1 Revised January 1993
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your pauenis oniy injec
this much insulin...

Why use a syringe that injects
this much insulin?

le IB-PI 3/1Occ Insulin Syringe
with the ULTRA-FINE" Needle

is the right size foryour patients
who inject smaller doses.

Easier to read, hold, inject.
1. The B-D 3/10cc Insulin Syringe with the ULTRA-FINE
Needle has the big bold unit markings that let your
patients measure dosage with greater accuracy.

2. The single unit markings are extra wide so it's easy
to read.

3. It is smaller, easier to handle.

4. The ultra-comfortable needle is the breakthrough
B-D ULTRA-FINE™.. the best there is.
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reviewers for the Recognition
Program in the past year.
ADA Recognition has become
the foremost quality assurance
mechanism in the nation
for diabetes patient education
programs. The time and expertise
of these reviewers in support
of the Recognition Program is
greatly appreciated.

A American
Diabetes
Association
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FOR EXCEPTIONAL PERFORMANCE AT A N AFFORDABLE PRICE,

DEMAND AN ENCORE!
Technique-independent
simplicity.
The GLUCOMETER ENCORE®
Diabetes Care System delivers the
kind of exceptional performance
that makes blood glucose testing
easy and convenient for your
patients with diabetes. No timing,
wiping, or blotting. Fast operation.
A specially designed test strip
for easier handling and sample
application. All at a price thats
easy to afford.

GLUCOMCTCB

€NCOR€

Accurate, reliable results.
Reliable results, and excellent
correlation with laboratory
reference methods, are maintained
across a broad dynamic range. In
addition, a 10-test memory makes
patient record-keeping more
convenient by storing test results
for subsequent logbook entries.

Recommend the blood glucose
meter that delivers a better
all-around performance at a
more affordable price.
Demand an Encore.

* Offer good January 1 through
June 30, 1996. Contact your Bayer
Corporation, Diagnostics Division
representative for more information, or
call 1-800-445-5901 (8:00 AM-430PM.
Eastern Time, Monday-Friday).

Actual Size

Bayer®
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Diabetes Care Announces Change of Editor
Charles M. Clark, Jr., MD, Professor of Medicine and Director of the Diabetes Research & Training
Center at the Indiana University School of Medicine and Associate Chief of Staff for Research and
Development, Richard Rodebush VA Medical Center, will become the Editor of Diabetes Care in
January 1997. The Associate Editors will be Alain Baron, MD, S. Edwin Fineberg, MD, Gary
Freidenberg, MD, David Marrero, PhD, Melvin Prince, MD, Donald P. Orr, MD, Morris Weinberger,
PhD, and Madelyn Wheeler, RD, all of Indiana University.

As of July 1,1996, manuscripts should be
submitted to:

Charles M. Clark, Jr., MD
Regenstrief Health Center
Indiana University Medical Center
1001 West Tenth Street
Indianapolis, IN 46202-2859

Diabetes Care is a journal for the health care
practitioner that is intended to increase knowl-
edge, stimulate research, and promote better man-
agement of people with diabetes. To achieve these
goals, the journal publishes original articles on
human studies in the areas of epidemiology, clini-
cal trials, behavioral medicine, nutrition, educa-
tion, health care delivery, medical economics, and
clinical care. The journal also publishes clinically
relevant review articles, clinical observations, let-
ters to the editor, and health/medical news or
points of view. Topics covered are of interest to
clinically oriented physicians, researchers, epi-
demiologists, psychologists, diabetes educators,
and other professionals.

Diabetes Care seeks the following types of unso-
licited submissions:

Original articles report clinical investigation in
areas relevant to diabetes. Articles should not
exceed 5,000 words.

Short reports are succinct case reports, observa-
tions relating to the practice of diabetology, and
other brief communications. Text should not
exceed 1,500 words.

Technical articles are descriptions and assess-
ments of material and devices used for the care of
patients with diabetes. Articles should not exceed
5,000 words.

Letters to the editor include opinions on topics
published in the journal or relating to diabetes in
general. Letters should not exceed 500 words.

Commentaries are short critical articles on topics
in diabetes care and on articles that appear else-
where in the issue. A commentary is not an
exhaustive literature review but rather an analysis
a small number of carefully selected important
articles in the field. Text should not exceed 1,500
words.

Clinical practice observations are based on
original clinical findings that test, refine, validate,
or question aspects of clinical practice. Text
should not exceed 1,500 words.

Case reports and clinical observations are short
reports relating noteworthy individual case expe-
riences. They should not exceed four typewritten
double-spaced pages, including references. The
suggested format includes a one-paragraph intro-
duction, a history and examination section, an
investigation section, and a concluding one- or
two-paragraph comment section.
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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*12-
the clinical relevance of this mechanism
has not been established

^> Amaryl provides sustained blood
glucose control even in patients with
higher levels of HbAlc (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 insulint

^> 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 preclinical animal model.
The mechanism by which sulfonylureas
lower blood glucose during long-term use
has not been clearly established.

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

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

<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 HbAic (>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
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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.

1171-96687814



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

• Lowered the requirement for exogenous insulin by 38%
(F<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 d o s e ^ ^ i ^ ^ ^ ^ B ^ 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.
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1 , 2, and4mg
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 P450 IIC9 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.
Cancinogenesis, Mutagenesis, and Impairment of 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 DNA 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
intrauterine 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
pnotosensitivity 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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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 Dial1 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.

UNIQUE DUAL ACTION FOR
GREATER COMFORT

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 SYSTEMS

What it takes to take control"



Sandoz OPTIFAST:
Innovator and Leader in

Medical Weight Management

Featuring A Flexible, Sound Approach:

| Research-based treatment protocols
that can be customized for a variety of
patient needs.

Comprehensive approach featuring
medical, nutrition, exercise and behavior,
change components.

Over 20 years of medical weight
management research and experience.

^Superior quality nutritional products:
OPTIFAST* and OPTITRIM* Formulas,
NUTRA RECIPES™ Nutritional Bars,
HEALTHY RECIPES® Soup.

State of the art patient education and
facilitator materials developed by
leading experts.

Operational support through marketing,
managerial and training expertise.

We can help you provide a spectrum of weight
management services to help your overweight patients

achieve health benefits through weight loss.

Please Call 800-662-2540 for a free informational brochure
or patient referral information.

Health Risk Management Division

SANDOZ NUTRITION
YOUR SOURCE FOR NUTRITION*
Minneapolis, Minnesota 55416

©1996 Health Risk Management Division, Sandoz Nutrition Corporation 107-043-196




