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diabetes complications
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Right now...
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is in your office

Hemoglobin A and
Microalbumin/Creatinine ratio:
Accurate results in just minutes!

Results from the 9-year DCCT (Diabetes Control and
Complications Trial) conclude that controlling blood
glucose levels reduces risk.'

Reduce the risk by monitoring HbAic and microalbumin
levels with the DCA 2000+ Analyzer. With the totally
self-contained test reagent cartridges, you eliminate all
reagent preparation, mixing, and handling. The sample
collection tube is an integral part of the unique reagent
cartridge for optimal convenience.

There’s no costly, time-consuming wet calibration.
All instructions, status, and testing information appear
on the screen.
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And up to 16 results are stored in memory for convenient
recordkeeping. Review patient data during the visit and
adjust the blood glucose control regimen as appropriate.

Prevent complications. In-office testing
with the DCA 2000+ Analyzer gives
you results you can act on. Now.

For more information about the DCA 2000+ Analyzer, contact
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A first-line, first-choice sulfonylurea for type 2 diabetes as an adjunct to diet and exercise

ONCE-A-DAY

Ariaf

glimepiride TasLers

INSULIN-SPARING GLUCOSE CONTROL

Amaryl achieved tight control (HbA, < 7.2%) as defined by the DCCT'?

69%

HbA, . <7.2%

15%

HbA,  <8.0%

B> Proven 24-hour control with once-daily dosing’

B> Indicated as monotherapy and in combination with
insulin during second-line therapy*

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 blood glucose <60 mg/dL.

*Combined use of Amaryl and insulin may increase the potential for hypoglycemia.
Please see brief summary of prescribing information on adjacent page.
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Brief Summary of
Prescribing Information as of November 1996

\ L0
Amaryl
glimepiride* “Tasrers
1,2,and 4 mg

Drug | i The hypoglycemic action of sulf may be
potentiated by cerain drugs, including nansteroidal anti-inflammatory
drugs and other drugs that are highly protein bound, such as salicylates,
If ides, chloramphenicol, ins, probenecid, monoamine
oxidase inhibitors, and beta adrenergic blocking agents. When these drugs
are administered to a patient receiving AMARYLY, the patient should be
observed closely for hypoglycemia. When these drugs are withdrawn from
a patient receiving AMARYL®, the patient should be observed closely for
loss of glycemic control.
Certain drugs tend to produce hyperglycemia and may lead to loss of
control. These drugs include the thiazides and other diuretics, corticos-
teroids, phenothiazines, thyroid products, estrogens, oral contraceptives,
phenytoin, nicotinic acid, sympathomimetics, and isoniazid. When these
drugs are administered to a patient receiving AMARYLS, the patient should
be closely observed for loss of control. When these drugs are withdrawn
from a palient receiving AMARYL®, the patient should be observed closely
for h!poglycemia.
Coadministration of aspirin (1 3 tid) and AMARYL® (ed 1o a 34% decrease in
the mean glimepiride AUC and, therefore, a 34% increase in the mean CLI.
The mean Cmax had a decrease of 4%. Blood glucose and serum C-peptide
concentrations were unaffected and no hypoglycemic symptoms were
reported. Pooled data from clinical trials showed no evidence of clinically
significant adverse interactions with uncontrolled concurrent administration

Y

CONTRAINDICATIONS

AMARYL® is contraindicated in patients with

1. Known hlpersensitivity 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
iated with i d i lar mortality as p fo
treatment with diet alone or diet plus insulin. This warning is based on
the study conducted by the University Group Diabetes Program
d 1o eval

(UGDP), a long-term, prospective clinical trial desig the
i of gl lowering drugs in p ing or delaying
I icati in pati with insufin-d

pl in p ot

diabetes. The study involved 823 patients who were randomly assigned
to ane of four treatment groups (Diabetes, 19 supp. 2: 747-830, 1970).
UGDP reported that patients treated for 5 to 8 years with diet plus a
fixed dose of tolbutamide (1.5 grams per day) had a rate of cardiovas-
cular mortality approximately 2-1/2 times that of patients treated with
diet alone. A significant increase in total mortality was not observed,
but the use of tolbutamide was discontinued based on the increase in
cardiovascular mortality, thus limiting the opportunity for the study to
show an increase in overall mortality. Despite controversy regarding
the interpretation of these results, the findings of the UGDP study
provide an adequate basis for this warning. The patient should be
informed of the potential risks and advantages of AMARYL®
(glimepiride tablets) and of alternative modes of therapy.

Although only one drug in the sulfonylurea class (tolbutamide) was

There are no adequate and well-controlled studies in pregnant women. On
the basis of resulls from animal studies, AMARYL® (glimepiride tablets)
should not be used during pregnancy recent i ion suggests
that abnormal blood glucose levels during pregnancy are associated with a
higher incidence of congenital abnormalities, many experts recommend that
insufin be used during pregnancy to maintain chose 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 bom 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 hall-lives. Patients who are planning a pregnancy should

consult their physician, and it is rece d 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 s not known whether AMARYL® is excreted in human
milk, other sulfonylureas are excreted in human milk. Because the potential
for hypoglycemia in nursing infants may exist, and because of the effects on
nursing animals, AMARYL® should be discontinued in nursing mothers. If
AMARYL® s discontinued, and if diet and exercise alone are inadequate for
g‘ontrolling blood glucose, insulin therapy should be considered. (See above

included in this study, it is prudent from a safety standpoint to
that this warning may also apply to other oral hypoglycemic drugs in
this qlass, in view of their close similarities in mode of action and

of aspirin and other salicylates.
Coadministration of either cimetidine (800 mg once daily) or ranitidi
(150 mg bid) with a single 4-mg oral dose of AMARYL® did not significantly
alter the absorption and disposition of glimepiride, and no differences were
seen in hypoglycemic symptomatology. Pooled data from clinical trials
showed no evidence of clinically significant adverse interactions with uncon-
trolled concurrent administration of H2-receptor antagonists.
Concomitant administration of propranolo! (40 mg tid) and AMARYL®signifi-
cantly increased Crmax, AUC, and Ty of glimepiride by 23%, 22%, and 15%,
respectively, and it decreased CL/f by 18%. The recavery of M1 and M2 from
urine, however, did not change. The pharmacodynamic responses to
glimepiride were nearly identical in normal subjects reoeivin%propranolol and
placebo. Pooled data from clinical trials in patients with NIDDM showed no
evidence of clinically significant adverse interactions with uncontrolled
concurrent administration of beta-blockers. However, if beta-blockers are
used, caution should be exercised and patients should be wamed about the
potential for hypoglycemia.
Concomitant administration of AMARYL® (glimepiride tablets) (4 mg once
daily) did not alter the pharmacokinetic characteristics of R- and S-warfarin
enantiomers following administration of a single dose (25 mg) of racemic
warfarin to healthy subjects. No changes were observed in warfarin plasma
protein binding. AMARYL® treatment did result in a slight, but statistically
significant, decrease in the pharmacodynamic response to warfarin. The
reductions in mean area under the prothrembin time (PT) curve and
maximum PT values during AMARYL® treatment were very smalf (3.3% and
9.9%, respectively) and are unlikely o be clinically important.
The responses of serum glucose, insulin, C-peptide, and plasma glucagon to
2 mg AMARYL® were unaffected by coadministration of ramipril (an ACE
inhibitor) 5 mg once daily in normal subjects. No hypoglycemic symptoms
were reported. Pocled data from clinical trials in patients with NIDDM showed
no evidence of clinically signgicant adverse interactions with uncontrolled
dministration of ACE inhibi
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 il C9 also include phenytoin,
diclof ibuprof proxen, and mefenamic acid.
Although no specific interaction studies were performed, pooled data from

clinical trials showed no of clinically signil adverse

with uncontrolled inistration of calcium-channel blockers,
estrogens, fibrates, NSAIDS, HMG CoA red inhibitors, sulfonamides,
or thyroid hormone, )

INDICATIONS AND USAGE

AMARYL? s indicated as an adjunct to diet and exercise to lower the
blood glucose in patients with noninsulin-dependent (Type I} diabetes
mellitus (NIDDM) whose hyperglycemia cannot be conirolled 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 cral hypoglycemic agent. Combined use of
glimepiride and insulin may increase the potential for hypoglycemia.

In initiating treatment for noninsulin-dependent diabetes, diet and exercise
should be emphasized as the primary form of treatment. Caloric restriction,
weight loss, and exercise are essential in the obese diabetic patient. Proper
dietary management and exercise atone may be effective in controlling the
blood” glucose and symptoms of hyperglycemia. In addition to regular
physical activity, cardiovascular risk factors should be identified and correc-
tive measures taken where possible.

If this treatment program fails to reduce symptoms and/or blood glucose, the
use of an oral sulfonylurea or insulin should be considered. Use of AMARYL®
must be viewed by both the physician and patient as a treatment in addition
to diet and exercise and not as a substitute for diet and exercise or as a
convenient mechanism for avoiding dietary restraint. Furthermore, loss of
blood glucose control on diet and exercise alone may be transient, thus
requiring only short-term administration of AMARYL®,

During maintenance programs, AMARYL® monotherapy should be discon-
tinued if satisfactory lowering of blood glucose is no longer achieved.
Judgments should be based on ra%ular clinical and laboratory evaluations.
Secondary failures to AMARYL® monotherapy can be treated with
AMARYL®-insufin combination ther%:y‘

In considering the use of AMARYL® in asymptomatic patients, it should be
recognized that blood glucose control in NIDDM has not definitely been
established to be effective in preventing the long-term cardiovascular and
neural complications of diabetes. However, the Diabetes Control and
Complications Trial (DCCT) demonstrated that contro! of HbA1c and glucose
was associated with a decrease in retinopathy, neuropathy, and nephropathy
for insulin-dependent diabetic (IDDM) patients.

PRECAUTIONS

General

Hypoglycemia: All sulfonylurea drugs are capable of producing Severe
hypoglycemia. Proper patient selection, dosage, and instructions are impor-
tant to avoid hypoglycemic episodes. 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 recom-
mended 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 may be
difficult to recognize in the elderly and in people who are taking beta-adren-
ergic blocking drugs or other symp tic agenis. 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 diabelic
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 monotheragy. The effec-
tiveness of any oral hypoglycemic drug, including AMARYL®, in lowering
blood glucose to a desired level decreases in many patients over a period of
time, which may be due to progression of the severity of the diabetes or to
diminished responsiveness to the drug. This phenomenon is known as
secondary failure, to distinguish it from primary failure in which the drug is
ineffective in an individua! patient when first given. 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

L Y genic 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 2 1% AMARYL® Patients

AMARYL® Plagebo
No, % No. %
Total Treated 746 100 294 100
Dizziness 13 17 1 03
Asthenia 12 16 310
Headache | 1.5 4 14
Nausea 8 11 0 0.0

Gastrointestinal Reactions

Vomiting, gastrointestinal pain, and diarrhea have been reported, but the
incidence in placebo-controfled trials was less than 1%. Isofated transami-
nase 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

Patients should be informed of the potential risks and of
AMARYL® and of altemative modes of therapy. They should also be

skin persist, the drug should be discontinued. Porphrria Culanea
tarda and photosensitivity reactions have been reported with sulfonylureas.

informed about the importance of 1o dietary , of a
regular exercise program, and of regular testing of blood glucose.

The risks of hypoglycemia, its symploms and treatment, and conditions that
predispose to its development should be explained to patients and respon-
sible family members. The potential for primary and secondary faifure
should also be explained.

Laboratory Tests

Fasting blood glucose should be monitored periodically to determine thera-
peutic response. Glycosylated hemoglobin should also be monitored, usually
every 3 to 6 months, to more precisely assess long-term glycemic control.

Drug Interactions
(See CLINICAL PHARMACOLOGY, Drug Interactions.)
Carci is, M is, and | 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 evid of carci is. In mice, administra-
tion 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 aberra-
tion, 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 (approx-
imately 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 (approx-
imately 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 fow as 0.1 times the
human dose based on surface area. This felotoxicity, observed only at doses
inducing maternal hypoglycemia, has been similarly noted with other sulfony-
lureas, and is believed to be directly related to the pharmacologic
(hypoglycemic) action of glimepiride.

Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic
anemia, and pancytopenia have been reported with sulfonylureas.
Metabalic Reactions

Hepatic porphyria reactions and disulfiram-like reactions have been
reported with sulfonylureas; however, no cases have yet been reported
with AMARYL® (glimepiride tablets). 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 actualiy be reduced by treatment. In
placebo-controlled trials of AMARYLS, the incidence of blurred vision was
placebo, 0.7%, and AMARYL®, 0.4%.
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Wound Care
Advances..1

Growth Factors:
The Prime Agents
of Wound Healing

he emerging

profile of growth
factors and their role
in wound healing

Wound healing is a series

of processes including
coagulation, inflammation,
deposition and differentiation
of the extracellular matrix,
fibroplasia, epithelialization,
contraction, and remodeling’
resulting in regranulation
and healing.

Currently, there is increasing
interest in the role of growth
factors, most broadly defined
as any cytokine or combination
of cytokines, peptides, or other
substances that regulate the
various processes of healing.
Among the growth factors that
have been identified are bFGF
(basic fibroblast growth factor),
EGF (epidermal growth factor),
IL-1B (Interleukin-1B), TGF-a
and B (transforming growth
factor), and PDGF (platelet-
derived growth factor).'?

athophysiology
of wounds —
and the role of
PDGF in healing

Platelet influx is the body’s

first response to an acute wound.
Platelets are one of the most
important agents in wound
healing, releasing PDGF, which
promotes a variety of activities

__in fibroblasts, smooth muscle

cells, and capillary endothelial
cells;’ resulting in granulation.

Lately, growth factors have been
the subject of research in patients
with chronic wounds. As part

of an ongoing commitment to
advances in wound care,

‘Ortho-Me¢Neil will continue

to provide you with the latest
information in this emerging field.
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A blood-less
revolution in
monitoring

3 puL

GLUCOMETER ELITE®

Diabetes Care System

The GLUCOMETER ELITE System needs a mere 3 uL of blood for accurate results. How small is that? It's so small,
a mosquito hardly needs more for lunch. Small enough that the poorest bleeders can easily squeeze it from their
finger. Which means the GLUCOMETER ELITE System is easier on your patients. And, because it’s completely
automatic, it practically does the test by itself. Less blood, no hassle. That’s what makes the GLUCOMETER ELITE
System so revolutionary. (And makes meters that need more blood so revolting by comparison.)

Bayer
For additional information, R

e AR please call: 1-800-445-5901

© 1997 Bayer Corporation



Join the American Diabetes Association.
Demand a cure for diabetes!

Washington DC — March 8-10, 1998

American
Diabetes
.Association.

Training Sessions e Issue Forums e Storm Capitol Hill!
Scholarships Available

Call (800) 232-3472 and choose option 6 to receive registration
materials and discount travel and hotel information.

Call (703) 299-5513 to have this information faxed to you.
It is also available electronically by contacting
meetings@diabetes.org



IN THE REAL

WORLD,

CAN INTERFERE
WITH YOUR
PATIENTS
KNOWING THEIR
TRUE BLOOD
GLUCOSE VALUE.

THAT’S WHY
THERE’S

Precisionq:o-

Everyday substances like drugs and vitamins can cause inaccurate
blood glucose readings. Which means your patients may not be

getting the true blood glucose values they need for tight control. H‘eCISIOH QID"

And they may not even know it. System

The Precision @rp” System is the only blood glucose monitoring system
that automatically compensates for the interactions of drugs, vitamins and other common substances. Your patients
get accurate blood glucose values in everyday testing. The Precision @I-p" System is clinically proven to eliminate
common test errors such as ambient light, dried blood and dirt, and humidity”

=

Precision 10" for clinical accuracy lln MEDISENSE®

in everyday monitoring.

Real Accuracy for the Real World
For more information call 1-800-527-3339.

*Individually foil-wrapped test strips.

An Abbott Laboratories Company



