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- T Gastrointestinal therapeutic system.
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hypoglycemia may occur.
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GLUCOTROL XL (glipizide) Extended Release Tablels For Oral Use
Briet Summary of Prescribing Information

INDICATIONS AND USAGE: GLUCOTROL XL is indicated as an adjunct to diet for the control of n{perglywma and its associated
symplomatology in patients with non-insulin- -dependent diabetes mellitus (NIDDM; type N), tormerty known as maturity-onset diabetes, after
an auaauaxa trial of dietary lhslapg has proved unsalisfactory.
CONTRAINDICATIONS: Glipizide is cuntramdmaleu in patwnls with: 1. Known hypersensitivity to the drug and 2. Diabstic ketoacidosis, with
or without coma. This candition should be treated wilh insulin.
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MDRTAI.ITV Tha administration of oral hynnnlrcamlc
drugs has been reported to be with rality as to treatment with diet
alona or um plus insulin.
any other non-deformable material, caution shoutd be used when administering GLUCOTROL XL Extended Release
Tablets In patients with preexisting severe uaslrnlmestlnal narrowing (pathologic or iatragenic). 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 Mepatic Disease: The andfor ics of gl Jnmde may be affected in patients
;gm ll?g:uedtrtm:ab or hepatic fuaclion. If hypoglycemia should oceur in such patients, it may be prolonged and appropriate management
ould be institute
G1 Digease: Markedly reduced Gl retention times of the GLUCOTROL XL Extended Release Tablets may influence the pharmacokinetic profile
and hence the clinical eﬂu:acr of the dry
Hypoglycemia: All sulionylurea drugs are capable of producing severe ia. Renal or hepatic i may affect the
dISDOSIl fon of glipizide and (he tatter may also diminish gluconeogenic capacity, both of which increase the risk of serious hypoglycemic
reactions. Elderly, debilitated or matnourished patients, and those with adrenal or pituitary insufficiency are particularty susceptible to the
fypaglycemic action of glucose-lowering drugs. Hypoglycemia is more likely to occur when calaric intake is deficient, after severe or
Emlongad exercise, when alcohot is ingested, or when more than one glucose-lowsring drug is used.
038 of Control of Blood Glucose: When a patient stabilized on any diabelic regimen is exposed to siress such as fever, lrauma, infection,
or surgery, a [oss of control may occur. At such limes, it may be necessary to discantinue glipizide and administes insulin.
Adequate adjustment of dose and adherence to diet should be assessed before classifying a patient as a seoundary rauure
Labaratory Tests: Blood and urine glucose should be monitored nudxr.allf Measurement o hemu%Iubln may be usefu
tnformation for Patlents: Patients should be informed that GLUCOTROL XL Extended Release Tablets shou\t"lnbe swallowed whule Palients
should not chew, divide or crush tablets, Patients should not be concerned if they occasionally notice in their stool something that fooks like a
tablet. i the GLUCOTROL XL Extended Re!ease Table\ me medl(zllun is cunlamed within a nonabsorbable shell that has been specially
deslgned to slowly el dr this pre campleted, the empty tablet is eliminated from the body.
atients should be lnfmmed ol lh otenl tisks and advantages of GLUCUTHOL XL and of alternative modes of therapy. They should alsn
B mlor{ned about the importance of achering to dietary instructions, of a regular exercise program, and of regular testing of urine and/or
lood glucase,
The fisks of nypoPlyuamla its symptoms and treatment, and conditions that preduspuse to its development should be explained lo patients
and tespansible fami emhevs Primary and secondary failure also should be explained.
Drug Interactions: qn ycemic action of sulfoni(lureas may be potential by oenam drugs including nonsteroidal anti-inflammatory
ems and other drugs that are |ahl protein bound, salicylates, sulfonamides, chloramphenicol, probenecid, coumarins, monoamine oxidase
inhibitors, and beta-adrenergic hlcckmg agents. n vito binding studies with human serum proteins indicate that glipizide binds differently
man tolbutamide and does not interact with salicylate or dicumarol. However, caution must be exetcised 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 producls, estrogens, oral contraceptives, phenyloin, nicotinic acid, sympathomimetics, calcium
channel blocking drugs, and isoniazid.

along is inadeguate for controlling blood ?quase insulin therapy should be considered.
Pediatric Use: Safety and effectiveness in children have not been established.
Geriatric Use: Of the total number of patients in clinical studies of GLUCOTROL XL®, 33 percent were 65 and over. No overall differences in
effectiveness or safety were observed between these palients and younger patients, but é;veater sensilivity of some individuals cannot be ruled
glIJ)lM;}ﬁuroxtmale ﬂ] 1-2 days longer were required to reach steady-state in the elderly. (See CLINICAL PHARMACOLOGY and DOSAGE AND
ADVERSE REAC%IDNS InUS. cantrulled studies the frequency of serious adverse experiences reported was very low and causal
refationship has not been establishe
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
controlied and apen (riais 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, dutauablrcnnunl\ed studies the adverse experiences reported with an incidence of 3% or more in GLUCOTROL XL-treated
Ballenls (N=278) and placebo-treated patienls éN—SB) tespectively, include: Asthenia - 10.1% and 13.0%; Headache - 8.6% and 8.7%;
izziness - 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

The following adverse experiences occurred with an incidence of less than 3% in GLUCOTROL XL-realed palients: Bady as a whale - pain;
Nervous System - insomnia, paresthesia, anxiety, depression and hypesthesia; Gastrointestinal - nausea, dyspepsia, constipation and vomiting;
Metabolic - hyﬁo lycemia; Musculoskeletal - arthralgia, leg cramps and myalgia; Cardiovasculas - syncope; Skin - sweating and pruritus;
Resg ratory - thinitis; Spemal senses - blurred vision;, Urogenital - polyuria.

ther adverse experiences occurred with an incidence of less than 1% in GLUCOTROL XL-treated gallems 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;
Raselratory pharynull\s and dyspnea; Special senses - pain in the eye, conjunctivitis and retinal hemorthage; Urogenital - dysuria.

here have been rare reports of gastigintestinal irritation and gastrointestinal bleeding with use of another drug in this non-deformable
sustained release formulation, aithough causal retationship to the drug is uncertain.
GLJ{?S {%I(I’olhw)l(r;.g are adverse experiences reported with immediate release glipizide and other sulfonylureas, but have nol been observed with

e
with sulfonylureas.
Metabolic: Hepatic Purphyua and disulfiram-like reactions have besn reported wilh sulfonylureas. In the mouse, glipizide pretreatment did
nol cause an accumulation of acetaldehyde aﬁer ethanol administration. Clinicabexperience lo date has shown that glipizide has an extremely

tow incidence of disulfiram-like alcahol react
Endocrine Reactions: Cases of h&)onatremla and the syndrome of inappropriate antidiuretic hormone (SIADH}) secretion have been
I unad wilh gllpmde ang other sl yluveas .
OVERD! can prod Mild symptoms without l0ss of consciousness of neurologic lindings
should be tmted aggressively with oral gmmse and adjustments in drug dosage and/or meal patiems, Close monitaring should continue until
the physician is assured thal ihe patient is out of danges. Severe hypoglycemic reactions with coma, seizure, or other neurological impairment
occur mhequentry but consiitute medical emergencies requiring immediate hospilalization. If hypoglycemic coma is diagnosed or suspected, the
patient should be 0azwen rapid intravenous injection of concentrated {50%) glucose sofution. This should be followed by a continuous infusion of
amore dilute {10%) glucose Sofution at a rate that wil! maintain the blood glucose at a level above 100 m/dL. Patients shoutd be closely
monitored for a minimum of 24 to 48 hours since hypoglycemia may recur ater apparent clinical recovery. Clearance of glipizide from rlasrm

may be prolonged in ersuns with liver disease. Because of the extensive protein mqu of glipizide, dialysis is unlikely to be of benefi
DOSAGE AND ADMINISTRATION: There is no fixed dusage regimen {or the management of diabetes mellitus with GLUCOTROL XL
Extended Release Tablet or any other hy Eugl mic agent.

In general, GLUCOTROL XL should be given with breaklast.

ukopenia, ia, hemolytic anemia, aplastic anemia, and pancytopenia have been reported

A potential interaction between oral miconazole and oral hypoglycemic agems Iwmng to saveve ny#wgiycemxa has begn reported. Whether
this interaction also occurs with the i topical, or vaginal nown. The effect of
administration of Ditlucan® (fluconazole) and Glucotrol has been demonstrated in a p!a:ebHomoNed crossover study in normal votunteers.
All subjects received Glucatrol alone and following treatment wilh 100 mg of Diflucan® as a 513313 daily oral dose for 7 days. The mean
percentage increase in the Glucotrol AUC after fluconazole administration was 56.9% (range:
Carcinogenesls, Mutagenasis, Impairment of Fertility: A twenty month study in rats and an elgnleen month study in mice at doses up
1o 75 times the maximum human dase reveated o evidence of drug-related carcinogenicity. Bacterial and in wvo mmagemcny fests were
uniformly negative. Studies in rats of both sexes at doses up to 75 times the human dose showed no effects on ferti (
Pregnancy: Pregnancy Category C: Glipizide was found to be mildly fetotoxic in rat reproductive studies at all dose levels 85 -50 mg/kg). This
!atolmuul]ymnas been similarty noted with other sulfonylureas, such as tolbutamide and tolazamide. The effect is perinatal and believed to be
directly related to the pharmacologic ﬁhyuoolyoemlc) action of glipizide. In studies in rals and rabbits no teratogenic efiects were lound. There
are no adequate and wei) controlled studies in pregnant women. Glipizide should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus.

ny experts recommend that insulin be used during pregnancntn maintain blood glucose levels as close to narmal as possibie.
Nonteratogentc Effects: Prolonged severe hypoglycemia (4 to 10 days) has been reported in neanates born to mothers who were receiving
a sulfonylurea drug at the time of delivery. This has been reported more lrequanﬂy with the use of agents with prolonged haif-lives. If glipizide
is used during pregnancy, it should be discontinued at least one month betore the expected delivery date.
Nursing Mothars: Anhnn[ir it is not known whether gipizide is excreted in human milk, some sullanyluma drugs are known to be excreted
in human milk. A decision should be made whether to discontinug nursing of to discontinue the drug. If the drug is discontinued and if diet

3 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.

Josage adjustment should be based on laboratar) ¥ measures of glycemic control. While fasting blocd ?lucosa tevels generally reach

steady-state lolrowm? initiation or change in GLUCOTROL XL dosage, a single fasting glucose delermination may not accurately reflect the

yaspnnse to therapy. In most cases, hemoglobin A, level measure at three month intervals is the preferred means of monitoring response to
erapy.

Hemoglobin A;e should be measured as GLUCOTROL XL therapy is initiated at the § mg dose and repeated g roximately three months
Jater. If the result of this test suggests that dglyl:emhc control aver 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 hemoglabin Aqc levels measured at three month
intervals. if no improvement is seen after three months of therapy with a higher dose, the previous dose should be resumed. Decisions which
utilize fasting blood glucose to adjust GLUCOTROL XL therapy should be based on at least two or more similar, consecutive values oblained
seven days or more after the previous dose adjustment.

Most palients will be controlled with 5 mg or 10 mg taken once daily. However, some patients may require up 1o the maximum
recommended daily dose of 20 mg. While the giycemic controf of selected patients may improve with doses which exceed 10 mg, clinical
gt{l}:dxes dz:c:nduct/ed to date have not demonstrated an addilional group average reduclion of moglobm Ay beyond what was a ieved with the

mg dose.
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©1996 DM Systems, Inc. Evanston, IL 60201 Fax: 847.328.9561

stiffener and covered with a smooth tricot
fabric. These features increase stability
and minimize friction.

for proper
positioning of the Heelift boot.

And on top of all these features,
Placement of

the second elevation pad behind the foot

will provide the necessary support to main-

Leave

It.
Love It!

Call our convenient toll-free number

tain optimal positioning of the
foot, preventing foot-drop.

It's no wonder our cus-
tomers continue to tell us how

much they love Heelift. You'll

to begin reaping the benefits of Heelift today!

Order Direct:

1.800.254.Lift




VOLUME 20

THE JoumNAL oF CLINICAL AND APPLIED RustarcH anp Epucation NUMBER q

Diabetes @RIKE

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

All manuscripts and other editorial correspondence should be sent to the editor, Charles M.
Clark, Jr., MD, Diabetes Care Editorial Office, Regenstrief Institute, 6th Floor, 1001 West Tenth Street,
Indianapolis, IN 46202-2859; (317) 630-6925.

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

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

All material published in Diabetes Care is copyrighted by the American Diabetes Association, Inc.
All manuscripts submitted to Diabetes Care must include a transmittal letter stating the following before
they will be considered for publication: “In consideration of ADA reviewing my (our) submission, the
undersigned author(s) transfers, assigns, or otherwise conveys all copyright ownership to ADA in the
event the work is published.” Permission to reproduce copyrighted material from Diabetes Care will be
granted for limited, noncommercial purposes. Requests for permission to use Figures or Tables or to
adapt or reprint articles from this journal should be sent by letter or fax to Permissions Editor, American
Diabetes Association, Inc., 1660 Duke Street, Alexandria, VA 22314; Fax: (703) 683-2890. Requests
should be accompanied by a letter of permission from the senior author of the article.

Diabetes Care (ISSN 0149-5992) is published monthly by the American Diabetes Association,
Inc., 1660 Duke Street, Alexandria, VA 22314. Individual subscription rates are $110 in the U.S,,
Canada, and Mexico (for Canada add 7% GST) and $170 for all other countries. Institutional rates
are $180 in the U.S., Canada, and Mexico (for Canada add 7% GST) and $240 in all other countries.
Professional membership includes $75 designated for Diabetes Care. Single issues are $13.50 in the
U.S., Canada, and Mexico (Canada add 7% GST) and $17.00 in all other countries. Periodical
postage paid at Alexandria, VA 22314, and at additional mailing offices. POSTMASTER: Send change
of address to Diabetes Care, American Diabetes Association, Inc., Journal Subscriptions, 1660 Duke
St., Alexandria, VA 22314.

Diabetes Care is listed in Science Citation Index, Current Contents/Life Sciences, Current Con-
tents/Clinical Medicine, SCISEARCH, EMBASE, ISI/BIOMED databases, and Automatic Subject Cita-
tion Alert. Diabetes Care is available online on BRS Colleague. For more information call 800-955-
0906. 1t is also available in machine-readable format from University Microfilms International. Dia-
betes Care is printed on acid-free paper starting with Vol. 11(1), 1988.

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

©1997 by the American Diabetes Association, Inc. Printed in the USA.

American Diabetes Association Officers 1996-1997

Chair of the Board President-Elect Vice President, Health Care
ALAN ALTSCHULER MAYER B. DAVIDSON, MD & Education

LINDA B. HAAS, PHC, RN, CDE
President President-Elect, Health Care

PHILIP E. CRYER, MD & Education Secretary-Treasurer
CHRISTINE A. BEEBE, MS, RD, LD, CDE ROGER K. TOWLE

President, Health Care

& Education Vice Chair of the Board Chief Executive Officer

BELINDA P. CHILDS, MN, RN, CDE JANE CAMPOREALE JoHN H. GranaM IV

Chair of the Board-Elect Vice President
STEPHEN J. SATALINO (GERALD BERNSTEIN, MD
AEE

Diabetes

.Association.

ISSN 0149-5992
PRINTED IN THE USA.

Editor in Chief
CHARLES M. CLARK, JR., MD

Associate Editors

ALAIN BARON, MD

S. EDWIN FINEBERG, MD
GARY FREIDENBERG, MD
DAVID MARRERO, PHD
DoNALD P. ORrR, MD

MELVIN PRINCE, MD
CHARLES W. SLEMENDA, DPH
MADELYN WHEELER, RD

Editorial Assistant
LYNDA REYNOLDS

Editorial Board

BARBARA J. ANDERSON, PHD
FREDERICK DUNN, MD
RICHARD C. EASTMAN, MD
NAOM1 S. FINEBERG, PHD
EpwIN B. FISHER, PHD
RuUsSELL E. GLASGOW, PHD
BARRY GUMBINER, MD

ROBERT R. HENRY, MD
WILLIAM H. HERMAN, MD
BARBARA V. HOWARD, PHD
STEVEN KAHN, MD

ABBAS E. KITABCHI, PHD, MD
WiLLIAM C. KNOWLER, MD
MARKKU LAAKSO, MD

ODED LANGER, MD

RODNEY A. LORENZ, MD
PATRICK J. LUSTMAN, PHD
DaviD S. ORENTLICHER, MD, JD
LAURINDA M. POIRIER, RN, MPH, CDE
JACQUELINE A, PucH, MD
DaviD M. SMITH, MD

JUDITH WYLIE-ROSSET, EDD, RD
BRUCE R. ZIMMERMAN, MD

Publisher
SusaN H. Lau

Editorial Director
PETER BANKS

Managing Editor
W. MARK LEADER

Assistant Managing Editor
AIME M. BALLARD

Assistant Editors
CAROLYN H. AYOTTE
GARRETT BROWN
‘WENDY M. GooD

Director of Membership/
Subscription Services
BiLL OutLaw

Director of Customer Service
STEPHEN LASEAU

Advertising Director
HOWARD RICHMAN

Associate Advertising Director
CaroL FLYNN

Advertising Specialist
PATTI THOMPSON

Advertising Representatives
Pharmaceutical Media, Inc.
30 East 33rd Street

New York, NY 10016

(212) 685-5010




A blood-less
revolution in
monitoring

3 uL

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.)

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

MANAGEASL ¥

© 1997 Bayer Corporation



THE JOURNAL OF CLINICAL AND APPLIED RESEARCH AND EpucATiON

APRIL 1997 VOLUME 20 NUMBER 4

P> - Cover articles. Also available on the World Wide
Web at www.diabetes.org/diabetescare

Editorials

467 Toward common ground
D.M. Smith

469 The Scandinavian Simvastatin Survival Study (4S) Subgroup
Analysis of Diabetic Subjects: implications for the prevention of
coronary heart disease

S.M. Haffner

Original Articles
Clinical Care/Education/Nutrition

P> 472 Is the quality of diabetes care better in a diabetes clinic or
in a general medicine clinic?
M. Ho, M. Marger, ]. Beart, 1. Yip, P Shekelle

476 Prevalence of latex-specific IgE antibodies in atopic and
nonatopic children with type 1 diabetes
T. Danne, B. Niggemann, B. Weber, U. Wahn

479 Sulfonylurea treatment prevents recurrence of
hyperglycemia in obese African-American patients with a history
of hyperglycemic crises

G.E. Umpierrez, WS. Clark, M.T. Steen

484 Diabetic ketoacidosis among obese African-American
adolescents with NIDDM
O. Pinhas-Hamiel, L.M. Dolan, PS. Zeitler

487 Unchanged insulin absorption after 4 days’ use of
subcutaneous indwelling catheters for insulin injections
S.R. Hanas, S. Carlsson, A. Frid, ]. Ludvigsson

491 Performance of an NIDDM screening questionnaire based
on symptoms and risk factors
J.B. Ruige, ].N.D. de Neeling, PJ. Kostense, L.M. Bouter, R.J. Heine

497 Severe hypoglycemia in children with IDDM: a prospective
population study, 1992-1994
S. Nordfeldt, . Ludvigsson

Epidemiology/Health Services/Psychosocial Research

504 Ethnic differences in the incidence of childhood IDDM in
Israel (1965-1993): marked increase since 1985, especially in
Yemenite Jews

I. Shamis, O. Gordon, Y. Albag, G. Goldsand, Z. Laron

P> 509 Waist circumference and waist-to-hip ratio are related to
gestational glucose tolerance

L. Branchtein, M.I. Schmidt, S.S. Mengue, A.]. Reichelt,

M.C.G. Matos, B.B. Duncan

512 Incidence and prevalence of diabetes in children aged 0-14
years in Manitoba, Canada, 1985-1993

J.E Blanchard, H. Dean, K. Anderson, A. Wajda, S. Ludwig,

N. Depew

516 The receiver operating characteristics curve in the
evaluation of a random urine specimen as a screening test for
diabetic nephropathy

T. Zelmanovitz, J.L. Gross, J.R. Oliveira, A. Paggi, M. Tatsch,
M.J. Azevedo

Diabetes

520 An intervention for enhancing compliance with screening
recommendations for diabetic retinopathy: a bicoastal experience
A.P Legorreta, M.M. Hasan, A.L. Peters, K.R. Pelletier, K.-M. Leung

524 Distinct genetic and immunological features in patients
with onset of IDDM before and after age 40

T. Lohmann, J. Seissler, H.-]. Verlohren, S. Schrader, J. Rotger,

K. Dahn, N. Morgenthaler, WA. Scherbaum

530 Incidence of IDDM in German children aged 0-14 years: a
6-year population-based study (1987-1993)
A. Neu, M. Kehrer, R. Hub, M.B. Ranke

534 Prevalence of diabetes and impaired glucose tolerance in
Aragon, Spain

B. Tamayo-Marco, E. Faure-Nogueras, M.J. Roche-Asensio,

E. Rubio-Calvo, E. Sanchez-Oriz, J.A. Salvador-Olivan

537 Effects of diet and exercise in preventing NIDDM in people
with impaired glucose tolerance: The Da Qing IGT and Diabetes
Study

X. Pan, G. Li, Y.-H. Hu, ]. Wang, W. Yang, Z. An, Z. Hu, J.-Lin,
J.-Z. Xiao, H. Cao, P-A. Liu, X. Jiang, Y. Jiang, ]. Wang, H. Zheng,
H. Zhang, PH. Bennett, B.V. Howard

545 Dietary fiber, glycemic load, and risk of NIDDM in men
J. Salmeron, A. Ascherio, E.B. Rimm, G.A. Colditz, D. Spiegelman,
D.J. Jenkins, M.]. Stampfer, A.L. Wing, W.C. Willett

551 Effect of socioeconomic risk factors on the difference in
prevalence of diabetes between rural and urban populations in
Bangladesh

M.A. Sayeed, L. Ali, M.Z. Hussain, M.A.K. Rumi, A. Banu,

A.K.A. Khan

556 Personal-model beliefs and social-environmental barriers
related to diabetes self-management
R.E. Glasgow, S.E. Hampson, L.A. Strycker, L. Ruggiero

562 Quality of life and associated characteristics in a large
national sample of adults with diabetes
RE. Glasgow, L. Ruggiero, E.G. Eakin, ]. Dryfoos, L. Chobanian

568 Diabetes self-management: self-reported recommendations
and patterns in a large population

L. Ruggiero, R.E. Glasgow, ].M. Dryfoos, J.S. Rossi, ].O. Prochaska,
C.T. Orleans, A.V. Prokhorov, S.R. Rossi, G.W. Greene, G.R. Reed,

K. Kelly, L. Chobanian, S. Johnson

577 Health insurance and the financial impact of IDDM in
families with a child with IDDM
TJ. Songer, REE. LaPorte, ].R. Lave, ].S. Dorman, D.]. Becker

585 Levels and risks of depression and anxiety symptomatology
among diabetic adults
M. Peyrot, R.R. Rubin

Emerging Treatments and Technologies

P> 591 A double-masked placebo-controlled trial assessing effects

of various doses of BTS 67 582, a novel insulinotropic agent, on
fasting hyperglycemia in NIDDM patients
C.A. Skillman, P Raskin

Table of Contents continues on page iv



Table of Contents (continued)

597 Efficacy, safety, and dose-response characteristics of
glipizide gastrointestinal therapeutic system on glycemic control
and insulin secretion in NIDDM: results of two multicenter,
randomized, placebo-controlled clinical trials

D.C. Simonson, I.A. Kourides, M. Feinglos, H. Shamoon,

C.T. Fischette, the Glipizide Gastrointestinal Therapeutic System
Study Group

607 Alternate site testing for HbA,. using the Primus CLC330
GHb analyzer
G. Phillipov, P Charles, C. Beng, PJ. Phillips

610 Catheter survival during long-term insulin therapy with an
implanted programmable pump

M. Scavini, L. Galli, S. Reich, R.P Eaton, M.A. Charles, EL. Dunn,
The Implantable Insulin Pump Trial Study Group

Pathophysiology/Complications

P> 614 Cholesterol lowering with simvastatin improves prognosis

of diabetic patients with coronary heart disease: a subgroup
analysis of the Scandinavian Simvastatin Survival Study (4S)

K. Pyorald, T.R. Pedersen, ]. Kjekshus, O. Faergeman, A.G. Olsson,
G. Thorgeirsson, the Scandinavian Simvastatin Survival Study (4S)
Group

621 Glycemic control and prevention of retinopathy in
Japanese NIDDM patients: a 10-year follow-up study
T. Nakagami, R. Kawahara, S. Hori, Y. Omori

623 The tactile circumferential discriminator: a new, simple
screening device to identify diabetic patients at risk of foot
ulceration

L. Vileikyte, G. Hutchings, S. Hollis, A.J.M. Boulton

627 Intimal-medial thickness of the carotid artery in
nondiabetic and NIDDM patients: relationship with insulin
resistance

E. Bonora, R. Tessari, R. Micciolo, M. Zenere, G. Targher,

R. Padovani, G. Falezza, M. Muggeo

632 Effect of long-acting somatostatin analog (Somatulin) on
renal hyperfiltration in patients with IDDM
M.L. Jacobs, EH.M. Derkx, T. Stijnen, S.W,J. Lamberts, R.EA. Weber

637 Therapeutic footwear can reduce plantar pressures in
patients with diabetes and transmetatarsal amputation
M.J. Mueller, M.]. Strube, B.T. Allen

642 Fluctuations in GADgs antibodies after clinical diagnosis of
IDDM in young children

M.R. Batstra, M. Pina, ]. Quan, P Mulder, C.E. de Beaufort,

G.J. Bruining, H.-J. Aanstoot

645 Sex hormone-binding globulin and glucose tolerance in
postmenopausal women: The Rancho Bernardo Study
D. Goodman-Gruen, E. Barrett-Connor

650 Given diabetes, is fat better than thin?
C. Ross, R.D. Langer, E. Barrett-Connor

653 Plasma endothelin in normal and diabetic pregnancy
K. Wolff, K. Carlstrom, E Fyhrquist, A. Hemsén, N.-O. Lunell,
H. Nisell

Reviews/Commentaries/Position Statements
657 Review Article

Outpatient versus inpatient care of children newly diagnosed
with IDDM

D. Charron-Prochownik, T. Maihle, L. Siminerio, T. Songer

661 Review Article
A biopsychobehavioral model of risk of severe hypoglycemia
L. Gonder-Frederick, D. Cox, B. Kovatchev, D. Schlundt, W. Clarke

670 Perspectives on the News
Antioxidants and diabetes
Z.T. Bloomgarden

Letters

674 Mitochondrial DNA [tRNALew(UUR] mutation in a southern
Italian diabetic population

L. Rigoli, A. Di Benedetto, G. Romano, E Corica, D. Cucinotta

675 Are young age and insulin treatment enough to diagnose
IDDM?
M. Maislos, S. Weitzman

675 Reply to Maislos and Weitzman
VA. Koivisto, N. Chaturvedi

676 Severe hypertrophic cardiomyopathy in an infant of a
diabetic mother

A. Franzese, G. Valerio, N.P. Ciccarelli, G. De Filippo, M.P. Iannucci,
L. Alfonsi, P Buono, V. Farina

677 IDDM in an adolescent patient with common variable
immunodeficiency
A. Metin, I. Tezcan, H. Ozyiirek

678 NIDDM with a ceruloplasmin gene mutation
M. Daimon, K. Yamatani, M. Tominaga, H. Manaka, T. Kato,
H. Sasaki

678 Clinical hypoglycemia before diabetes is rare: a study of
identical twins
D. Fava, M. Hawa, R. Rowe, D.A. Pyke, R.D.G. Leslie

679 Autoantibody against ICA512 did not improve test
sensitivity for slowly progressive IDDM in adults

A. Kasuga, Y. Ozawa, T. Maruyama, T. Ishihara, S. Amemiya,
T. Saruta

681 Issues and Updates
683 Sl Units Table



APRIL AUTHOR INDEX
(VOLUME 20, NUMBER 4)

Aanstoot, H.-J., 642
Albag, Y., 504
Alfonsi, L., 676

Ali, L., 551

Allen, B.T., 637
Amemiya, S., 679
An, Z., 537
Anderson, K., 512
Ascherio, A., 545
Azevedo, M., 516

Banu, A, 551
Barrett-Connor, E., 645, 650
Batstra, M.R., 642
Beart, J., 472

Becker, D]., 577

Beng, C., 607

Bennett, PH., 537
Blanchard, J.F, 512
Bloomgarden, Z.T., 670
Bonora, E., 627
Boulton, AJ.M., 623
Bouter, L.M., 491
Branchtein, L., 509
Bruining, GJ., 642
Buono, P, 676

Cao, H., 537

Carlsson, S., 487
Carlstrom, K., 653
Charles, M.A., 610
Charles, P, 607
Charron-Prochownik, D., 657
Chaturvedi, N., 675
Chobanian, L., 562, 568
Ciccarelli, N.P, 676
Clark, WS., 479

Clarke, W, 661

Colditz, G.A., 545
Corica, E, 674

Cox, D., 661

Cucinotta, D., 674

Dahn, K., 524
Daimon, M., 678
Danne, T., 476

De Filippo, G., 676
de Beaufort, C.E., 642
de Neeling, ].N.D., 491
Dean, H., 512

Depew, N., 512
Derkx, EH.M., 632
Di Benedetto, A., 674
Dolan, L.M., 484
Dorman, J.S., 577
Dryfoos, J., 562
Dryfoos, ]. M., 568
Duncan, B.B., 509
Dunn, EL., 610

Eakin, E.G., 562
Eaton, R.P, 610

Faergeman, O., 614
p)

Falezza, G., 627

Farina, V,, 676
Faure-Nogueras, E., 534
Fava, D., 678

Feinglos, M., 597
Fischette, C.T., 597
Franzese, A., 676

Frid, A., 487

Fyhrquist, F, 653

Galli, L., 610

Glasgow, R.E., 556, 562, 568

The Glipizide Gastrointestinal
Therapeutic System Study
Group, 597

Goldsand, G., 504

Gonder-Frederick, L., 661

Goodman-Gruen, D., 645

Gordon, O., 504

Greene, G.W,, 568

Gross, J.L., 516

Haffner, S.M., 469
Hampson, S.E., 556
Hanas, S.R., 487
Hasan, M.M., 520
Hawa, M., 678
Heine, RJ., 491
Hemsén, A., 653
Ho, M., 472
Hollis, S., 623
Hori, S., 621
Howard, B.V,, 537
Hu, Y.-H., 537

Hu, Z., 537

Hub, R., 530
Hussain, M.Z., 551
Hutchings, G., 623

lannucci, M.P, 676

The Implantable Insulin Pump
Trial Study Group, 610

Ishihara, T., 679

Jacobs, M.L., 632
Jenkins, D J., 545
Jiang, X., 537
Jiang, Y., 537
Johnson, S., 568

Kasuga, A., 679
Kato, T., 678
Kawahara, R., 621
Kehrer, M., 530
Kelly, K., 568
Khan, AKA., 551
Kjekshus, J., 614
Koivisto, VA., 675
Kostense, P]J., 491
Kourides, 1.A., 597
Kovatchev, B., 661

Lamberts, S.W]., 632
Langer, R.D., 650
LaPorte, REE., 577
Laron, Z., 504

Lave, J.R.,, 577
Legorreta, A.P, 520
Leslie, R.D.G., 678
Leung, K.-M., 520

Li, G., 537

Lin, J., 537

Liu, P-A., 537
Lohmann, T,, 524
Ludvigsson, J., 487, 497
Ludwig, S., 512

Lunell, N.-O., 653

Maihle, T., 657
Maislos, M., 675
Manaka, H., 678
Marger, M., 472
Maruyama, T., 679
Matos, M.C.G., 509
Mengue, S.S., 509
Metin, A., 677
Micciolo, R., 627
Morgenthaler, N., 524
Mueller, M., 637
Muggeo, M., 627
Mulder, P, 642

Nakagami, T., 621
Neu, A, 530
Niggemann, B., 476
Nisell, H., 653
Nordfeldt, S., 497

Oliveira, J.R,, 516
Olsson, A.G., 614
Omori, Y., 621
Orleans, C.T., 568
Ozawa, Y., 679
Ozyurek, H., 677

Padovani, R., 627
Paggi, A., 516

Pan, X., 537
Pedersen, TR., 614
Pelletier, K.R., 520
Peters, AL, 520
Peyrot, M., 585
Phillipov, G., 607
Phillips, PJ., 607
Pina, M., 642
Pinhas-Hamiel, O., 484
Prochaska, J.O., 568
Prokhorov, A.V,, 568
Pyke, D.A,, 678
Pyorala, K., 614

Quan, J., 642

Ranke, M.B., 530
Raskin, P, 591

Reed, G.R., 568
Reich, S., 610
Reichelt, AJ., 509
Rigoli, L., 674
Rimm, E.B., 545
Roche-Asensio, M J., 534
Romano, G., 674
Ross, C., 650

Rossi, J.S., 568
Rossi, S.R., 568
Rotger, J., 524
Rowe, R., 678
Rubin, R.R., 585
Rubio-Calvo, E., 534
Ruggiero, L., 556

Ruggiero, L., 562, 568
Ruige, ].B., 491
Rumi, M.AK., 551

Salmerén, J., 545
Salvador-Olivén, ].A., 534
Sanchez-Oriz, E., 534

Saruta, T., 679

Sasaki, H., 678

Sayeed, M.A., 551

The Scandinavian Simvastatin

Survival Study (4S) Group, 614

Scavini, M., 610
Scherbaum, WA., 524
Schlundt, D., 661
Schmidt, M.1., 509
Schroder, S., 524
Seissler, J., 524
Shamis, 1., 504
Shamoon, H., 597
Shekelle, P, 472
Siminerio, L., 657
Simonson, D.C., 597
Skillman, C.A., 591
Smith, D.M., 467
Songer, T, 657
Songer, TJ., 577
Spiegelman, D., 545
Stampfer, M ]., 545
Steen, M.T., 479
Stijnen, T., 632
Strube, M J., 637
Strycker, L.A., 556

Tamayo-Marco, B., 534
Targher, G., 627
Tatsch, M., 516
Tessari, R., 627
Tezcan, 1., 677
Thorgeirsson, G., 614
Tominaga, M., 678

Umpierrez, G.E., 479

Valerio, G., 676
Verlohren, H.-J., 524
Vileikyte, L., 623

Wahn, U., 476
Wajda, A., 512
Wang, J., 537
Wang, J., 537
Weber, B., 476
Weber, R.EA., 632
Weitzman, S., 675
Willett, W.C., 545
Wing, AL, 545
Wollf, K., 653

Xiao, J.-Z., 537

Yamatani, K., 678
Yang, W,, 537
Yip, 1., 472

Zeitler, PS., 484
Zelmanovitz, T., 516
Zenere, M., 627
Zhang, H., 537
Zheng, H., 537

CoVER: A Journey Through India by Stefano Vitale, 1993. Oil on board, 3" X 8".




A BETTER CHOICE.

Introducing The New Needle-Free Syringe.

Now get 84 injections out of just six needle-free
syringes. The new Medi-Jector Choice™ insulin
delivery system means no more needles. No
maintenance or cleaning. No pre-mixing restric-
tions. No disposal worries. No needles in public.
No hassles. Just an easy way to inject insulin.
You do have a Choice.

l"'lﬁ Medi-Jector Choice™ needle-free
wj @& insulin delivery system

Powerpak and syringes sold separately

Available at pharmacies, call for the one nearest you.
Covered by many insurance plans

Call 1-800-328-3074

http://www.mediject.com

Medi-Ject s:

Needle-Free Drug Delivery Systems

000000387 Rev. 0

ACADEMIC DIABETOLOGIST

Southern Illinois University School of Medicine offers an
excellent opportunity in family-friendly Springfield, Illinois.
The Department of Medicine at SIU is seeking a diabetologist
in the Division of Endocrinology and Metabolism who is will-
ing and able to build a clinical and research program with
opportunity to collaborate with developing integrated health
care system in a disease management program. Candidates at
all academic ranks will be considered to find the individual
with the desire and vision to lead this effort. Currently, the
division’s diabetes education program is ADA approved.

This is an ideal opportunity for a diabetologist who is inter-
ested in joining an established department which is strongly
committed to supporting the program.

Applicants should be board certified in internal medicine and
have completed a fellowship in endocrinology and diabetes
and board certified or eligible in endocrinology.

Salaries are competitive.

SIU School of Medicine is an EO/AA employer. Closing date
4/30/97 or until filled. Send CV to:

Stuart Frank, MD
Professor, Department of Internal Medicine
SIU School of Medicine, P.O. Box 19230
Springfield, IL 62794-1612

Classified Advertising

Diabetes Care Classified Ad rates are:
1/4 Page $595 (for members of ADA, $435)

Diabetes Classified Ad rates are:
1/4 page $625 (for members of ADA, $460)

For information on closing dates; Copy and
Contract Policies, contact:

Patti Thompson
American Diabetes Association
1660 Duke Street
Alexandria, VA 22314
(703) 299-2086
Fax (703) 739-0290




GLUCOPHAGE

(METFORMIN HYDROCHLORIDE TABLETS)s00mg

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
INTYPE Il DIABETES
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GLUCOPHAGE GLUCOPHAGE is
improves insulin highly effective first-line
sensitivity drug therapy'

No effect on pancreatic beta cells Significantly decreases fasting

or insulin secretion. ' plasma glucose (FPG) when used

as an adjunct to diet.

Mean difference in
FPG compared
with placebo

GLUCOPHAGE
vs placebo
P<0.001

Study |: Results of a double-blind, placebo-
controlled, multicenter trial over 29 weeks. 286
randomized type Il patients: GLUCOPHAGE,
n=14I; placebo, n=145. Average dosage of
GLUCOPHAGE was 1980 mg/day."?



GLUCOPHAGE
delivers four important
secondary benefits

I. 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 combination'

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

Mean difference in
FPG compared
with monotherapy

GLUCOPHAGE
plus glyburide
vs glyburide alone

P<0.001

Study 2: Results of a double-blind, placebo-controlled,
parallel-group, multicenter trial comparing GLUCOPHAGE
(n=210), glyburide (n=209),and the combination (n=213)
over 29 weeks. 632 randomized type Il 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."

WITH DIET—ALONE OR WITH A SULFONYLUREA

GLUCOPHAGE

(METFORMIN HYDROCHLORIDE TABLETS)s00m

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 IFDIABETES .
ESTABl.lSHED SAFET*‘

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.
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‘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 (1500-2500 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 a TID schedule.

WITH DIET—ALONE OR WITH A SULFONYLUREA

GLUCOPHAGE

(METFORMIN HYDROCHLORIDE TABLETS)s00mg

BOUND FOR EFFICACY AND SECONDARY BENEFITS
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GLUCOPHAGE® (METFORMIN HYDROCHLORIDE TABLETS) 500 mg

CONTRAINDICATIONS: GLUCOPHAGE is contraindicated in patients with: 1. Renal disease or renal dysfunction
{e.0., as suggested by serum creatinine levels 2 1.5 mg/dL [males], > 1.4 mg/dL [females] or abnormal creatinine
clearance) which may also result from conditions such as cardiovascular collapse {shock), acute myocardial infarc-
tion, and septicemia (see WARNINGS and PRECAUTIONS). 2. GLUCOPHAGE should be temporarily withheld in
patients undergoing radiologic studies i p administration of iodinated contrast materials, because
use of such products may resuit in acute alteranon of renal function. (See also PRECAUTIONS). 3. Known hyper-
sensitivity to metformin hydrochloride. 4. Acute or chronic metabolic acidosis, including diabetic ketoacidosis, with
or without coma. Diabetic ketoacidosis should be treated with insutin.

WARNINGS: Lactic Acidosis: Lactic acidosis is a rare, but serious, metabolic complication that can
occur due to metformin accumulation during treatment with GLUCOPHAGE; when it occurs, it Is fatal
in approximately 50% of cases. Lactic acidosis may also occur in association with a number of
pathophysiologic conditions, including diabetes mellitus, and whenever there is significant tissue
hypoperfusion and hypoxemia. Lactic acidosis is characterized by elevated blood lactate levels (>5
mmol/L), decreased blood pH, with an anion gap, and an
Increased lactate/pyruvate ratio. When metformin is Iimplicated as the cause of lactic acidosls,
metformln plasma levels >5 ugImL are generally found. The reported incidence of lactic acidosis in

hloride Is very low ( 0.03 cases/1,000 patient-
years, with approximately 0.015 latal cases/1,000 patlem-years) Reported cases have occurred pri-
marily in diabetic patients with significant renal insufficiency, including both intrinsic renal disease
and renal hypoperfusion, often in the setting of multiple concomitant medical/surgical problems and
multiple concomitant medications. The risk of lactic acidosis increases with the degree of renal dys-
function and the pallem's age. The risk of lactic acidosis may, therefore, be significantly decreased
by regular i g of renal function in pati taking GLUCOPHAGE and by use of the minimum
effective dose of GLUCOPHAGE. In addition, GLUCOPHAGE should be promptly withheld in the pres-
ence 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 (metformin hydrochlo-
ride tablets), since alcohol potentiates the effects of metformin 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, resplratnry dis-

tion and hematologic parameters. The risks of lactic acidosis, its symptoms, and conditions that predispose to its
development, as noted in the WARNINGS and PRECAUTIONS sections should be explained to patients. Patients
should be advised to discontinue GLUCOPHAGE immediately and to promptly notify their health practitioner if unex-
plained hyperventilation, myalgia, malaise, unusual or other occur. Once &
patient is stabilized on any dose level of GLUCOPHAGE, g which are during ini-
tiation 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 sutfonylureas. When initiating combination therapy,
the risks of hypoglycemia, its symptoms and treatment, and conditions that predispose to its development should
be explained to patients. (See Patient Labeling Printed Below) Laboratory Tests: Response to all diabetic therapies
should be moni by periodic of fasting blood glucose and glycosylated hemoglobin levels, with
a goal of decreasing these levels toward the normal range. During mmal dose utratmn fasting glucose can be used
to determine the therapeutic response. Thereafter, both glucose and gl bin should be

Measurements of glycosylated hemoglobin may be especially useful for evaluatmg long-term control (see also
DOSAGE AND ADMINISTRATION). Initial and periodic monitoring of hematologic parameters (e.g., hemo-
globin/hematocrit and red blood cell lndices) and renal function (serum creatinine) should be performed, at least an
an annua! basis. While megaloblastic anemia has rarely been seen with GLUCOPHAGE therapy, if this Is suspected,
vitamin Bqo deficiency should be Drug Gly In a single-dose interaction study in
NIDDM sul 7ects co-administration of metformin and glyburide did ot result In any changes in either metformin
pharmacokinetics or p ics. Decreases in AUC and Cpyay were observed, but were highly
variable. The smgle-uose nature of this study and the lack of correlation between glyburide blood levels and phar-
macodynamic effects, makes the clinical significance of this interaction uncertain (see DOSAGE AND ADMINISTRA-
TION, Concomitant Glucophage and Oral Sulfonylurea Therapy). Fumsemlde A single-dose, metformin-furosemide

drug interaction study in healthy subjects that tic of both compounds were
affected by co-administration. F the in plasma and blood by 22% and blood AUC
by 15%, without any significant change in in renal When admini ml‘th metformin, the C
and AUC of furosemide were 31% and 12% smaller, ly, than when admini alone, and the lermma)l
half-life was decreased by 32%, without any signi change in ide renal

about the i of in and furosemide when co-administered chronically. Nifedipine: A sln-
gle-dose, nifedipine drug study in normal healthy volunteers demonstrated that co-adminis-
tration of nifedipine increased plasma metformin Crnax and AUC by 20% and 9%, respectively, and increased the
amount excreted in the urine. T and half-life were unaffected. Nifedipine appears to enhance the absorption of
metformin. Metformin had mlnlm%f effects on n!fpgmme Cationic Drugs: Cationic drugs (e.g., amilaride, digoxin,

tress, increasing somnolence and nonspecific abdominal distress. There may be
hypothermia, hypotension and resistant bradyarrhythmias with more marked acidosis. The patient
and the patient's physician must be aware of the p of such and the
patient should be instructed to notify the physlclan lmmedlatelv if they occur (see also PRECAU-
TIONS). 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 symp-
toms, 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 fast-
ing venous plasma lactate above lhe upper llmlt of normal but less than 5 mmol/L in patients tak-
ing GLUCOPHAGE do not ding lactic acidosis and may be explainable by
other mechanisms, such as poorly controlled diabetes or obesity, vigorous physical activity or
technical problems In sample handling. (See also PRECAUTIONS.) Lactic acidosis should be sus-
pected in any patient with ic acidosis lacking evidence of ketoacidosis (xetonuria
and ketonemia). Lactic acidosis is a medical emergency that must be treated in a hospital setting. In
a patient with lactic acidosls who is taking GLUCOPHAGE, the drug snould be dlscomlnued immedi-

ately and general supp instituted. hloride Is dia-
fyzable (with a clearance of up to 170 mL/min under good hemodynamic condltlons), 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 CONTRAINDICA-

TIONS and PRECAUTIONS).

WARNINGS: SPECIAL WARNING ON INCREASED RISK OF CAHDIOVASGULAR MORTALITY: The administration
of oral antidiabetic drugs has been reported to be mortality as
compared to treatment with diet alone or diet plus insulin.
PRECAUTIONS: G M ring of renal function — GLUCOPHAGE is known to be substantially excreted by
the kidney, and the risk of metformin accumulation and lactic acidosis increases with the degree of impairment of
renal function. Thus, patients with serum creatinine levels above the upper limit of normal for their age should not
receive GLUCOPHAGE. In patients with advanced age, GLUCOPHAGE should be carefully titrated to establish the
minimum dose for adequate glycemic effect, because aging is associated with reduced renal function. In elderly
patients, renal function should be monitored regutarly and, generally, GLUCOPHAGE should not be titrated to the
maximum dose (see DOSAGE AND ADMINISTRATION). Before initiation of GLUCOPHAGE therapy and at least annu-
ally 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 evi-
dence of renal impairment is present. Use of concomitant medications that may affect renal function or met-
formin disposition—Concomitant medication(s) that may affect renal function or result in significant hemody-
namic change or may interfere 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 lodinated contrast materials (for example, cholangiography,
angiography, and scans with contrast materials) — Parenteral contrast studies with iodinated materials can
lead to acute renal failure and have been associated 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 rena! function
has been re-evaluated and found to be normal. Hypoxic states — Cardiovascular collapse (shock) from whatever
cause, acute congestive heart failure, acute myacardial infarction and other conditions characterized by hypoxemia
have been assoclated with lactic acidosis and may also cause prerenal azotemia. When such events occur in
patlents on GLUCOPHAGE therapy, the drug should be promptly discontinued. Surgical procedures — GLU-
COPHAGE therapy should be temporarily suspended for any surgical procedure (except minor procedures not asso-
clated with restricted intake of food and fluids) and should not be restarted until the patient's ora! 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 wamed against excessive alcohol intake,
acute or chronic, while recelving GLUCOPHAGE. impalred hepatic function — Since impaired hepatic function has
been associated with some cases of lactic acidosls, GLUCOPHAGE should generally be avoided in patients with clin-
ical or laboratory evidence of hepatic disease. Vitamin By, levels — A decrease to subnormat levels of previous-
ly normal serum vitamin By levels, without clinical m: 11? estations, is observed in approximately 7% of patients
receiving GLUCOPHAGE In controlled ctinical trials of 29 weeks duration. Such decrease, possibly due to interfer-
ence with By absorption from the By o-intrinsic factor complex, is, however, very rarely associated with anemia
and appear (% be rapldly reversible Wlﬁ'l dlsconllnuatlon of GLUCOPHAGE (metformin hydrochloride tablets) or vit-
amin B on an annual basis is advrsed in patients on
GLUCOllﬁAGE and  any apparent abnormalltles should be af pprop! and d (see Laboratory
Tests). Cenaln {those wlm d vitamin B¢ or calclum intake or absorption) appear to be pre-
b | vitamin B levels. In these patients, routine serum vitamin B4 measurernenm
at two- to mree year Intervals may be useh} Change In clinical status of previously contml]ed diabetic —
diabetic patient previously well controlied on GLUCOPHAGE (metformin hydrochloride tablets) who develops labo-
ratory abnormalities or clinical illness (especially vague and poorly defined illness) should be evaluated promptly
for evidence of ketoacidosls or lactic acidosis. Evaluation should include serum electrolytes and ketones, blood glu-
cose and, if indicated, blood pH, lactate, pyruvate and metformin levels. If acidosis of either form occurs, GLU-
COPHAGE must be stopped immediately and other appropriate corrective measures initiated (see also WARNINGS).
- la does not occur in patients receiving GLUCOPHAGE alone under usual
circumstances of use but could occur when caloric intake is deficient, when strenuous exercise is not compen-
sated by caloric supplementatlon or during concomitant use with other glucose—lowerlng agents {such as sulfony-
lureas) or ethanol. Eiderly, debilitated or malnourished patients, and those with adrenal or pituitary insufficlency or
alcohol intoxication are parti 1 effects. Hyp ia may be difficult to recog-
nize in the elderly, and ing people who are taking beta -adrenergic blocking drugs. Loss of control of blood glucese
— When a patient stabilized on any diabetic regimen is exposed to stress such as fever, trauma, infection, or
surgery, a temporary loss of glycemic contral may occur. At such times, it may be necessary to withhold GLU-
COPHAGE and temporarily administer insufin. 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 underiying disease or to dimin-
Ished responsiveness to the drug, is known as secondary failure, to distinguish it from primary failure in which the
drug Is ineffective during initial therapy. Should secondary failure occur with GLUCOPHAGE or sulfonylurea

mide, quinidine, quinine, triamterene, trimethoprim, and vancomycin) that are elimi-

nated by renal tubular secretion theoretically have the potential for with by ing for
common renal tubular transport systems. Such 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 metformm AIJC There was no change in elimination haif-life in the single-dose study.
Metformin had no effect an cimeti Although such i ions remain th {except for
cimetidine), careful patient monitoring and dose adjustment of GLUCOPHAGE and/or the interfering drug is recom-
mended 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 contracep-
tives, phenytoin, nicotinic acid, sympathomimetics, calcium channe! blocking drugs, and isoniazid. When such
drugs are administered to a patient receiving GLUCOPHAGE, the patient should be closely observed to maintain
adequate glycemic control. In healthy voll the phar ics of metf 2 and met-
formin and Ibuprofen were not affected when co-admmlslered in single-dose interaction studies. Metformin is neg-
ligibly bound to plasma proteins and is, therefore, less likely to interact with highly protein-bound drugs such as
salicylates, sulfonamides, chloramphenicol, and probenecid, as compared to the sulfonylureas, which are exten-
sively bound to serum proteins. Carcinogenesis, Mutagenesis, Impairment of Fertility: Long-term carcinogenic-
ity 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, ively. These doses are both approximately
three times the maximum reournmended human daily dose on a body surface area basis. No evidence of carcino-
genicity with metformin was found in either male or female mice. Similarly, there was no tumorigenic potential
observed with metformin in male rats. However, an increased incidence of benign stromal uterine polyps was seen
in female rats treated with 900 mg/kg/day. No evidence of a mutagenic potential of metformin was found in the
Ames test (S. typhimurium), gene mutation test (mouse lymphoma cells), chromosomal aberrations test (human

yies), or in-vivo i formation test (mouse bone marrow). Fertility of male or female rats was unaf-
fected by metformin administration at doses as high as 600 mg/kg/day, or approximately two times the maximum
recommended human daily dose on a body surface area basis. Pregnancy: Teratogenic effects: Pregnancy
Category B. Safety in pregnant women has not been established. Metformin was not teratogenic in rats and rab-
bits at doses up to 600 mg/kg/day, or about two times the maximum recommended human daily dose on a body
surface area basis. O ination of fetal a partial placental barrier to metf
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 glu-
cose levels during pregnancy are associated with a higher incidence of congenital abnormalities, there is a con-
sensus among experts that insulin be used during pregnancy to maintain blood glucose levels as close to normat
as possible. Nursing Mothers: Studies in lactating rats show that metformin is excreted into milk and reaches lev-
els 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 pedi-
atric patients have not been established. Studies in maturity-onset diabetes of the young (MODY) have not been
conducted. Geriatric Use: Controlled clinical studies of GLUCOPHAGE (metformin hydrochloride tablets) did not
include sufficient numbers of elderty patients to determine whether they respond differently from younger patients,
although other reported clinical experience has not identified differences in responses between the eldery and
younger patients. GLUCOPHAGE is known to be substantially excreted by the kidney and because the risk of seri-*
ous adverse reactions to the drug is greater in patients with impaired renal function, it should only be used In
patients with normal renal function (see CONTRAINDICATIONS, CLINICAL PHARMACOLOGY, Pharmacokinetics).
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: Lactlc Acldosis: See WARNINGS, PRECAUTIONS and OVERDOSAGE Sections.
Gastrointestinal R Gastr (dlarrhea. nausea, vomiting, abdominal bloating,
flatulence, and anorexia) are the most common reactions to GLUCOPHAGE and are approximately 30% more fre-
quent in patients on GLUCOPHAGE monotherapy than in placebo-treated patients, particularty during initiation of
GLUCOPHAGE therapy. These symptoms are generally transient and resolve spontaneously during continued treat-
ment. Occasionally, temporary dose reduction may be useful. In controlled trials, GLUCOPHAGE was discontinued
due to gastrointestinal reactions in approximately 4% of patients. Because gastrointestinal symptoms during ther-
apy 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 prerenal azotemia, under such circumstances, GLUCOPHAGE should be temporarily
discontinued. For patients who have been stabilized on GLUCOPHAGE, nonspecific gastrointestinal symptoms
should not be attributed to therapy unless intercurrent iliness or lactic acidosis have been exciuded. Speclal
Senses: During initiation of GLUCOPHAGE therapy, approximately 3% of patients may complain of an unpleasant
or metallic taste, which usually resolves spontaneously. Dermatologic Reactions: The incidence of rash/dermati-
tis in controlled clinical trials was comparable to placebo for GLUCOPHAGE monotherapy and to sulfonylurea for
GLUCOPHAGE/sulfonylurea therapy. Hematologic: (See also PRECAUTIONS). During controlled clinical trials of 29
weeks duration, approximately 9% of patients on GLUCOPHAGE monotherapy and 6% of patients on GLUCO-
PHAGE/sulfonylurea therapy developed asymptomatic subnormal serum vitamin By o levels; serum folic acid lev-
els did not decrease significantly. However, only five cases of megaloblasllc anemla ﬁave been reported with met-
formin administration {none during U.S. clinical studies} and no of has been
observed. Therefore, serum By levels should be appropriately monitored or periodic parenteral 812 supplemen-
tation 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
1o 170 mL/min under good hemodynamic conditions. Therefore, hemodialysis may be useful for removal of accu-
mulated drug from patients in whom metformin overdosage is suspected.
Consult package Insert before prescribing GLUCOPHAGE (metformin hydrochloride tablets)

rk of LIPHA s.a.
UCensed to Bristol Myers Squibb Company.
by Bristol-Myers Squibb Company, Princeton, NJ 08543 USA

monotherapy, combined therapy with GLUCOPHAGE and sulfonylurea may result in a resp Should y
fatlure occur with combined GLUCOPHAGE/sulfonylurea therapy, it may be necessary to initiate insulin therapy.
Information for Patients: Patients should be informed of the potential risks and advantages of GLUCOPHAGE and
of alternative modes of therapy. They should also be inf about the of to dietary instruc-
tions, of a regular exercise program, and of regular testing of blood glucose glycosylated hemoglobin, renal func-

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

© 1996 Bristol-Myers Squibb Company, Princeton, NJ P6369-00 Revised: June 1996
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DIABETES. Introducing
Humalog:
the first insulin
analog.
Humalog
more closely

parallels

insulin lispro injection (rDNA origin)

the way
With Humalog, insulin therapy

the body’s is a lot more convenient.

na rura/ /ﬂSU//n Potential side effects associated with the

use of all insulins, including Humalog, include
hypoglycemia, hypokalemia, lipodystrophy,
and hypersensitivity. Because of the
difference in action, care should be taken in
patients in whom these conditions may be
clinically relevant (e.g., those who are fasting,
have autonomic neuropathy, or are using
potassium-lowering drugs). Any change of
insulin should be made cautiously and
only under medical supervision. See
accompanying brief summary for more
complete prescribing information.

Just ask your Lilly
representative or call
toll-free, 1-888-88 LILLY
(1-888-885-4559) for
more information.
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Humalog®
insulin lispro injection (rDNA origin)

Brief Summary:

INDICATIONS AND USAGE: Humalog is an insutin analog that is indicated in the
treatment of patients with diabetes mellitus for the control of hyperglycemia.
Humalog has a more rapid onset and a shorter duration of action than human
regular insulin. Therefore, Humalog should be used in regimens including a longer-
acting insulin.

CONTRAINDICATIONS: Humalog is contraindicated during episodes of
hypoglycemia and in patients sensitive to Humalog or one of its excipients.

WARNINGS: This human insulin analeg differs from human regular insulin by its
rapid onset of action as well as a shorter duration of activity. When used as a
mealtime insulin, the dose of Humalog should be given within 15 minutes before
the meal. Because of the short duration of action of Humalog, patients with type |
diabetes also require a longer-acting insulin to maintain glucose control.

Hypoglycemia is the most common adverse effect of insulins, including
Humalog. As with all insulins, the timing of hypoglycemia may ditfer among
various insulin formulations. Glucose monitoring is recommended for all
patients with diabetes.’

PRECAUTIONS: Genera—Hypoglycemia, hypokalemia, lipodystrophy, and
hypersensitivity are among the potential clinical adverse effects associated with the
use of all insulins. Because of differences in the action of Humalog and other
insulins, care should be taken in patients in whom such potential side effects might
be clinically relevant (e.g., patients who are fasting, have autonomic neuropathy, or
are using potassium-lowering drugs).

As with all insulin preparations, the time course of Humalog action may vary in
different individuals or at different times in the same individual and is dependent on
site of injection, blood supply, temperature, and physical activity.

Adjustment of dosage of any insulin may be necessary if patients change their
physical activity or their usual meal plan. Insulin requirements may be altered during
illness, emational disturbances, or other stress.

Hypoglycemia—As with all insulin preparations, hypoglycemic reactions may be
assaciated with the administration of Humalog. Rapid changes in serum glucose
levels may induce symptoms of hypoglycemia in persons with diabetes, regardless
of the glucose value. Early warning symptoms of hypoglycemia may be different or
less pronounced under certain conditions, such as long duration of diabetes,
diabetic nerve disease, use of medications such as beta-blockers, or intensified
diabetes control.

Renal and Hepatic Impairment—Although there are no specific data in patients
with diabetes, Humalog requirements may be reduced in the presence of renal or
hepatic impairment, similar to observations found with other insulins.

Allergy—Local Allergy—Patients occasionally experience redness, swelling, or
itching at the site of injection. This condition, called local allergy, usually clears up in
a few days to a few weeks. In some instances, this condition may be related to
factors other than insulin, such as irritants in a skin cleansing agent or poor injection
techinique.

Systemic Allergy—Less common, but potentially more serious, is generalized
allergy to insulin, which may cause rash over the whole body, shortness of breath,
wheezing, reduction in blood pressure, rapid pulse, or sweating. Severe cases of
generalized aflergy, including anaphylactic reaction, may be life threatening. If
patients think they are having such a reaction, they should notify a doctor
immediately.

Antibody Production—In large clinical trials, antibodies that cross react with
human insulin and insulin lispro were observed in both Humulin R- and Humalog-
treatment groups. As expected, the largest increase in the antibody levels during the
12 month clinical trials was observed with patients new to insulin therapy.

Information for Patients—Patients should be informed of the potential risks and
advantages of Humalog and alternative therapies. Patients should also be informed
about the importance of proper insulin storage, injection technique, timing of
dosage, adherence to meal planning, regular physical activity, regular blood glucose
monitoring, periodic glycosylated hemoglobin testing, recognition and management
of hypo- and hyperglycemia, and periodic assessment for diabetes complications.

Patients should be advised to inform their physician if they are pregnant or intend
to become pregnant.

Refer patients to the Information for the Patient circular for information on proper
injection technique, timing of Humalog dosing (< 15 minutes before a meal), storing
and mixing insulin, and common adverse effects.

Laboratory Tests—As with all insulins, the therapeutic response to Humalog
should be monitored by periodic blood glucose tests. Periodic measurement of
glycosylated hemoglobin is recommended for the monitoring of long-term glycemic
control.

Drug Interactions—Insulin requirements may be increased by medications with
hyperglycemic activity such as corticosteroids, isoniazid, certain lipid lowering
drugs (e.g., niacin), estrogens, oral contraceptives, phenothiazines, and thyroid
replacement therapy.

Insulin requirements may be decreased in the presence of drugs with
hypoglycemic activity, such as oral hypoglycemic agents, salicylates, sulfa
antibiotics, and certain antidepressants (monoamine oxidase inhibitors), certain
angiotensin converting enzyme inhibitors, beta-adrenergic blockers, inhibitors of

Humalog® (insulin lispro injection, rDNA origin)

pancreatic function (e.g., octreotide), and alcohol. Beta-adrenergic blockers may
mask the symptoms of hypoglycemia in some patients.

Mixing of Insulins—Care should be taken when mixing all insulins as a change in
peak action may occur. A decrease in the absorption rate, but not total bioavailability,
was seen when Humalog was mixed with Humulin N. This decrease in absorption
rate was not seen when Humalog was mixed with Humulin U. When Humalog is
mixed with either Humulin U or Humulin N, the mixture should be given within 15
minutes before a meal.

If Humalog is mixed with a longer-acting insulin, Humalog should be drawn into
the syringe first to prevent clouding of the Humalog by the longer-acting insulin.
Injection should be made immediately after mixing. Mixtures should not be
administered intravenously.

Carcinogenesis, Mutagenesis, Impairment of Fertility—Long-term studies in
animals have not been performed to evaluate the carcinogenic potential of Humalog.
Humalog was not mutagenic in a battery of in vitro and in vivo genetic toxicity
assays (bacterial mutation tests, unscheduled DNA synthesis, mouse lymphoma
assay, chromosomal aberration tests, and a micronucleus test). There is no
evidence from animal studies of Humalog-induced impairment of fertility.

Pregnancy—Teratogenic Effects—Pregnancy Category B—

Reproduction studies have been performed in pregnant rats and rabbits at
parenteral doses up to 4 and 0.3 times, respectively, the average human dose (40
units/day) based on body surface area. The results have revealed no evidence of
impaired fertility or harm to the fetus due to Humalog. There are, however, no
adequate and well-controlled studies in pregnant women. Because animal
reproduction studies are not always predictive of human response, this drug should
be used during pregnancy only if clearly needed.

Although there are no clinical studies of the use of Humalog in pregnancy,
published studies with human insulins suggest that optimizing overall glycemic
control, including postprandial control, before conception and during pregnancy
improves fetal outcome. Although the fetal complications of maternal
hyperglycemia have been well documented, fetal toxicity also has been reported

,with maternal hypoglycemia. Insulin requirements usually fall during the first

trimester and increase during the second and third trimesters. Careful monitoring of
the patient is required throughout pregnancy. During the perinatal period, careful
monitoring of infants born to mothers with diabetes is warranted.

Nursing Mothers—It is unknown whether Humalog is excreted in significant
amounts in human milk. Many drugs, including human insulin, are excreted in
human milk. For this reason, caution should be exercised when Humalog is
administered to a nursing woman. Patients with diabetes who are lactating may
require adjustments in Humalog dose, meal plan, or both.

Pediatric Use—Safety and effectiveness in patients less than 12 years of age have
not been established.

ADVERSE REACTIONS: Clinical studies comparing Humalog with human regular
insulin did not demonstrate a difference in frequency of adverse events between the
two treatments.

Adverse events commonly associated with human insulin therapy include the
following:

Body as a Whole—allergic reactions (see PRECAUTIONS)

Skin and Appendages—injection site reaction, lipodystrophy, pruritus, rash

Other—hypoglycemia (see WARNINGS and PRECAUTIONS)

OVERDOSAGE: Hypoglycemia may occur as a result of an excess of insulin relative
to food intake, energy expenditure, or both. Mild episodes of hypoglycemia usually
can be treated with oral glucose. Adjustments in drug dosage, meal patterns, or
exercise may be needed. More severe episodes with coma, seizure, or neurologic
impairment may be treated with intramuscular/subcutaneous glucagon or
concentrated intravenous glucose. Sustained carbohydrate intake and observation
may be necessary because hypoglycemia may recur after apparent clinical recovery.

CAUTION—Federal (USA) law prohibits dispensing without prescription.

Any change of insulin should be made cautiously and only under medical
supervision. Changes in insulin strength, manufacturer, type (e.g., regular, NPH,
analog), species (animal, human), or method of manufacture (rDNA versus
animal-source insulin) may result in the need for a change in dosage.

REFERENCES
1. American Diabetes Association: Clinical Practice Recommendations 1996, Insulin
Administration. Diabetes Care, 1996; 19(Supp 1):31-34.
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GLYCATED PROTEIN

The Gold Standard For Monitoring
Glycemic Control

The NIH-sponsored
Diabetes Control and
Complications Trial (DCCT)
proved conclusively that
tight control of blood
glucose can reduce the risk
of diabetes complications.
In the course of this study
and other work, glycated
protein testing has become
recognized as the “gold
standard” for measuring

overall glycemic control.!

® Glycated protein tests can reliably

indicate chronic hyperglycemia, the
major risk factor for diabetes
complications.?

Glycated protein tests can be used to
assess the results of a glucose self-testing
regimen, they can indicate whether a
treatment plan is working, and they can
show how lifestyle choices can make a
difference in diabetes control.

Knowledge of glycated protein levels has
been shown to affect beneficial changes
in diabetes treatment and to result in
improved glycemic control.?

Some glycated protein tests are clinically
more responsive to changes in glycemic
control than others and are better able to
monitor rapid changes in therapy or
patient behavior.*

Glycated protein testing is an important
adjunct to glucose seli-testing. Whereas
glucose testing helps guide medication
management and other daily routines,
regular glycated protein testing helps
guide overall disease management
decisions.

The American Diabetes Association
recommends regular glycated protein
testing for all persons with diabetes, both
insulin dependent and non-insulin
dependent.>

For more information, contact a LXN Technical Service Representative. LXN Corporation is a
leader in the development of new technology for improved glycated protein testing.

LXN

Corporation
5830 Oberlin Drive, San Diego, CA 92121 1-888 LXN-TEST (596-8378)

©1997 LXN Corporation, Notes 1,2,3,4 and 5: References on file, LXN Corp.
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ZOCOR &
s proven
to save ‘
the lives
of patients
at risk.
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N

Total
Mortality

(p=0.0003)

42"
Coronary

Mortality
(p=0.00001)

Percent risk reduction

~

In CHD patients with hypercholesterolemia, 20 COl
cated as an adjunct to diet to reduce the risk of: tal
ty by reducing coronary death; nonfatal myocardial
and undergoing myocardial revascularization proced

ZOCOR is contraindicated in patients with: active liver
ease; unexplained persistent elevations of serum transami-
nases; hypersensitivity to product; and in women who are of
childbearing age (unless highly unlikely to concewe) nursing,
or pregnant.

Patients requiring reductions in LDL :
more to achieve their goal should be sta 10 mg/day of
ZOCOR. A starting dose of 5 mg should be considered for

patients requiring smaller reductions and for the elderly.

In the randomized, double-blind, placebo- cor%lrolhd multicen-
ter Simvastatin Survival Study, 4,444 patients with CHD and
hypercholesterolemia (mean baseline total cholesterol 261 "
mg/dL and LDL cholesterol 188 mg/dL) were treated overa
median follow-up period of 5.4 years. Patients were started
on simvastatin 20 mg daily and titrated to 40 mg (37%)
total cholesterol was greater than 200 mg/dL. Mean ch:
in total, LDL, and HDL cholesterol were -25%, -35%, and
+8%, respectively.

1 The Scandinavian Simvastatin Survival Study Group Randomized !nal of cholesterol ‘#
lowering in 4,444 patients with coronary heart d : the Scandinavian Simvastatin

Survival Study (48), Lancet 344(8934):1383-1389, < The Lancet Ltd., November 19,
1994,
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reduced
the risk
of heart attack*
In patients
with diabetes

55%'—‘

Heart Attack
Risk Reduction

(p=0.002)

40 ~

ZOCOR
(n=105)

Percent of patients with a heart attack*

The diabetic subgroup consisted of 202 diabetic CHD
patients (mean age 60 years, 72% male) who were follo
for 6.3 years; 12% were treated with insulin and 39% with.
oral hypoglycemic drugs. LDL cholesterol was reduced by
a mean of -36% in these patients. The mean daily dose of
OCOR was 27 mg in the Simvastatin Survival Study.

ause there were small numbers of deaths in patients with
tes, the effect of ZOCOR on mortality in this subgroup
not be adequately established.

any statin, monitor liver function before treatment begins,
and 12 weeks after initiation or any increase in dose, and
periodically thereafter (e.g., semiannually). If serum transaminase
levels rise, monitor more often; if they persist at three times the
upper limit of normal, discontinue the drug.

With any statin, tell patients to promptly report muscle pain,
tenderness, or weakness. Discontinue drug if myopathy is
suspected, if CPK levels rise markedly, or if the patient has risk
factors for rhabdomyolysis.

*Includes CHD death; definite or probable nonfatal MI; silent MI;
or resuscitated cardiac arrest.

2Pyorild, K. et al.: Cholesterol lowering with simvastatin improves prognosis of diabetic
patients with coronary heart disease, Diabetes Care, 20(4):614-620, April 1997,

For additional details, including important information
about liver function testing and myopathy, please read
Brief Summary of Prescribing Information on adjacent page.

. . ZoCoR

i S (SIMVASTATIN)
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ZOCOR
(SIMVASTATIN)

CONTRAINDICATIONS: Hyp ivity to any of this

volunteers receiving simvastatin resulted in a slight elevation (less than 0.3 ng/mL)
in digoxin concentrations in pfasma (as measured by a radioimmunoassay) com-
pared to concomitant admlnls1rat|on of placebo and digoxin. Patients taking digoxin
should be moni when si in is initiated.

Warfarin: In two clinical studies, one in normal volunteers and the other in hyper-
cholesterulemm patlents simvastatin 20-40 mg/day modestly potentiated the effect
of I the p in time, reported as International

Active liver disease or ined persi !
(s6e WARNINGS).

Pregnancy and lactation. Atherosclerosis is a chronic process and the discontin-
uation of lipid-lowering drugs during pregnancy should have little impact on the out-
come of long-term therapy of primary ia. Moreover,
and other products of the cholesterol biosynthesis pathway are essential compo-
nents for fetal development, including synthesis af steroids and cell membranes.
Because of the ability of inhibitors of HMG-CoA reductase such as ZOCOR to
decrease the synthesis of cholesterol and possibly other products of the

of seum

Ratio {INR), increased lrom a baseline of 1.7 to 1.8 and from 2.6 to 3.4
in the volunteer and patient studies, respectively, With other reductase inhibitors,
clinically evident bleeding andlnr mnreased prothrombin time has been reported in a
few patients taking In such patients, pro-

Pregnancy: Pregnancy Category X. (See CONTRAINDICATIONS)

Safety in pregnant women has not been established. Simvastatin was not terato-
genic in rats at doses of 25 mg/kg/day o in rabbits at doses up to 10 mg/kg daily.
These doses resulted in 6 times (rat) or 4 times (rabbit) the human exposure based
on mg/m? surface area. However, in studies with another structurally related HMG-
CoA reductase inhibitor, skeletal malformations were observed in rats and mice.
Rare reports of congenital anomalies have been received following intrauterine
exposure to HMG-CoA reductase inhibitors. There has been one report of severe

bony ity, tracheo- fistula, and anal atresia (VATER
association) in a baby born to a woman who took another HMG-CoA reductase
inhibitor with dextroamphetamine sulfate during the first trimester of pregnancy.

thrombin time should be determined before starting si in and frequently
enough during early therapy to insure that no significant aiteration of prothrombin
time occurs. Once a stable prothrombin time has been documented, prothrombin
times can be monitored at the intervals usually recommended for patients on

biosynthesis pathway, ZOCOR may cause fetal harm when administered to a preg-
nant woman. Therefore, si in is during and in
nursing mothers. Sk in should be to wemen ot

age only when such patienis are highly unlikely to conceive. If the patlent
becomes pregnant while taking this drug, simvastatin should be discontinued and
the patient should be apprised of the potential hazard to the fetus.

WARNINGS: Liver Dysfunction: Persistent increasss (to more than 3 times the
upper limit of normal) In serum transaminases have occurred in 1% of patients
who received simvastatin in clinical trlals. When drug treatment was interrupted
or discontinued in these patients, the transaminase levels usually fe!l slowly to pre-
treatment levels. The increases were not associated with jaundice or other clinical
signs or symptoms. There was no evidence of hypersensitivity.

1t is recommended that liver function tests be performed before the initiation
of treatment, at 6 and 12 weeks after initlatlon of therapy or elevation in dose,
and (e.9.. ). Patients who develop increased
transaminase levels should be monitored with a second liver function evaluation to
confirm the finding and be followed thereafter with frequent liver function tests until
the abnormality(ies) returns to normal. Should an increase in AST or ALT of 3 times
the upper limit of normal or greater persist, withdrawal of therapy with ZOCOR is
recommended.

The drug should be used with caution in patients who consume substantial
quantities o! alcohol andlnr have a pasl history of ||ver disease. Active liver diseases
or are 1o the use of simvas-
tatin.

As with other lipid-lowering agents, moderate (less than three times the upper
limit of norma) elevations of serum transaminases have been reported following
therapy with simvastatin. These changes appeared soon after initiation of therapy
with simvastatin, werg often transient, were not accompanied by any symptoms and
did not require interruption of treatment .

Skelstal Muscie: Rare cases of rabdomyolysis with acute renal failure seoondavy
to myog! ia have been iated with si in therapy. F
has also been associated with other HMG-CoA reductase inhibitors when they were
alone or with 1) i therapy, including
in cardiac patients; 2) g il or lipid-towering doses
(21 g/day) of nicotinic acid in nontransplant patients, or 3) erythromycin in serious-
ly ill patients. Some of the patients who had habdomyolysis in association with the
reductase inhibitors had pre-existing renal i usually as a
of long-standing diabetes. In most subjects who have had an unsatisfactory lipid
response to either simvastatin or gemfibrozil alone, the possible benefits of com-
bined therapy with these drugs are not considered to outweigh the risk of severe
myopathy, thabdomyolysis, and acute renal failure. While n is not known whether
this lnteral:llan oceurs with fibrates other than and rhab-

coumarin If the dose of simvastatin is changed or discontinued, the
same procedure should be repeated. Simvastatin therapy has not been associated
with bleeding or with changes in prothrombin time in patients not taking anticoagu-
lants.

Other Concomitant Therapy: Although specific interaction studies were not per-

formed, in clinical studies, si in was used i with
converting enzyme (ACE) inhibitors, beta blockers, calcium-channel blockers,
diuretics and nonsteroidal anti-inflammatory drugs (NSAIDs) without evidence of
clinically significant adverse i ions. The effect of ing on the
absorption and kinetics of simvastatin has not been determined.
Endocrine Function: HMG-CoA reductase inhibitors interfere with cholesterol syn-
thesis and as such might theoretically blunt adrenal and/or gonadal steroid produc-
tion. However, clinical studies have shown that simvastatin does not reduce basal
plasma cortisol concentration or impair adrena) reserve, and does not reduce basal
plasma testosterone concentration {see CLINICAL PHARMACOLOGY, Clinical
Studies). Another HMG-CoA reductase inhibitor has been shown to reduce the plas-
ma testosterane response to HCG; the effect of simvastatin on HCG-stimulated
testosterane secretion has not been studied.

Results of clinical trials with drugs in this class have been inconsistent with

regard to drug effects on basal and reserve steroid levels. The effects of HMG-CoA
reductase inhibitors on male fentility have not been studied in adequate numbers of
male patients. The effects, if any, on the pituitary-gonadal axis in pre-menopausal
women are unknown. Patients treated with simvastatin who develop clinical evi-
dence of endocrine dysfunction should be evaluated appropriately. Caution should
also be exercised if an HMG-CoA reductase inhibitor or other agent used to lower
cholesterol levels is administered to patients also receiving other drugs (e.g., keto-
conazole, spironolactone, cimetidine) that may decrease the levels or activity of
endogenous steroid hormones.
CNS Toxicity: Optic nerve degeneration was seen in clinically normal dogs treated
with simvastatin for 14 weeks at 180 mg/kg/day, a dose that produced mean plasma
drug levels about 44 times higher than the mean dnug level in humans taking 40
my/day.

A chemically similar drug in this class also produced optic nerve degeneration
(Wallerian degeneration of retinogeniculate fibers) in clinically normal dogs in a
dose-dependent fashion starting at 60 mg/kg/day, a dose that produced mean plas-
ma drug levels about 30 times higher than the mean drug level in humans taking the
highest recommended dose (as measured by total enzyme inhibitory activity). This
same drug also produced Wallerian-like and retinal
ganglion cell chromatolysis in dogs treated for 14 weeks at 180 mg/kg/day, a dose
that resulted in a mean plasma drug level similar to that seen with the 60 mg/kg/day
dose.

CNS vascular lesions, characterized by perivascular hemorrhage and edema,

have i been with the use of other fibrates alore,
Includlng clofibrate. Theretore, the combined use of simvastatin with other fibrates
should generally be avoided.

Myopathy or rhabdomolysis has occurred in transplant and non-transplant
patients receiving ZOCOR or another HMG-CoA reductase inhibitor following the
initiation of treatment with the antifungal agent itraconazole. In a study in normal
volunteers, plasma levels of another HMG-CoA reductase inhibitor were increased
about 20-fold when admini i with i This is probably
related to metabotism of both drugs by the same P-450 isoform. Based on this data,

cell infiltration of perivascular spaces, perivascular fibrin deposits and
necrosis of small vessels were seen in dogs treated with simvastatin at a dose of
360 mg/kg/day, a dose that produced plasma drug levels that were about 50 times
higher than the mean drug levels in humans taking 40 mg/day. Similar CNS vascular
lesions have been observed with several other drugs of this class.

There were cataracts in female rats after 2 years of treatment with 50 and
100 mg/kg/day (110 and 120 times the human AUC at 40 mg/day) and in dogs in
3-month studies at 90 and 360 mg/kg/day and at 2 years at 50 mg/kg/day. These
treatment levels represented plasma drug levels (AUC) of approximately 42, 40, and
26 times the mean human plasma drug exposure after a 40-milligram daily dose.

ZOCOR therapy should be temporarily interrupted if systemic azole
antifungal therapy is required.

Physicians contemplating combined therapy with simvastatin and lipid-lowering
doses of nicotinic acid, or with immunosuppressive drugs should carefully weigh
the potential benefits and risks and should carefully monitor patients for any signs
and symptoms of muscle pain, tendemess, or weakness, particularly during the ini-
tial months of therapy and during any periods of upward dosage titration of either
drug. Periodic creatine i (CPK) may be i in
such situations, but there is no assurance that such monitoring will prevent the
occurrence of severs myopathy.

Because of an apparent relationship between increased plasma levels of active
metabolites derived from other HMG-CoA reductase inhibitors and myopathy, in
patients taking cyclosporine, the daily dosage should not exceed 10 mg/day (see
DOSAGE AND ADMINISTRATION).

Simvastatin therapy should be withheld or in any
patient with an acute, serlous condition suggestive of a myopathy or having a
risk factor predisposing to the development of renal failure secendary to rhab-
domyolysis (e.g., severe acute infection, nypmunslun. major surgery, lrauma.
severe boli ine and y and
seizures).

Myopathy should be considered in any patient with diffuse myalgias, muscle ten-
derness or weakness, and/or marked elevation of CPK. Patients should be advised
to repart promptly muscle pain, or particularty if
accompanied by mataise or fever. Simvastatin therapy should be discontinued it
markedly elevated CPK levels occur or myopathy is diagnosed or suspected.
PRECAUTIONS: General: Before instituting therapy with ZOCOR, an attempt should

be made to control with diet, exercise, and weight
reduction in obese patients, and to treat other underlying medical problems (see
INDICATIONS AND USAGE).

Simvastatin may cause elevation of creatine phosphokinase and transaminase
levels (see WARNINGS and ADVERSE REACTIONS). This should be considered in
the differential diagnosis of chest pain [n a patient on therapy with simvastatin.
Homozygous Famillal Hypercholesterolemia: ZOCOR s less effective in patients
with the rare familial possibly because these
patients have few functional LDL receptors.

Information for Patients: Patients shoutd be advlsed to report promptly unexplained

muscle pain, or if by malaise or
fever.
Drug ive Orugs, il, Niacin

(Nicotinic Acid), Erymmmytm See WARNINGS, Skeletal Muscle.

Antipyring: Simvastatin had no ellecl on the pharmacokinetics of antipyrine.
However, since si in Is by the cy P-450 isoform 3A4,
this does not preclude an interaction with other drugs metabolized by the same iso-
form.

f : In healthy male there was a significant decrease in mean
Crnax. but no change in AUC, for simvastatin total and active inhibitors with con-
comitant administration of single doses of ZOCOR and propranolol. The clinical
refevance of this finding is unclear. The pharmacokinetics of the enantiomers of pro-
pranoto! were not affected.

Digoxin: Concomitant administration of a single dose of digoxin in healthy male

olFenlMy In a 72-week carcinogenici-
ty study, mice were daily doses of si in of 25, 100, and 400
mg/kg body weight, which resulted in mean plasma drug levels approximately 3, 15,
and 33 times higher than the mean human plasma drug concentration (as total
inhibitory activity) after a 40-mg oral dose. Liver carcinomas were significantly
increased in high-dose females and mid- and high-dose males with a maxlmum
incidence of 90% in males. The incidence of ad of the liver was signi
increased in mid- and high-dose females. Drug treatment also significantly

the inci of lung in mid- and high-dose males and
females. Adenomas of the Harderian gland (a gland of the eye of rodents) were sig-
nificantly higher in high-dose mice than in controls. No evidence of a tumorigenic
effect was observed at 25 mg/kg/day. Aithough mice were given up to 500 times the
human dose (HD) on a mg/kg/body weight basis, blood levels of HMG-CoA reduc-
tase inhibitory activity were only 3-33 times higher in mice than in humans given 40
mg of ZOCOR® (Simvastatin).

In a separate 92-week carcinogenicity study in mice at doses up to 25
mg/kg/day, no evidence of a tumorigenic effect was observed. Although mice were
given up to 31 times the human dose on a mg/kg basis, plasma drug levels were
only 2-4 times higher than humans given 40 mg simvastatin as measured by AUC.

In a 2-year study in rats, there was a statistically significant increase in the inci-
dence of thyroid follicular adenomas in female rats exposed to approximately 45
times higher levels of simvastatin than humans given 40 mg simvastatin (as mea-
sured by AUC).

A second 2-year rat carcinogenicity study with doses of 50 and 100 mg/kg/day
produced hepatocellular adenomas and carcinomas (in female rats at both doses
and in males at 100 mg/kg/day). Thyroid follicular cefl adenomas were increased in
males and females at both doses; thyroid follicular cell carcinomas were increased
in femates at 100 mg/kg/day. The increased incidence of thyroid neoplasms appears
to be consistent with findings from other HMG-CoA reductase inhibitors. These
treatment ievels represented plasma drug levels (AUC) of approximately 35 and 75
times (males) and 110 and 120 times (females) the mean human plasma drug
exposure after a 40-milligram daily dose.

No evidence of mutagenicity was observed in a microbial mutagen test using
mutant strains of Salmonella typhimurium with or without rat or mouse liver meta-
balic activation. In addition, n evidence of damage to genetic material was noted in
an in vitro alkaline elution assay using rat hepatocytes, a V-79 mammalian cell for-
ward mutation study, an in vitro chromosome aberration study in CHO cells, or an
in vivo chromosomal aberration assay in mouse bone marrow.

There was decreased fertility in male rats treated with simvastatin for 34 weeks at
25 mg/kg body weight (15 times the maximum human exposure level, based on
AUC, in patients receiving 40 mg/day); however, this effect was not observed during
a subsequent fertility study in which simvastatin was administered at this same
dose level to male rats for 11 weeks (the entire cycle of spermatogenesis including

ion). No mit changes were observed in the testes of rats
from either study. At 180 mg/kg/day, (which produces exposure levels 44 times
higher than those in humans taking 40 mg/day), seminiferous tubule degeneration
{necrosis and loss of spermatogenic epithefium) was ohsewed In dogs there was
drug-related testicular atrophy, degener-
ation and giant cell ion at 10 mg/kg/day, 7 times the human
exposure level, based on AUC, at 40 mg/day). The clinical significance of these find-
ings is unclear.

in should be to women of child-bearing potential only when
such patients are highly unlikely to conceive and have been informed of the potential
hazards. If the woman becomes pregnant while taking simvastatin, it should be dis-
continued and the patient advised again as to the potential hazards to the fetus.
Nursing Mothers: It is not known whether simvastatin is excreted in human milk.
Because a small amount of another drug in this class is excreted in human milk and
because of the potential for serious adverse reactions in nursing infants, women
taking simvastatin shauld not nurse their infants (see CONTRAINDICATIONS).
Pediatric Use: Safety and effectiveness in pediatric patients have not been estab-
lished. Because pediatric patients are not likely to benefit from cholestero! lowering
for at teast a decade and because experience with this drug is limited (no studies in
subjects below the age of 20 years), treatment of pediatric patients with simvastatin
is not recommended at this time.
ADVERSE REACTIONS: In the pre-marksting controlled cfinical studies and their
open extensions (2423 patients with mean duration of follow-up of approximately
18 months), 1.4% of patients were discontinued due to adverse experiences attrib-
utable to ZOCOR® (Simvastatin). Adverse reactions have usually been mild and tran-
sient. ZOCOR has been evaluated for serious adverse reactions in more than 21,000
patients and is generally well-tolerated.
Clinical Adverse Adverse exp atan i of
1% or greater in patients treated with ZOCOR, regardless of causallty in controlled
clinical studies are shown in the table below:

20COR Placebo  Cholestyramine  Probucol
(N=1583) (N=157)  (N=179) (N=81)
Body as a Whole
Abdominal pain 32% 3.2% 8.9% 2.5%
Asthenia 1.6 2.5 1.1 12
Gastrointestinal
Constipation 23 13 29.1 12
Diarrhea 19 25 78 37
Dyspepsia 11 - 45 37
Flatulence 19 13 145 6.2
Nausea 13 19 101 25
Nervous Systen/
Psychiatric
Headache 35 51 45 37
Respiratory
Upper respiratory
infection 2.1 1.9 34 6.2

In the Scandinavian Simvastatin Survival Study (4S) (ses CLINICAL PHARMA-
COLOGY, Clinical Studies) involving 4,444 patients treated with 20-40 mg/day
of ZOCOR (n=2221) or placebo (n=2223), the safety and tolerability profiles were
comparable between groups over the median 5.4 years of the study.

The following effects have been reported with drugs in this class
Not all the effects listed below have ily been iated with sil
therapy.

Skeletal: muscle cramps, myalgia, myop:

Neurological: dysfunction of certain cranial nerves (mcludmg alteration of taste,
impairment of extra- ocular mnvemem facial paresis), tremor, diziness, vertigo,

memary loss, 1y, nerve palsy, psychic
dmumances anxnety, insomnia, depmssvon

ty Reactions: An apparent h has been
repuned rarely which has included one or more of the following fea!unes anaphwax-
is, lupus er lik vas-
culitis, purpura, i i Iytic anemia, positive ANA,

ESR increase, eosinophilia, arthritis, arthralgia, urticaria, asthenia, photosensitivity,
fever, chills, flushing, malaise, dyspnea, toxic epidemmal necrolysis, erythema multi-
forme, including Stevens-Johnson syndrome.

Gastrointestinal: pancreatitis, hepatitis, including chronic active hepatitis,
cholestatic jaundice, fatty change in liver, and, rarely, cirrhosis, fulminant hepatic
necrosis, and hepatoma; anorexia, vomiting.

Skin: alopecia, pruritus. A variety of skin changes (e.g., nodules, discoloration,
dryness of skin/t changes to have been reported.

Reproductive: gynecomastia, loss of libido, erectile dysfunction.

Eye: progression of cataracts (lens opacities), opmhalmoplama

Laboratory Abnormalities: elevated alkaline

y-glutamyl transpeptidase, and bilirubin; thyroid function abnormalities.
Laboratory Tests: Marked persistent increases of serum transaminases have been
noted (see WARNINGS, Liver Dysfunction). About 5% of patients had elevations of
CPK levels of 3 or more times the normal value on one or more occasions. This was
attributable to the noncardiac fraction of CPK. Muscle pain or dysfunction usually
was not reported (see WARNINGS, Skeletal Muscls).

Therapy: In clinical studies in which simvastatin was

with ine, no adverse reactions peculiar to

this concomitant treatment were observed. The adverss reactions that occurred
were limited to those reported i with or The

combined use of simvastatin with fibrates should ganerally be avoided (ses WARN-
INGS, Skelatal Musclg).

OVERDOSAGE: Significant lethatity was observed in mice after a single oral dose of
9 g/m?. No evidence of lethality was observed in rats or dogs treated with doses of
30 and 100 g/m?, respectively. No specific diagnostic signs were observed (n
rodents. At these doses, the only signs seen in dogs were emesis and mucoid
stoals.

A few cases of overdosage with ZOCOR have been reported; no patients had any
specific symptoms, and all patients recovered without sequelae. The maximum dose
taken was 450 mg. Until further experience is obtained, no specific treatment of
overdosage with ZOCOR can be recommended.

The dialyzahility of simvastatin and its metabalites in man is not known at pre-
sent.

€ MERCK

For more detailed information, consult your Merck Representative or see the
Prescribing Information. Merck & Co., Inc., West Point, PA 19486.
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50mg, 100mg

Precose

(@carbose tablets)

Dosage and Administration

Taken With the First Bite of Each Main Meal

25 mg tid (half of a scored
50-mg tablet tid)

Alternate Initial Dosage to Minimize GI Side Effects

Initial dosage:

Initial dosage: 25 mg once daily (taken with
the first bite of the main meal)

Gradually titrate to: 25 mg tid

Titrate to: 50 mg tid

Maintenance dosage: 50 mg tid to 100 mg tid
50 mg tid for patients < 132 Ib
100 mg #id for patients > 132 Ib

Maximum dosages:

BRIEF SUMMARY
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING INFORMATION
PZ500036BS 4/96
INDICATIONS AND USAGE

PRECOSE®, as monotherapy, is indicated as an adjunct to diet to lower blood glucose in patients with
non-insulin-dependent diabetes mellitus (NIDDM) whose hyperglycemia cannot be managed on diet alone.
PRECOSE® may also be used in combination with a sulfonylurea when diet plus either PRECOSE® or a
sulfonylurea do not result in adequate glycemic control. The effect of PRECOSE® to enhance glﬁcemic
control is additive to that of sulfonylureas when used in combination, presumably because its mechanism
of action is different.

In initiating treatment for NIDDM, diet should be emphasized as the primary form of treatment. Caloric
restriction and weight loss are essential in the obese diabetic patient. Proper dietary management alone
may be effective in controlling blood glucose and symptoms of hyperglycemia. The importance of regu-
lar physical activity when apgropriate should also be stressed. If this treatment proigram fails to result in
adequate glycemic control, the use of PRECOSE® should be considered. The use of PRECOSE® must be
viewed by both the physician and patient as a treatment in addition to diet, and not as a substitute for
diet or as a convenient mechanism for avoiding dietary restraint.

CONTRAINDICATIONS
PRECOSE® is contraindicated in patients with known hypersensitivity to the drug and in patients with
diabetic ketoacidosis or cirrhosis. PRECOSE® is also contraindicated in patients with inflammatory
bowel disease, colonic ulceration, ganial intestinal obstruction or in patients predisposed to intestinal
obstruction. In addition, PRECOSE® is contraindicated in patients who have chronic intestinal diseases
associated with marked disorders of digestion or absorption and in patients who have conditions that
may deteriorate as a result of increased gas formation in the intestine.

PRECAUTIONS

General
Hypoglycemia: Because of its mechanism of action, PRECOSE® when administered alone should not
cause hygo%l&cemia in the fasted or postprandial state. Sulfonylurea agents may cause hypo?lycemia,
Because PRECOSE® given in combination with a suffonylurea will cause a further lowering of blood glu-
cose, it may increase the hypog‘lzcemic potential of the sulfonylurea. Oral glucose (dextrose), whose
absorption is not inhibited by PRECOSE®, should be used instead of sucrose (cane sugar) in the treat-
ment of mild to moderate hypogl{lcemia‘ Sucrose, whose hydrolysis to glucose and fructose is inhibited
by PRECOSE®, is unsuitable for the rapid correction of hypoglycemia. Severe hypoglycemia may require
the use of either intravenous glucose infusion or glucagon injection.

Elevated Serum Transaminase Levels: In clinical trials, at doses of 50 mg t.i.d. and 100 mg t.i.d., the
incidence of serum transaminase elevations with PRECOSE® was the same as with placebo. In long-term
studies (up to 12 months, and including PRECOSE® doses up to 300 mg t.i.d.) conducted in the United
States, treatment-emergent elevations of serum transaminases (AST and/or ALT) occurred in 15% of
PRECOSE®-treated patients as compared to 7% of placebo-treated patients. These serum transaminase
elevations appear to be dose related. At doses greater than 100 mg t.i.d., the incidence of serum
transaminase elevations greater than three times the upper limit of normal was two to three times higher
in the PRECOSE® group than in the placebo group. These elevations were asymptomatic, reversible,
more common in females, and, in general, were not associated with other evidence of liver dysfunction.
In international post-marketing experience with PRECOSE® in over 500,000 patients, 19 cases of serum
transaminase elevations > 500 IU/L (12 of which were associated with jaundice) have been reported.
Fifteen of these 19 cases received treatment with 100 mg t.i.d. or greater and 13 of 16 patients for
whom weight was reported weighed < 60 kg. In the 18 cases where follow-up was recorded, hepatic
abnormalities improved or resofved upon discontinuation of PRECOSE®.

Loss of Control of Blood Glucose: When diabetic patients are exposed to stress such as fever, trauma,
infection, or surgery, a temporary loss of control of blood glucose may occur. At such times, temporary
insulin therapy may be necessary.

Informatlon for Patients: Patients should be told to take PRECOSE® orally three times a day at the start
(with the first bite) of each main meal. It is important that patients continue to adhere to dietary instruc-
tions, a regular exercise program, and regular testing of urine and/or blood glucose.

PRECOSE® itself does not cause hypoglycemia even when administered to patients in the fasted state.
Sulfonylurea drugs and insulin, however, can lower blood sugar levels enough to cause symptoms or
sometimes life-threatening hypoglycemia, Because PRECOSE® given in combination with a sulfonylurea
or insulin will cause a further lowering of blood sugar, it may increase the hypoglycemic potential of
these agents. The risk of hypo?lycemla, its symptoms and treatment, and conditions that predispose to
its development should be well understood by patients and responsible family members. Because PRE-
COSE® prevents the breakdown of table sugar, patients should have a readily available source of glu-
cose (dextrose, D-glucose) to treat symptoms of low blood sugar when taking PRECOSE® in combina-
tion with a sulfonylurea or insufin. .

If side effects occur with PRECOSE®, they usually develop during the first few weeks of therapy. They
are most commonly mild-to-moderate gastrointestinal effects, such as flatulence, diarrhea, or abdomi-
nal discomfort and generally diminish in frequency and intensity with time.

Laboratory Tests: Therapeutic response to PRECOSE® should be menitored by periodic blood glucose

tests. Measurement of glycosylated hemoglobin levels is recommended for the monitoring of long-term -

glycemic control.

PRECOSE®, particularly at doses in excess of 50 mg t.i.d., may give rise to elevations of serum
transaminases and, in rare instances, hyperbilirubinemia. It is recommended that serum transaminase
levels be checked every 3 months during the first year of treatment with PRECOSE® and periodically
thereafter. If elevated transaminases are observed, a reduction in dosage or withdrawal of therapy may
be indicated, particularly if the elevations persist.

Renal Impairment: Plasma concentrations of PRECOSE® in renally impaired volunteers were propor-
tionally increased relative to the degree of renal dysfunction. Long-term clinical trials in diabetic patients

with significant renal dysfunction (serum creatinine >2.0 mg/dL) have not been conducted. Therefore,
treatment of these patients with PRECOSE® is not recommended.

Drug Interactions: Certain drugs tend to produce hyperglycemia and may lead to loss of blood glucose
control. These drugs include the thiazides and other diuretics, corticosteroids, phenothiazines, thyroid
products, estrogens, oral contraceptives, phenytoin, nicotinic acid, sympathomimetics, calcium chan-
nel-blocking dru?s, and isoniazid. When such drugs are administered to a patient receiving PRECOSE®,
the patient should be closely observed for loss of blood glucose control. When such drugs are with-
drawn from patients receiving PRECOSE® in combination with sulfonylureas or insulin, patients should
be observed closely for any evidence of hypoglycemia.

Intestinal adsorbents (e.g., charcoal) and digestive enzyme preparations containing carbohydrate-splitting
enzymes h}e‘g., amylase, pancreatin) may reduce the effect of PRECOSE® and should not be taken con-
comitantly. :

Carcinogenesis, Mutagenesis, and Impairment of Fentility: Nine chronic toxicity/carcinogenicity stud-
ies were conducted in three animal species (rat, hamster, dog) including two rat strains (Sprague-
Dawley and Wistar).

In the first rat study, Sprague-Dawley rats received acarbose in feed at high doses (up to approximately
500 mg/kg body weight) for 104 weeks. Acarbose treatment resulted in a significant increase in the inci-
dence of renal tumors (adenomas and adenocarcinomas) and benign Leydig cell tumors. This study
was repeated with a similar outcome. Further studies were performed to separate direct carcinogenic
effects of acarbose from indirect effects resulting from the carbohydrate malnutrition induced by the
large doses of acarbose employed in the studies. In one study using Sprague-Dawley rats, acarbose
was mixed with feed but carbohydrate deprivation was prevented by the addition of glucose to the diet.
In a 26-month study of Sprague-Dawley rats, acarbose was administered by daily postprandial gavage
50 as to avoid the pharmacolagic effects of the drug. In both of these studies, the increased incidence of
renal tumors found in the original studies did not occur. Acarbose was also given in food and by post-
prandial gavage in two separate studies in Wistar rats. No increased incidence of renal tumors was
found in either of these Wistar rat studies. In two feeding studies of hamsters, with and without glucose
supplementation, there was also no evidence of carcinogenicity.

Acarbose showed no mutagenic activity when tested in six in vitro and three in vivo assays.

Fertility studies conducted in rats after oral administration produced no untoward effect on fertility or on
the overall capability to reproduce.
Pregnancy:
Teratogenic Effects: Pregnancy Category B. The safety of PRECOSE® in pregnant women has not been
established. Reproduction studies have been performed in rats at doses uﬂ to 480 mg/kg (correspond-
ing to 9 times the exposure in humans, based on drug blood levels) and have revealed no evidence of
impaired fertility or harm to the fetus due to acarbose. In rabbits, reduced maternal body weight gain,
Rrobably the result of the pharmacodynamic activity of high doses of acarbose in the intestines, may
ave been responsible for a slight increase in the number of embryonic losses. However, rabbits given
160 mo/kg acarbose (corresponding to 10 times the dose in man, based on body surface area) showed
no evidence of.embryotoxicity and there was no evidence of teratogenicity at a dose 32 times the dose
in man (based on body surface area). There are, however, no adequate and wefl-controlled studies of
PRECOSE® in pregnant women. Because animal reproduction studies are not always predictive of the
human response, this drug should be used during ?regnancy onlljy if clearly needed. Because current
information strongly suggests that abnormal blood glucose levels during pregnancy are associated with
a higher incidence of congenital anomalies as well as increased neonatal morbidity and mortality, most
experts recommend that insulin be used during pregnancy to maintain blood glucose levels as close to
normal as possible.
Nursing Mothers: A small amount of radioactivity has been found in the milk of lactating rats after
administration of radiolabeled acarbose. It is not known whether this drug is excreted in human milk.
Because many drugs are excreted in human milk, PRECOSE® should not be administered to a nursing
woman.
Pediatric Use: Safety and effectiveness of PRECOSE® in pediatric patients have not been established.
ADVERSE REACTIONS
Digestive Tract: Gastrointestinal symptoms are the most common reactions to PRECOSE®. In U.S.
placebo-controlled trials, the incidences of abdominal ’gain, diarrhea, and flatulence were 21%, 33%,
and 77% respectively in 1075 patients treated with PRECOSE® 50-300 mg t.i.d., whereas the corre-
sponding incidences were 9%, 12%, and 32% in 818 placebo-treated patients. Atdominal pain and
diarrhea tended to return to ﬁretreatment levels over time, and the frequency and intensity of flatulence
tended to abate with time. The increased gastrointestinal tract s&m toms in patients treated with PRE-
COSE® is a manifestation of the mechanism of action of PREC SED® and is related to the presence of
undigested carbohydrate in the lower Gl tract. Rarely, these gastrointestinal events may be severe and
might be confused with paralytic ileus.
Elevated Serum Transaminase Levels: See PRECAUTIONS.
Other Abnormal Laboratory Findings: Small reductions in hematocrit occurred more often in
PRECOSE®-treated patients than in placebo-treated patients but were not associated with reductions in
hemoglobin. Low serum calcium and fow plasma vitamin Bg levels were associated with PRECOSE®
therapy but were thought to be either spurious or of no clinical significance.

Caution: Federal law prohibits dispensing without a prescription.
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We take diabetes very personally.

Because diabetes affects everyone Make it your personal recommen-
differently, it’s important that the dation. The SureStep” System. The
meter you recommend matches reassuring choice from LifeScan—
your patients’ personal needs. makers of ONE TOUCH" Brand,
Take the SureStep” Blood Glucose the brand recommended by more
Monitoring System, for example. healthcare professionals.

It’s specially designed for patients
who have difficulty testing and S
who want to be sure at every step. Surc\up .
Blood application is easy because | '

patients can actually touch the test

strip with their finger. And the dot

on the back turns blue, so they know SureStep®
that they’ve apphed enough blood. Blood Glucose Monitoring System
For diabetes and life.
LIFESCAN..

a qn"l o -(}c»fuucn company

©1997 LiteScan Inc. Milpitas, Calitornia 95035 ¢ 30-day, money-back guarantee © 24-hour, toll-free customer
service hocline: 1 800 227-8862 ¢ Healthcare Professional Hotline: 1 800 524-7226 « heep://www. LifeScan com



“I have arthritis.
So when I want
to test, I use the
SureStep® System.

Its touchable test

strip provides me

with a target

1 just can’t miss.”
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Illllle Services for Readers

i http://www.ada.diabetes.org

The American Diabetes Association has introduced new World
Wide Web services for members and subscribers. The
publications home page offers:

@ Tables of contents and a searchable database of abstracts from the current and back
issues of Diabetes and Diabetes Care and selected articles from Diabetes Care.

@ Tables of contents and selected articles from Diabetes Spectrum and Diabetes
Forecast.

® Full text of Clinical Practice Recommendations 1997, the Association’s annual
compendium of position statements.

@ Information about and online ordering for books and other resources for health pro-
fessionals and people with diabetes.

@ Information about and online ordering for membership in the Professional Section
of the American Diabetes Association.

@ Links to other diabetes sites on the Internet, including newsgroups and World Wide
Web pages.

@ A professional-to-professional forum for discussing articles in Association publica-
tions and other issues in diabetes research and treatment. (This service is available
only to Professional Section members of the American Diabetes Association. )
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INSULIN-SPARING
GLUCOSE CONTROL

Highly effective glucose control
with little stimulation of endogenous insulin

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

\4

Proven 24-hour control with once-daily dosing

The 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.

<
¢
<
<
$
¢
<
¢

As an adjunct to diet and exercise,
a first-line, first-choice sulfonylurea

-DAY

glimepiride TABLETS
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Amaryl
glimepiride “TasLers

1,2, and 4 mg

Brlef 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 11 C9 also include phenytoin, diclofenac, ibuprofen, naproxen, and
mefenamic acid.

Although no specific interaction studies were performed, pooled data from clinical trials showed no
evidence of clinically significant adverse interactions with uncontrolled concurrent administration of

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
lph){s{_cian, and it is recommended that they change over to insulin for the entire course of pregnancy and
actation.
Nursing Mothers °
In rat reproduction studies, significant concentrations of glimeririda 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 Etfects)
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
Lhaln occurred in US placebo-controlled trials in more than 1% of patients treated with AMARYL are shown
elow,
Adverse Events Occurring in >1% AMARYL Patlents
AMARYL

calcium-channel blockers, estrogens, fibrates, NSAIDs, HMG CoA reductase inhibitors, st \

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 I1) diabetes mellitus (NIDDM) whose hyperglycemia cannot be controlled by

Placsbo
L No. % No. %
Total Treated 746 100 294 100
Dizziness 13 1.7 1 0.3
Asthenia 12 16 3 1.0
Headache 1 1.5 4 14
Nausea 8 1.1 0 0.0

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.
Combingd 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 an: ponsible family bers. 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 surtface area).

regnancy
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
slqlfonqudreas, 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. Man}( 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. Si?niﬁcam 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

Gastrointastinal Reactions

Vomiting, gastrointestinal pain, and diarrhea have been regorted, 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.

Dermatologlc Reactions

Allergic skin reactions, e.g., pruritus, erythema, urticaria, and morbilliform or maculopapular eruptions,
oceur in less than 1% of treated patients. These may be transient and may disappear despite continued
use of AMARYL,; if skin reactions persist, the drug should be discontinued. Porphyria cutanea tarda and
photosensitivity reactions have been reported with sulfonylureas.

Hematologic Reactions

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

Melabolic 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 sulfanylureas 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
Blsuéeéagg:so“ngglled trials of AMARYL, the incidence of blurred vision was placebo, 0.7%, and AMARYL, 0.4%.

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 i injection of

(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 hypogtycemic 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
aé!here 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 shouid 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.

AMARYL®-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 arpruximataly
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 Patlent 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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Results across key parameters

Lowers LDL-C 39% to Bﬂ%

Lowers triglycerides 19% 10 37%
Raises HDL-C 9% to 9%

based on mean changes in placebo-controlled trials
of LIPITOR 10 to 80 mg

More power than Zocor’,

Pravachol” and Mevacor®
in head-to-head trials to lower LDL-C
at starting doses"™

Versatility in a broad range of
hypercholesterolemic patients

In clinical trials, the most common adverse events were constipation, flatulence,
dyspepsia, and abdominal pain.

As with any statin, it is recommended that liver function tests be performed before the
initiation of treatment, at 6 and 12 weeks after initiation of therapy or elevation in dose,
and periodically thereafter.

LIPITOR is contraindicated in patients with hypersensitivity to any component of this
medication; in patients with active liver disease or unexplained persistent elevations of
serum transaminases; in women during pregnancy and in nursing mothers.

Myopathy should be considered in any patient with diffuse myalgias, muscle tenderness or
weakness, and/or marked elevation of creatine phosphokinase (CPK). Patients should be
advised to report promptly unexplained muscle pain, tenderness, or weakness, particularly
if accompanied by malaise or fever. Atorvastatin therapy should be discontinued if markedly
elevated CPK levels occur or myopathy is diagnosed or suspected.

*The impact on clinical outcomes of the differences in lipid-altering effects between these treatments is not known. This
statement does not compare the effects of LIPITOR 10 mg and higher doses of simvastatin, pravastatin, and lovastatin.
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atorvasitatin calcirnm
tablets

TAKING CHOLESTEROL TO NEW LOWS

Please see brief summary of prescribing information on last page.

Mevacor (lovastatin) and Zocor (simvastatin) are the registered trademarks of Merck & Co, Inc:
Pravachol (pravastatin sodium) is the registered trademark of Bristol-Myers Squibb Co.



References: 1. Bracs P, Best J, Dart T, et al. A one-year study comparing atorvastatin and simvastatin in patients with hypercholesterolemia. Presented at the 66th
Congress of the European Atherosclerosis Society; July 13-17, 1996; Florence, Italy. Abstract. 2. Egros F, Langan J, Bertolini S, et al. A one-year study comparing
atorvastatin and pravastatin in patients with hypercholesterolemia. Presented at the 66th Congress of the European Atherosclerosis Society; July 13-17, 1996;
Florence, ltaly. Abstract. 3. Bakker-Arkema R, Fayyad R, Davidson M, et al. One-year study comparing the safety and efficacy of atorvastatin to that of lovastatin.
Presented at the 66th Congress of the European Atherosclerosis Saciety; July 13-17, 1996; Florence, Italy. Abstract.

l.ipitor""‘ {Atorvastatin Calcium) Tablets
Brief Summary of Prescribing Information

CONTRAINDICATIONS: Active liver disease or plained persistent el of serum transaminases.
Hypersensitivity to any comp of this medication. P yand L Atherosclerosis is a
chronic process and discontinuation of lipid-lowering drugs durmg pregnancy should have little impact on
(he omcome of Iong-lerm therapy of prlmary hypercholesterolemia. Cholesterol and other products of

are p for fetal development (mcludmg ynthesis of id
and cell membranes) Since HMG CoA red inhibitors decrease choll thesis and possibly
the synthesis of other bial y active derived from chol ol, thev may cause fetal harm
when administered to pregnant women. Therefore, HMG-CoA reductase inhibitors are contraindicated
during pregnancy and in nursing mothers. ATORVASTATIN SHOULD BE ADMINISTERED TO WOMEN OF
CHILDBEARING AGE ONLY WHEN SUCH PATIENTS ARE HIGHLY UNLIKELY TO CONCEIVE AND HAVE
BEEN INFORMED OF THE POTENTIAL HAZARDS. If the patient becomes pregnant while taking this drug,
therapy should be discontinued and the patient apprised of the potential hazard to the fetus.

WARNINGS: Liver Dysfunction — HMG-CoA reductase inhibitors, like some other lipid-lowering therapies,
have been associated with biochemical abnormalities of liver functlon Persistent elevations (>3 times the
upper imit of nonnnl [ULN] occurring on 2 or more ions) in serum d in 0.7%
of p in in clinical trials. The incidence of these abnormalities was 0.2%,
0.2%, 0.6%, nnd 2.3% for 10, 20, 40, and 80 mg, respectively. One patient in clinical trials developed jaun-
dice. Increases in liver function tests {LFT) in other patients were not associated with jaundice or other
clinical signs or symp Upon dose ion, drug interruption, or discontinuation, transaminase levels
returned to or near pretreatment levels without sequelae Erghteen of 30 patients with persrstent LFT eleva-
tions 1t with a reduced dose of atorvastatin. It is ded that liver fu tests
be performed before the initiation of treatment, at 6 and 12 weeks after initiation of therapy or elevation
in dose, and periodically (eg, semiannually) thereafter. Liver enzyme ch generally occur in the first
3 months of treatment with atorvastatin, Patients who develop increased transaminase levels should be
monitored until the abnormalities resolve. Should an increase in ALT or AST of >3 times ULN persist,
reduction of dose or withdrawal of atorvastatin is recommended. Atorvastatin should be used with caution
in patients who | quantities of alcohol and/ar have a history of liver disease. Active
liver disease or i trar are contraindications to the use of ator-
vastatin {see CONTRAINDICATIONS). Skeletal Muscle — Rhabdomyolysis with acute renai failure sec-
ondary to myoglobinuria has been reported with other drugs in this class. Uncomplicated myalgia has
been reported in atorvastatin-treated patients (see ADVERSE REACTIONS). Myopathy, defined as muscle
aches or muscle weakness in conjunction with increases in creatine phosphokinase (CPK} values >10
times ULN, should be considered in any patient with diffuse myalgias, muscle tenderness or weakness,
and/or marked elevation of CPK. Patients should be advised to report promptly unexplained muscle pain,
tenderness or weakness, particularly if accompanied by malarse or fever Atorvastatm therapy should be
di d if markedly el d CPK levels occur or myopathy is d dor d. The risk of
myopathy during treatment with other drugs in this class is |ncreased with concurrent administration of
cyclosporine, fibric acid derivatives, erythromycin, niacin, or azole annfungals Physicians considering
combined therapy with atorvastatin and fibric acid derivatives, eryth essive drugs,
azole antifungals, or lipid- Iowerlng doses of niacin should carefully wergh the potenual benefits and risks
and should carefully monitor patients for any signs or symptoms of muscle pain, tenderness, or weakness,
particularly during the initial months of therapy and during any periods of upward dosage titration of either
drug. Periodic creatine p hoki (CPK) determinations may be idered in such situations, but

h

or clastogenic in the following tests with and without metabolic activation: the Ames test with Salmonella
typhimurium and Escherichia coli, the HGPRT forward mutation assay in Chinese hamster lung cells, and .
the chromosomal aberration assay in Chinese hamster lung cells. Atorvastatin was negative in the in vivo
mouse micronucleus test. Studies in rats performed at doses up to 175 mg/kg (15 times the human expo-
sure) produced no changes in fertility. There was aplasia and aspermia in the epididymis of 2 of 10 rats
treated with 100 mg/kg/day of atorvastatin for 3 months (16 times the human AUC at the 80 mg dose); testis
weights were significantly lower at 30 and 100 mg/kg and epididymal weight was lower at 100 mg/kg. Male
rats given 100 mg/kg/day for 11 weeks prior to mating had decreased sperm motility, spermatid head con-
centration, and increased abnormal sperm. Atorvastatin caused no adverse effects on semen parameters
or reproductive organ histopathology in dogs given doses of 10, 40, or 120 mg/kg for two years. Pregnancy:
Pregnancy Category X — See CONTRAINDICATIONS. Safety in pregnant women has not been estab-
lished. Atorvastatin crosses the rat placenta and reaches a level in fetal liver equivalent to that of maternal
plasma. Atorvastatin was not teratogenic in rats at doses up to 300 mg/kg/day or in rabbits at doses up to
100 mg/kg/day. These doses resulted in multiples of about 30 times {rat) or 20 times (rabbit) the human
exposure based on surface area (mg/m’). In a study in rats given 20, 100, or 225 mg/kg/day, from gestation
day 7 through to lactation day 21 (weaning), there was decreased pup survival at birth, neonate, weaning,
and maturity in pups of mothers dosed with 225 mg/kg/day. Body weight was decreased on days 4 and 21
in pups of mothers dosed at 100 mg/kg/day; pup body weight was decreased at birth and at days 4, 21, and
91 at 225 mg/kg/day. Pup development was delayed (rotorod performance at 100 mg/kg/day and acoustic
startle at 225 mg/kg/day; pinnae detachment and eye opening at 225 mg/kg/day). These doses correspond
to 6 times (100 mg/kg) and 22 times (225 mg/kg) the human AUC at 80 mg/day. Rare reports of congenital
anomalies have been received following intrauterine exposure to HMG-CoA reductase inhibitors. There
has been one report of severe congenital bony deformity, tracheo-esophageal fistula, and anal atresia
(VATER association) in a baby born to a woman who took lovastatin with dextroamphetamine sulfate dur-
ing the first trimester of pregnancy. Lipitor should be administered to women of child-bearing potential only
when such patients are highly unlikely to conceive and have been informed of the potential hazards. If the
woman becomes pregnant while taking Lipitor, it should be discontinued and the patient advised again as
to the potential hazards to the fetus. Nursing Mothers: Nursing rat pups had plasma and liver drug levels of
50% and 40%, respectively, of that in their mother's milk. B of the | for adverse r in
nursing infants, women taking Lipitor should not breast-feed {see CONT RAINDICATIONS). Pediatric Use:
Treatment experience in a pediatric population is limited to doses of Lipitor up to 80 mg/day for 1 year in

8 patients with homozygous FH. No clinical or biochemical abnormalities were reported in these patients.
None of these patients was below 9 years of age. Geriatric Use: Treatment experience in adults age 270
years with doses of Lipitor up to 80 mg/day has been evaluated in 221 patients. The safety and efficacy of
Lipitor in this population were similar to those of patients <70 years of age.

ADVERSE REACTIONS: Lipitor is generally well-tolerated. Adverse reactions have usually been mild and
transient. In controlied clinical studies of 2502 patients, <2% of patients were discontinued due to adverse
experiences attributable to atorvastatm The most frequent adverse events thought to be related to ator-
vastatin were i bdominal pain. Clinical Adverse Experiences:
Adverse experiences reported in 22% of patrents in placebo-controlled clinical studies of atorvastatin,
regardless of causality assessment:

Adverse Events in Placebo-Controlled Studies (% of Patients)

flatu and

there is no assurance that such monitoring will prevent the occurrence of severe myopath

therapy should be temporarily withheld or discontinued in any patient with an al:ute serious condmon

suggestive of a myopathy or having a risk factor predisposing to the development of renal failure sec-

:ndarv to rhabdomyolysrs (eg, severe acute m;ecuon, hypotension, ma|or surgery, trauma, severe meta-
olic andel

PRECAUTIONS: General — Before instituting therapy with atorvastatin, an attempt should be made to con-
trol hypercholesterolemia with appropriate diet, exercise, and weight reduction in obese patients, and to
treat other underlying medical problems (see INDICATIONS AND USAGE in full prescribing information).
Information for Patients — Patients should be adwsed to report promptly unexplained muscle pain, ten-
derness, or weak particularly if ied by malaise or fever. Drug Interactions — The risk of
myopathy during treatment with other drugs of this class is increased with concurrent administration of

cyclosporine, fibric acid derivatives, niacin (nicotinic acid), erythromycin, azole antifungals (see WARN»
INGS, Skeletal Muscle). Antacid: When atorvastatin and Maalox®TC were ed,
plasma concentrations of atorvastatin decreased approxrmateiy 35%. However LDL-C reduction was not .

aftered. Antipyrine: Because atorvastatin does not affect the phar ki of antipy lnteractlons
with other drugs metabolized via the same cy h y are not exp d. Colestipo I: Plasma
concentrations of atorvastatin d\ d appr ly 25% when | and atorvastatin were coad-

ministered. However, LDL-C reduction was greater when atorvastatin and colestipol were coadministered
than when either drug was given alone. Cimetidine: Atorvastatin plasma concentrations and LDL-C reduc-
tion were not altered by coadministration of cimetidine. Digoxin: When multiple doses of atorvastatin and
digoxin were coadministered, steady-state plasma digoxin ations i d by approxi ly
20%. Patients taking digoxin should be monitored appropriately. Ery ycin: In healthy individuals, plas-
ma concentrations of atorvastatin increased approximately 40% with coadministration of atorvastatin and
erythromycin, a known inhibitor of cytochrome P450 3A4 (see WARNINGS, Skeletal Muscle). Oral
Contraceptives: Coadministration of atorvastatin and an oral contraceptive increased AUC values for
norethindrone and ethinyl estradiol by approximately 30% and 20%. These increases should be considered
when selecting an oral contraceptive for a woman taking atorvastatin. Warfarin: Atorvastatin had no
clinically significant effect on prothrombin time when administered to pati T g chronic warfarin
treatment. Other Concomitant Therapy: In clinical studies, atorvastatin was used concomitantly with anti-
hypertensive agents and estrogen replacement therapy without evidence of clinically significant adverse
interactions. Interaction studies with specific agents have not been conducted. Endocrine Function —
HMG-CoA reductase inhibitors interfere with cholesterol synthesis and theoretically might blunt adrenal
and/or gonadal steroid production. Clinical studies have shown that atorvastatin does not reduce basal
plasma cortisol concentration or impair adrenal reserve. The effects of HMG-CoA reductase inhibitors on
male fertility have not been studied in adequate numbers of patients. The effects, if any, on the pituitary-
gonadal axis in premenopausal women are unknown. Caution should be exercised if an HMG-CoA reduc-
tase inhibitor is administered concomltantly wnh drugs that may decrease the levels or activity of endoge-
nous steroid hormones, such as k pi and cimetidine. CNS Toxicity — Brain
hemorrhage was seen in a female dog treated far 3 months at 120 mg/kg/day. Brain hemorrhage and optic
nerve vacuolation were seen in another female dog that was sacrificed in moribund condition after 11
weeks of escalating doses up to 280 mg/kg/day. The 120 mg/kg dose resulted in a systemic exposure
approximately 16 times the human plasma area-under-the curve (AUC, 0-24 hours) based on the maximum
human dose of 80 mg/day. A single tonic convulsion was seen in each of 2 male dogs (one treated at 10
mg/kg/day and one at 120 mg/kg/day) in a 2-year study. No CNS lesions have been observed in mice after
chronic treatment for up to 2 years at doses up to 400 mg/kg/day or in rats at doses up to 100 mg/kg/day.
These doses were 6 to 11 times (mouse} and 8 to 16 times {rat) the human AUC {0-24) based on the maxi-
mum recommended human dose of 80 mg/day. CNS vascular lesions, characterized by perivascular hem-
orrhages, edema, and mononuclear cell infiltration of perivascular spaces, have been observed in dogs
treated with other members of this class. A chemically similar drug in this class produced optic nerve
degeneration (Wallerian degeneration of retinogeniculate fibers) in clinically normal dogs in a dose-depen-
dent fashion at a dose that produced plasma drug levels about 30 times higher than the mean drug level in
humans taking the highest r d dose. € M of Fertility —
In a 2-year carcinogenicity study in rats at dose levels of 10, 30, and 100 mg/kg/dav, 2 rare tumors were
found in muscle in high-dose females: in one, there was a rhabdomyosarcoma and, in another, there was a
fibrosarcoma. This dose represents a plasma AUC (0-24) value of approximately 16 times the mean human
plasma drug exposure after an 80 mg oral dose. A 2-year carcinogenicity study in mice given 100, 200, or
400 mg/kg/day resulted in a signifi increase in tiver adenomas in high-dose males and liver carcino-
mas in high-dose females. These findings occurred at plasma AUC {0-24) values of approximately 6 times
the mean human plasma drug exposure after an 80 mg oral dose. /n vitro, atorvastatin was not mutagenic
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BODY SYSTEM Placebo Atorvastatin Atorvastatin Atorvastatin  Atorvastatin
Adverse Event 10 mg 20mg 40mg 80mg
N =270 N = 863 N=36 N=79 N=94

BODY AS A WHOLE
Infecti 100 103 28 101 14
‘Headache .10 © 54 167 25 6.4
Accidental Injury 37 42 00 13 32

* Flu Syndrome 19 22 0.0 25 32
Abdominal Pain 0.7 28 00 38 21
Back Pain 30 28 00 38 11
Allergic Reaction 26 09 28 13 0.0
Asthenia 19 22 00 38 0.0
DIGESTIVE SYSTEM
Constipati 1.8 21 0.0 .25 11
Diarrhea 15 27 0.0 ‘38 5.3
Dyspepsia 41 23 28 13 21
Flatulence 33 21 28 13 11
RESPIRATORY SYSTEM
Sinusitis 26 28 00 25 64
Pharyngitis 15 25 0.0 13 21
SKIN AND APPENDAGES ’
Rash 07 39 28 38 1
MUSCULOSKELETAL SVSTEM L
Arthralgia 20 0.0 51 0.0
Myalgia H 32 5.6 13 0.0

The following adverse events were reported, regardless of causality assessment, in <2% of patients treat-
ed with atorvastatin in clinical trials.

) Body as a Whole: Face edema, fever, neck rigidity, malaise, photosensitivity reaction, generalized edema.

Digestive System: Gastroentemrs, lwerfunctron tests abnormal, colitis, vomiting, gastritis, dry mouth, rectal
hemorrhage, phagi itis, mouth ulceration, anorexia, increased appetite, stomatitis,
biliary pain, cheilitis, duodenal ulcer, dysphagia, enteritis, melena, gum hemorrhage, stomach ulcer, tenes-
mus, ulcerative stomatitis, hepatitis, pancreatms hol Ii i y System: Pneumonia,
dyspnea, asthma, epistaxis. Nervous System: Paresth lence, ia, abnormal dreams, libido
decreased, emotional lability, incoordination, peripheral neuropathy,mmcollls facral paralysis, hyperkine-
sia. Musculoskeletal System: Leg cramps, bursitis, vitis, my contracture,
myositis. Skin and Appendages: Pruritus, contact dermatitis, alopecia, dry skin, sweatrng,acne urticaria,
eczema, seborrhea, skin ulcer. Urogenital System: Urinary freq! y, cystitis, h
dysuria, kidney calculus, nocturia, epididymitis, fibrocystic breast, vaginal hemorrhage albummuna breast
enlargement, metrorrhagia, nephritis, urinary incontinence, urinary retention, urinary urgency, abnormal
ejaculation, uterine hemorrhage. Special Senses: Amblyopia, tinnitus, dry eyes, refraction disorder, eye
hemorrhage deafness, glaucoma, parosmra taste loss, taste perversion. Cardiovascular System:

latation, syncope, migraine, postural hypotension, phlebitis, arthythmia. Metabolic and
Nutritional Disorders: Hyperglycemia, creatine phosphoklnase |ncreased gout, werght galn hypo-
glycemia. Hemic and Lymphatic System: Ecchy , anemia, lympl pathy
petechia.
OVERDOSAGE: There is no specific treatment for atorvastatin overdosage. In the event of an overdose,
the patient should be treated symptomatlcally, and suppumve measures instituted as required. Due to
extensive drug binding to plasma pi , h ysis is not d to significantly enhance atorvas-
tatin clearance.

Caution — Federal law prohibits dispensing without prescription.
Consult package insert before prescribing Lipitor™ (Atorvastatin Calcium) Tablets.
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