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they know how crucial diet and exercise are.

Since it's hard
to change lifestyle,

their first diabetic agent
*%, should be easy.

Choose it for
control.

Choose it for
convenience.

Choose it for
improved patient

quality of life,
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When diet alone fails in NIDDM

ONCE DAILY

(qlipizide) extended release
^ ' Tablets 5mg and 10mg GITS'



GLUCOTROL XL° (ollplilde) Extended Release Tablets For Oral Use

Brlaf Summary of Prescribing Information

INDICATIONS AND USAGE: GLUCOTROL XL Is indicated as an adjunct to diet lor the control ol hypsrglycemia and its associated
symptomatology In patients with non-insulin-dependent diabetes melfitus (NIDD.M; type II), formerly knov.Ti as maturity-onset diabetes, alter
an adequate trial of dietary therapy has proved unsatisfactory.
CONTRAINDICATIONS: Glipizide Is contralndicaled In patients with: 1. Known hypersensitivity to the drug and 2. Diabetic ketoacidosis, with
or without coma. This condition should be treated with insulin.
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration of oral hypoglycemlc
drugs has been reported to be associated with Increased cardiovascular mortality as compared to treatment with diet
alone or diet plus Insulin.

As with any other non-detormable material, caution should be used when administering GLUCOTROL XL Extended Release
Tablets In patients with preexisting severe gastrointestinal narrowing (pathologic or iatrogenlc). There have been rare reports of
obstructive symptoms In patients with known strictures In association with the ingestlon of another drug in this non-
deformable sustained release formulation.
PRECAUTIONS: Renal and Hepatic Disease: The pharmacoklnetlcs and/or pharmacodynamics of glipizide may be affected in patients
with impaired renal or hepatic function. II hypoglycemia should occur in such patients, it may be prolonged and appropriate management
should ba instituted.
Gl Disease: Markedly reduced Gl retention times ol the GLUCOTROL XL Extended Release Tablets may influence the pharmacokinetic profile
and hence the clinical efficacy of the drug.
Hypoglycemia: All sullonylurea drugs are capable ol producing severe hypoglycemia. Renal or hepatic insufficiency may affect the
disposition ol glipizide and the latter may also diminish gluconeogenic capacity, both of ivhich increase the risk of serious hypoglycemic
reactions. Elderly, debilitated or malnourished patients, and those with adrenal or pituitary insufficiency are particularly susceptible to the
hypoglycemlc 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 ol Control ol Blood Glucose: When a patient stabilized on any diabetic regimen is exposed to stress such as fever, trauma, infection,
or surgery, a loss ol control may occur. At such limes, It may be necessary to discontinue glipizide and administer insulin.

Adequate adjustment ol dose and adherence to diet should be assessed before classifying a patient as a secondary failure.
Laboratory Tests: Blood and urine glucose should be monitored periodically. Measurement ol hemoglobin A1C may be useful.
Information for Patients: Patients should be informed that GLUCOTROL XL Extended Release Tablets shoulfbe swallowed whole. Patients
should not chew, divide or crush tablets. Patients should not ba concerned II they occasionally notice in their stool something that looks like a
tablet. In the GLUCOTROL XL Extended Release Tablet, the medication is contained within a nonabsorbable shell that has been specially
designed to slowly release the drug so the body can absorb it. When this process is completed, the empty tablet is eliminated from the body.

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

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

Certain drugs tend to produce hyperglycemla and may lead to loss of control. These drugs include the Ihiazides and other diuretics,
cortlcosteroids, phenothiazlnes, thyroid products, estrogens, oral contraceptives, phenytoin, nicotinic acid, sympathomimetics, calcium
channel blocking drugs, and isonlazid.

A potential interaction between oral miconazole and oral hypoglycemlc agents leading to severe hypoglycemia has been reported. Whether
this Interaction also occurs with the Intravenous, topical, or vaginal preparations ol miconazole is not known. The effect of concomitant
administration of Dillucarp (fluconazole) and Glucotrol has been demonstrated in a placebo-controlled crossover study in normal volunteers.
All subjects received Glucotrol alone and lollowing treatment with 103 mg of Diflucarp as a single daily oral dose lor 7 days. The mean
percentage Increase in the Glucotrol AUC after fluconazole administration was 56.9% (range: 35 to 81%).
Carclnogenesls, Mutagenesls, Impairment ol Fertility: A twenty month study In rats and an eighteen month study in mice at doses up
to 75 times the maximum human dose revealed no evidence of drug-related carcinogenicity. Bacterial and in vivo mutagenicity tests were
uniformly negative. Studies In rats of both sexes at doses up to 75 times the human dose showed no effects on fertility.
Pregnancy: Pregnancy Category C: Glipizide was lound to be mildly fetotoxic in rat reproductive studies at all dose levels (5-50 mg/kg). This
fetotoxlclty has been similarly noted with other sulfonylureas, such as tolbutamide and tolazamide. The effect is perinatal and believed to be
directly related to the pharmacologlc (hypoglycemlc) action of glipizide. In studies in rats and rabbits no teratogenic effects were found. There
are no adequate and well controlled studies In pregnant women. Glipizide should be used during pregnancy only if the potential benefit
justifies the potential risk to the fetus.

Many experts recommend that insulin be used during pregnancy to maintain blood glucose levels as close to normal as possible.
Nonteratogenlc Effects: Prolonged severe hypoglycemia (4 to 10 days) has been reported in neonates born to mothers who were receiving
a sullonylurea drug at Ihs time of delivery. This has been reported more frequently with the use ol agents with prolonged half-lives. If glipizide
is used during pregnancy, II should be discontinued at least one month before the expected delivery date.
Nursing Mothers: Although it is not known whether glipizide is excreted In human milk, some sulfonylurea drugs are known to be excreted
In human milk. A decision should be made whether to discontinue nursing or to discontinue the drug. II the drug is discontinued and if diet

alone is inadequate for controlling blood glucose, insulin therapy should be considered.
Pedlatrlc Use: Safety and effectiveness in children have not been established.
Geriatric Use: Of the total number ol patients in clinical studies ol GLUCOTROL XL0,33 percent were 65 and over. No overall differences in
effectiveness or safety were observed between these patients and younger patients, but greater sensitivity of some individuals cannot be ruled
out. Approximated 1-2 days longer were required to reach steady-state in the elderly. (See CLINICAL PHARMACOLOGY and DOSAGE AND

ADVERSE REACTIONS: In U.S. controlled studies the frequency of serious adverse experiences reported was very low and causal
relationship has not been established.

The 580 patients from 31 to 87 years of age who received GLUCOTROL XL Extended Release Tablets in doses from 5 mg to 60 mg in both
controlled and open trials were included in the evaluation of adverse experiences. All adverse experiences reported were tabulated
independently of their possible causal relation to medication.
Hypoglycemia: See PRECAUTIONS and OVERDOSAGE sections.

In double-blind, placebo-controlled studies the adverse experiences reported with an incidence ol 3% or more in GLUCOTROL XL-treated
patients (N=278) and placebo-treated patients (N=69), respectively, include: Asthenia -10.1% and 13.0%; Headache - 8.6% and 8.7%;
Dizziness - 6.8% and 5.8%; Nervousness - 3.6% and 2.9%; Tremor - 3.6% and 0.0%; Diarrhea - 5.4% and 0.0%; Flatulence - 3.2% and
1.4%.

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

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

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

The following are adverse experiences reported with immediate release glipizide and other sullonylureas, but have not been observed with
GLUCOTROL XL:
Hematologic: Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic anemia, and pancytopenia have been reported
with sulfonylureas.
Metabolic: Hepatic porphyria and disulliram-like reactions have been reported with sullonylureas. In the mouse, glipizide pretreatment did
not cause an accumulation of acelaldehyde after ethanol administration. Clinical experience to dale has shown that glipizide has an extremely
low incidence of disulfiram-like alcohol reactions.
Endocrine Reactions: Cases of hyponatremia and the syndrome of inappropriate antidiuretic hormone (SIADH) secretion have been
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reported with glipizide and other sulfonylureas.
OVERDOSAGE: Overdosage can produce hypoglycemia. Mild hypogly y p g g
should be treated aggressively with oral glucose and adjustments in drug dosage and/or meal patterns. Close monitoring should continue until
th h i i i d th t th t i t i t f d S h l i ti ith i th l i l i i t

glycemic symptoms without loss of consciousness or neurologic findings
d d d/ l tt Cl i t i h l d ti tilshould 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. II hypoglycemic coma is diagnosed or suspected, the
patient should be given rapid intravenous injection of concentrated (50%) glucose solution. This should be followed by a continuous Infusion of
a more dilute (10%) glucose solution at a rate that will maintain the blood glucose at a level above 100 mg/dL Patients should be closely
monitored lor a minimum of 24 to 48 hours since hypoglycemia may recur after apparent clinical recovery. Clearance of glipizide Irom plasma
may be prolonged in persons with liver disease. Because of the extensive protein binding of glipizide, dialysis is unlikely to be ol benefit.
DOSAGE AND ADMINISTRATION: There is no lixed dosage regimen for the management of diabetes mellitus with GLUCOTROL XL
Extended Release Tablet or any other hypoglycemic agent.

In general, GLUCOTROL XL should be given withtakfast.
Recommended Dosing: The recommended starting dose of GLUCOTROL XL is 5 mg per day, given with breakfast. The recommended dose
for geriatric patients is also 5 mg per day.

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

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

Most patients will be controlled with 5 mg or 10 mg taken once daily. However, some patients may require up to the maximum
recommended daily dose ol 20 mg. While the glycemic control of selected patients may Improve with doses which exceed 10 mg, clinical
studies conducted to date have not demonstrated an additional group average reduction of hemoglobin A1C beyond what was achieved wi•Jh the

More detailed Information available on request.
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PEDIATRIC ENDOCRINOLOGY
Practice Announcement

There is an immediate need for a Pediatric
Endocrinologist to join two other Pediatric
Endocrinologists at the country's largest
freestanding children's hospital. This
practice is located in a beautiful area of
California with a large pediatric population
and would consist of approximately 65%
diabetes and 35% endocrinology work.
90% of new diabetic patients are treated as
outpatients. Call is 1:4 and an outstanding
compensation package is being offered.
For further information, please contact Glint
Scott, 800-932-1023. Confidential fax
(972) 481-1333.

Scott and White Children's Health Center
Pediatric Endocrinologist

The Department of Pediatrics at Scott and White Clinic and
Texas A&M University Health Science Center is seeking a
second BC/BE pediatric endocrinologist with a strong interest in
diabetes. Our Diabetes Treatment Team, consisting of CDE
certified nurse educators, dietitians, physical therapists and social
workers, serves a population of more than 300 children and
adolescents with diabetes. This position offers an excellent
opportunity for clinical practice, teaching and clinical research.
The Department of Pediatrics consists of 50 senior staff
physicians including both general and specialty pediatrics. The
Department has a fully accredited Pediatric and Med/Ped
Residency Training Program with 28 residents annually.

Faculty rank is commensurate with experience and qualifications.
Candidates must be eligible to obtain a license in the state of
Texas. Scott and White offers a competitive salary and extensive
benefits package for qualified applicants. To express an interest in
this position, please send a current curriculum vitae to Don P.
Wilson, M.D., Professor and Chairman, Department of Pedi-
atrics, Scott and White Clinic, Texas A&M University Health
Science Center, 2401 South 31st Street, Temple, TX 76308. E-
Mail: PURMLN@SWMAIL.SW.ORG.

Scott and White is an equal opportunity/affirmative action
employer. For more information about Scott and White,
please visit our web site at: http://www.sw.org
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stimulate research, and promote better management of people with diabetes. To achieve these goals,
the journal publishes original articles on human studies in the following four categories: 1) clinical
care/education/nutrition, 2) epidemiology/health services/psychosocial research, 3) emerging treat-
ments and technologies, and 4) pathophysiology/complications. The journal also publishes clini-
cally relevant review articles, letters to the editor, and health/medical news or points of view. Topics
covered are of interest to clinically oriented physicians, researchers, epidemiologists, psychologists,
diabetes educators, and other health professionals.

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 336:309-315, 1997. "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 MEDLARS, Index Medicus, EMBASE, Science Citation Index, Science Cita-
tion Index Expanded, Current Contents (Life Science and Clinical Medicine), Research Alert, and Reference
Update. It is available in machine-readable format from University Microfilms International. Diabetes
Care is printed on acid-free paper starting with Vol. 11, 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.
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Bring back the birds and the bees.
Without the stinger.
MUSE provides the proven effectiveness of

alprostadil without intracavernosal injection.

Now #1 among treatments prescribed
by urologists for erectile dysfunction1

-' Delivers proven efficacy (successful intercourse)
regardless of etiology or patient age2

-: May be administered as often as twice every
24 hours3

-• Combined overall incidence of penile angulation,
fibrosis and Peyronie's disease in long-term clinical
studies was only 1%4

With success like this, no wonder urologists
are abuzz about MUSE.

(alprostadil)^^
Easy, convenient, discreet

MUSE is contraindicated in men with hypersensitivity to alprostadil, with abnormal Mild-to-moderate penile pain was reported at least once by 36% and 32% of patients
penile anatomy, with conditions that predispose them to priapism and in whom during in-clinic titration and home treatment, respectively.' In patients reporting
sexual activity is inadvisable. MUSE should not be used for sexual intercourse with penile pain, not every administration was associated with it. Of 4,961 doses adminis-
a pregnant woman unless the couple uses a condom barrier. tered at home, 11% were pain related.' Urethral pain was reported at least once by

Because of the potential for symptomatic hypotension and syncope, which occurred 1 2 % o f P a t i e m s d u r i n g h o m e t r e a t m e n t '
in 3% and 0.4%, respectively, of patients during in-clinic dosing, MUSE titration REFERENCES:
should be carried out under medical supervision. During post-marketing surveil- 1. IMS America.
lance syncope occurring within one hour of administration has been reported. 2. Padma-Nathan H, Hellstrom WJ, Kaiser FE, et al. Treatment of men with erectile
Patients should be cautioned to avoid activities, such as driving or hazardous tasks, dysfunction with transurethral alprostadil. N Engl J Med. 1997;336:l-7.
where injury could result if hypotension or syncope were to occur after MUSE 3. MUSE package insert, VIVUS, Inc.
administration. 4. Data on file.

Patients should contact their physician or seek immediate medical assistance if an Please see the brief summary of prescribing information on the last page
erection persists longer than 6 hours. of this advertisement.



Call 1-888-345-MUSE for more information,
or visit

MUSE
(alprostadil)urethra}

suppository

MUSE0 (alprostadil) urethral suppository
BRIEF SUMMARY: Please see package Insert for full prescribing information.
CONTRAINDICATIONS

MUSE is contralndicated in men with any of the following:

1. Known hypersensitivity to alprostadil.

2. Abnormal penile anatomy: MUSE is contraindicated in patients with urethral stricture, balanitis (inflam-
mation/infection of the glans of the penis), severe hypospadias and curvature, and in patients with acute
or chronic urethritis.

3. Sickle cell anemia or trait, thrombocythemia, polycythemia, multiple myeloma: MUSE is contraindicated
in patients who are prone to venous thrombosis or who have a hyperviscosity syndrome and are there-
fore at increased risk of priapism (rigid erection lasting 6 or more hours).

4. MUSE should not be used in men for whom sexual activity is inadvisable (see General Precautions).

5. MUSE should not be used for sexual intercourse with a pregnant woman unless the couple uses a
condom barrier.

WARNINGS

Because of the potential for symptomatic hypotension and syncope, which occurred in 3% and 0.4%,
respectively, of patients during in-clinic dosing, MUSE titration should be carried out under medical supervi-
sion. During post-marketing surveillance syncope occuring within one hour of administration has been
reported. Patients should be cautioned to avoid activities, such as driving or hazardous tasks, where injury
could result if hypotension or syncope were to occur after MUSE administration.

PRECAUTIONS

General Precautions:

1. A complete medical history and physical examination should be undertaken to exclude reversible causes
of erectile dysfunction prior to the initiation of MUSE therapy. In addition, underlying disorders that might
preclude the use of MUSE (see CONTRAINDICATIONS) should be sought.

2. Cardiovascular effects: During in-clinic dosing, patients should be monitored for symptoms of hypoten-
sion, and the lowest effective dose of MUSE should be prescribed.

3. Hematologic effects; Patients administering MUSE improperly may be at risk of urethral abrasion result-
ing in minor bleeding or spotting. Patients on anticoagulant therapy or with bleeding disorders may be
at higher risk of bleeding. Patients on anticoagulant therapy have been safely treated with MUSE;
however, the risk/benefit ratio in these patients should be considered prior to prescribing MUSE.

4. Resumption of sexual activity: Sexual intercourse is considered a vigorous physical activity, and it
increases heart rate as well as cardiac work. Physicians may want to examine the cardiac fitness of
patients prior to treating erectile dysfunction.

5. Priapism and prolonged erection: In clinical trials of MUSE, priapism (rigid erection lasting 26 hours) and
prolonged erection (rigid erection lasting 4 hours and <6 hours) were reported infrequently (<0.1% and
0.3% of patients, respectively). Nevertheless, these events are a potential risk of pharmacologic therapy
and can cause penile injury. Physicians should lower the dose or consider discontinuing MUSE treat-
ment in any patient who develops priapism or prolonged erection.

6. Drug-Drug Interactions: Because there are low or undetectable (<2 picograms/mL) amounts
of alprostadil found in the peripheral venous circulation following MUSE administration, systemic drug-
drug interactions with MUSE are unlikely. Although formal studies have not been conducted,
the concomitant use of MUSE and anti-hypertensive medications may increase the risk of hypotension.
It is therefore advised that caution be used in the administration of MUSE to individuals on
anti-hypertensive medications. In addition, the presence of medications in the circulation that attenuate
erectile function may influence the response to MUSE.

7. Drug-Device Interactions: Use of MUSE in patients with penile implants has not been studied.

8. Sexual Preference: There is no experience in homosexual men and no experience with other than
vaginal intercourse.

Information for Patients:

Patients should be informed that MUSE offers no protection from the transmission of sexually transmitted
diseases. Patients and partners who use MUSE need to be counseled about the protective measures that
are necessary to guard against the spread of sexually transmitted agents, including the human immuno-
deficiency virus (HIV).

Although unreported in clinical trials, there is the possibility that an overdosage of MUSE can cause
priapism, a painful erection of the penis sustained for hours and unrelieved by sexual intercourse or
masturbation. This condition is serious and, if untreated, it can lead to permanent inability to have an erec-
tion. Patients who experience a prolonged erection should seek prompt medical attention.
Patients should be instructed how to administer MUSE. A patient package insert must be given to each patient
at the initiation of MUSE therapy.

Information for Partners:

Partners of patients using MUSE should be informed that MUSE offers no protection from the transmission
of sexually transmitted diseases. Patients and partners who use MUSE should be counseled about the
protective measures that are necessary to guard against the spread of sexually transmitted agents, includ-
ing the human immunodeficiency virus (HIV). Human semen contains PGE,, but additional amounts may be
present from MUSE administration (see CLINICAL PHARMACOLOGY). Partners who have experienced an
extended period of sexual abstinence should be encouraged to seek advice from a health care professional
prior to resuming sexual intercourse. The use of a water-based lubricant may facilitate vaginal penetration.
It is recommended that couples using MUSE employ adequate contraception if the female partner is of child-
bearing potential. There is no information on the effects on early pregnancy of PGE, at the levels received
by female partners. MUSE has no contraceptive properties. MUSE should not be used if the female partner
is pregnant, unless the couple uses a condom barrier.

Carcinogenesls, Mutagenesls, Impairment of Fertility:

Long-term carcinogenicity studies of alprostadil have not been conducted. Alprostadil showed no evidence
of mutagenicity in vitro in the Ames bacterial reverse mutation test, the unscheduled DNA synthesis assay
in rat hepatocytes, or the Chinese hamster ovary forward gene mutation assay; nor was there evidence of
mutagenicity in vivo in the mouse micronucleus assay. Alprostadil concentrations increased chromosomal
aberrations above control incidence in the in vitro Chinese hamster ovary chromosomal aberration assay.
In dogs, sperm concentration, morphology, and motility were unaffected by daily intraurethral administration
of up to 3000 meg MUSE (alprostadil) for 13 weeks (200 meg/kg/day or about 3.5 times the maximum
recommended daily dose adjusted for body surface area). Alprostadil concentrations of 400 mcg/mL had no
effect on human sperm motility or viability in vitro.

Pregnancy:

Pregnancy Category C: Alprostadil has been shown to be embryotoxic (decreased fetal weight) when
administered as a subcutaneous bolus to pregnant rats at doses as low as 500 meg/kg/day. Doses of 2000
meg/kg/day resulted in increased resorptions, reduced numbers of live fetuses, increased incidences of
visceral and skeletal variations (primarily left umbilical artery and generalized reduction in ossification of the
entire skeleton) and gross visceral and skeletal malformations (primarily edema, hydrocephaly, anoph-
thalmia/microphthalmia, and skeletal anomalies). The latter dose produced maternal toxicity (ataxia,
lethargy, diarrhea, and retarded body weight gain). When administered by continuous intravenous infusion,
evidence of embryotoxicity (decreased fetal weight gain and increased incidence of hydroureter) was
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observed at 2000 meg/kg/day, a dose that was also associated with a decrease in maternal weight gain.
Intravaginal administration of up to 4000 meg/day of MUSE (alprostadil) to pregnant rabbits (1100
meg/kg/day or about 12.5 times the maximum recommended daily dose adjusted for body surface area)
resulted in no evidence of harm to the fetus. MUSE should not be used for sexual intercourse with a preg-
nant woman unless the couple uses a condom barrier.

Nursing Mothers and Pediatrlc Use:

MUSE is not indicated for use in newborns, children, or women.

ADVERSE REACTIONS

In-Cllnlc Titration:
In the 2 largest double-blind, parallel, placebo-controlled trials, 1511 patients received MUSE at least 1 time
in the clinic setting. The most frequently reported drug-related side effects during in-clinic titration included
pain in the penis (36%), urethra (13%), or testes (5%). These discomforts were most commonly reported as
mild and transient, but about 7% of patients withdrew at this stage because of adverse events. Urethral
bleeding/spotting and other minor abrasions to the urethra were reported in approximately 3% of patients.
Symptomatic lowering of blood pressure (hypotension) occurred in 3% of patients; in addition, some lower-
ing of blood pressure may occur without symptoms. Dizziness was reported in 4% of patients. Syncope
(fainting) was reported by 0.4% of patients. (See WARNINGS.)

Home Treatment:

996 patients (66% of those who began titration) were studied during the home treatment portion of 2 Phase
III placebo-controlled studies. Fewer than 2% of patients discontinued from these studies primarily because
of adverse events. The following table summarizes the frequency of adverse events reported by patients
using MUSE or placebo.

Adverse Events Reported by > 2% of Patients Treated with MUSE and More Common than
on Placebo At Home in Phase III Placebo-Controlled Clinical Studies for up to 3 Months

MUSE Placebo MUSE Placebo
Event n = 486 n = 511 Event n = 486 n = 511

UROGENITAL SYSTEM

Penile Pain
Urethral Burning
Minor Urethral Bleeding/

Spotting
Testicular Pain

NERVOUS SYSTEM
Dizziness

32%
12%
5%

5%

2%

3%
4%
1%

1%

<1%

BODY AS A WHOLE
Flu Symptoms
Headache
Pain

Accidental Injury
Back Pain

Pelvic Pain
RESPIRATORY

Rhinitis
Infection

4%
3%
3%
3%
2%
2%

2%
3%

2%
2%
1%
2%
1%

<1%

<1%
2%

Other drug-related side effects observed during in-clinic titration and home treatment include swelling of leg
veins, leg pain, perineal pain, and rapid pulse, each occurring in <2% of patients.

Female Partner Adverse Events:

The most common drug-related adverse event reported by female partners during placebo-controlled clinical
studies was vaginal burning/itching, reported by 5.8% of partners of patients on active vs. 0.8% of partners of
patients on placebo. It is unknown whether this adverse event experienced by female partners was a result of
the medication or a result of resuming sexual intercourse, which occurred much more frequently in partners of
patients on active medication.

DOSAGE AND ADMINISTRATION

MUSE is a transurethral delivery system available in 4 dosage strengths: 125 meg, 250 meg, 500 meg, and
1000 meg. MUSE should be administered as needed to achieve an erection. The onset of effect is within
5-10 minutes after administration. The duration of effect is approximately 30-60 minutes. However, the
actual duration will vary from patient to patient. Each patient should be instructed by a medical professional
on proper technique for administering MUSE prior to self-administration. The maximum frequency of use is
no more than 2 systems per 24-hour period.

Initiation of Therapy:

Dose titration should be administered under the supervision of a physician to test a patient's responsiveness
to MUSE, to demonstrate proper administration technique (see detailed instructions for MUSE administra-
tion in patient package insert), and to monitor for evidence of hypotension (see WARNINGS). Patients
should be individually titrated to the lowest dose that is sufficient for sexual intercourse. The lower doses of
MUSE (125 meg or 250 meg) are recommended for initial dosing. If necessary, the dose should be increased
(or decreased) on separate occasions in a stepwise manner until the patient achieves an erection that is
sufficient for sexual intercourse.
Home Treatment Regimen:

MUSE should be used as needed to achieve an erection. The maximum frequency of use is 2 administra-
tions per 24-hour period. Each MUSE is for single use only and should be properly discarded after use.

HOW SUPPLIED

MUSE is supplied in individual foil pouches containing one (1) system per pouch. MUSE is available in unit
cartons containing six (6) systems. MUSE is available in the following 4 dosage strengths:

Dosage
Strength

125 meg

250 meg

500 meg

1000 meg

NDC Numbers

Carton

62541-110-06

62541-120-06

62541-130-06

62541-140-06

Pouch

62541-110-01

62541-120-01

62541-130-01

62541-140-01

Identifying
Package Color

Tan

Green

Blue

Burgundy

STORAGE AND HANDLING

Store unopened foil pouches in a refrigerator at 2°-8°C (36°-46°F). Do not expose MUSE to temperatures
above 30°C (86°F). MUSE may be kept by the patient at room temperature (below 30°C or 86°F) for up to
14 days prior to use.

MUSE is manufactured by VIVUS, Inc., Menlo Park, CA 94025.

Caution: Federal law prohibits dispensing without prescription.

Medical information line at VIVUS 1-888-345-MUSE (1-888-345-6873).

MUSE IS A REGISTERED TRADEMARK OF VIVUS, INC. IN THE U.S. AND OTHER COUNTRIES.

VIVUS, Inc.
Menlo Park, CA 94025
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Lowers LDL-C 3 9 % to f
Lowers triglycerides 19°)® to
Raises HDL-C 1 % to I

®

based on mean changes in placebo-controlled trials
ofLIPITOR10to80mg

than Zocor®
Pravachol® and Mevacor®
in head-to-head trials to lower LDL-C
at starting doses13*

in a broad range of
hypercholesterolemic patients
In clinical trials, the most common adverse events were constipation, flatulence,
dyspepsia, and abdominal pain.

As with most statins, 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.

atcDrva.sta.tin calcium

J
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.
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LipitOr® (Atorvastatin Calcium} Tablets
Brief Summary of Prescribing Information

CONTRAINDICATIONS: Active liver disease or unexplained persistent elevations of serum transaminases.
Hypersensitivity to any component of this medication. Pregnancy and Lactation: Atherosclerosis is a
chronic process and discontinuation of lipid-lowering drugs during pregnancy should have little impact on
the outcome of long-term therapy of primary hypercholesterolemia. Cholesterol and other products of
cholesterol biosynthesis are essential components for fetal development (including synthesis of steroids
and cell membranes). Since HMG-CoA reductase inhibitors decrease cholesterol synthesis and possibly
the synthesis of other biologically active substances derived from cholesterol, they 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 function. Persistent elevations (>3 times the
upper limit of normal [ULN] occurring on 2 or more occasions) in serum transaminases occurred in 0.7%
of patients who received atorvastatin in clinical trials. The incidence of these abnormalities was 0.2%,
0.2%, 0.6%, and 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 symptoms. Upon dose reduction, drug interruption, or discontinuation, transaminase levels
returned to or near pretreatment levels without sequelae. Eighteen of 30 patients with persistent LFT eleva -
tions continued treatment with a reduced dose of atorvastatin. 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 (eg, semiannually) thereafter. Liver enzyme changes 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 consume substantial quantities of alcohol and/or have a history of liver disease. Active
liver disease or unexplained persistent transaminase elevations are contraindications to the use of ator-
vastatin (see CONTRAINDICATIONS). Skeletal Muscle — Rhabdomyolysis with acute renal 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 malaise or fever. Atorvastatin therapy should be
discontinued if markedly elevated CPK levels occur or myopathy is diagnosed or suspected. The risk of
myopathy during treatment with other drugs in this class is increased with concurrent administration of
cyclosporine, fibric acid derivatives, erythromycin, niacin, or azole antifungals. Physicians considering
combined therapy with atorvastatin and fibric acid derivatives, erythromycin, immunosuppressive drugs,
azole antifungals, or lipid-lowering doses of niacin should carefully weigh the potential 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 phosphokinase (CPK) determinations may be considered in such situations, but
there is no assurance that such monitoring will prevent the occurrence of severe myopathy. Atorvastatin
therapy should be temporarily withheld or discontinued in any patient with an acute, serious condition
suggestive of a myopathy or having a risk factor predisposing to the development of renal failure sec-
ondary to rhabdomyolysis (eg, severe acute infection, hypotension, major surgery, trauma, severe meta-
bolic, endocrine and electrolyte disorders, and uncontrolled seizures).

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 advised to report promptly unexplained muscle pain, ten-
derness, or weakness, particularly if accompanied 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 MaaloxSTC suspension were coadministered,
plasma concentrations of atorvastatin decreased approximately 35%. However, LDL-C reduction was not
altered. Antipyrine: Because atorvastatin does not affect the pharmacokinetics of antipyrine, interactions
with other drugs metabolized via the same cytochrome isozymes are not expected. Colestipol: Plasma
concentrations of atorvastatin decreased approximately 25% when colestipol 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. Oigoxin: When multiple doses of atorvastatin and
digoxin were coadministered, steady-state plasma digoxin concentrations increased by approximately
20%. Patients taking digoxin should be monitored appropriately. Erythromycin: 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 patients receiving 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 concomitantly with drugs that may decrease the levels or activity of endoge-
nous steroid hormones, such as ketoconazole, spironolactone, and cimetidine. CNS Toxicity — Brain
hemorrhage was seen in a female dog treated for 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 recommended dose. Carcinogenesis, Mutagenesis, Impairment of Fertility —
In a 2-year carcinogenicity study in rats at dose levels of 10,30, and 100 mg/kg/day, 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 significant increase in liver 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. In vitro, atorvastatin was not mutagenic
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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/m1). 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. Because of the potential for adverse reactions in
nursing infants, women taking Lipitor should not breast-feed (see CONTRAINDICATIONS). 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 £70
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 controlled clinical studies of 2502 patients, <2% of patients were discontinued due to adverse
experiences attributable to atorvastatin. The most frequent adverse events thought to be related to ator-
vastatin were constipation, flatulence, dyspepsia, and abdominal pain. Clinical Adverse Experiences:
Adverse experiences reported in >2% of patients in placebo-controlled clinical studies of atorvastatin,
regardless of causality assessment

Adverse Events in Placebo-Controlled Studies (% of Patients)
BODY SYSTEM Pli
Adverse Event

N
BODY AS A WHOLE
Infection
Headache
Accidental Injury
Flu Syndrome
Abdominal Pain
Back Pain
Allergic Reaction
Asthenia
DIGESTIVE SYSTEM
Constipation
Diarrhea
Dyspepsia
Flatulence
RESPIRATORY SYSTEM
Sinusitis
Pharyngitis
SKIN AND APPENDAGES
Rash

icebo

= 270

10.0
7.0
3.7
1.9
0.7
3.0
2.6
1.9

1.8
1.5
4.1
3.3

2.6
1.5

0.7
MUSCULOSKELETAL SYSTEM
Arthralgia
Myalgia

1.5
1.1

Atorvastatin
10 mg

N = 863

10.3
5.4
4.2
2.2
2.8
2.8
0.9
2.2

2.1
2.7
2.3
2.1

2.8
2.5

3.9

2.0
3.2

Atorvastatin
20 mg
N = 36

2.8
16.7
0.0
0.0
0.0
0.0
2.8
0.0

0.0
0.0
2.8
2.8

0.0
0.0

2.8

0.0
5.6

Atorvastatin
40 mg
N = 79

10.1
2.5
1.3
2.5
3.8
3.8
1.3
3.8

2.5
3.8
1.3
1.3

2.5
1.3

3.8

5.1
1.3

Atorvastatin
80 mg
N = 94

7.4
6.4
3.2
3.2
2.1
1.1
0.0
0.0

1.1
5.3
2.1
1.1

6.4
2.1

1.1

0.0
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, photosensrtivity reaction, generalized edema.
Digestive System: Gastroenteritis, liver function tests abnormal, colitis, vomiting, gastritis, dry mouth, rectal
hemorrhage, esophagitis, eructation, glossitis, mouth ulceration, anorexia, increased appetite, stomatitis,
biliary pain, cheilitis, duodenal ulcer, dysphagia, enteritis, melena, gum hemorrhage, stomach ulcer, tenes-
mus, ulcerative stomatitis, hepatitis, pancreatitis, cholestatic jaundice. Respiratory System: Pneumonia,
dyspnea, asthma, epistaxis. Nervous System: Paresthesia, somnolence, amnesia, abnormal dreams, libido
decreased, emotional lability, incoordination, peripheral neuropathy, torticollis, facial paralysis, hyperkine-
sia. Musculoskeletal System: Leg cramps, bursitis, tenosynovitis, myasthenia, tendinous contracture,
myositis. Skin and Appendages: Pruritus, contact dermatitis, alopecia, dry skin, sweating, acne, urticaria,
eczema, seborrhea, skin ulcer. Urogenital System: Urinary frequency, cystitis, hematuria, impotence,
dysuria, kidney calculus, nocturia, epididymitis, fibrocystic breast, vaginal hemorrhage, albuminuria, 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, parosmia, taste loss, taste perversion. Cardiovascular System:
Palpitation, vasodilatation, syncope, migraine, postural hypotension, phlebitis, arrhythmia. Metabolic and
Nutritional Disorders: Hyperglycemia, creatine phosphokinase increased, gout, weight gain, hypo-
glycemia. Hemic and Lymphatic System: Ecchymosis, anemia, lymphadenopathy, thrombocytopenia,
petechia.

OVERDOSAGE: There is no specific treatment for atorvastatin overdosage. In the event of an overdose,
the patient should be treated symptomatically, and supportive measures instituted as required. Due to
extensive drug binding to plasma proteins, hemodialysis is not expected to significantly enhance atorvas-
tatin clearance.
Caution - Federal law prohibits dispensing without prescription.

Consult package insert before prescribing Lipitor® (Atorvastatin Calcium) Tablets.

August 1997 0155G021

PARKE-DAVIS
Div of Warner-Lambert Co
Morris Plains, NJ 07950 USA
MADE IN GERMANY
© 1997, Warner-Lambert Company

Marketed by:
PARKE-DAVIS
Div of Warner-Lambert Co and
PFIZER Inc.
New York, NY 10017



POSTPRANDIAL GLUCOSE SPIKES.

START OF
SOMETHING



Every PPG Spike Contributes to
the Risk of Diabetic Complications

° PPG spikes have been
linked to16:

— nephropathy
— retinopathy
— neuropathy
— atherosclerosis
— myocardial infarction

Breakfast Lunch Dinner

o Even well-controlled
type 2 diabetes patients
have elevated postprandial
hyperglycemia7

° PPG spikes may predispose
cells or tissues to damage
from hyperglycemia1

o Daily PPG spikes can raise
HbA1c by more than 0.5%1

IF

Artist representation of blood glucose over time.

References: 1. Santiago JV. Glucose control in diabetes mellitus: role of acarbose in reducing postprandial hyperglycemia. Drug Benefit Trends. 1996;8(suppl):27-35.
2. American Diabetes Association. Report of the expert committee on the diagnosis and classification of diabetes mellitus. Diabetes Care. 1997;20(7):1183-1197.
3. Pettitt DJ, KnowlerWC, Lisse JR, Bennett PH. Development of retinopathy and proteinuria in relation to plasma-glucose concentrations in Pima Indians. Lancet.
1980:1050-1052. 4. Portha B, Ktorza A. Glucotoxicite et secretion d'insuline. Diabetologie. 1996:121 -131. 5. Yamasaki Y, Kawamori R, Matsushima H, et al.
Asymptomatic hyperglycaemia is associated with increased intimal plus medial thickness of the carotid artery. Diabetologia. 1995;38:585-591. 6. Hanefeld M, Fischer
S, Julius U, et al. Risk factors for myocardial infarction and death in newly detected NIDDM: the Diabetes Intervention Study, 11 -year follow-up. Diabetologia.
1996;39(12):1577-1583. 7. Keen H. Glucomodulation: a new therapeutic approach. Practical Diabetes Supplement. 1993;10(6):S5-S9.
8. American Diabetes Association. Implications of the Diabetes Control and Complications Trial. Diabetes CareA 993;16(11 ):1517-1520. © November 1997 A04067



Request for Applications:

The
American
Diabetes

Association
Research
Program
is seeking

applications
to study the

physiology of
amylin.

Amylin is a (3-cell hormone,
cosecreted with insulin, that is
involved in glucose
homeostasis. Reported
mechanisms include the
regulation of nutrient delivery to
the small intestine and
suppression of postprandial
glucagon concentrations. We
are seeking applications to
study the physiology of amylin.
Areas of research interest can
include:

' physiological mechanisms of
human amylin action

' pharmacology and
molecular biology of amylin
receptors

' characterization of amylin
secretion

* relationship between amylin

and (3-cell function

General Information
Human or animal studies are
eligible, with appropriate IRB
approval. Applications must
follow all American Diabetes
Association Research Award
guidelines and procedures,
which are included with the
application (see below).
Investigators must be based in
the United States and have
citizenship or permanent

resident status and must be
associated with an accredited
institution.

Funding Information and
Application Procedures
Funding will be provided for two
qualified projects. Grants will be
made according to current ADA
funding guidelines, which
provide up to $75,000 of
support per year for up to three
years. The full RFA and
application form can be
obtained from the American
Diabetes Association, Research
Programs, 1660 Duke St.,
Alexandria, VA 22314, or by
calling 703-549-1500, x. 2376.
Budget stipulations are included
in the application package.

Applications are due
February 15,1998. For further
information, please contact Matt
Petersen, Director of Research
Programs, at 703-299-2071,
mpetersen@diabetes.org.

Review Criteria
Factors considered in evaluating
applications include: scientific
merit, including innovation,
originality, and feasibility of the
approach, adequacy of the
experimental design,
competence of the investigator
to accomplish the research
goals, and adequacy of the
facilities. Up to two grants will
be awarded depending on the
merits and scope of the
applications received.
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Annual Advanced

American Diabetes Association's
45th Annual Advanced
Postgraduate Course

January 23-25, 1998
Hyatt Regency San Francisco
San Francisco, CA

General Session I: Insulin Resistance
• Insulin Action: Overview and Specific Effects of Obesity, Hyperglycemia

and Glucocorticoids
• Role of Insulin Resistance in Ttype 2 Diabetes
• Insulin Resistance and Cardiovascular Disease: Is There a Causal Link?
• Insulin Resistance and Polycystic Ovarian Syndrome
• Treatment of Insulin Resistance

Concurrent General Session II-A: What is New in the Diagnosis &
Management of Diabetic Complications?
• Neuropathy
• Nephropathy
• Hypertension
• Retinopathy

Concurrent General Session II-B: Changes in Health Care Delivery
• Evolving Models of Delivery
• Role of Government in Health Care Delivery
• Health Care Delivery from the Corporate Perspective
• Outcomes Data in Patients with Diabetes

General Session III: Human Obesity: The Genetic Component
• Central Obesity is the "Bad Obesity"
• Leptin Pathway as a Target for Treatment
• Life Style Modification: Strategies and Evaluations
• Appetite Suppressant Drugs 1998: The Case For and Against
• Obesity as a Health Care Risk: From the Nurses Health Study Perspective

Concurrent Workshops
• Managing for Diabetes Outcomes
• Insulin Treatment: How to Initiate Newer Insulin Analogs
• Pharmacologic Treatment of Type 2 Diabetes
• Life Style Interventions: Strategies for Improving Effectiveness
• Using Computers to Improve Your Clinical Practice
• Increasing the Effectiveness of Diabetes Management in Minority

Populations
• Weight Management in Diabetes

SUNDAY, JANUARY 25, 1998
General Session IV: Women with Diabetes: Important Issues
• Eating Disorders in Young Women with Diabetes
• Estrogen Replacement in Postmenopausal Women: Effects on

Cardiovascular Disease and Mortality
• Osteoporosis: Estrogen vs Diphosphonate Therapy
• Newer Estrogen Analogues with Specific Cardiovascular and Bone Effects
• Update on Gestational Diabetes



Postgraduate Course
V an Francisco, "The City by the Bay". A city well known for its diversity, its

unusual neighborhoods like Chinatown, North Beach and Japantown, its
notable and world-class restaurants, its shops, art galleries, museums and,

above all, its people. Each facet of the city holds the key to unique visitor experi-
ences. It is never just another day in San Francisco! Make plans now to come to
San Francisco for the American Diabetes Association's 45th Annual Advanced
Postgraduate Course January 23-25,1998.

This year's Postgraduate Course focuses on the latest clinical research in the
field of diabetes. It is designed for all health care professionals who will benefit
from an advanced program. Sessions include topics and issues related to: insulin
resistance, diagnosis and management of diabetic complications, current changes
in health care delivery, human obesity and its genetic component, and specific
issues relating to women with diabetes. Lecture presentations, along with inter-
active workshops, promise to provide a rewarding and educational experience for
all who attend.

Come to the 45th Annual Advanced Postgraduate Course for the stimulating
atmosphere of science and medicine, to meet with your colleagues and share
knowledge, and to discover, or re-discover, the magic of San Francisco.

American

1660 Duke Street
Alexandria, VA 22314*3447 USA
Fax on demand:
(703) 299-5513

E-mail: meetings@diabetes.org
Web: www.diabetes.org/pg98

www.dftbetes.org/pg98
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ULTRA-FINE* n Short Needle
The B-D ULTRA-FINE H Short Needle is 37% shorter than
standard length needles and, at 30 gauge, is the thinnest
insulin syringe needle.

Available in convenient 3/1 Occ, 1/2cc and new Ice sizes,
the B-D ULTRA-FINE II Short Needle provides all the comfort
and quality your patients expect from BD.

Plus, every B-D Insulin Syringe comes with a money-back
guarantee for comfort and quality.

Patients should consult with a healthcare professional before
using the B-D ULTRA-FINE II Short Needle, and carefully monitor
their blood glucose
when changing to
a shorter needle. I
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• • • • • • i The Next Generation of Injrrtiun Comtcrt
INSULJN C W O B T isjccrti cSYRINGE SHORT NEEDLE

INSUUN SHORT
SYRINGE

Your Patient's Best Choice For Comfort

B-D and ULTRA-FINE are resistered trademarks of Becton Dickinson and Company. BECTON DICKINSON CONSUMER PRODUCTS
©Becton Dickinson and Company pSSSjersW^-iasa



A CHOICE.

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.

. '̂  Medi-Jector Choice"" needle-free
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

Med/Vect:5:|
Needle-Free Drue Delivery Systems •
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from the Simvastatin Survival Study1

ZOCOR
reduced
the risk of
heart attack*
for patients
with diabetes,

Placebo
(n=44 of 97)

55%
Heart Attack

Risk Reduction
(p=0.002)

4
r'/!4

+ * MERCK

The post hoc diabetic subgroup analysis consisted of 202
diabetic CHD patients (mean age 60 years, 72% male,
baseline LDL-C=186 mg/dL) who were followed for 5.3
years; 12% were treated with insulin and 39% with ora
hypoglycemic drugs. LDL cholesterol was reduced by s
mean of 36% in these patients, whose mean daily dose oi
ZOCOR was 27 mg. Of these patients with diabetes, 67%
were on ZOCOR 20 mg; 33% were on ZOCOR 40 mg.

In CHD patients with hypercholesterolemia, ZOCOR is
indicated as an adjunct to diet to: reduce the risk of tota
mortality by reducing coronary death; reduce the risk oi
nonfatal myocardial infarction; and reduce the risk oi
undergoing myocardial revascularization procedures.
ZOCOR is contraindicated in patients with active liver dis-
ease; unexplained persistent elevations of serum
transaminases; hypersensitivity to product; and in women
who are of childbearing age (unless highly unlikely to con-
ceive), nursing, or pregnant.

Monitor liver function before treatment begins, and peri-
odically thereafter (e.g., semiannually) for the first year ol
treatment or until one year after last elevation in dose. II
serum transaminase levels rise, monitor more often; if they
persist at three times the upper limit of normal, discontin-
ue 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 marked-
ly, or if the patient has risk factors for rhabdomyolysis.

Because there were small numbers of deaths in patients
with diabetes, the effect of ZOCOR on mortality in this
subgroup could not be adequately established.
For complete details on ZOCOR, please see the Briei
Summary of Prescribing Information on the next page.

ONCE-A-DAY

97160t(7)-(422)-ZOC

"Includes CHD death; definite or probable nonfatal
Ml; silent Ml; or resuscitated cardiac arrest.

' Pyorala. K. et al.: Cholesterol lowering with simvastatin
improves prognosis of diabetic patients with coronary
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ZOCOR
(SIMVASTATIN)

CONTRAINDICATIONS: Hypersensitivity to any component of this medication.

Active liver disease or unexplained persistent elevations of serum transaminases

(see WARNINGS).

Pregnancy and lactation. Atherosclerosis is a chronic process and the discontin-

uation of lipid-lowering dnjgs during pregnancy should have little impact on the out-

come of long-term therapy of primary hypercholesterolemia. Moreover, cholesterol

and other products of the cholesterol biosynthesis pathway are essential components

for fetal development, including synthesis of steroids and cell membranes. Because

of the ability of inhibitors of HMG-CoA reductase such as ZOCOR to decrease the syn-

thesis of cholesterol and possibly other products of the cholesterol biosynthesis

pathway, ZOCOR may cause fetal harm when administered to a pregnant woman.

Therefore, sinwastatin is contraindicated during pregnancy and in nursing mothers.

Slmvaslalln should be administered to women of chlldbearlng age only when

such patients are highly unlikely to conceive. If the patient 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 Increases (to more than 3 times the

upper limit of normal) In serum transaminases have occurred In 1 % of patients

who received simvastatin In clinical trials. When drug treatment was interrupted or

discontinued in these patients, the transaminase levels usually fell slowly to pretreat-

ment levels. The increases were not associated with jaundice or other clinical signs

or symptoms. There was no evidence of hypersensitivity.

It Is recommended that liver function tests be perlormed before the initia-

tion ol treatment, and periodically thereafter (e.g. , semiannual^) for the first

year of treatment or until one year after the last elevation In dose. 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 quan-

tities of alcohol and/or have a past history of liver disease. Active liver diseases or

unexplained transaminase elevations are contraindications to the use of simvastatin.

As with other lipid-lowering agents, moderate (less than three times the upper

limit of normal) elevations of serum transaminases have been reported following

therapy with simvastatin. These changes appeared soon after initiation of therapy

with simvastatin, were often transient, were not accompanied by any symptoms and

did not require interruption of treatment.

Skeletal Muscle: Rare cases of rhabdomyolysis with acute renal failure secondary to

myoglobinuria have been associated with simvastatin therapy. Rhabdomyolysis has

also been associated with other HMG-CoA reductase inhibitors when they were

administered alone or concomitantly with 1) immunosuppressive therapy, including

cyclosporine in cardiac transplant patients; 2) gemfibrozil or lipid-lowering doses

(>1 g/day) of nicotinic acid in nontransplant patients, or 3) erythromycin in serious-

ly ill patients. Some ot the patients who had rhabdomyotysis in association with the

reductase inhibitors had pre-existing renal insufficiency, usually as a consequence 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, rhabdomyolysis. and acute renal failure. While it is not known whether this

interaction occurs with fibrates other than gemfibrozil, myopathy and rhabdomyoly-

sis have occasionally been associated with the use of other fibrates alone, including

clofibrate. Therefore, the combined use of simvastatin with other fibrates should gen-

erally 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 administered concomitantly with Itraconazole. This is probably

related to metabolism of both drugs by the same P-450 isoform. Based on this data,

ZOCOR therapy should be temporarily interrupted if systemic azole derivative

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, tenderness, or weakness, particularly during the initial

months of therapy and during any periods of upward dosage titration of either drug.

Periodic creatine phosphokinase (CPK) determinations may be considered in such

situations, but there is no assurance that such monitoring will prevent the occurrence

of severe 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 temporarily withheld or discontinued In any

patient with an acute, serious condition suggestive ol a myopathy or having a risk

lactor predisposing to the development of renal failure secondary to rhabdomyol-

ysis (e.g., severe acute Intection, hypotension, major surgery, trauma, severe

metabolic, endocrine and electrolyte disorders, and uncontrolled 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

report promptly unexplained muscle pain, tenderness, or weakness, particularly if

accompanied by malaise or fever. Simvastatin therapy should be discontinued if

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 hypercholesterolemia with appropriate 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 lev-

els (see WARNINGS and ADVERSE REACTIONS). This should be considered in the

differential diagnosis of chest pain in a patient on therapy with simvastatin.

Homozygous Familial Hypercholesterolemia: ZOCOR is less effective in patients

with the rare homozygous familial hypercholesterolemia, possibly because these

patients have few functional LDL receptors.

Information tor Patients: Patients should be advised to report promptly unexplained

muscle pain, tenderness, or weakness, particularly if accompanied by malaise or fever.

Drug Interactions: Immunosuppressive Drugs, Itraconazole, Gemfibrozil, Niacin

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

Antipyrine: Simvastatin had no effect on the pharmacokinetics of antipyrine.

However, since simvastatin is metabolized by the cytochrome P-450 isoform 3A4, this

does not preclude an interaction with other drugs metabolized by the same isoform.

Propranolol: In healthy male volunteers there was a significant decrease in mean

C m a x . but no change in ADC, for simvastatin total and active inhibitors with con-

comitant administration of single doses of ZOCOR and propranolol. The clinical

relevance of this finding is unclear. The pharmacokinetics of the enantiomers of pro-

pranolol were not affected.

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

volunteers receiving simvastatin resulted in a slight elevation (less than 0.3 ng/mL)

in digoxin concentrations in plasma (as measured by a radioimmunoassay) com-

pared to concomitant administration of placebo and digoxin. Patients taking digoxin

should be monitored appropriately when simvastatin is initiated.

Warfarin: In two clinical studies, one in normal volunteers and the other in hyper-

cholesterolemic patients, simvastatin 20-40 mg/day modestly potentiated the effect

of coumarin anticoagulants: the prothrombin time, reported as International

Normalized Ratio (INR), increased from 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 and/or increased prothrombin time has been reported in a

few patients taking coumarin anticoagulants concomitantly. In such patients, pro-

thrombin time should be determined before starting simvastatin and frequently

enough during early therapy to insure that no significant alteration 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

coumarin anticoagulants. 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.

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

formed, in clinical studies, simvastatin was used concomitantly with angiotensin-

converting enzyme (ACE) inhibitors, beta blockers, calcium-channel blockers, diuret-

ics and nonsteroidal anti-inflammatory drugs (NSAIDs) without evidence of clinical-

ly significant adverse interactions. The effect of cholestyramine 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 adrenal 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 testosterone response to HCG; the effect of simvastatin on HCG-stimulated

testosterone 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 reduc-

tase inhibitors on male fertility 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 evidence 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., ketoconazole,

spironolactone, cimetidine) that may decrease the levels or activity of endogenous

steroid hormones.

CNS Toxlcity: 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 drug level in humans taking 40 mg/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 plasma 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 vestibulocochlear Wallerian-like degeneration 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,

mononuclear 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 high-

er 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.

Carcinogenesls, Mutagenesls, Impairment ol Fertility: In a 72-week carcinogenic-

ity study, mice were administered daily doses of simvastatin 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 maximum inci-

dence of 90% in males. The incidence of adenomas of the liver was significantly

increased in mid- and high-dose females. Drug treatment also significantly increased

the incidence of lung adenomas in mid- and high-dose males and females.

Adenomas of the Harderian gland (a gland of the eye of rodents) were significantly

higher in high-dose mice than in controls. No evidence of a tumorigenic effect was

observed at 25 mg/kg/day. Although mice were given up to 500 times the human

dose (HD) on a mg/kg/body weight basis, blood levels of HMG-CoA reductase

inhibitory activity were only 3-33 times higher in mice than in humans given 40 mg

of ZOCOR3 (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 cell adenomas were increased in males

and females at both doses; thyroid follicular cell carcinomas were increased in

females at 100 mg/kg/day. The increased incidence of thyroid neoplasms appears to

be consistent with findings from other HMG-CoA reductase inhibitors. These treat-

ment levels 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-

bolic activation. In addition, no 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 sub-

sequent fertility study in which simvastatin was administered at this same dose level

to male rats for 11 weeks (the entire cycle of spermatogenesis including epididymal

maturation). No microscopic 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 epithelium) was observed. In dogs, there was drug-related

testicular atrophy, decreased spermatogenesis, spermatocytic degeneration and

giant cell formation at 10 mg/kg/day, (approximately 7 times the human exposure

level, based on AUC, at 40 mg/day). The clinical significance of these findings is

unclear.

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 or 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/m2 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 congenital

bony deformity, tracheo-esophageal fistula, and anal atresia (VATER association) In a

baby bom to a woman who took another HMG-CoA reductase inhibitor with dex-

troamphetamine sulfate during the first trimester of pregnancy. Simvastatin 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 simvastatin, it should be discontinued 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 tak-

ing simvastatin should not nurse their infants (see CONTRAINDICATIONS).

Pediatrlc Use: Safety and effectiveness in pediatric patients have not been estab-

lished. Because pediatric patients are not likely to benefit from cholesterol lowering

for at least 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-marketing controlled clinical 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 attributable

to ZOCOR3 (Simvastatin). Adverse reactions have usually been mild and transient.

ZOCOR has been evaluated for serious adverse reactions in more than 21,000

patients and is generally well-tolerated.

Clinical Adverse Experiences: Adverse experiences occurring at an incidence of

1 % or greater in patients treated with ZOCOR, regardless of causality, in controlled

clinical studies are shown in the table below:

Body as a Whole

Abdominal pain

Asthenia

Gastrointestinal

Constipation

Diarrhea

Dyspepsia

Flatulence

Nausea

Nervous System/

Psychiatric

Headache

Respiratory

Upper respiratory

infection

ZOCOR

(N = 1583)

3.2%

1.6

2.3
1.9
1.1
1.9
1.3

3.5

2.1

Placebo

(N = 157)

3.2%

2.5

1.3
2.5
—
1.3
1.9

5.1

1.9

Cholestyramine

(N = 179)

8.9%

1.1

29.1

7.8
4.5

14.5

10.1

4.5

3.4

Probucol

(N = 81)

2.5%

1.2

1.2
3.7
3.7
6.2
2.5

3.7

6.2

In the Scandinavian Simvastatin Survival Study (4S) (see 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 tolerabil-

ity 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 necessarily been associated with simvastatin therapy.

Skeletal: muscle cramps, myalgia, myopathy, rhabdomyolysis, arthralglas.

Neurological: dysfunction of certain cranial nerves (including alteration of taste,

impairment of extra-ocular movement, facial paresis), tremor, dizziness, vertigo,

memory loss, paresthesia, peripheral neuropathy, peripheral nerve palsy, psychic

disturbances, anxiety, insomnia, depression.

Hypersensitivity Reactions: An apparent hypersensitivity syndrome has been

reported rarely which has included one or more of the following features: anaphylax-

is, angioedema, lupus eiythematous-like syndrome, polymyalgia meumatica, vas-

culitis, purpura, trirombocytopenia, leukopenia, hemotytic anemia, positive ANA, ESR

increase, eosinophilia, arthritis, arthralgia, urticaria, asthenia, photosensitivity, fever,

chills, flushing, malaise, dyspnea, toxic epidermal necrolysis, erythema multiforme,

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/mucous membranes, changes to hair/nails) have been reported.

Reproducffre: gynecomastia, loss of libido, erectile dysfunction.

Eye: progression of cataracts (lens opacities), ophthalmoplegia.

Laboratory Abnormalities: elevated transaminases, alkaline phosphatase,

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 Muscle).

Concomitant Therapy: In controlled clinical studies in which simvastatin was admin-

istered concomitantly with cholestyramine, no adverse reactions peculiar to this con-

comitant treatment were observed. The adverse reactions that occurred were limited

to those reported previously with simvastatin or cholestyramine. The combined use

of simvastatin with fibrates should generally be avoided (see WARNINGS, Skeletal

Muscle).

OVERDOSAGE: Significant lethality 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/nf, respectively. No specific diagnostic signs were observed in rodents.

At these doses, the only signs seen in dogs were emesis and mucoid stools.

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 over-

dosage with ZOCOR can be recommended.

The dialyzability of simvastatin and its metabolites in man is not known at present.
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A first-line, first-choice sulfonylurea

INSULIN-SPARING
GLUCOSE CONTROL

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

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

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

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

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

Proven 24-hour control with once-daily
dosing

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

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

Please see brief summary of prescribing
information on last page of this advertisement.
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Amaryl
giimepiride T A B L E T S
1,2 , and 4 mg
Brief Summary
Drug Interactions
The hypoglycemic action of sulfonylureas may be potentiated by certain drugs, including nonsteroidal
anti-inflammatory drugs and other drugs that are highly protein bound, such as salicylates, sulfonamides,
chloramphenicol, coumarins, probenecid, monoamine oxidase inhibitors, and beta adrenergic blocking
agents.

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

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

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

AMARYL is also indicated for use in combination with insulin to lower blood glucose in patients whose
hyperglycemia cannot be controlled by diet and exercise in conjunction with an oral hypoglycemic agent.
Combined use of giimepiride 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 giimepiride and insulin may increase the potential for hypoglycemia.
Information lor Patients
Patients should be informed of the potential risks and advantages of AMARYL and of alternative modes
of therapy. They should also be informed about the importance of adherence to dietary instructions, of a
regular exercise program, and of regular testing of blood glucose.

The risks of hypoglycemia, its symptoms and treatment, and conditions that predispose to its
development should be explained to patients and responsible family members. The potential for primary
and secondary failure should also be explained.
Laboratory Tests
Fasting blood glucose should be monitored periodically to determine therapeutic response. Glycosylated
hemoglobin should also be monitored, usually every 3 to 6 months, to more precisely assess long-term
glycemic control.
Carcinogenesis, Mutagenesls, and Impairment ol Fertility
Studies in rats at doses of up to 5000 ppm in complete feed (approximately 340 times the maximum
recommended human dose, based on surface area) for 30 months showed no evidence of carcinogenesis.
In mice, administration of giimepiride 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.

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

There was no effect of giimepiride 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). Giimepiride had
no effect on the fertility of male and female rats administered up to 4000 mg/kg body weight
(approximately 4,000 times the maximum recommended human dose based on surface area).
Pregnancy
Teratogenlc Effects
Pregnancy Category C. Giimepiride 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). Giimepiride has been shown to be associated with
intrauterine fetal death in rats when given in doses as low as 50 times the human dose based on surface
area and in rabbits when given in doses as low as 0.1 times the human dose based on surface area. This
fetotoxicity, observed only at doses inducing maternal hypoglycemia, has been similarly noted with other
sulfonylureas, and is believed to be directly related to the pharmacologic (hypoglycemic) action of
giimepiride.

There are no adequate and well-controlled studies in pregnant women. On the basis of results from
animal studies, AMARYL should not be used during pregnancy. Many experts recommend that insulin be
used during pregnancy to maintain glucose levels as close to normal as possible.
Nonteratogenlc Effects
In some studies in rats, offspring of dams exposed to high levels of giimepiride during pregnancy and
lactation developed skeletal deformities consisting of shortening, thickening, and bending of the humerus
during the postnatal period. Significant concentrations of giimepiride 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 giimepiride.

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

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

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

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

Adverse Events Occurring in > 1 % AMARYL Patients
AMARYL Placebo

Total Treated
Dizziness
Asthenia
Headache
Nausea

No.
746

13
12
11
8

%
100
1.7
1.6
1.5
1.1

No.
294

1
3
4
0

%
100
0.3
1.0
1.4
0.0

Gastrointestinal Reactions
Vomiting, gastrointestinal pain, and diarrhea have been reported, but the incidence in placebo-controlled
trials was less than 1 % . Isolated transaminase elevations have been reported. Cholestatic jaundice has
been reported to occur rarely with sulfonylureas.
Dermatologic Reactions
Allergic skin reactions, e.g., pruritus, erythema, urticaria, and morbilliform or maculopapular eruptions,
occur in less than 1 % of treated patients. These may be transient and may disappear despite continued
use of AMARYL; if skin reactions persist, the drug should be discontinued. Porphyria cutanea tarda and
photosensitivity reactions have been reported with sulfonylureas.
Hematologic Reactions
Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic anemia, and pancytopenia
have been reported with sulfonylureas.
Metabolic Reactions
Hepatic porphyria reactions and disulfiram-like reactions have been reported with sulfonylureas; however,
no cases have yet been reported with AMARYL. Cases of hyponatremia have been reported with
giimepiride and all other sulfonylureas, most often in patients who are on other medications or have
medical conditions known to cause hyponatremia or increase release of antidiuretic hormone. The
syndrome of inappropriate antidiuretic hormone (SIADH) secretion has been reported with certain other
sulfonylureas, and it has been suggested that these sulfonylureas may augment the peripheral
(antidiuretic) action of ADH and/or increase release of ADH.
Other Reactions
Changes in accommodation and/or blurred vision may occur with the use of AMARYL. This is thought to
be due to changes in blood glucose, and may be more pronounced when treatment is initiated. This
condition is also seen in untreated diabetic patients, and may actually be reduced by treatment. In
placebo-controlled trials of AMARYL, the incidence of blurred vision was placebo, 0.7%, and AMARYL, 0.4%.
OVERDOSAGE
Overdosage can produce hypoglycemia. Mild hypoglycemic symptoms without loss of consciousness or
neurologic findings should be treated aggressively with oral glucose and adjustments in drug dosage
and/or meal patterns. Close monitoring should continue until the physician is assured that the patient is
out of danger. Severe hypoglycemic reactions with coma, seizure, or other neurological impairment occur
infrequently, but constitute medical emergencies requiring immediate hospitalization. If hypoglycemic
coma is diagnosed or suspected, the patient should be given a rapid intravenous injection of concentrated
(50%) glucose solution. This should be followed by a continuous infusion of a more dilute (10%) glucose
solution at a rate that will maintain the blood glucose at a level above 100 mg/dL. Patients should be
closely monitored for a minimum of 24 to 48 hours, because hypoglycemia may recur after apparent
clinical recovery.
DOSAGE AND ADMINISTRATION
There is no fixed dosage regimen for the management of diabetes mellitus with AMARYL or any other
hypoglycemic agent.
Usual Starting Dose
The usual starting dose of AMARYL as initial therapy is 1-2 mg once daily, administered with breakfast or
the first main meal. Those patients who may be more sensitive to hypoglycemic drugs should be started
at 1 mg once daily, and should be titrated carefully. (See PRECAUTIONS Section for patients at increased risk).

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

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

HOECHST-ROUSSEL
Pharmaceuticals Incorporated
Somerville, NJ 08676-1258

922100-10/95

References: 1. Kramer W, Miiller C, Girbig F, et al. Differential interaction of giimepiride and
glibenclamide with the (J-cell sulfonylurea receptor: II. photoaffinity labeling of a 65 kDa
protein by [3H]glimepiride. Biochim BiophysActa. 1994,1191:278-290. 2. Muller G, Hartz D,
Punter J, Okonomopulos R, Kramer W. Differential interaction of giimepiride and glibenclamide
with the p-cell sulfonylurea receptor: I. binding characteristics. Biochim Biophys Acta. 1994;
1191:267-277. 3. Data on file, Hoechst Marion Roussel.

96959201/2890S6 1996, Hoechst Marion Roussel, Inc.

Hoechst Marion Roussel

Hoechst Marion Roussel, Inc. • Kansas City, MO 64134
A member of the Hoechst Group

Hoechst


