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they know how crucial diet and exercise are.

| Since it's hard
, t o change lifestyle,
leir first diabetic agent

should be easy:

Choose it for | H
control. i |

Choose it for
convenience.

Choose it for
improved patient

quality of life.1
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When diet alone fails in NIDDIVT...
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GLUCOTROL XL* (gliplzide) Extended Release Tablets For Oral Use

Brlel Summary ol Prescribing Information

INDICATIONS AND USAGE: GLUCOTROL XL is indicated as an adjunct to diet for the control of hyperglycemia and its associated
symptomatology in patients with non-insulin-dependent diabetes mellitus (NIDDM; type II). formerly known as maturity-onset diabetes, after
an adequate trial ol dietary therapy has proved unsatisfactory.
CONTRAINDICATIONS: Glipizide is contraindicaled in patients with: 1. Known hypersensitivity to the drug and 2. Diabetic ketoacidosis, wilh
or without coma. This condition should be treated wilh insulin.
SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY: The administration ol oral hypoglycsmlc
drugs has been reported to be associated with Increased cardiovascular mortality as compared to treatment with diet
alone or diet plus insulin.

As with any other non-deformable material, caution should be used when administering GLUCOTROL XL Extended Release
Tablets in patients with preexisting severe gastrointestinal narrowing (pathologic or iatrogenic). There have been rare reports of
obstructive symptoms In patients with known strictures in association with the ingestlon of another drug in this non-
deformable sustained release formulation.
PRECAUTIONS: Renal and Hepatic Disease: The pharmacokinetics and/or pharmacodynamics of glipizide may be affected in patients
with impaired renal or hepatic (unction. If hypoglycemia should occur in such patients, it may be prolonged and appropriate management
should be 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 sullonyfurea drugs are capable of producing severe hypoglycemia. Renal or hepatic insufficiency may affect the
disposition of glipizide and the latter may also diminish gluconeogenic capacity, both of which increase the risk of serious hypoglycemic
reactions. Elderly, debilitated or malnourished patients, and those with adrenal or pituitary insufficiency are particularly susceptible to the
hypoglycemic action ol 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, inlection,
or surgery, a loss ol control may occur. At such limes, il may be necessary to discontinue glipizide and administer insulin.

Adequate adjustment of dose and adherence to diet should be assessed before classifying a patient as a secondary failure.
Laboratory Tests: Blood and urine glucose should be monitored periodically. Measurement ol hemoglobin A1(- may be useful.
Information lor Patients: Patients should be informed that GLUCOTROL XL Extended Release Tablets should oe swallowed whole. Patients
should not chew, divide 01 crush tablets. Patients should not be concerned il they occasionally notice in their stool something that looks lite 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 Ihe drug so the body can absorb i l . When this process is completed, the empty tablet is eliminated Irom the body.

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

The risks ol hypoglycemia, its symptoms and treatment, and conditions that predispose to its development should be explained to patients
and responsible famili members. Primary and secondary failure also should be explained.
Drug Interactions: The hypoglycemic action of sultonylureas may be potentiated by certain drugs including nonsteroidal anti-inflammatory
agents and other drugs that are highly protein bound, salicylates, sullonamides, chloramphenicol, probenecid, coumarins, monoamine oxidase
inhibitors, and beta-adienergic blocking agents. In vitro binding studies with human serum proteins indicate that glipizide binds differently
than tolbutamide and does not interact wilh salicylate or dlcumarol. However, caution must be exercised in extrapolating these lindings to the
clinical situation and In the use of glipizide with these drugs.

Certain drugs tend Iq produce hyperglycemia and may lead to loss of control. These drugs include Ihe thiazides and other diuretics,
corticosteroids, phenothiazlnes, thyroid products, estrogens, oral contraceptives, phenytoin, nicotinic acid, sympattiomimetics, calcium
channel blocking drugs, and isoniazid.

A potential interaction between oral miconazole and oral hypoglycemic agents leading to severe hypoglycemia has been reported. Whether
Ihis interaction also occurs with the intravenous, topical, or vaginal preparations ol miconazole is not known. The effect of concomitant
administration ol OillucarP (lluconazole) and Glucotrol has been demonstrated in a placebo-controlled crossover study in normal volunteers.
All subjects received Glucotrol alone and following treatment with 100 mg of Diflucan=> as a single daily oral dose for 7 days. The mean
percentage increase in the Glucotrol AUC after fluconazole administration was 56.9% (range: 35 to 81%).
Carcinogenesls, Mutagenesls, Impairment ol Fertility: A twenty month study in rats and an eighteen month study in mice at doses up
to 75 times Ihe maximum human dose revealed no evidence ol drug-related carcinogenicity. Bacterial and in vivo mutagenicity tests were
uniformly negative. Studies in rats ol 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 letotoxic in rat reproductive studies at all dose levels (5-50 mg/kg). This
letotoxicity nas been similarly noted with other sullonylureas, such as tolbutamide and tolazamide. The effect is perinatal and believed to be
directly related to the pharmacologic (hypoglycemic) 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 il the potential benefit
justifies the potential risk to Ihe 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 the time ol delivery. This has been reported more frequently with the use of agents with prolonged hall-lives. II glipizide
is used during pregnancy, il 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 sullonylurea 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 il diet

alone is inadequate for controlling blood glucose, insulin therapy should be considered.
Pediatric Use: Safety and effectiveness in children have not been established.
Geriatric Use: Of Ihe total number of patients in clinical studies of 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 ol some individuals cannot be ruled
out. Approximately 1-2 days longer were required to leach steady-stale in the elderly. (See CLINICAL PHARMACOLOGY and DOSAGE AND
ADMINISTRATION).
ADVERSE REACTIONS: In U.S. controlled studies the frequency ol serious adverse experiences reported was very low and causal
relationship has not been established.

The 580 patients Irom 31 to 87 years ol 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 rare 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 31S or more in GLUCOTROL XL-treated
patients (N=278) and placebo-treated patients (N=69), respectively, include: Asthenia - 1 0 . 1 % and 13.0%; Headache - 8.6% and 8.7%;
Dizziness - 6.8% and 5.8%; Nervousness - 3.6% and 2.9%; Tremor - 3.6% and 0.0%; Diarrhea - 5.4% and 0.0%; Flatulence - 3.2% and
1.4%.

The following adverse experiences occurred with an incidence ol 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 wilh an incidence ol less than 1 % in GLUCOTROL XL-treated patients: Body as a whole - chills;
Nervous system - hypertonia, confusion, vertigo, somnolence, gail 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 ol gastrointestinal irritation and gastrointestinal bleeding with use of another drug in this non-delormable
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:
Hematologlc: Leukopenia, agranulocytosis, thrombocytopenia, hemolylic anemia, aplastic anemia, and pancytopenia have been reported
with sullonylureas.
Metabolic: Hepatic porphyria and disulliram-like reactions have been reported with sullonylureas. In the mouse, glipizide pretreatment did
not cause an accumulation of acetaldehyde after ethanol administration. Clinical experience to dale has shown lhat glipizide has an extremely
low incidence ol disulliram-like alcohol reactions.
Endocrine Reactions: Cases ol hyponalremia and the syndrome of inappropriate antidiuretic hormone (SIADH) secretion have been
reported with glipizide and other sullonylureas.
OVERDOSAGE: Overdosage can produce hypoglycemia. Mild hypoglycemic symptoms without loss of consciousness or neurologic lindings
should be treated aggressively with oral glucose and adjustments in drug dosage and/or meal patterns. Close monitoiing should continue untii
the physician is assured that the patient is out of danger. Severe hypoglycemic reactions with coma, seizure, or othei neurological impairment
oxur infrequently, but constitute medical emergencies requiring immediate hospitalization. II hypoglycemic coma is diagnosed oi suspected, Ihe
patient should be given rapid intravenous injection ol concentrated (50%) glucose solution. This should be followed by a continuous infusion of
a more dilute (10%) glucose solution al 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 apparenl clinical recovery. Clearance of glipizide from plasma
may be prolonged in persons with liver disease. Because of the extensive protein binding of glipizide, dialysis is unlikely to be ol benefit.
DOSAGE AND ADMINISTRATION: There is no fixed dosage regimen for Ihe management of diabetes mellitus wilh GLUCOTROL XL
Extended Release Tablet or any other hypoglycemic agent.

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

Dosage adjustment should be based on laboratory measures ol glycemic control. While lasting blood glucose levels generally reach
steady-state following initiation or change in GLUCOTROL XL dosage, a single lasting glucose determination may not accurately relied the
response lo therapy. In mosl cases, hemoglobin A,c level measured at three month intervals is the prelerred means of 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. II the result olthis test suggests that glycemic control over the preceding three months was inadequate, the GLUCOTROL XL dose may be
increased lo 10 mg. Subsequent dosage adjustments should be made on the basis of hemoglobin A1C levels measured at three month
intervals. II no improvemenl is seen alter three monlhs of therapy with a higher dose, the previous dose should be resumed. Decisions which
utilize fasting blood glucose to adjust GLUCOTROL XL therapy should be based on al least two or more similar, consecutive values obtained
seven days or more after the previous dose adjustment.

Mosl patients will be controlled with 5 mg or 10 mg taken once daily. However, some patients may require up to the maximum
recommended daily dose of 20 mg. While Ihe glycemic control of selected palients may improve with doses which exceed 10 mg, clinical
studies conducted lo date have not demonstrated an additional group average reduction ol hemoglobin A1C beyond what was achieved with Ihe
10 mg dose.
More detailed Information available on request.
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HbAlc <7.2%

(n=247)

A first-liner first-choice suifonyiurea

AMARYL DELIVERS HIGHLY EFFECTIVE
GLUCOSE CONTROL"

HbAic 7.2% is defined as tight control by the DCCT

69%

15%
HbA1c<8.0%

60%
HbAlc <7.2%

Baseline HbA1c 9.1% Baseline HbAlc>10%

FAVORABLE SAFETY PROFILE
.9% to 1.7% incidence of hypoglycemia as documented by

blood glucose <60 mg/dL2

^>Most common adverse reactions (>1%) include dizziness (1.7%),
asthenia (1.6%), headache (1.5%), and nausea (1.1%)

b renal, 40% hepatic dual route of elimination-100% biotransformed

*Multicenter, placebo-controlled study of 247 patients who failed on diet and exercise.
Combined use of Amaryl and insulin may increase the potential for hypoglycemia.

Please see brief summary of prescribing information on back.



CLINICAL STUDIES DEMONSTRATE
INSULIN-SPARING GLUCOSE CONTROL

>One year of Amaryl treatment led to a smaller increase from baseline
of fasting insulin and C-peptide levels than did 1 year of glyburide with
comparable blood glucose control (n=1044)4

<u

£ 2

O

DO

C-peptide
(ng/mL)

Amaryl Glyburide

n=429 n=417
P=0.034

Insulin
GiU/mL)

Glyburide

Amaryl

n=429 n=425
P=0.041

—Adapted from Draeger.4

^Indicated as an adjunct to diet and exercise for both monotherapy and
in combination with insulin during second-line therapy1
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Insulin-sparing glucose control



Brief Summary of
Prescribing Information as of November 1996

i®

AmaryT
glimepiride* TABLETS

1,2, and 4 mg

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. When these drugs
are administered to a patient receiving AMARYL®, the patient should be
observed closely for hypoglycemia. When these drugs are withdrawn from
a patient receiving AMARYL®, the patient should be observed closely for
loss of glycemic control.
Certain drugs tend to produce hyperglycemia and may lead to loss of
control. These drugs include the thiazides and other diuretics, corticos-
teroids, phenothiazmes, thyroid products, estrogens, oral contraceptives,
phenytoin, nicotinic acid, sympathomimetics, and isoniazid. When these
drugs are administered to a patient receiving AMARYL®, the patient should
be closely observed for loss of control. When these drugs are withdrawn
from a patient receiving AMARYL®, the patient should be observed closely
for hypoglycemia.
Coadministration of aspirin (1 g tid) and AMARYL® led to a 34% decrease in
the mean glimepiride AUC and, therefore, a 34% increase in the mean CL/f.
The mean Cmax had a decrease of 4%. Blood glucose and serum C-peptide
concentrations were unaffected and no hypoglycemic symptoms were
reported. Pooled data from clinical trials showed no evidence of clinically
significant adverse interactions with uncontrolled concurrent administration
of aspirin and other salicylates.

Coadministration of either cimetidine (800 mg once daily) or ranitidine
(150 mg bid) with a single 4-mg oral dose of AMARYL® did not significantly
alter the absorption and disposition of glimepiride, and no differences were
seen in hypoglycemic symptomatology. Pooled data from clinical trials
showed no evidence of clinically significant adverse interactions with uncon-
trolled concurrent administration of H2-receptor antagonists.
Concomitant administration of propranolol (40 mg tid) and AMARYL® signifi-
cantly increased Cmax, AUC, and T1/2 of glimepiride by 23%, 22%, and 15%,
respectively, and it decreased CL/f by 18%. The recovery of M1 and M2 from
urine, however, did not change. The pharmacodynamic responses to
glimepiride were nearly identical in normal subjects receiving propranolol and
placebo. Pooled data from clinical trials in patients with NIDDM showed no
evidence of clinically significant adverse interactions with uncontrolled
concurrent administration of beta-blockers. However, if beta-blockers are
used, caution should be exercised and patients should be warned about the
potential for hypoglycemia.

Concomitant administration of AMARYL® (glimepiride tablets) (4 mg once
daily) did not alter the pharmacokinetic characteristics of R- and S-warfarin
enantiomers following administration of a single dose (25 mg) of racemic
warfarin to healthy subjects. No changes were observed in warfarin plasma
protein binding. AMARYL® treatment did result in a slight, but statistically
significant, decrease in the pharmacodynamic response to warfarin. The
reductions in mean area under the prothrombin time (PT) curve and
maximum PT values during AMARYL® treatment were very small (3.3% and
9.9%, respectively) and are unlikely to be clinically important.
The responses of serum glucose, insulin, C-peptide, and plasma glucagon to
2 mg AMARYL® were unaffected by coadministration of ramipril (an ACE
inhibitor) 5 mg once daily in normal subjects. No hypoglycemic symptoms
were reported. Pooled data from clinical trials in patients with NIDDM showed
no evidence of clinically significant adverse interactions with uncontrolled
concurrent administration of ACE inhibitors.
A potential interaction between oral miconazole and oral hypoglycemic
agents leading to severe hypoglycemia has been reported. Whether this
interaction also occurs with the intravenous, topical, or vaginal preparations
of miconazole is not known. Potential interactions of glimepiride with other
drugs metabolized by cytochrome P450 II C9 also include phenytoin,
diclofenac, ibuprofen, naproxen, and mefenamic acid.
Although no specific interaction studies were performed, pooled data from
clinical trials showed no evidence of clinically significant adverse interactions
with uncontrolled concurrent administration of calcium-channel blockers,
estrogens, fibrates, NSAIDS, HMG CoA reductase inhibitors, sulfonamides,
or thyroid hormone.

INDICATIONS AND USAGE
AMARYL® is indicated as an adjunct to diet and exercise to lower the
blood glucose in patients with noninsulin-dependent (Type II) diabetes
mellitus (NIDDM) whose hyperglycemia cannot be controlled by diet and
exercise alone.
AMARYL® is also indicated for use in combination with insulin to lower blood
glucose in patients whose hyperglycemia cannot be controlled by diet and
exercise in conjunction with an oral hypoglycemic agent. Combined use of
glimepiride and insulin may increase the potential for hypoglycemia.
fn initiating treatment for noninsulin-dependent diabetes, diet and exercise
should be emphasized as the primary form of treatment. Caloric restriction,
weight loss, and exercise are essential in the obese diabetic patient. Proper
dietary management and exercise alone may be effective in controlling the
blood glucose and symptoms of hyperglycemia. In addition to regular
physical activity, cardiovascular risk factors should be identified and correc-
tive measures taken where possible.

If this treatment program fails to reduce symptoms and/or blood glucose, the
use of an oral sulfonylurea or insulin should be considered. Use of AMARYL0

must be viewed by both the physician and patient as a treatment in addition
to diet and exercise and not as a substitute for diet and exercise or as a
convenient mechanism for avoiding dietary restraint. Furthermore, loss of
blood glucose control on diet and exercise alone may be transient, thus
requiring only short-term administration of AMARYL®.
During maintenance programs, AMARYL® monotherapy should be discon-
tinued if satisfactory lowering of blood glucose is no longer achieved.
Judgments should be based on regular clinical and laboratory evaluations.
Secondary failures to AMARYL® monotherapy can be treated with
AMARYL°-insulin combination therapy.
In considering the use of AMARYL® in asymptomatic patients, it should be
recognized that blood glucose control in NIDDM has not definitely been
established to be effective in preventing the long-term cardiovascular and
neural complications of diabetes. However, the Diabetes Control and
Complications Trial (DCCT) demonstrated that control of HbA1c and glucose
was associated with a decrease in retinopathy, neuropathy, and nephropathy
for insulin-dependent diabetic (IDDM) patients.

CONTRAINDICATIONS
AMARYL® is contraindicated in patients with
1. Known hypersensitiyity 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. This warning is based on
the study conducted by the University Group Diabetes Program
(UGDP), a long-term, prospective clinical trial designed to evaluate the
effectiveness of glucose-lowering drugs in preventing or delaying
vascular complications in patients with non-insulin-dependent
diabetes. The study involved 823 patients who were randomly assigned
to one of four treatment groups (Diabetes, 19 supp. 2:747-830,1970).
UGDP reported that patients treated for 5 to 8 years with diet plus a
fixed dose of tolbutamide (1.5 grams per day) had a rate of cardiovas-
cular mortality approximately 2-1/2 times that of patients treated with
diet alone. A significant increase in total mortality was not observed,
but the use of tolbutamide was discontinued based on the increase in
cardiovascular mortality, thus limiting the opportunity for the study to
show an increase in overall mortality. Despite controversy regarding
the interpretation of these results, the findings of the UGDP study
provide an adequate basis for this warning. The patient should be
informed of the potential risks and advantages of AMARYL®

Although only one drug in the sulfonylurea class (tolbutamide) was
included in this study, it is prudent from a safety standpoint to consider
that this warning may also apply to other oral hypoglycemic drugs in
this class, in view of their close similarities in mode of action and
chemical structure.

PRECAUTIONS
General
Hypoglycemia: All sulfonylurea drugs are capable of producing severe
hypoglycemia. Proper patient selection, dosage, and instructions are impor-
tant to avoid hypoglycemic episodes. Patients with impaired renal function
may be more sensitive to the glucose-lowering effect of AMARYL®. A starting
dose of 1 mg once daily followed by appropriate dose titration is recom-
mended in those patients. Debilitated or malnourished patients, and those
with adrenal, pituitary, or hepatic insufficiency are particularly susceptible to
the hypoglycemic action of glucose-lowering drugs. Hypoglycemia may be
difficult to recognize in the elderly and in people who are taking beta-adren-
ergic blocking drugs or other sympatholytic agents. 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. The effec-
tiveness of any oral hypoglycemic drug, including AMARYL®, in lowering
blood glucose to a desired level decreases in many patients over a period of
time, which may be due to progression of the severity of the diabetes or to
diminished responsiveness to the drug. This phenomenon is known as
secondary failure, to distinguish it from primary failure in which the drug is
ineffective in an individual patient when first given. Should secondary failure
occur with AMARYL® monotherapy, AMARYL®-insulin combination therapy
may be instituted. Combined use of glimepiride and insulin may increase the
potential for hypoglycemia.
Information for Patients
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 respon-
sible family members. The potential for primary and secondary failure
should also be explained.
Laboratory Tests
Fasting blood glucose should be monitored periodically to determine thera-
peutic response. Glycosylated hemoglobin should also be monitored, usually
every 3 to 6 months, to more precisely assess long-term glycemic control.
Drug Interactions

(See CLINICAL PHARMACOLOGY, Drug Interactions.)
Carcinogenesis, Mutagenesis, and Impairment of Fertility
Studies in rats at doses of up to 5000 ppm in complete feed (approximately
340 times the maximum recommended human dose, based on surface area)
for 30 months showed no evidence of carcinogenesis. In mice, administra-
tion of glimepiride for 24 months resulted in an increase in benign pancreatic
adenoma formation which was dose related and is thought to be the result of
chronic pancreatic stimulation. The no-effect dose for adenoma formation in
mice in this study was 320 ppm in complete feed, or 46-54 mg/kg body
weight/day. This is about 35 times the maximum human recommended dose
of 8 mg once daily based on surface area.

Glimepiride was non-mutagenic in a battery of in vitro and in vivo
mutagenicity studies (Ames test, somatic cell mutation, chromosomal aberra-
tion, unscheduled DNA synthesis, mouse micronucleus test).
There was no effect of glimepiride on male mouse fertility in animals exposed
up to 2500 mg/kg body weight (>1,700 times the maximum recommended
human dose based on surface area). Glimepiride had no effect on the fertility
of male and female rats administered up to 4000 mg/kg body weight (approx-
imately 4,000 times the maximum recommended human dose based on
surface area).
Pregnancy

Teratogenic Effects. Pregnancy Category C. Glimepiride did not produce
teratogenic effects in rats exposed orally up to 4000 mg/kg body weight
(approximately 4,000 times the maximum recommended human dose based
on surface area) or in rabbits exposed up to 32 mg/kg body weight (approx-
imately 60 times the maximum recommended human dose based on surface
area). Glimepiride has been shown to be associated with intrauterine fetal
death in rats when given in doses as low as 50 times the human dose based
on surface area and in rabbits when given in doses as 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 sulfony-
lureas, and is believed to be directly related to the pharmacologic
(hypoglycemic) action of glimepiride.

There are no adequate and well-controlled studies in pregnant women. On
the basis of results from animal studies, AMARYL® (glimepiride tablets)
should not be used during pregnancy. Because recent information suggests
that abnormal blood glucose levels during pregnancy are associated with a
higher incidence of congenital abnormalities, many experts recommend that
insulin be used during pregnancy to maintain glucose levels as close to
normal as possible.
Nonteratogenic Effects. In some studies in rats, offspring of dams exposed
to high levels of glimepiride during pregnancy and lactation developed
skeletal deformities consisting of shortening, thickening, and bending of the
humerus during the postnatal period. Significant concentrations of
glimepiride were observed in the serum and breast milk of the dams as well
as in the serum of the pups. These skeletal deformations were determined to
be the result of nursing from mothers exposed to glimepiride.
Prolonged severe hypoglycemia (4 to 10 days) has been reported in
neonates bom to mothers who were receiving a sulfonylurea drug at the time
of delivery. This has been reported more frequently with the use of agents
with prolonged half-lives. Patients who are planning a pregnancy should
consult their physician, and it is recommended that they change over to
insulin for the entire course of pregnancy and lactation.
Nursing Mothers

In rat reproduction studies, significant concentrations of glimepiride were
observed in the serum and breast milk of the dams, as well as in the serum
of the pups. Although it is not known whether AMARYL® is excreted in human
milk, other sulfonylureas are excreted in human milk. Because the potential
for hypoglycemia in nursinq infants may exist, and because of the effects on
nursing animals, AMARYL® should be discontinued in nursing mothers. If
AMARYL® is discontinued, and if diet and exercise alone are inadequate for
controlling blood glucose, insulin therapy should be considered. (See above
Pregnancy, Nonteratogenic Effects.)
Pediatric Use
Safety and effectiveness in pediatric patients have not been established.

ADVERSE REACTIONS
The incidence of hypoglycemia with AMARYL®, as documented by blood
glucose values < 60 mg/dL, ranged from 0.9-1.7% in two large, well-
controlled 1-year studies. (See WARNINGS and PRECAUTIONS.)
AMARYL® has been evaluated for safety in 2,013 patients in US controlled
trials, and in 1,551 patients in foreign controlled trials. More than 1,650 of
these patients were treated for at least 1 year.
Adverse events, other than hypoglycemia, considered to be possibly or
probably related to study drug that occurred in US placebo-controlled trials in
more than 1% of patients treated with AMARYL® are shown below.

Adverse Events Occurring in 2 1% AMARYL® Patients

AMARYL® Placebo

M2, % Ma, °A

Total Treated 746 100 294 100

Dizziness 13 1.7 1 0.3

Asthenia 12 1.6 3 1.0
Headache 11 1.5 4 1.4
Nausea 8 1.1 0 0.0

Gastrointestinal Reactions
Vomiting, gastrointestinal pain, and diarrhea have been reported, but the
incidence in placebo-controlled trials was less than 1%. Isolated transami-
nase elevations have been reported. Cholestatic jaundice has been reported
to occur rarely with sulfonylureas.
Dermatologic Reactions
Allergic skin reactions, e.g., pruritus, erythema, urticaria, and morbilliform or
maculopapular eruptions, occur in less than 1% of treated patients. These
may be transient and may disappear despite continued use of AMARYL®; if
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® (glimepiride tablets). Cases of hyponatremia have been
reported with glimepiride and all other sulfonylureas, most often in patients
who are on other medications or have medical conditions known to cause
hyponatremia or increase release of antidiuretic hormone. The syndrome of
inappropriate antidiuretic hormone (SIADH) secretion has been reported
with certain other sulfonylureas, and it has been suggested that these
sulfonylureas may augment the peripheral (antidiuretic) action of ADH
and/or increase release of ADH.
Other Reactions
Changes in accommodation and/or blurred vision may occur with the use of
AMARYL®. This is thought to be due to changes in blood glucose, and may
be more pronounced when treatment is initiated. This condition is also seen
in untreated diabetic patients, and may actually be reduced by treatment. In
placebo-controlled trials of AMARYL®, the incidence of blurred vision was
placebo, 0.7%, and AMARYL®, 0.4%.

Prescribing Information as of November 1996

Hoechst-Roussel Pharmaceuticals
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Kansas City, MO 64137 USA
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Introducing an innovation
to help promote healing

.abetic neuropathic foot ulcers...*

0.01%

(becaplermin)
REGRANEX Gel is indicated for diabetici^KFopathic foot ulcers that extend into the subcutaneous tissue
or beyond and have an adequate blood ̂ HUv- REGRANEX Gel is an adjunct to, and not a substitute for,
good wound care, which includes initial shMfelebridement, pressure relief, and infection control.

of this advertisement.



HELP PROMOTE
HEALING
REGRANEX Gel is the first and only recombinaT
platelet-derived growth factor (PDGF)

REGRANEX Gel enhances the formation
of granulation tissue ^ — •

REGRANEX Gel is recombinant (not blood
derived) and readily available by prescription

se studv result

After debridement,
prior to therapy with

iRANEX Gel

After 2 weeks of
REGRANEX Gel plus
good wound care

After 5 weeks of After 10 weeks of
REGRANEX Gel plus REGRANEX Gel plus
good wound care good wound care

...



When combined with good wound
care, REGRANEX Gel increased the
incidence of complete healing

Incidence of Complete Healing in All Trials

Placebo gel
Good ulcer care
REGRANEX Gel 0.01%
REGRANEX Gel 0.003%

NEW
0.01%

(becaplermin)
Helps Promote Healing...Actively

Systemic and local adverse events comparable to placebo gel or good
wound care alone.

REGRANEX Gel has not been studied in the treatment of diabetic neuropathic
ulcers that do not extend into the subcutaneous tissue or beyond (Stage I or II, IAET
staging classification).The efficacy of REGRANEX Gel for the treatment of nondiabetic
ulcers is under evaluation. REGRANEX Gel is contraindicated in patients with known
neoplasms at the site of application. REGRANEX Gel is contraindicated in patients
with known hypersensitivity to any component of this product (eg, parabens).
Erythematous rashes occurred in 2% of patients treated with REGRANEX Gel.
REGRANEX Gel should not be used in wounds that close by primary intention.

Please see full Prescribing Information, a brief summary of which appears on
the last page of this advertisement.



ooa wouna care is critical to success
Adequate oxygen perfusion
of the wound

Initial and ongoing wound assessment

Initial and ongoing debridement

Off-loading of pressure on wound

Systemic treatment of infection

Moist dressings changed twice a day

Proper nutrition and hydration

For more information, call our
professional support line at
1-888-REGRANEX

Please visit our website at
www.regranex.com

NEW
0.01%

(becaplermin)
Helps Promote Healing...Actively

Please see full Prescribing Information, a brief summary of which appears below.

IMPORTANT NOTE - This information is a BRIEF SUMMARY of the complete prescribing
information provided with the product and therefore should not be used as the basis
for prescribing the product. This summary was prepared by deleting from the complete
prescribing information certain text, tables, and references. The physician should be
thoroughly familiar with the complete prescribing information before prescribing
the product.
REGRANEX' Gel contains becaplermin, a recombinant human platelet-derived growth factor
(rhPDGF-BB) for topical administration.
INDICATIONS AND USAGE
REGRANEX Gel is indicated for the treatment of lower extremity diabetic neuropathic ulcers
that extend into the subcutaneous tissue or beyond and have an adequate blood supply.
When used as an adjunct to, and not a substitute for, good ulcer care practices including
initial sharp debridement, pressure relief and infection control, REGRANEX Gel increases the
incidence of complete healing of diabetic ulcers.
The efficacy of REGRANEX Gel for the treatment of diabetic neuropathic ulcers that do not
extend through the dermis into subcutaneous tissue (Stage I or II, IAET staging classification)
or ischemic diabetic ulcers has not been evaluated.
CONTRAINDICATIONS
REGRANEX Gel Is contraindicated in patients with;
- known hypersensitivity to any component of this product (e.g., parabens);
- known neoplasm(s) at the site(s) of application.
WARNINGS
REGRANEX Gel is a non-sterile, low bioburden preserved product. Therefore, it should not be
used in wounds that close by primary intention.
PRECAUTIONS
For external use only.
If application site reactions occur, the possibility of sensitization or irritation caused by parabens
or m-cresol should be considered.
The effects of becaplermin on exposed joints, tendons, ligaments, and bone have not been
established in humans. In pre-clinical studies, rats injected at the metatarsals with 3 or 10 ug/site
{approximately 60 or 200 ug/kg) of becaplermin every other day for 13 days displayed histological
changes indicative of accelerated bone remodeling consisting of periosteal hyperplasia and
subperiosteal bone resorption and exostosis. The soft tissue adjacent to the injection site had
fibroplasia with accompanying mononuclear cell infiltration reflective of the ability of PDGF to
stimulate connective tissue growth.
Information for Patients
Patients should be advised that:

- hands should be washed thoroughly before applying REGRANEX Gel;
- the tip of the tube should not come into contact with the ulcer or any other surface; the

tube should be recapped tightly after each use;
- a cotton swab, tongue depressor, or other application aid should be used to apply

REGRANEX Gel;
- REGRANEX Gel should only be applied once a day in a carefully measured quantity (see

Dosage and Administration section). The measured quantity of gel should be spread evenly
over the ulcerated area to yield a thin continuous layer of approximately Vie of an inch thickness.
The measured length of the gel to be squeezed from the tube should be adjusted according
to the size of the ulcer. The amount of REGRANEX Gel to be applied daily should be
recalculated at weekly or biweekly intervals by the physician or wound care giver;

Step-by-step instructions for application of REGRANEX Gel are as follows;
• Squeeze the calculated length of gel on to a clean, firm, non-absorbable surface,

e.g., wax paper.
• With a clean cotton swab, tongue depressor, or similar application aid, spread the

measured REGRANEX Gel over the ulcer surface to obtain an even layer.
• Cover with a saline moistened gauze dressing.

-after approximately 12 hours, the ulcer should be gently rinsed with saline or water to
remove residual gel and covered with a safine-moistened gauze dressing (without
REGRANEX Gel);

- it is important to use REGRANEX Gel together with a good ulcer care program, including
a strict non-weight-bearing program;

- excess application of REGRANEX Gel has not been shown to be beneficial;
- REGRANEX Gel should be stored in the refrigerator. Do not freeze REGRANEX Gel;
- REGRANEX Gel should not be used after the expiration date on the bottom, crimped end

of the tube.
Drug Interactions
It is not known if REGRANEX Gel interacts with other topical medications applied to the ulcer
site. The use of REGRANEX Gel with other topical drugs has not been studied.
Carcinogenesis, Mutagenesis, Impairment of Fertility
Becaplermin was not genotoxic in a battery of in vitro assays, (including those for bacterial
and mammalian cell point mutation, chromosomal aberration, and DNA damage/repair).
Becaplermin was also not mutagenic in an in vivo assay for the induction of micronuclei in
mouse bone marrow cells.
Carcinogenesis and reproductive toxicity studies have not been conducted with
REGRANEX Gel.
Pregnancy: Category C
Animal reproduction studies have not been conducted with REGRANEX Gel. It is also not known
whether REGRANEX Gel can cause fetal harm when administered to a pregnant woman or
can affect reproductive capacity. REGRANEX Gel should be given to pregnant women only if
clearly needed.
Nursing Mothers
It is not known whether becaplermin is excreted in human milk. Because many drugs are
secreted in human milk, caution should be exercised when REGRANEX Gel is administered
to nursing women.
Pediatric Use
Safety and effectiveness of REGRANEX Gel in pediatric patients below the age of 16 years
have not been established.
ADVERSE REACTIONS
Patients receiving REGRANEX Gel, placebo gel, and good ulcer care alone had a similar
incidence of ulcer-related adverse events such as infection, ceilulitis, or osteomyelitis. However,
erythematous rashes occurred in 2% of patients treated with REGRANEX Gel and placebo,
and none in patients receiving good ulcer care alone. The incidence of cardiovascular, respiratory,
musculoskeletal and central and peripheral nervous system disorders was not different across
all treatment groups. Mortality rates were also similar across all treatment groups. Patients
treated with REGRANEX Gel did not develop neutralizing antibodies against becaplermin.
Caution: Federal (USA) law prohibits dispensing without prescription.
U.S. Patent #5,457,093
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PRESCRIBE CARDURA® (doxazosin mesylate) FOR EXCELLENT CONTROL

IN COMBINATION WITH OTHER ANTIHYPERTENSIVE AGENTS.

Some people's hypertension is more difficult to control than others. That's why there's Cardura.

Cardura delivers powerful antihypertensive efficacy1 and can be used effectively with ACE inhibitors,2 diuretics,3

beta blockers,3 and calcium channel blockers* Cardura has no adverse effect on the lipid profile,5 blood glucose,6 or

insulin levels.'

Also, Cardura is well tolerated. The side effects reported significantly more often than placebo in hypertension

studies were dizziness, somnolence, and fatigue. These were generally mild and transient. Only 2% of patients

discontinued therapy due to adverse effects—the same as with placebo. Syncope has been reported, but rarely (<1%).

As with all alpha blockers, careful titration and blood pressure monitoring is important.

So next time you're faced with a patient who has difficult-to-control hypertension, prescribe Cardura.

ONCE-A-DAY

CARDURA
(doxazosin mesylate] ?mge

Please see brief summary of
prescribing information on adjacent page.

red Tablets
2 mg, 4mg. 8 mg T A K E S T H E P R E S S U R E O F F

DC179A97 © 1997, Pfizer Inc U.S. Pharmaceuticals
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CARDURA® (doxazosin mesylate) Tablets
Brief Summary

CONTRAINDICATIONS
CARDURA0 is contraindicated in patients with a known sensitivity to quinazolines (e.g. prazosin,
terazosin).

WARNINGS
Syncope and "First-dose" Effect: Doxazosin, like other alpha-adrenergic blocking agents, can
cause marked hypotension, especially in the upright position, with syncope and other postural
symptoms such as dizziness. Marked orthostatic effects are most common with the first dose but
can also occur when there is a dosage increase, or if therapy is interrupted for more than a few
days. To decrease the likelihood of excessive hypotension and syncope, it is essential that
treatment be initiated with the 1 mg dose. The 2 ,4 , and 8 mg tablets are not for initial therapy.
Dosage should then be adjusted slowly (see DOSAGE AND ADMINISTRATION section) with evaluations
and increases in dose every two weeks to the recommended dose. Additional antihypertensive
agents should be added with caution.

Patients being titrated with doxazosin should be cautioned to avoid situations where injury could
result should syncope occur, during both the day and night.

In an early investigational study of the safety and tolerance of increasing daily doses of doxazosin in
normotensives beginning at 1 mg/day, only 2 of 6 subjects could tolerate more than 2 mg/day without
experiencing symptomatic postural hypotension. In another study of 24 healthy normotensive male
subjects receiving initial doses of 2 mg/day of doxazosin, seven (29%) of the subjects experienced
symptomatic postural hypotension between 0.5 and 6 hours after the first dose necessitating termination
of the study. In this study 2 of the normotensive subjects experienced syncope. Subsequent trials in
hypertensive patients always began doxazosin dosing at 1 mg/day resulting in a 4% incidence of postural
side effects at 1 mg/day with no cases of syncope.

In multiple dose clinical trials in hypertension involving over 1500 hypertensive patients with dose
titration every one to two weeks, syncope was reported in 0.7% of patients. None of these events
occurred at the starting dose of 1 mg and 1.2% (8/664) occurred at 16 mg/day.

In placebo-controlled, clinical trials in BPH, 3 out of 665 patients (0.5%) taking doxazosin reported
syncope. Two of the patients were taking 1 mg doxazosin, while one patient was taking 2 mg doxazosin
when syncope occurred. In the open-label, long-term extension follow-up of approximately 450 BPH
patients, there were 3 reports of syncope (0.7%). One patient was taking 2 mg, one patient was taking
8 mg and one patient was taking 12 mg when syncope occurred. In a clinical pharmacology study, one
subject receiving 2 mg experienced syncope.

If syncope occurs, the patient should be placed In a recumbent position and treated supportively
as necessary.

Priapism: Rarely (probably less frequently than one in every several thousand patients), alpha-]
antagonists such as doxazosin have been associated with priapism (painful penile erection, sustained for
hours and unrelieved by sexual intercourse or masturbation). Because this condition can lead to
permanent impotence if not promptly treated, patients must be advised about the seriousness of the
condition (see PRECAUTIONS: Information for Patients).

PRECAUTIONS
General:
Prostate Cancer: Carcinoma of the prostate causes many of the symptoms associated with BPH and the
two disorders frequently co-exist. Carcinoma of the prostate should therefore be ruled out prior to
commencing therapy with CARDURA0.
Orthostatic Hypotension: While syncope is the most severe orthostatic effect of CARDURA0, other
symptoms of lowered blood pressure, such as dizziness, lightheadedness, or vertigo can occur,
especially at initiation of therapy or at the time of dose increases.
a) Hypertension
These symptoms were common in clinical trials in hypertension, occurring in up to 23% of all patients
treated and causing discontinuation of therapy in about 2%.

In placebo-controlled titration trials in hypertension, orthostatic effects were minimized by beginning
therapy at 1 mg per day and titrating every two weeks to 2,4, or 8 mg per day. There was an increased
frequency of orthostatic effects in patients given 8 mg or more, 10%, compared to 5% at 1-4 mg and 3%
in the placebo group.
b) Benign Prostatic Hyperplasia
In placebo-controlled trials in BPH, the incidence of orthostatic hypotension with doxazosin was 0.3%
and did not increase with increasing dosage (to 8 mg/day). The incidence of discontinuations due to
hypotensive or orthostatic symptoms was 3.3% with doxazosin and 1 % with placebo. The titration
interval in these studies was one to two weeks.

Patients in occupations in which orthostatic hypotension could be dangerous should be treated with
particular caution. As alpha-antagonists can cause orthostatic effects, it is important to evaluate standing
blood pressure two minutes after standing and patients should be advised to exercise care when arising
from a supine or sitting position.

If hypotension occurs, the patient should be placed in the supine position and, if this measure is
inadequate, volume expansion with intravenous fluids or vasopressor therapy may be used. A transient
hypotensive response is not a contraindication to further doses of CARDURA0

Information for Patients (See Patient Package Insert): Patients should be made aware of the possibility
of syncopal and orthostatic symptoms, especially at the initiation of therapy, and urged to avoid driving
or hazardous tasks for 24 hours after the first dose, after a dosage increase, and after interruption of
therapy when treatment is resumed. They should be cautioned to avoid situations where injury could
result should syncope occur during initiation of doxazosin therapy. They should also be advised of the
need to sit or lie down when symptoms of lowered blood pressure occur, although these symptoms are
not always orthostatic, and to be careful when rising from a sitting or lying position. If dizziness,
lightheadedness, or palpitations are bothersome they should be reported to the physician, so that dose
adjustment can be considered. Patients should also be told that drowsiness or somnolence can occur
with CARDURA0 or any selective alpha-) adrenoceptor antagonist, requiring caution in people who must
drive or operate heavy machinery.

Patients should be advised about the possibility of priapism as a result of treatment with alphas
antagonists. Patients should know that this adverse event is very rare. If they experience priapism, it
should be brought to immediate medical attention for if not treated promptly it can lead to permanent
erectile dysfunction (impotence).
Drug/Laboratory Test Interactions: CARDURA0 does not affect the plasma concentration of prostate
specific antigen in patients treated for up to 3 years. Both doxazosin, an alpha, inhibitor, and finasteride,
a 5-alpha reductase inhibitor, are highly protein bound and hepatically metabolized. There is no definitive
controlled clinical experience on the concomitant use of alpha, inhibitors and 5-alpha reductase inhibitors
at this time.
Impaired Liver Function: CARDURA0 (doxazosin mesylate) should be administered with caution to
patients with evidence of impaired hepatic function or to patients receiving drugs known to influence
hepatic metabolism (see CLINICAL PHARMACOLOGY).
Leukopenia/Neutropenia: Analysis of hematologic data from hypertensive patients receiving CARDURA0

in controlled hypertension clinical trials showed that the mean WBC (N = 474) and mean neutrophil
counts (N = 419) were decreased by 2.4% and 1.0% respectively, compared to placebo, a phenomenon
seen with other alpha blocking drugs. In BPH patients the incidence of clinically significant WBC
abnormalities was 0.4% (2/459) with CARDURA0 and 0% (0/147) with placebo, with no statistically
significant difference between the two treatment groups. A search through a data base of 2400
hypertensive patients and 665 BPH patients revealed 4 hypertensives in which drug-related neutropenia
could not be ruled out and one BPH patient in which drug related leukopenia could not be ruled out. Two
hypertensives had a single low value on the last day of treatment. Two hypertensives had stable, non-
progressive neutrophil counts in the 1000/mm3 range over periods of 20 and 40 weeks. One BPH patient
had a decrease from WBC count of 4800/mm3 to 2700/mm3 at the end of the study; there was no evidence
of clinical impairment. In cases where follow-up was available the WBCs and neutrophil counts returned
to normal after discontinuation of CARDURA0. No patients became symptomatic as a result of the low
WBC or neutrophil counts.
Drug Interactions: Most (98%) of plasma doxazosin is protein bound. In vitro data in human plasma
indicate that CARDURA0 has no effect on protein binding of digoxin, warfarin, phenytoin or
indomethacin. There is no information on the effect of other highly plasma protein bound drugs on
doxazosin binding. CARDURA0 has been administered without any evidence of an adverse drug
interaction to patients receiving thiazide diuretics, beta-blocking agents, and nonsteroidal anti-

inflammatory drugs. In a placebo-controlled trial in normal volunteers, the administration of a single
1 mg dose of doxazosin on day 1 of a four-day regimen of oral cimetidine (400 mg twice daily) resulted
in a 10% increase in mean AUC of doxazosin (p=0.006), and a slight but not statistically significant
increase in mean Cmax a n d mean half-life of doxazosin. The clinical significance of this increase in
doxazosin AUC is unknown.

In clinical trials, CARDURA0 tablets have been administered to patients on a variety of concomitant
medications; while no formal interaction studies have been conducted, no interactions were observed.
CARDURA0 tablets have been used with the following drugs or drug classes: 1) analgesic/anti-
inflammatory (e.g., acetaminophen, aspir in, codeine and codeine combinations, ibuprofen,
indomethacin); 2) antibiotics (e.g., erythromycin, trimethoprim and sulfamethoxazole, amoxicillin); 3)
antihistamines (e.g., chlorpheniramine); 4) cardiovascular agents (e.g., atenolol, hydrochlorothiazide,
propranolol); 5) corticosteroids; 6) gastrointestinal agents (e.g., antacids); 7) hypoglycemics and
endocrine drugs; 8) sedatives and tranquilizers (e.g., diazepam); 9) cold and flu remedies.
Nursing Mothers: Studies in lactating rats given a single oral dose of 1 mg/kg of [2-'4C]-CARDURA
indicate that doxazosin accumulates in rat breast milk with a maximum concentration about 20 times
greater than the maternal plasma concentration. It is not known whether this drug is excreted in human
milk. Because many drugs are excreted in human milk, caution should be exercised when CARDURA0 is
administered to a nursing mother.

ADVERSE REACTIONS
A. Benign Prostatic Hyperplasia
The incidence of adverse events has been ascertained from worldwide clinical trials in 965 BPH patients.
The incidence rates presented below (Table 3) are based on combined data from seven placebo-
controlled trials involving once daily administration of CARDURA0 in doses of 1 -16 mg in hypertensives
and 0.5-8 mg in normotensives. The adverse events when the incidence in the CARDURA0 group was at
least 1 % are summarized in Table 3. No significant difference in the incidence of adverse events
compared to placebo was seen except for dizziness, fatigue, hypotension, edema and dyspnea. Dizziness
and dyspnea appeared to be dose-related.

In BPH, adverse reactions during placebo-controlled studies of CARDURA0 (N=665) vs placebo
(l\l=300), respectively, were: back pain (1.8% vs 2.0%), chest pain (1.2% vs 0.7%), fatigue (8.0%*
vs 1.7%), headache (9.9% vs 9.0%), influenza-like symptoms (1.1% vs 1.0%), pain (2.0% vs 1.0%),
hypotension (1.7%* vs 0.0%), palpitation (1.2% vs 0.3%), abdominal pain (2.4% vs 2.0%), diarrhea
(2.3% vs 2.0%), dyspepsia (1.7% vs 1.7%), nausea M.5% vs 0.7%), edema (2.7%* vs 0.7%),
dizziness/vertigo (15.6%* vs 9.0%), mouth dry (1.4% vs 0.3%), somnolence (3.0% vs 1.0%), dyspnea
2.6%* vs 0.3%), respiratory disorder (1.1% vs 0.7%), vision abnormal (1.4% vs 0.7%), impotence
1.1% vs 1.0%), urinary tract infection (1.4% vs 2.3%), sweating increased (1 .1% vs 1.0%), anxiety
1.1 % vs 0.3%), insomnia (1.2% vs 0.3%). */&0.05 for treatment differences
In these placebo-controlled studies of 665 CARDURA0 (doxazosin mesylate) patients, treated for a

mean of 85 days, additional adverse reactions have been reported. These are less than 1 % and not
distinguishable from those that occurred in the placebo group. Adverse reactions with an incidence of
less than 1% but of clinical interest are (CARDURA0 vs. placebo): Cardiovascular System: angina pectoris
(0.6% vs. 0.7%), postural hypotension (0.3% vs. 0.3%), syncope (0.5% vs. 0.0%), tachycardia (0.9%
vs. 0.0%); Urogenital System: dysuria (0.5% vs. 1.3%), and Psychiatric Disorders: libido decreased
(0.8% vs. 0.3%). The safety profile in patients treated for up to three years was similar to that in the
placebo-controlled studies.

The majority of adverse experiences with CARDURA0 were mild.
B. Hypertension
CARDURA0 has been administered to approximately 4000 hypertensive patients, of whom 1679 were
included in the hypertension clinical development program. In that program, minor adverse effects were
frequent, but led to discontinuation of treatment in only 7% of patients. In placebo-controlled studies
adverse effects occurred in 49% and 40% of patients in the doxazosin and placebo groups, respectively,
and led to discontinuation in 2% of patients in each group. The major reasons for discontinuation were
postural effects (2%), edema, malaise/fatigue, and some heart rate disturbance, each about 0.7%.

In controlled hypertension clinical trials directly comparing CARDURA0 to placebo there was no
significant difference in the incidence of side effects, except for dizziness (including postural), weight
gain, somnolence and fatigue/malaise. Postural effects and edema appeared to be dose related. The
prevalence rates presented below are based on combined data from placebo-controlled studies involving
once daily administration of doxazosin at doses ranging from 1-16 mg. Table 4 summarizes those
adverse experiences (possibly/probably related) reported for patients in these hypertension studies
where the prevalence rate in the doxazosin group was at least 0.5% or where the reaction is of particular
interest.

In hypertension, adverse reactions during placebo-controlled studies of CARDURA0 (N=339) vs
placebo (N=336), respectively, were: dizziness (19% vs 9%), vertigo (2% vs 1%), postural hypotension
(0.3% vs 0%), edema (4% vs 3%), palpitation (2% vs 3%), arrhythmia ( 1 % vs 0%), hypotension ( 1 %
vs 0%), tachycardia (0.3% vs 1%), peripheral ischemia (0.3% vs 0%), rash ( 1 % vs 1%), pruritus ( 1 %
vs 1%), arthralgia/arthritis ( 1 % vs 0%), muscle weakness ( 1 % vs 0%), myalgia ( 1 % vs 0%), headache
14% vs 16%), paresthesia ( 1 % vs 1%), kinetic disorders ( 1 % vs 0%), ataxia ( 1 % vs 0%), hypertonia
1 % vs 0%), muscle cramps ( 1 % vs 0%), mouth dry (2% ys 2%), flushing ( 1 % vs 0%), vision abnormal
2% vs 1%), conjunctivit is/eye pain ( 1 % vs 1%), t innitus ( 1 % vs 0.3%), somnolence (5%

vs 1%), nervousness (2% vs 2%), depression ( 1 % vs 1%), insomnia ( 1 % vs 1%), sexual dysfunction
(2% vs 1%), nausea (3% vs 4%), diarrhea (2% vs 3%), constipation ( 1 % vs 1%), dyspepsia ( 1 % vs 1%),
flatulence ( 1 % vs 1%), abdominal pain (0% vs 2%), vomiting (0% vs 1%), rhinitis (3% vs 1%), dyspnea
( 1 % vs 1%), epistaxis ( 1 % vs 0%), polyuria (2% vs 0%), urinary incontinence ( 1 % vs 0%), micturition
frequency (0% vs 2%), fatigue/malaise (12% vs 6%), chest pain (2% vs 2%), asthenia
( 1 % vs 1%), face edema ( 1 % vs 0%), pain (2% vs 2%).

Additional adverse reactions have been reported, but these are, in general, not distinguishable from
symptoms that might have occurred in the absence of exposure to doxazosin. The following adverse
reactions occurred with a frequency of between 0.5% and 1 % : syncope, hypoesthesia, increased
sweating, agitation, increased weight. The following additional adverse reactions were reported by <0.5%
of 3960 patients who received doxazosin in controlled or open, short- or long-term clinical studies,
including international studies. Cardiovascular System: angina pectoris, myocardial infarction,
cerebrovascular accident; Autonomic Nervous System: pallor; Metabolic: thirst, gout, hypokalemia;
Hematopoietic: lymphadenopathy, purpura; Reproductive System: breast pain; Skin Disorders: alopecia,
dry skin, eczema; Central Nervous System: paresis, tremor, twitching, confusion, migraine, impaired
concentration; Psychiatric: paroniria, amnesia, emotional lability, abnormal thinking, depersonalization;
Special Senses: parosmia, earache, taste perversion, photophobia, abnormal lacrimation;
Gastrointestinal System: increased appetite, anorexia, fecal incontinence, gastroenteritis; Respiratory
System: bronchospasm, sinusitis, coughing, pharyngitis; Urinary System: renal calculus; General Body
System: hot flushes, back pain, infection, fever/rigors, decreased weight, influenza-like symptoms.

CARDURA0 (doxazosin mesylate) has not been associated with any clinically significant changes in
routine biochemical tests. No clinically relevant adverse effects were noted on serum potassium, serum
glucose, uric acid, blood urea nitrogen, creatinine or liver function tests. CARDURA" has been associated
with decreases in white blood cell counts (See Precautions).

OVERDOSAGE
Experience with CARDURA0 overdosage is limited. Two adolescents who each intentionally ingested
40 mg CARDURA0 with diclofenac or paracetamol, were treated with gastric lavage with activated
charcoal and made full recoveries. A two year-old child who accidently ingested 4 mg CARDURA0 was
treated with gastric lavage and remained normotensive during the five hour emergency room observation
period. A six-month old child accidentally received a crushed 1 mg tablet of CARDURA0 and was reported
to have been drowsy. A 32 year old female with chronic renal failure, epilepsy and depression
intentionally ingested 60 mg CARDURA0 (blood level 0.9 |j.g/mL; normal values in hypertensives=
0.02 M-g/mL); death was attributed to a grand mal seizure resulting from hypotension. A 39 year-old
female who ingested 70 mg CARDURA0, alcohol and Dalmane" (flurazepam) developed hypotension
which responded to fluid therapy.

The oral LD50 of doxazosin is greater than 1000 mg/kg in mice and rats. The most likely manifestation
of overdosage would be hypotension, for which the usual treatment would be intravenous infusion of
fluid. As doxazosin is highly protein bound, dialysis would not be indicated.
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NEW BAYCOL

Baycol™ (cerivastatin sodium tablets) is indicated as an adjunct to diet for the reduction of elevated
total and LDL cholesterol levels in patients with primary hypercholesterolemia and mixed dyslipidemia
(Fredrickson Types lla and lib) when the response to dietary restriction of saturated fat and cholesterol
and other nonpharmacological measures alone have been inadequate.

The effect of Baycol on cardiovascular morbidity and mortality has not been determined.

Important Safety Information
Baycol 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 plasma creatine kinase (CK). Patients should be advised to report promptly
unexplained muscle pain, tenderness, or weakness, particularly if accompanied by malaise or fever.
Baycol therapy should be discontinued if markedly elevated CK levels occur or myopathy is diagnosed
or suspected.
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, e.g., semiannually.
In clinical trials with over 3,000 patients, the most common adverse events regardless of causality were
rhinitis, pharyngitis, headache, dyspepsia, diarrhea, arthralgia and myalgia.

•Results reflect mean percent change from baseline, in a 24-week, randomized, double-blind, placebo-controlled U.S. trial in
934 patients with primary hypercholesterolemia. Reductions may vary from patient to patient.



aycol
/cerivastatin

sodium tablets
'Average wholesale price (AWP) based on per day cost of 0.3 mg tablets, bottles of 100. AWP is from a published price list and
may or may not represent actual price to pharmacists or consumers. Retail pricing may vary from community to community
ana may affect cost savings for the patient.

Reference: 1. Red Booh" Update. January 1998. In press.
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BAYCOL™
(cerivastatin sodium tablets)

BRIEF SUMMARY
CONSULT PACKAGE INSERT FOR FULL PRESCRIBING INFORMATION
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INDICATIONS AND USAGE:Therapy with lipid-altering drugs should be a component of multiple risk factor intervention in
those patients at significantly high risk for atherosclerotic vascular disease due to hypercholesterolemia. BAYCOL™ (cerivas-
tatin sodium tablets) is indicated as an adjunct to diet for the reduction of elevated total and LDL cholesterol levels in patients
with primary hypercholesterolemia and mixed dyslipidemia (Fredrickson Types Ila and lib) when the response to dietary
restriction of saturated fat and cholesterol and other non-pharmacological measures alone has been inadequate.
Before considering therapy with lipid-altering agents, secondary causes of hypercholesterolemia, e.g., poorly controlled dia-
betes mellitus, hypothyroidism, nephrotic syndrome, dysproteinemias, obstructive liver disease, other drug therapy, alco-
holism, should be excluded and a lipid profile performer/to measure Total-C, HDL-C, and triglycendes (TG). For patients with
TG less than 400 mg/dL, LDL-C can be estimated using the following equation: LDL-C = [Total-C] minus [HDL-C + TG/5]
For TG levels > 400 mg/dL, this equation is less accurate and LDL-C concentrations should be directly measured by prepara-
tive ultracentrifugation. In many hypertriglyceridemic patients, LDL-C may be low or normal despite elevated Total-C. In such
cases, BAYCOL™ (cerivastatin sodium tablets) is not indicated.
Lipid determinations should be performed at intervals of no less than four weeks.
The National Cholesterol Education Program (NCEP) Treatment Guidelines are summarized in Table 2.
Table 2 National Cholesterol Education Program (NCEP) Treatment Guidelines

LDL-Cholesterol mg/dL (mmol/L)
Definite Atherosclerotic Disease* Two or More Other Risk Factors" Initiation Level"* Goal

NO NO £190(24.9) <160(<4.1)
NO YES > 160 (> 4.1) <130(<3.4)

YES YES or NO 2130(2 3.4) <100(<2.6)
Coronary heart disease or peripheral vascular disease (including symptomatic carotid artery disease).

*' Other risk factors for coronary heart disease (CHD) include the following: age (males: 2 45 years; females: 2 55 years or
premature menopause without estrogen replacement therapy); family history of premature CHD; current cigarette smok-
ing; hypertension; confirmed HDL-C < 35 mg/dL (< 0.91 mmol/L); and diabetes mellitus. Subtract one risk factor if HDL-
C is 2 60 mg/dL (21.6 mmol/L).

• " In CHD patients with LDL-C levels 100-129 mg/dL, the physician should exercise clinical judgement in deciding whether
to initiate drug treatment.

At the time of hospitalization for an acute coronary event, consideration can be given to initiating drug therapy at discharge if
the LDL-C level is 2130 mg/dL (NCEP-ATPII).
Since the goal of treatment is to lower LDL-C, the NCEP recommends that LDL-C levels be used to initiate and assess treat-
ment response. Only if LDL-C levels are not available, should the Total-C be used to monitor therapy.
Although BAYCOL™may be useful to reduce elevated LDL-cholesterol levels in patients with combined hypercholesterolemia
and hypertriglyceridemia where hypercholesterolemia is the major abnormality (Type Mb hyperiipoprotememia), it has not
been studied in conditions where the major abnormality is elevation of chylomicrons, VLDL, or IDL (i.e., hyperiipoproteinemia
types I. I l l , IV, or v ) . '
CONTRAINDICATIONS: Active liver disease or unexplained persistent elevations of serum transaminases (see WARNINGS).
Pregnancy and lactation: Atherosclerosis is a chronic process, and the discontinuation of lipid-lowering drugs during pregnan-
cy should have little impact on the outcome 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. 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. Cerivastatin
sodium should be administered to women of child-bearing 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, cerivastatin sodium
should be discontinued and the patient should be apprised of the potential hazard to the fetus.
Hypersensitivity to any component of this medication.
WARNINGS: Liver Enzymes: HMG-CoA reductase inhibitors have been associated with biochemical abnormalities of liver
function. Persistent increases of serum transaminase (ALT, AST) values to more than 3 times the upper limit of normal (occur-
ring on two or more not necessarily sequential occasions) have been reported in less than 1.0% of patients treated with
cerivastatin sodium in the US over an average period of 11 months. Most of these abnormalities occurred within the first 6
weeks of treatment, resolved after discontinuation of the drug, and were not associated with cholestasis. In most cases, these
biochemical abnormalities were asymptomatic.
It Is recommended that liver function tests be performed before the initiation of treatment, at 6 and 12 weeks after Initia-
tion of therapy or elevation in dose, and periodically thereafter, e.g., semlannually. Patients who develop increased
transaminase levels should be monitored with a second liver function evaluation to confirm the finding and be followed there-
after with frequent liver function tests until the abnprmality(ies) return to normal. Should an increase in AST or ALT of three
times the upper limit of normal or greater persist, withdrawal of cerivastatin sodium therapy is recommended.
Active liver disease or unexplained transaminase elevations are contraindications to the use of BAYCOL™ (cerivastatin sodium
tablets) (see CONTRAINDICATIONS). Caution should be exercised when cerivastatin sodium is administered to patients with a
history of liver disease or heavy alcohol ingestion (see CLINICAL PHARMACOLOGY: Pharmacokinetics/Metaholism). Such
patients should be started at the low end of the recommended dosing range and closely monitored.
Skeletal Muscle: Rare cases of rhabdomyolysls with acute renal failure secondary to myogloblnuria have been reported
with other HMG-CoA reductase inhibitors. Myopathy, defined as muscle aching or muscle weakness, associated with
increases in plasma creatine kinase (CK) values to greater than 10 times the upper limit of normal, was rare (<O.2%) in U.S.
cerivastatin clinical trials. Myopathy should be considered in any patient with diffuse myalgias, muscle tenderness or weak-
ness, and/or marked elevation of CK. Patients should be advised to report promptly unexplained muscle pain, tenderness, or
weakness, particularly if accompanied by malaise or fever. BAYCOL™ (cerivastatin sodium tablets) therapy should be discon-
tinued if markedly elevated CK levels occur or myopathy is diagnosed or suspected. BAYCOL™ (cerivastatin sodium tablets)
should be temporarily withheld In any patient experiencing an acute or serious condition predisposing to the develop-
ment of renal (allure secondary to rhabdomyolysls, e.g., sepsis; hypotension; major surgery; trauma; severe metabolic,
endocrine or electrolyte disorders; or uncontrolled epilepsy.
The risk of myopathy during treatment with other HMG-CoA reductase inhibitors is increased with concurrent administration
of cyclosporine, fibric acid derivatives, erythromycin, azole antifungals or lipid-lowering doses of niacin.
Uncomplicated myalgia has been observed infrequently in patients treated with cerivastatin sodium at rates that could not be
distinguished from placebo.
The use of fibrates alone occasionally may be associated with myopathy. The combined use of HMG-CoA inhibitors and
fibrates generally should be avoided.
PRECAUTIONS: General: Before instituting therapy with BAYCOL™ (cerivastatin sodium tablets), an attempt should be made
to control hypercholesterolemia with appropriate diet, exercise, weight reduction in obese patients, and treatment of underly-
ing medical problems (see INDICATIONS AND USAGE).
Cerivastatin sodium may elevate creatine kinase and transaminase levels (see ADVERSE REACTIONS). This should be consid-
ered in the differential diagnosis of chest pain in a patient on therapy with cerivastatin sodium.
Homozygous Familial Hypercholesterolemia: Cerivastatin sodium has not been evaluated in patients with rare homozygous
familial hypercholesterolemia. HMG-CoA reductase inhibitors have been reported to be less effective in these patients because
they lack functional LDL receptors.
Information for Patients: Patients should be advised to report promptly unexplained muscle pain, tenderness, or weakness,
particularly if accompanied by malaise or fever.
Drug Interactions: Immunosuppresslve Drugs, Fibric Acid Derivatives, Niacin (Nicotinic Acid), Erythromycin, Azole
Antifungals: See WARNINGS: Skeletal Muscle.
ANTACID (Magnesium-Aluminum Hydroxide): Cerivastatin plasma concentrations were not affected by co-administration of
antacid.
CIMETIDINE: Cerivastatin plasma concentrations were not affected by co-administration of cimetidine.
CHOLESTYRAMINE: The influence of the bile-acid-sequestering agent cholestyramine on the pharmacokinetics of cerivastatin
sodium was evaluated in 12 healthy males in 2 separate randomized crossover studies. In the first study, concomitant admin-
istration of 0.2 mg cerivastatin sodium and 12 g cnolestyramine resulted in decreases of more than 22% for AUC and 40% for
Cnux when compared to dosing cerivastatin sodium alone. However, in the second study, administration of 12 g cholestyra-
mine 1 hour betore the evening meal and 0.3 mg cerivastatin sodium approximately 4 hours after the same evening meal
resulted in a decrease in the cerivastatin AUC of less than 8%, and a decrease in Cmax of about 30% when compared to dosing
cerivastatin sodium alone. Therefore, it would be expected that a dosing schedule of cerivastatin sodium given at bedtime and
cholestyramine given before the evening meal would not result in a significant decrease in the clinical effect of cerivastatin
sodium.
DIGOXIN: Plasma digoxin levels and digoxin clearance at steady-state were not affected by co-administration of 0.2 mg
cerivastatin sodium. Cerivastatin plasma concentrations were also not affected by co-administration of digoxin.
WARFARIN: Co-administration of warfarin and cerivastatin to healthy volunteers did not result in any changes in prothrombin
time or clotting factor VII when compared to co-administration of warfarin and placebo. The AUC and Cmax of both the (R)
and (S) isomers of warfarin were unaffected by concurrent dosing of 0.3 mg cenvastatin sodium. Co-administration of war-
farin and cerivastatin did not alter the pharmacokinetics of cerivastatin sodium.
ERYTHROMYCIN: In hypercholesterolemic patients, steady-state cerivastatin AUC and Cmax increased approximately 50% and
24% respectively after 10 days with co-administration of erythromycin, a known inhibitor of cytochrome P450 3A4.
OTHER CONCOMITANT THERAPY: Although specific interaction studies were not performed, in clinical studies, cerivastatin
sodium was used concomitantly with angiotensin-converting enzyme (ACE) inhibitors, beta-blockers, calcium-channel Mock-
ers, diuretics, and nonsteroidal anti-inflammatory drugs (NSAIDs) without evidence of clinically significant adverse interactions.
Endocrine Function: HMG-CoA reductase inhibitors interfere with cholesterol synthesis and lower cholesterol levels and, as
such, might theoretically blunt adrenal or gonadal steroid hormone production.
Clinical studies have shown that cerivastatin sodium has no adverse effect on sperm production and does not reduce basal plas-
ma cortisol concentration, impair adrenal reserve or have an adverse effect on thyroid metabolism as assessed by TSH. Results
of clinical trials with drugs in this class have been inconsistent with regard to drug effect on basal and reserve steroid levels. The
effects of HMG-CoA reductase 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-menopausa! women are unknown.
Patients treated with cerivastatin sodium who develop clinical evidence of endocrine dysfunction should be evaluated appropriately.
Caution should be exercised if an HMG-CoA reductase inhibitor or other agent used to lower cholesterol levels is administered to
patients also receiving other drugs that may decrease the levels or activity of endogenous steroid hormones, e.g., ketoconazole,
spironolactone, or cimetidine.
CNS and other Toilcitles: Chronic administration of cerivastatin to rodent and non-rodent species demonstrated the principal
toxicologic targets and effects observed with other HMG-CoA reductase inhibitors: Hemorrhage and edema in multiple organs
and tissues including CNS (dogs); cataracts (dogs); degeneration of muscle fibers (dogs, rats, and mice); hyperkeratosis in

the nonglandular stomach (rats and mice, this organ has no human equivalent); liver lesions (dogs, rats, and mice).
CNS lesions were characterized by muttifocal bleeding with fibrinoid degeneration of vessel walls in the plexus chorioideus of
the brain stem and in the ciliary body of the eye at 0.1 mg/kg/day in the dog. This dose resulted in plasma levels of cerivastatin
(Cmax), that were about 23 times higher than the mean values in humans taking 0.3 mg/day. No CNS lesions were observed
after chronic treatment with cerivastatin for up to two years in the mouse (Cmax up to 7 times that
and rat (Cmax up to 2 times that of humans).

Mimes that of humans at 0.3 mg/day)

Carcinogenesis, Mutagenesls, Impairment of Fertility: A 2-year study was conducted in rats at average daily doses of
cerivastatin of 0.007, 0.034, or 0.158 mg/kg. The high dosage level corresponded to plasma drug levels (AUC) of approxi-
mately 1 - 2 times the mean human plasma drug concentrations after a 0.3-mg oral dose. Tumor incidences of treated rats
were comparable to controls in all treatment groups. In a 2-year carcinogenic^ study in mice with average daily doses of
cerivastatin of 0.4,1.8, 9.1, or 55 mg/kg hepatocellular adenomas were significantly increased in male and female mice at
29.1 mg/kg and hepatocellular carcinomas were significantly increased in male mice at 21.8 mg/kg. These doses were in the
range of human exposure (dose of 0.3 mg/day).
No evidence of genotoxicity was observed in vitro with or without metabolic activation in the following assays: microbial muta-

Sen tests using mutant strains of S. typhimurium or F. coli, Chinese Hamster Ovary Forward Mutation Assay, Unscheduled
NA Synthesis in rat primary hepatocytes, chromosome aberrations in Chinese Hamster Ovary cells, and spindle inhibition in

human lymphocytes. In addition, there was no evidence of genotoxicity in vivo in a mouse Micronucleus Test; there was
equivocal evidence of mutagenicity in a mouse Dominant Lethal Test.
In a combined male and female rat fertility study, cerivastatin had no adverse effects on fertility or reproductive performance at
doses up to 0.1 mg/kg/day, a dose that produced plasma drug levels (Cmax) about 1 - 2 times higher than mean plasma drug
levels for humans receiving 0.3 mg cerivastatin/day. At a dose of 0.3 mg/kg/day (plasma Cmax 4 - 5 times the human level), the
length of gestation was marginally prolonged, stillbirths were increased, and the survival rate up to day 4 postpartum was
decreased. In the fetuses (F1), a marginal reduction in fetal weight and delay in bone development was observed. In the mat-
ing of the F1 generation, there was a reduced number of female rats that littered.
In the testicles of dogs treated chronically with cerivastatin at a dose of 0.008 mg/kg/day (approximately 2 fold the human
exposure at doses of 0.3 mg based on Cmax), atrophy, vacuolization of the germinal epithelium, spermatidic giant cells, and
focal oligospermia were observed. In another 1-year study in dogs treated with 0.1 mg/kg/day (approximately 23 fold the
human exposure at doses of 0.3 mg based on Cmax), ejaculate volume was small and libido was decreased. Semen analysis
revealed an increased number of morphologically altered spermatozoa indicating disturbances of epididymal sperm matura-
tion that was reversible when drug administration was discontinued.
Pregnancy: Pregnancy Category X: (See CONTRAINDICATIONS): Cerivastatin caused a significant increase in incomplete
ossification of the lumbar center of the vertebrae in rats at an oral dose of 0.72 mg/kg. Cerivastatin did not cause any anoma-
lies or malformations in rabbits at oral doses up to 0.75 mg/kg. These doses resulted in plasma levels (Cmax) 6-7 times the
human exposure for rats and 3-4 times the human exposure Tor rabbits (human dose 0.3 mg). Cerivastatin crossed the placen-
ta and was found in fetal liver, gastrointestinal tract, and kidneys when pregnant rats were given a single oral dose of 2 mg/kg.
Safety in pregnant women has not been established. Cerivastatin 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. Rare reports of con-
genital anomalies have been received following intrauterine exposure to other HMG-CoA reductase inhibitors. In a review of
approximately 100 prospectively followed pregnancies in women exposed to simvastatin or lovastatin, the incidences of con-
genital anomalies, spontaneous abortions and fetal deaths/stillbirths did not exceed what would be expected in the general
population. The number of cases is adequate only to exclude a three- to four-fold increase in congenital anomalies over the
background incidence. In 89% of the prospectively followed pregnancies, drug treatment was initiated prior to pregnancy and
was discontinued at some point in the first trimester when pregnancy was identified. As safety in pregnant women has not
been established and there is no apparent benefit to therapy with BAYCOL™ during pregnancy (see CONTRAINDICATIONS),
treatment should be immediately discontinued as soon as pregnancy is recognized. If a women becomes pregnant while tak-
ing cerivastatin, the drug should be discontinued and the patient advised again as to potential hazards to the fetus.
Nursing Mothers: Based on preclinical data, cerivastatin is present in breast milk in a 1.3:1 ratio (mblasma) . Because of the
potential for serious adverse reactions in nursing infants, nursing women should not take cerivastatin (see CONTRAINDICATIONS).
Pediatric Use: Safety and effectiveness in pediatric patients have not been established.
Geriatric Use: In clinical pharmacology studies, there were no clinically relevant effects of age on the pharmacokinetics of
cerivastatin sodium.
Renal Insufficiency: Patients with significant renal impairment (CICT £• 60 mL/min/1.73m2) have increased AUC (up to 60%)
and Cmax (up to 23%) and should be administered BAYCOL™ with caution.
Hepatic Insufficiency: Safety and effectiveness in hepatically impaired patients have not been established. Cerivastatin should
be used with caution in patients who have a history of liver disease and/or consume substantial quantities of alcohol (see
Contraindications and Warnings).
ADVERSE REACTIONS: In the U.S. placebo-controlled clinical studies, discontinuations due to adverse events occurred in 3% of
cerivastatin sodium treated patients and in 3% of patients treated with placebo. Adverse reactions have usually been mild and
transient. Cerivastatin sodium has been evaluated for adverse events in more than 3,000 patients and is generally well-tolerated.
Clinical Adverse Experiences: Adverse experiences occurring with a frequency 22% for marketed doses of cerivastatin sodium,
regardless of causality assessment, in U.S. placebo-controlled clinical studies, are shown in the Table 3 below:
Table 3 Adverse Experiences Occurring In 22% of Patients in U.S. Placebo-Controlled Clinical Studies

BAYCOL™ Placebo BAYCOL™ Placebo
Adverse Event (n = 552) (n = 247) Adverse Event (n = 552) (n = 247)
Body as a Whole
Headache
Accidental Injury
Flu Syndrome
Back Pain
Abdominal Pain
Asthenia
Chest Pain
Leg Pain
Cardiovascular
Peripheral Edema
Digestive
DyspepsiaDiarrhea
Flatulence
Nausea
Constipation
Surgery

11.8%
7.1%
6.3%
4.0%
3.4%
3.4%
2.9%
2.0%

2.0%

5.6%
4.0%
3.4%
2.7%
1.8%
1.4%

12.6%
6.9%
8.1%
6.1%
3.6%
2.8%
2.8%
1.2%

1.2%

4.9%
3.6%
3.6%
3.2%
2.0%
3.6%

Musculoskeletal
Arthralgia
Myalgia
Nervous
Dizziness
Insomnia
Respiratory
Rhinitis
Pharyngitis
Sinusitis
Cough Increased
Skin and Appendages
Rash
Urogenital
Urinary Tract Infection

6.7%
2.7%

2.5%
2.2%

13.2%
12.0%
6.9%
2.7%

3.4%

1.6%

4.5%
1.2%

3.6%
1.2%

12.1%
17.0%
5.7%
2.0%

5.7%

2.4%

The following effects have been reported with drugs in this class.
Skeletal: myopathy, muscle cramps, rhabdomyolysis, arthralgias, myalgia.
Neurological: dysfunction of certain cranial nerves (including alteration of taste, impairment of extra-ocular movement, facial
paresis), tremor, dizziness, memory loss, vertigo, paresthesia, peripheral neuropathy, peripheral nerve palsy, anxiety, insom-
nia, depression, psychic disturbances.
Hypersensitivity Reactions: An apparent hypersensitivity syndrome has been reported rarely that included one or more of the
following features: anaphylaxis, angioedema, lupus eryfhematosus-like syndrome, polymyalgia rheumatica, dermatomyositis,
vasculitis, purpura, thrombocytopenia, leukopenia, hemoiytic 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, rarefy,
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,
flepradurt/i'e.gynecomastia, loss of libido, erectile dysfunction.
Eye: progression of cataracts (lens opacities), ophthalmoplegia.
Laboratory Abnormalities: elevated transaminases, alkaline phosphatase, •y-glirtamyl transpeptidase, and bilirubin; thyroid
function abnormalities.
Concomitant Therapy: In studies where cerivastatin sodium has been administered concomitantly with cholestyramine, no
adverse reactions unique to this combination or in addition to those previously reported for this class of drugs were reported.
Myopathy and rhabdomyolysis (with or without acute renal failure) have been reported when another HMG-CoA reductase
inhibitor was used in combination with immunosuppressive drugs, fibric acid derivatives, erythromycin, azole antifungals or
lipid-lowering doses of nicotinic acid. Concomitant therapy with HMG-CoA reductase inhibitors and these agents is generally
not recommended (SeeWARNINGS: Skeletal Muscle).
References:
1 Classification of Hvoerlloooroteinemias

Liponrotelns Elevated
chylomicrons
LDL
LDL, VLDL
IDL
VLDL

V (rare) chylomicrons, VLDL
C=cholesterol, TG=triglycerides, LDL=low-density lipoprotein,
VLDL= very-low-density lipoprotein, IDL=intermediate-density lipoprotein.

l(rare)
Ila
l ib
i l l (rare)

Lipid Elevations
major minor
TG T-»C
C
C TG
C/TG
TG T->C
TG t-»C
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Because diabetes affects everyone differently, it's
important that the meter you recommend matches
your patients' personal needs. Take the SureStep® Blood
Glucose Monitoring System, for example. It's specially
designed for patients who have difficulty testing and
who want to be sure at every step. Blood application
is easy because patients can actually touch the test strip
with their finger. And the dot on the back turns blue,
so they know that they've applied enough blood.

Make it your personal recommendation. The SureStep
System. The reassuring choice from LifeScan—makers
of the ONE TOUCH® Brand, the brand recommended
by more healthcare professionals.

SureStep®
Blood Glucose Monitoring System

For diabetes and life.

lUFESCRn

©1997 LifeScan Inc. Milpitas, California 95035 • 30-day, money-back guarantee • 24-hour, toll-free customer
service hotline: 1 800 227-8862 • Healthcare Professional Hotline: 1 800 524-7226 • http://www.LifeScan.com



Humalog*
insulin lispro injection
(rDNA origin)

More people than you might think.
People with diabetes from all walks of life are finding that Humalog is a useful component

of their treatment regimen. In fact, following an actual use trial of 764 patients using

Humalog samples, 80%of patients preferred Humalog over their previous

therapy (p<:.001), * and 9T/oof physicians rated Humalog better or much

better than previous therapies1.* Compared to regular human insulin, Humalog

more closely matches the way the body's natural insulin works. Humalog lets patients fit

diabetes into their lives rather than their lives into their diabetes.

In a survey conducted by Walker Information, an independent research
organization, 764 patients and 111 physicians were asked a series of questions in
two computer-assisted interviews. Using baseline and post-use interviews, the
survey measured the responses of physicians and patients who were given 3
sample vials of Humalog and a blood glucose meter. Participants completed
baseline interviews immediately after enrolling in the trial. Physicians completed
post-use interviews after their patients had completed the trial.

Reference
I.Walker information Study, 1997. Data on file, Eli Lilly and Company,



Just ask your Lilly

representative

or call toll-free,

1-888-88 LILLY

(1-888-885-4559)

for more information.

Humaiog is contraindicated during episodes of hypogiycemia and in patients sensitive to Humaiog or one
of its excipients. Safety and effectiveness in patients less than 12 years of age have not been established.
There are no clinical studies of the use of Humaiog in pregnancy or nursing mothers.

Important Safety Information
Potential side effects associated with the use of all insulins, including Humaiog, include hypogiycemia, weight gain,
hypokalemia, lipodystrophy, and hypersensitivity. Because of the difference in action, care should be taken in patients in
whom these conditions may be clinically relevant (e.g., those who have been fasting for a prolonged period, have
autonomic neuropathy, or are using potassium-lowering drugs). Starting or changing insulin therapy should be
done cautiously and only under medical supervision.

See accompanying brief summary for additional prescribing information.
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Humulin
human insulin
(rDNA origin)

insulin lispro injection
(rDNA origin)

Lilly—leaders in diabetes care.
Humulin is the brand of insulin trusted and

used by more than 4 million people worldwide.1

Lilly offers your patients the broadest range of

insulins available!

r
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^

:.• u *

For more information about Humulin

or Humalog, call toll-free from 8 a.m.

to 8 p.m. Eastern Standard Time,

1-888-88 LILLY (1-888-885-4559).

1. Data on file. Eli Lilly and Company.

Humalog®
insulin lispro injection (rDNA origin)
Brief Summary: Please consult package insert for complete prescribing information.

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

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

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

Hypoglycemia is the most common adverse effect of insulins, including Humalog. As with all insulins, the
timing of hypoglycemia may differ among various insulin formulations. Glucose monitoring is recommended for
all patients with diabetes.1

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

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

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

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

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

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

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

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

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

Patients should be advised to inform their physician if they are pregnant or intend to become pregnant.
Refer patients to the Information for the Patient circular for information on proper injection technique, timing of

Humalog dosing (< 15 minutes before a meal), storing and mixing insulin, and common adverse effects.
Laboratory Tests—As with all insulins, the therapeutic response to Humalog should be monitored by periodic

blood glucose tests. Periodic measurement of glycosylated hemoglobin is recommended for the monitoring of long-
term glycemic control.

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

Insulin requirements may be decreased in the presence of drugs with hypoglycemic activity, such as oral
hypoglycemic agents, salicylates, sulfa antibiotics, and certain antidepressants (monoamine oxidase inhibitors),
certain angiotensin converting enzyme inhibitors, beta-adrenergic blockers, inhibitors of pancreatic function (e.g.,
octreotide), and alcohol. Beta-adrenergic blockers may mask the symptoms of hypoglycemia in some patients.

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

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

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

Pregnancy—Teratogenic Effects—Pregnancy Category B—
Reproduction studies have been performed in pregnant rats and rabbits at parenteral doses up to 4 and 0.3 times,

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

Although there are no clinical studies of the use of Humalog in pregnancy, published studies with human insulins
suggest that optimizing overall glycemic control, including postprandial control, before conception and during pregnancy
improves fetal outcome. Although the fetal complications of maternal hyperglycemia have been well documented, fetal
toxicity also has been reported with maternal hypoglycemia. Insulin requirements usually fall during the first trimester
and increase during the second and third trimesters. Careful monitoring of the patient is required throughout pregnancy.
During the perinatal period, careful monitoring of infants born to mothers with diabetes is warranted.

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

Pediatric Use—Safety and effectiveness in patients less than 12 years of age have not been established.
ADVERSE REACTIONS: Clinical studies comparing Humalog with human regular insulin did not demonstrate a
difference in frequency of adverse events between the two treatments.

Adverse events commonly associated with human insulin therapy include the following:
Body as a Whole—allergic reactions (see PRECAUTIONS)
Skin and Appendages—injection site reaction, lipodystrophy, pruritus, rash
Other—hypoglycemia (see WARNINGS and PRECAUTIONS)

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

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

Any change of insulin should be made cautiously and only under medical supervision. Changes in insulin
strength, manufacturer, type (e.g., regular, NPH, analog), species (animal, human), or method of manufacture
(rDNA versus animal-source insulin) may result in the need for a change in dosage.
REFERENCES
I.American Diabetes Association: Clinical Practice Recommendations 1996, Insulin Administration. Diabetes Care,

1996;19(Supp1):31-34.
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Help protect patients at risk of First Ml
In asymptomatic patients age 45 and older...hypercholesterolemic...

with one or more additional cardiovascular risk factors

Pravachol is proven to reduce
the riskof First Ml by3l%

First First First

Pravachol is well tolerated. The most common adverse events are rash, fatigue, headache, and dizziness.
Pravachol is contraindicated in the presence of active liver disease or unexplained persistent transaminase
elevations, or for patients who are pregnant or nursing. • It is recommended that liver function tests be
performed prior to and at 12 weeks following initiation of therapy or an elevation in dose. If a patient
develops increased transaminase levels, or signs and symptoms of liver disease, more frequent monitoring may
be required. • Myopathy 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. Discontinue pravastatin if
myopathy is diagnosed or suspected. *The combined use of pravastatin and fibrates should be avoided unless
the benefit of further alterations in lipid levels is likely to outweigh the increased risk of this drug combination.

In addition to diet, when diet and other nonpharmacological measures have been inadequate, in hypercholes-
terolemic patients without clinically evident coronary heart disease, Pravachol is indicated to reduce the risk
of myocardial infarction; reduce the risk of undergoing myocardial revascularization procedures; reduce the
risk of cardiovascular mortality with no increase in death from noncardiovascular causes.

It is not clear to what extent the findings of this study can be extrapolated to a similar population of women.

Please see INDICATIONS AND USAGE, CONTRAINDICATIONS,WARNINGS (including Skeletal Muscle),
PRECAUTIONS, and ADVERSE REACTIONS in the brief summary of prescribing information on the following page.

*b = 0.0001

Reference: I . Shepherd J, Cobbe SM, Ford I, et al. Prevention of coronary

heart disease with pravastatin in men with hypercholesterolemia.

NEng/JMed. 1995:333:1301-1307.
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PRAVACHOL4
Pravastatin Sodium Tablets

CONTRAINDICATIONS: Hypersensitivity to any component of this medication. Active liver disease or unexplained, persis-
tent elevations in liver function tests (see WARNINGS). 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. Pravastatin 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 class of drug, therapy should be discontinued and the patient apprised of the poten-
tial hazard to the fetus.

WARNINGS: Liver Enzymes: HMG-CoA reductase inhibitors, like some other lipid-lowering therapies, have been associ-
ated with biochemical abnormalities of liver function. Increases of serum transaminase (ALT, AST) values to more than 3
times the upper limit of normal occurring on 2 or more (not necessarily sequential) occasions have been reported in 1.3%
of patients treated with pravastatin in the US over an average period of 18 months. These abnormalities were not asso-
ciated with cholestasis and did not appear to be related to treatment duration. In those patients in whom these abnor-
malities were believed to be related to pravastatin and who were discontinued from therapy, the transaminase levels usu-
ally fell slowly to pretreatment levels. These biochemical findings are usually asymptomatic although worldwide experi-
ence indicates that anorexia, weakness, and/or abdominal pain may also be present in rare patients. In the largest long-
term placebo-controlled clinical trial with pravastatin (Pravastatin Primary Prevention Study; See Clinical
Pharmacology), the overall incidence of AST and/or ALT elevations to greater than three times the upper limit of normal
was 1.05% in the pravastatin group as compared to 0.75% in the placebo group. One (0.03%) pravastatin-treated patient
and 2 (0.06%) placebo-treated patients were discontinued because of transaminase elevations. Of the patients with nor-
mal liver function at week 12, three of 2875 treated with pravastatin (0.10%) and one of the 2919 placebo patients
(0.03%) had elevations of AST greater than three times the upper limit of normal on two consecutive measurements
and/or discontinued due to elevations in transaminase levels during the 4.8 years (median treatment) of the study. It is
recommended that liver function tests be performed prior to and at 12 weeks following initiation of therapy or
the elevation of dose. Patients who develop increased transaminase levels or signs and symptoms of liver disease
should be monitored with a second liver function evaluation to confirm the finding and be followed thereafter with fre-
quent liver function tests until the abnormality(ies) return to normal. Should an increase in AST or ALT of three times the
upper limit of normal or greater persist, withdrawal of pravastatin therapy is recommended. Active liver disease or unex-
plained transaminase elevations are contraindications to the use of pravastatin (see CONTRAINDICATIONS). Caution
should be exercised when pravastatin is administered to patients with a history of liver disease or heavy alcohol inges-
tion (see CLINICAL PHARMACOLOGY: Pharmacokinetics/Metabolism). Such patients should be closely monitored,
started at the lower end of the recommended dosing range, and titrated to the desired therapeutic effect. Skeletal
Muscle: Rare cases of rhabdomyolysis with acute renal failure secondary to myoglobinuria have been reported
with pravastatin and other drugs in this class. Uncomplicated myalgia has also been reported in pravastatin-treated
patients (see ADVERSE REACTIONS). Myopathy, defined as muscle aching or muscle weakness in conjunction with
increases in creatine phosphokinase (CPK) values to greater than 10 times the upper normal limit, was rare (< 0.1%) in
pravastatin clinical trials. Myopathy 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, ten-
derness or weakness, particularly if accompanied by malaise or fever. Pravastatin therapy should be discontinued if
markedly elevated CPK levels occur or myopathy is diagnosed or suspected. Pravastatin therapy should also be
temporarily withheld in any patient experiencing an acute or serious condition predisposing to the development
of renal failure secondary to rhabdomyolysis, e.g., sepsis; hypotension; major surgery; trauma; severe metabol-
ic, endocrine, or electrolyte disorders; or uncontrolled epilepsy. The risk of myopathy during treatment with another
HMG-CoA reductase inhibitor is increased with concurrent therapy with either erythromycin, cyclosporine, niacin, or
fibrates. However, neither myopathy nor significant increases in CPK levels have been observed in three reports involving
a total of 100 post-transplant patients (24 renal and 76 cardiac) treated for up to two years concurrently with pravastatin
10-40 mg and cyclosporine. Some of these patients also received other concomitant immunosuppressive therapies. In
one single-dose study, pravastatin levels were found to be increased in cardiac transplant patients receiving cyclosporine.
Further, in clinical trials involving small numbers of patients who were treated concurrently with pravastatin and niacin,
there were no reports of myopathy. Also, myopathy was not reported in a trial of combination pravastatin (40 mg/day) and
gemfibrozil (1200 mg/day), although 4 of 75 patients on the combination showed marked CPK elevations versus one of
73 patients receiving placebo. There was a trend toward more frequent CPK elevations and patient withdrawals due to
musculoskeletal symptoms in the group receiving combined treatment as compared with the groups receiving placebo,
gemfibrozil, or pravastatin monotherapy (see PRECAUTIONS: Drug Interactions). The use of fibrates alone may occa-
sionally be associated with myopathy. The combined use of pravastatin and fibrates should be avoided unless
the benefit of further alterations in lipid levels is likely to outweigh the increased risk of this drug combination.

PRECAUTIONS: General: Pravastatin may elevate creatinine phosphokinase and transaminase levels (see ADVERSE
REACTIONS). This should be considered in the differential diagnosis of chest pain in a patient on therapy with pravas-
tatin. Homologous Familial Hypercholesterolemia. Pravastatin has not been evaluated in patients with rare homozygous
familial hypercholesterolemia. In this group of patients, it has been reported that HMG-CoA reductase inhibitors are less
effective because the patients lack functional LDL receptors. Renal Insufficiency. A single 20 mg oral dose of pravastatin
was administered to 24 patients with varying degrees of renal impairment (as determined by creatinine clearance). No
effect was observed on the pharmacokinetics of pravastatin or its 3a-hydroxy isomeric metabolite (SO 31,906). A small
increase was seen in mean AUC values and half-life (t1/?) for the inactive enzymatic ring hydroxylation metabolite (SO
31,945). Given this small sample size, the dosage administered, and the degree of individual variability, patients with renal
impairment who are receiving pravastatin should be closely monitored. Information for 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, Gemfibrozil, Niacin (NicotinicAcid), Erythromycin: See WARNINGS:
Skeletal Muscle. Antipyrine: Since concomitant administration of pravastatin had no effect on the clearance of antipyrine,
interactions with other drugs metabolized via the same hepatic cytochrome isozymes are not expected.
Cholestyramine/Colestipol: Concomitant administration resulted in an approximately 40 to 50% decrease in the mean AUC
of pravastatin. However, when pravastatin was administered 1 hour before or 4 hours after cholestyramine or 1 hour
before colestipol and a standard meal, there was no clinically significant decrease in bioavailability or therapeutic effect.
(See DOSAGE AND ADMINISTRATION: Concomitant Therapy.) Warfarin: In a study involving 10 healthy male subjects
given pravastatin and warfarin concomitantly for 6 days, bioavailability parameters at steady state for pravastatin (parent
compound) were not altered. Pravastatin did not alter the plasma protein-binding of warfarin. Concomitant dosing did
increase the AUC and Cmax of warfarin but did not produce any changes in its anticoagulant action (i.e., no increase was
seen in mean prothrombin time after 6 days of concomitant therapy). However, bleeding and extreme prolongation of pro-
thrombin time has been reported with another drug in this class. Patients receiving warfarin-type anticoagulants should
have their prothrombin times closely monitored when pravastatin is initiated or the dosage of pravastatin is changed.
Cimetidine: The AUCrj-12 hr for pravastatin when given with cimetidine was not significantly different from the AUC for
pravastatin when given alone. A significant difference was observed between the AUC's for pravastatin when given with
cimetidine compared to when administered with antacid. Digoxin: In a crossover trial involving 18 healthy male subjects
given pravastatin and digoxin concurrently for 9 days, the bioavailability parameters of digoxin were not affected. The AUC
of pravastatin tended to increase, but the overall bioavailability of pravastatin plus its metabolites SO 31,906 and SQ
31,945 was not altered. Cyclosporine: Some investigators have measured cyclosporine levels in patients on pravastatin,
and to date, these results indicate no clinically meaningful elevations in cyclosporine levels. In one single-dose study,
pravastatin levels were found to be increased in cardiac transplant patients receiving cyclosporine. Gemfibrozil: In a
crossover study in 20 healthy male volunteers given concomitant single doses of pravastatin and gemfibrozil, there was
a significant decrease in urinary excretion and protein binding of pravastatin. In addition, there was a significant increase
in AUC, Cmax, and Tmax for the pravastatin metabolite SQ 31,906. Combination therapy with pravastatin and gemfibrozil
is generally not recommended. In interaction studies with aspirin, antacids (1 hour prior to PRAVACHOL), cimetidine, nico-
tinlc acid, or probucol, no statistically significant differences in bioavailability were seen when PRAVACHOL (pravastatin
sodium) was administered. Other Drugs: During clinical trials, no noticeable drug interactions were reported when PRAVA-
CHOL was added to: diuretics, antihypertensives, digitalis, ACE inhibitors, calcium channel blockers, beta-blockers, or
nitroglycerin. Endocrine Function: HMG-CoA reductase inhibitors interfere with cholesterol synthesis and lower circulat-
ing cholesterol levels and, as such, might theoretically blunt adrenal or gonadal steroid hormone production. Results of
clinical trials with pravastatin in males and post-menopausal females were inconsistent with regard to possible effects of
the drug on basal steroid hormone levels, in a study of 21 males, the mean testosterone response to human chorionic
gonadotropin was significantly reduced (p< 0.004) after 16 weeks of treatment with 40 mg of pravastatin. However, the
percentage of patients showing a a 50% rise in plasma testosterone after human chorionic gonadotropin stimulation did
not change significantly after therapy in these patients. The effects of HMG-CoA reductase inhibitors on spermatogene-
sis and fertility have not been studied in adequate numbers of patients. The effects, if any, of pravastatin on the pituitary-
gonadal axis in pre-menopausal females are unknown. Patients treated with pravastatin who display 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., keto-
conazole, spironolactone, cimetidine) that may diminish the levels or activity of steroid hormones. CNS Toxicity: CNS vas-
cular lesions, characterized by periyascular hemorrhage and edema and mononuclear cell infiltration of perivascular
spaces, were seen in dogs treated with pravastatin at a dose of 25 mg/kg/day, a dose that produced a plasma drug level
about 50 times higher than the mean drug level in humans taking 40 mg/day. Similar CNS vascular lesions have been
observed with several other drugs in 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-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 which resulted in a mean plasma drug level similar to that seen with the 60 mg/kg/day dose.
Carcinogenesis, Mutagenesis, Impairment of Fertility: In a 2-year study in rats fed pravastatin at doses of 10,30, or
100 mg/kg body weight, there was an increased incidence of hepatocellular carcinomas in males at the highest dose (p
< 0.01). Although rats were given up to 125 times the human dose (HD) on a mg/kg body weight basis, serum drug lev-
els were only 6 to 10 times higher than those measured in humans given 40 mg pravastatin as measured by AUC. The
oral administration of 10,30, or 100 mg/kg (producing plasma drug levels approximately 0.5 to 5.0 times the human drug
levels at 40 mg) of pravastatin to mice for 22 months resulted in a statistically significant increase in the incidence of
malignant lymphomas in treated females when all treatment groups were pooled and compared to controls (p < 0.05).
The incidence was not dose-related and male mice were not affected. A chemically similar drug in this class was admin-
istered to mice for 72 weeks at 25,100, and 400 mg/kg body weight, which resulted in mean serum drug levels approx-
imately 3,15, and 33 times higher than the mean human serum 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 incidence of 90 percent 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 eye Harderian gland (a gland of the eye of rodents) were significantly higher
in high-dose mice than in controls. No evidence of mutagenicity was observed in vitro, with or without rat-liver metabol-
ic activation, in the following studies: microbial mutagen tests, using mutant strains of Salmonella typhimurium or
Escherichia coir, a forward mutation assay in L5178Y TK +/- mouse lymphoma cells; a chromosomal aberration test in
hamster cells; and a gene conversion assay using Saccharomyces cerevisiae. In addition, there was no evidence of muta-
genicity in either a dominant lethal test in mice or a micronucleus test in mice. In a study in rats, with daily doses up to
500 mg/kg, pravastatin did not produce any adverse effects on fertility or general reproductive performance. However, in
a study with another HMG-CoA reductase inhibitor, there was decreased fertility in male rats treated for 34 weeks at 25
mg/kg body weight, although this effect was not observed in a subsequent fertility study when this same dose was admin-
istered for 11 weeks (the entire cycle of spermatogenesis, including epididymal maturation). In rats treated with this same
reductase inhibitor at 180 mg/kg/day, seminiferous tubule degeneration (necrosis and loss of spermatogenic epithelium)
was observed. Although not seen with pravastatin, two similar drugs in this class caused drug-related testicular atrophy,
decreased spermatogenesis, spermatocytic degeneration, and giant cell formation in dogs. The clinical significance of
these findings is unclear. Pregnancy: Pregnancy Category X. See CONTRAINDICATIONS. Safety in pregnant women
has not been established. Pravastatin was not teratogenic in rats at doses up to 1000 mg/kg daily or in rabbits at doses
of up to 50 mg/kg daily. These doses resulted in 20x (rabbit) or 240x (rat) the human exposure based on surface area
(mg/meter2). However, in studies with another HMG-CoA reductase inhibitor, skeletal malformations were observed in
rats and mice. There has been one report of severe congenital bony deformity, tracheo-esophageal fistula, and anal atre-
sia (Vater association) in a baby born to a woman who took another HMG-CoA reductase inhibitor with dextroampheta-
mine sulfate during the first trimester of pregnancy. PRAVACHOL (pravastatin sodium) should be administered to women
of child-bearing potential only when such patients are highly unlikely to conceive and have been informed of the poten-
tial hazards. If the woman becomes pregnant while taking PRAVACHOL (pravastatin sodium), it should be discontinued
and the patient advised again as to the potential hazards to the fetus. Nursing Mothers: A small amount of pravastatin
is excreted in human breast milk. Because of the potential for serious adverse reactions in nursing infants, women tak-
ing PRAVACHOL should not nurse (see CONTRAINDICATIONS). Pediatric Use: Safety and effectiveness in individuals less
than 18 years old have not been established. Hence, treatment in patients less than 18 years old is not recommended at
this time.

ADVERSE REACTIONS: Pravastatin is generally well tolerated; adverse reactions have usually been mild and transient.
In 4-month long placebo-controlled trials, 1.7% of pravastatin-treated patients and 1.2% of placebo-treated patients were
discontinued from treatment because of adverse experiences attributed to study drug therapy; this difference was not
statistically significant. In long-term studies, the most common reasons for discontinuation were asymptomatic serum
transaminase increases and mild, non-specific gastrointestinal complaints. During clinical trials the overall incidence of
adverse events in the elderly was not different from the incidence observed in younger patients. Adverse Clinical
Events: All adverse clinical events (regardless of attribution) reported in more than 2% of pravastatin-treated patients in
the placebo-controlled trials are identified in the table below; also shown are the percentages of patients in whom these
medical events were believed to be related or possibly related to the drug:

Body System/Event

Cardiovascular
Cardiac Chest Pain

Dermatologic Rash
Gastrointestinal
Nausea/Vomiting
Diarrhea
Abdominal Pain
Constipation
Flatulence
Heartburn

General
Fatigue
Chest Pain
Influenza

Musculoskeletal
Localized Pain
Myalgia

Nervous System
Headache
Dizziness

Renal/Genitourinary
Urinary Abnormality

Respiratory
Common Cold
Rhinitis
Cough

Pravastatin
(N = 900)

%

4.0
4.0*

7.3
6.2
5.4
4.0
3.3
2.9

3.8
3.7
2.4*

10.0
2.7

6.2
3.3

2.4

7.0
4.0
2.6

All Events

Placebo
(N = 411)

%

3.4
1.1

7.1
5.6
6.9
7.1
3.6
1.9

3.4
1.9
0.7

9.0
1.0

3.9
3.2

2.9

6.3
4.1
1.7

Events Attributed
to Study Drug

Pravastatin Placebo
(N = 900) (N = 411)

% %

0.1
1.3

2.9
2.0
2.0
2.4
2.7
2.0

1.9
0.3
0.0

1.4
0.6

1.7*
1.0

0.7

0.0
0.1
0.1

0.0
0.9

3.4
1.9
3.9
5.1
3.4
0.7

1.0
0.2
0.0

1.5
0.0

0.2
0.5

1.2

0.0
0.0
0.0

'Statistically significantly different from placebo.

In the Pravastatin Primary Prevention Study (West of Scotland Coronary Prevention Study) (see CLINICAL PHARMA-
COLOGY: Clinical Studies) involving 6595 patients treated with PRAVACHOL (pravastatin sodium) (N = 3302) or placebo
(n = 3293) the adverse event profile in the pravastatin group was comparable to that of the placebo group over the medi-
an 4.8 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 pravastatin therapy: Skeletal: myopathy, rhabdomyolysis, arthralgia. Neurological:
dysfunction of certain cranial nerves (including alteration of taste, impairment of extra-ocular movement, facial paresis),
tremor, vertigo, memory loss, paresthesia, peripheral neuropathy, peripheral nerve palsy, anxiety, insomnia, depression.
Hypersensitivity Reactions: An apparent hypersensitivity syndrome has been reported rarely which has included one or
more of the following features: anaphylaxis, angioedema, lupus erythematous-like syndrome, polymyalgia rheumatica,
dermatomyositis, vasculitis, purpura, thrombocytopenia, leukopenia, hemolytic anemia, positive ANA, ESR increase,
eosinophilia, arthritis, arthralgia, urticaria, asthenia, photosensitivity, fever, chills, flushing, malaise, dyspnea, toxic epider-
mal 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 necro-
sis, 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. Reproductive: gynecomastia, loss of
libido, erectile dysfunction. Eye: progression of cataracts (lens opacities), ophthalmoplegia. Laboratory Abnormalities: ele-
vated transaminases, alkaline phosphatase, and bilirubin; thyroid function abnormalities. Laboratory Test
Abnormalities: Increases in serum transaminase (ALT, AST) values and CPK have been observed (see WARNINGS).
Transient, asymptomatic eosinophilia has been reported. Eosinophil counts usually returned to normal despite continued
therapy. Anemia, thrombocytopenia, and leukopenia have been reported with HMG-CoA reductase inhibitors.
Concomitant Therapy: Pravastatin has been administered concurrently with cholestyramine, colestipol, nicotinic acid,
probucol and gemfibrozil. Preliminary data suggest that the addition of either probucol or gemfibrozil to therapy with
lovastatin or pravastatin is not associated with greater reduction in LDL-cholesterol than that achieved with lovastatin or
pravastatin alone. No adverse reactions unique to the combination or in addition to those previously reported for each
drug alone have been reported. Myopathy and rhabdomyolysis (with or without acute renal failure) have been reported
when another HMG-CoA reductase inhibitor was used in combination with immunosuppressive drugs, gemfibrozil, ery-
thromycin, or lipid-lowering doses of nicotinic acid. Concomitant therapy with HMG-CoA reductase inhibitors and these
agents is generally not recommended. (See WARNINGS: Skeletal Muscle and PRECAUTIONS: Drug Interactions.)

OVERDOSAGE: To date, there are two reported cases of overdosage with pravastatin, both of which were asymptomatic
and not associated with clinical laboratory abnormalities. If an overdose occurs, it should be treated symptomatically and
supportive measures should be instituted as required.

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

Revised April 1997
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Bristol-Myers Squibb Company
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Target Hazardous

Postprandial

Glucose Spikes

with Precose

Reduction of PPG Spikes with Precose

Without Precose

With Precose

0 30 120 150 180

Time in Minutes

Blood glucose in human volunteers

Please see brief summary
of Prescribing Information on the

the Spike
Striking Performance
Unique, nonsystemic mode of
action reduces hazardous
postprandial glucose (PPG)
spikes and HbA1c for effective
glycemic control12-3

Striking Benefit
Reducing PPG spikes may
protect against micro- and
macrovascular complications2 4-9

10

Striking Indication
• First-line therapy for newly

diagnosed patients; adjunct
therapy for patients on
sulfonylureas in need of
additional glycemic controll

Striking Contrast
• Precose does not cause:

— hypoglycemia2

— hyperinsulinemia2

— weight gain12

— lactic acidosis11

25mg, 50 mg, 100 mg

(acarbose tablets)
PPG reduction from the first strike



New 25 mg Tablets

Reduces PPG spikes

PPG control may protect
against micro- and macro-
vascular complications

h Preco

• Effective mono- and
combination therapy

• Established safety profile

Each scheduled dose
of Precose should be
taken with the first
bite of the meal

Initial starting dose:
25 mg tid

Recommended alternate
titration dosage
for enhanced
patient tolerance

Maintenance dose

Maximum dose*

*50 mg tid for patients < 132 lbs.
100 mg tid for patients > 132 lbs.

Safety Profile1

Precose is contraindicated in patients with
inflammatory bowel disease, colonic ulceration,
or partial intestinal obstruction. The most
common side effects associated with Precose
are flatulence, abdominal pain, and diarrhea.

25 mg, 50 mg, 100 mg

(acarbose tablets)
PPG reduction from the first strike

25 mg qd
weeks 1-2

25 mg bid
weeks 3-4
25 mg tid
weeks 5-12

50 mg tid

700 mg tid

Please see brief summary
of Prescribing Information
on the last page of this
advertisement.
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INDICATIONS AND USAGE

PRECOSE®, as monotherapy, is indicated as an adjunct to diet to lower blood glucose in
patients with non-insulin-dependent diabetes mellitus (NIDDM) whose hyperglycemia cannot
be managed on diet alone. PRECOSE® may also be used in combination with a sulfonylurea
when diet plus either PRECOSE® or a sulfonylurea do not result in adequate glycemic control.
The effect of PRECOSE® to enhance glycemic control is additive to that of sulfonylureas when
used in combination, presumably because its mechanism of action is different.
In initiating treatment for NIDDM, diet should be emphasized as the primary form of treat-
ment. Caloric restriction and weight loss are essential in the obese diabetic patient. Proper
dietary management alone may be effective in controlling blood glucose and symptoms of
hyperglycemia. The importance of regular physical activity when appropriate should also be
stressed. If this treatment program fails to result in adequate glycemic control, the use of
PRECOSE® should be considered. The use of PRECOSE® must be viewed by both the physi-
cian and patient as a treatment in addition to diet, and not as a substitute for diet or as a con-
venient mechanism for avoiding dietary restraint.

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

PRECAUTIONS
General
Hypoglycemla: Because of its mechanism of action, PRECOSE® when administered alone
should not cause hypoglycemia in the fasted or postprandial state. Sulfonylurea agents may
cause hypoglycemia. Because PRECOSE® given in combination with a sulfonylurea will cause
a further lowering of blood glucose, it may increase the hypoglycemic potential of the sul-
fonylurea. Oral glucose (dextrose), whose absorption is not inhibited by PRECOSE®, should
be used instead of sucrose (cane sugar) in the treatment of mild to moderate hypoglycemia.
Sucrose, whose hydrolysis to glucose and fructose is inhibited by PRECOSE®, is unsuitable
for the rapid correction of hypoglycemia. Severe hypoglycemia may require the use of either
intravenous glucose infusion or glucagon injection.
Elevated Serum Transamlnase Levels: In clinical trials, at doses of 50 mg t.i.d. and 100 mg
t.i.d., the incidence of serum transaminase elevations with PRECOSE® was the same as with
placebo. In long-term studies (up to 12 months, and including PRECOSE® doses up to 300
mg t.i.d.) conducted in the United States, treatment-emergent elevations of serum transami-
nases (AST and/or ALT) occurred in 15% of PRECOSE®-treated patients as compared to 7%
of placebo-treated patients. These serum transaminase elevations appear to be dose related.
At doses greater than 100 mg t.i.d., the incidence of serum transaminase elevations greater
than three times the upper limit of normal was two to three times higher in the PRECOSE®
group than in the placebo group. These elevations were asymptomatic, reversible, more com-
mon in females, and, in general, were not associated with other evidence of liver dysfunction.
In international post-marketing experience with PRECOSE® in over 500,000 patients, 19
cases of serum transaminase elevations > 500 IU/L (12 of which were associated with jaun-
dice) have been reported. Fifteen of these 19 cases received treatment with 100 mg t.i.d. or
greater and 13 of 16 patients for whom weight was reported weighed < 60 kg. In the 18
cases where follow-up was recorded, hepatic abnormalities improved or resolved upon dis-
continuation of PRECOSE®.

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

Information for Patients: Patients should be told to take PRECOSE® orally three times a day at
the start (with the first bite) of each main meal. It is important that patients continue to adhere to
dietary instructions, a regular exercise program, and regular testing of urine and/or blood glucose.
PRECOSE® itself does not cause hypoglycemia even when administered to patients in the
fasted state. Sulfonylurea drugs and insulin, however, can lower blood sugar levels enough
to cause symptoms or sometimes life-threatening hypoglycemia. Because PRECOSE® given
in combination with a sulfonylurea or insulin will cause a further lowering of blood sugar, it
may increase the hypoglycemic potential of these agents. The risk of hypoglycemia, its symp-
toms and treatment, and conditions that predispose to its development should be well under-
stood by patients and responsible family members. Because PRECOSE® prevents the break-
down of table sugar, patients should have a readily available source of glucose (dextrose, D-
glucose) to treat symptoms of low blood sugar when taking PRECOSE® in combination with
a sulfonylurea or insulin.

If side effects occur with PRECOSE®, they usually develop during the first few weeks of thera-
py. They are most commonly mild-to-moderate gastrointestinal effects, such as flatulence,
diarrhea, or abdominal discomfort and generally diminish in frequency and intensity with time.
Laboratory Tests: Therapeutic response to PRECOSE® should be monitored by periodic blood
glucose tests. Measurement of glycosylated hemoglobin levels is recommended for the monitor-
ing of long-term glycemic control.

PRECOSE®, particularly at doses in excess of 50 mg t.i.d., may give rise to elevations of
serum transaminases and, in rare instances, hyperbilirubinemia. It is recommended that
serum transaminase levels be checked every 3 months during the first year of treatment with
PRECOSE® and periodically thereafter. If elevated transaminases are observed, a reduction in
dosage or withdrawal of therapy may be indicated, particularly if the elevations persist.
Renal Impairment: Plasma concentrations of PRECOSE® in renally impaired volunteers were
proportionally increased relative to the degree of renal dysfunction. Long-term clinical trials
in diabetic patients with significant renal dysfunction (serum creatinine >2.0 mg/dL) have not
been conducted. Therefore, treatment of these patients with PRECOSE® is not recommended.
Drug Interactions: Certain drugs tend to produce hyperglycemia and may lead to loss of
blood glucose control. These drugs include the thiazides and other diuretics, corticqsteroids,
phenothiazines, thyroid products, estrogens, oral contraceptives, phenytoin, nicotinic acid,
sympathomimetics, calcium channel-blocking drugs, and isoniazid. When such drugs are
administered to a patient receiving PRECOSE®, the patient should be closely observed for
loss of blood glucose control. When such drugs are withdrawn from patients receiving PRE-
COSE® in combination with sulfonylureas or insulin, patients should be observed closely for
any evidence of hypoglycemia.

Intestinal adsorbents (e.g., charcoal) and digestive enzyme preparations containing carbohy-
drate-splitting enzymes (e.g., amylase, pancreatin) may reduce the effect of PRECOSE® and
should not be taken concomitantly.

Carclnogenesis, Mutagenesis, and Impairment of Fertility: Nine chronic toxicity/carcino-
genicity studies were conducted in three animal species (rat, hamster, dog) including two rat
strains (Sprague-Dawley and Wistar).

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

Acarbose showed no mutagenic activity when tested in six in vitro and three in vivo assays.
Fertility studies conducted in rats after oral administration produced no untoward effect on
fertility or on the overall capability to reproduce.
Pregnancy:
Teratogenic Effects: Pregnancy Category B. The safety of PRECOSE3 in pregnant women has
not been established. Reproduction studies have been performed in rats at doses up to 480
mg/kg (corresponding to 9 times the exposure in humans, based on drug blood levels) and
have revealed no evidence of impaired fertility or harm to the fetus due to acarbose. In rab-
bits, reduced maternal body weight gain, probably the result of the pharmacodynamic activity
of high doses of acarbose in the intestines, may have been responsible for a slight increase in
the number of embryonic losses. However, rabbits given 160 mg/kg acarbose (correspond-
ing to 10 times the dose in man, based on body surface area) showed no evidence of embry-
otoxicity and there was no evidence of teratogenicity at a dose 32 times the dose In man
(based on body surface area). There are, however, no adequate and well-controlled studies of
PRECOSE® in pregnant women. Because animal reproduction studies are not always predic-
tive of the human response, this drug should be used during pregnancy only if clearly need-
ed. Because current information strongly suggests that abnormal blood glucose levels during
pregnancy are associated with a higher incidence of congenital anomalies as well as
increased neonatal morbidity and mortality, most experts recommend that insulin be used
during pregnancy to maintain blood glucose levels as close to normal as possible.
Nursing Mothers: A small amount of radioactivity has been found in the milk of lactatlng rats
after administration of radiolabeled acarbose. It is not known whether this drug is excreted In
human milk. Because many drugs are excreted in human milk, PRECOSE© should not be
administered to a nursing woman.

Pediatrlc Use: Safety and effectiveness of PRECOSE3 in pediatric patients have not been
established.

ADVERSE REACTIONS

Digestive Tract: Gastrointestinal symptoms are the most common reactions to PRECOSE3.
In U.S. placebo-controlled trials, the incidences of abdominal pain, diarrhea, and flatulence
were 21%, 33%, and 77% respectively in 1075 patients treated with PRECOSE2 50-300 mg
t.i.d., whereas the corresponding incidences were 9%, 12%, and 32% in 818 placebo-treated
patients. Abdominal pain and diarrhea tended to return to pretreatment levels over time, and
the frequency and intensity of flatulence tended to abate with time. The increased gastroin-
testinal tract symptoms in patients treated with PRECOSE3 is a manifestation of the mecha-
nism of action of PRECOSE3 and is related to the presence of undigested carbohydrate in the
lower Gl tract. Rarely, these gastrointestinal events may be severe and might be confused
with paralytic ileus.

Elevated Serum Transaminase Levels: See PRECAUTIONS.

Other Abnormal Laboratory Findings: Small reductions in hematocrit occurred more often in
PRECOSE®-treated patients than in placebo-treated patients but were not associated with
reductions in hemoglobin. Low serum calcium and low plasma vitamin B6 levels were associat-
ed with PRECOSE® therapy but were thought to be either spurious or of no clinical significance.

Caution: Federal law prohibits dispensing without a prescription.
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Indicated as an adjunct to diet to reduce elevated total cholesterol, LDL-C, apoB, and triglyceride levels in pati
hypercholesterolemia (fcterozygous familial and nonfamilial) and mixed dyslipidemia. / - ,

In clinical trials, the mosTeommon adverse events were constipation, flatulence, dyspepsia, and abdorprial pain.

As with most statins, it is recntrmended that liver function tests be performed before the initiation,oWfeatment. at 6 and 12 weeks
initiation of therapy or elevation iiiiffege, and periodically thereafter. _^^" ' "*•

LIPITOR is contraindicated in patients with rrypetsensitivity to any component of thjgjwetfication; in patients with active liver disease
unexplained persistent elevations of serum transarrrmases; in women during pregnancy and in nursing mothers.

IViyopathy should be considered in any patient with ditfuse myalgias, muscle tenderness or weakness, and/or marked elevation^*
phosphokinase (CPK). Patients should be advised to report promptly unexplained muscle pain, tenderness, or weakness, particu
accompanied by malaise or fever. Atorvastatin therapy should be [liscontinuejLILfflarkedly elevated CPK levels occur or myop"*11

diagnosed or suspected. \

"Source: PMSI, Retail Pharmacy Database; August i d

Cross section ot healthy coronary a

w

ion on adjacent page.



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:\Nben atorvastatin and Maaloxi'TC 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. Digoxin: 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-
dependent 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 carcinomas 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, ator-
vastatin was not mutagenic 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 exposure) 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 concentration, 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 established. 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 during 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 CONTRAINDICA-
TIONS). 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

Adverse Event

BODY AS A WHOLE
Infection
Headache
Accidental Injury
Flu Syndrome
Abdominal Pain
Back Pain
Allergic Reaction
Asthenia
DIGESTIVE SYSTEM
Constipation

Diarrhea
Dyspepsia
Flatulence

Placebo

N = 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

RESPIRATORY SYSTEM
Sinusitis
Pharyngitis

2.6
1.5

SKIN AND APPENDAGES
Rash 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 patients treated with
atorvastatin in clinical trials. The events in italics occurred in >2% of patients and the events in plain type
occurred in <2% of patients.

Body as a Whole: Chest pain, face edema, fever, neck rigidity, malaise, photosensitivity reaction, general-
ized edema. Digestive System: Nausea, 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, tenesmus, ulcerative stomatitis, hepatitis, pancreatitis, cholestatic jaundice.
Respiratory System: Bronchitis, rhinitis, pneumonia, dyspnea, asthma, epistaxis. Nervous System:
Insomnia, dizziness, paresthesia, somnolence, amnesia, abnormal dreams, libido decreased, emotional
lability, incoordination, peripheral neuropathy, torticollis, facial paralysis, hyperkinesia, depression,
hypesthesia, hypertonia. Musculoskeletal System: Arthritis, leg cramps, bursitis, tenosynovitis, myasthe-
nia, tendinous contracture, myositis. Skin and Appendages: Pruritus, contact dermatitis, alopecia, dry skin,
sweating, acne, urticaria, eczema, seborrhea, skin ulcer. Urogenital System: Urinary tract infection, urinary
frequency, cystitis, hematuria, impotence, dysuria, kidney calculus, nocturia, epididymitis, fibrocystic
breast, vaginal hemorrhage, albuminuria, breast enlargement, metrorrhagia, nephritis, urinary inconti-
nence, 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, angina pectoris, hypertension. Metabolic and Nutritional Disorders:
Peripheral edema, hyperglycemia, creatine phosphokinase increased, gout weight gain, hypoglycemia.
Hemic and Lymphatic System: Ecchymosis, anemia, lymphadenopathy, thrombocytopenia, petechia.
Postintroduction Reports: Adverse events associated with LIPITOR that have been received since market
introduction, that are not listed above, and that may have no casual relationship to drug include the follow-
ing: angioneurotic edema.

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
atorvastatin clearance.

Caution - Federal law prohibits dispensing without prescription.

Consult package insert before prescribing LIPITOR® (Atorvastatin Calcium) Tablets.
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MILLIONS OF
IMPOTENT MEN ARE
LOOKING FOR HELP.

AND WE'RE TELLING THEM
YOU'RE THE EXPERT.

Recently VIVUS launched the largest direct-to-consumer advertising campaign for the treatment
of erectile dysfunction.That means millions of impotent men are finding out there is an effective
treatment currently available called MUSE. And if it's right for them, you'll be able to treat the
condition immediately. For more information on MUSE and how it will help build your practice, call
1-888-345-MUSE or visit our website at www.vivus.com. —---̂ g

Local Problem. Local Solution.The answer i s . . . x V H _ J O - t y

(alprostadil)
1 urethrjf
suppository

MUSE is contraindicated in men with hypersensitivity to alprostadil, with abnormal penile anatomy, with conditions that predispose them
to priapism and in whom sexual activity is inadvisable. MUSE should not be used for sexual intercourse with a pregnant woman unless the
couple uses a condom barrier.

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 supervision. During post-marketing surveillance syncope occurring 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.

Patients should contact their physician or seek immediate medical assistance if an erection persists longer than 6 hours.

Mild-to-moderate penile pain was reported at least once by 36% and 32% of patients during in-clinic titration and home treatment,
respectively. In patients reporting penile pain, not every administration was associated with it. Of 4,961 doses administered at home, I 1%
were pain related.* Urethral pain was reported at least once by 12% of patients during home treatment. *VIVUS data on file.
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Easy, convenient, discreet

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 £6 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 (or 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.
Carclnogenesls, 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 Pedlatrlc Use:
MUSE is not indicated for use in newborns, children, or women.

ADVERSE REACTIONS

In-Cllnic 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 i 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 ° 4 8 6 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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200,300, AND 400 MG TABLETS

New synergy in combinat ion wi th su l fony lureas

The first and only PPAR-gamma Activator—Unlocks insulin resistance

• Synergy that works with diet and exercise at every stage

• Indicated for concomitant use with a sulfonylurea or insulin or as monotherapy,
as an adjunct to diet and exercise, in type 2 diabetes

Rezulin may be used concomitantfy with a sutfonyiurea or insulin to improve glycemic control. Rezulin, as monotherapy, is indicated as an adjunct to diet and exercise to lower
blood glucose in patients with type 2 diabetes. Rezulin should not be used as monotherapy in patients previously well controlled on sulfonylurea therapy. For patients
inadequately controlled with a sulfonylurea alone, Rezulin should be added to, not substituted for, the sulfonylurea.
Management of type 2 diabetes should also include diet control, weight loss, and exercise, which are essential for proper treatment
In a clinical study with Rezulin in combination with glyburide, these improvements in glycemic control were associated with mean weight gains of 5.8 to 13.1 pounds. To
eliminate weight as a confounding factor in this study, patients had been instructed to follow a diet to maintain current weight. In studies of Rezulin as monotherapy,
there were no clinically significant changes in weight
Prior to initiation of Rezulin therapy, correctable causes of poor glycemic control should be sought and treated. Rezulin should not be used in type 1 diabetes or for the
treatment of diabetic ketoacidosis.
Rare cases of severe idiosyncratic hepatocellular injury have been reported during marketed use (see Adverse Reactions). The hepatic injury is usually reversible, but
very rare cases of hepatic failure, leading to death or liver transplant, have been reported. Injury has occurred after both short- and long-term troglitazone treatment
It is recommended that serum transaminase levels be checked at the start of therapy, monthly for the first 6 months of therapy, every 2 months for the remainder of the
first year of troglitazone therapy, and periodically thereafter. Liver function tests also should be obtained for patients atthe first symptoms suggestive of hepatic
dysfunction. Rezulin therapy should not be initiated if the patient exhibits clinical or laboratory evidence of active liver disease (eg, ALT >3 times the upper limit of normal)
and should be discontinued if the patient has jaundice or laboratory measurements suggest liver injury (eg, ALT >3 times the upper limit of normal).

Please see following page for Brief Summary of full Prescribing Information, including Hepatic boxed WARNING.
PD-168-J A-2009- E2( 127)
710049

© 1997 Warner-Lambert Company PARKE-DAVIS SANKYO
PARKE DAVIS



ONCE-DAILY^ • • M V/1IVJL L/TVIIJI

REULIN
TROGLITAZONE

TABLETS

WARNINGS
Hepatic
R

p
Rare cases of severe idiosyncratic hepatocellular injury have been reported during marketed use (see ADVERSE REAC-
TIONS). The hepatic injury is usually reversible, but very rare cases of hepatic failure, leading to death or liver transplant
have been reported Injury has occurred after both short and longterm troglitazone treatment

) p j y y , y p g
have been reported. Injury has occurred after both short- and long-term troglitazone treatment
During all clinical studies in North America, a total of 48 of 2510 (1.9%) Rezulm-treated patients and 3 of 475 (0.6%) placebo-
treated patients had ALT levels greater than 3 times the upper limit of normal. Twenty of the Rezulin-treated and one of the
placebo-treated patients were withdrawn from treatment. Two of the 20 Rezulin-treated patients developed reversible jaun-
dice; one of these patients had a liver biopsy which was consistent with an idiosyncratic drug reaction. An additional
Rezulin-treated patient had a liver biopsy which was also consistent with an idiosyncratic drug reaction. (See ADVERSE
REACTIONS, Laboratory Abnormalities.)
It is recommended that serum transaminase levels be checked at the start of therapy, monthly for the first six months of
h th f h i d f h fi f t l i th d i d i l l hereafter. Liver func-

nausea, vomit-
ibi l i i l

p s y p gg p c d y , eg, a ,
ing, abdominal pain, fatigue, anorexia, dark urine. Rezuljn therapy should not be initiated if the patient exhibits clinical or
laboratory evidence of active liver disease (eg, ALT>3 times the upper limit of normal) and should be discontinued if the
patient has jaundice or laboratory measurements suggest liver injury (eg, ALT>3 times the upper limit of normal).

BRIEF SUMMARY
Consult Package Insert for full Prescribing Information.
INDICATIONS AND USAGE
Rezulin may be used concomitantly with a sulfonylurea or insulin to improve glycemic control. Rezulin, as monotherapy, is indi-
cated as an adjunct to diet and exercise to lower blood glucose in patients with type II diabetes (see DOSAGE AND ADMINIS-
TRATION in Package Insert for full Prescribing Information). Rezulin should not be used as monotherapy in patients previously
well-controlled on sulfonylurea therepy. For patients inadequately controlled with a sulfonylurea alone, Rezulin should be
added to, not substituted for, the sulfonylurea.
Management of type II diabetes should include diet control. Caloric restriction, weight loss, and exercise are essential for the
proper treatment of the diabetic patient. This is important not only in the primary treatment of type II diabetes, but in maintain-
ing the efficacy of drug therapy. Prior to initiation of Rezulin therapy, secondary causes of poor glycemic control, eg, infection
or poor injection technique, should be investigated and treated.
CONTRAINDICATIONS
Rezulin is contraindicated in patients with known hypersensitivity or allergy to Rezulin or any of its components.
WARNINGS
SEE BOXED WARNING.
PRECAUTIONS
General
Because of its mechanism of action, Rezulin is active only in the presence of insulin. Therefore, Rezulin should not be used in
type I diabetes or for the treatment of diabetic keto-acidosis.
Hypoglycemia: Patients receiving Rezulin in combination with insulin or oral hypoglycemic agents may be at risk for hypo-
glycemia and a reduction in the dose of the concomitant agent may be necessary. Hypoglycemia has not been observed dur-
ing the administration of Rezulin as monotherapy and would not be expected based on the mechanism of action.
Ovulation: In premenopausal anovulatory patients with insulin resistance, Rezulin treatment may result in resumption of ovu-
lation. These patients may be at risk for pregnancy.
Hematologic: Across all clinical studies, hemoglobin declined by 3 to 4% in troglitazone-treated patients compared with 1 to
2% in those treated with placebo. White blood cell counts also declined slightly in troglitazone-treated patients compared to
those treated with placebo. These changes occurred within the first four to eight weeks of therapy. Levels stabilized and
remained unchanged for up to two years of continuing therapy. These changes may be due to the dilutional effects of
increased plasma volume and have not been associated with any significant hematologic clinical effects (see ADVERSE REAC-
TIONS, Laboratory Abnormalities).
Use in Patients With Heart Failure
Heart enlargement without microscopic changes has been observed in rodents at exposures of parent compound and active
metabolite exceeding 7 times the AUC of the 400 mg human dose (see PRECAUTIONS, Carcinogenesis, Mutagenesis,
Impairment of Fertility, and Animal Toxicology). Serial echocardiographic evaluations in monkeys treated chronically at expo-
sures at 4-9 times the human exposure to parent compound and active metabolite at the 400 mg dose did not reveal changes
in heart size or function. In a 2-year echocardiographic clinical study using 600 to 800 mg/day of Rezulin in patients with type II
diabetes, no increase in left ventricular mass or decrease in cardiac output was observed. The methodology employed was
able to detect a change of about 10% or more in left ventricular mass.
In animal studies, troglitazone treatment was associated with increases of 6% to 15% in plasma volume. In a study of 24 nor-
mal volunteers, an increase in plasma volume of 6% to 8% compared to placebo was observed following 6 weeks of troglita-
zone treatment.
No increased incidence of adverse events potentially related to volume expansion (eg, congestive heart failure) have been
observed during controlled clinical trials. However, patients with New York Heart Association (NYHA) Class III and IV cardiac
status were not studied during clinical trials. Therefore, Rezulin is not indicated unless the expected benefit is believed to out-
weigh the potential risk to patients with NYHA Class III or IV cardiac status.
Information for Patients
Rezulin should be taken with meals. If the dose is missed at the usual meal, it may be taken at the next meal. If the dose is
missed on one day, the dose should not be doubled the following day.
It is important to adhere to dietary instructions and to regularly have blood glucose and glycosylated hemoglobin tested.
During periods of stress such as fever, trauma, infection, or surgery, insulin requirements may change and patients should
seek the advice of their physician.
Patients who develop nausea, vomiting, abdominal pain, fatigue, anorexia, dark urine or other symptoms suggestive of hepat-
ic dysfunction or jaundice should immediately report these signs or symptoms to their physician.
When using combination therapy with insulin or oral hypoglycemic agents, the risks of hypoglycemia, its symptoms and treat-
ment, and conditions that predispose to its development should be expleined to patients and their family members.
Use of Rezulin can cause resumption of ovulation in women taking oral contraceptives and in patients with polycystic ovary
disease. Therefore, a higher dose of an oral contraceptive or an alternative method of contraception should be considered.
Rezulin may affect other medications used in diabetic patients. Patients started on Rezulin should ask their physician to review
their other medications to make sure that they are not affected by Rezulin.
Drug Interactions
Oral Contraceptives: Administration of Rezulin with an oral contraceptive containing ethinyl estradiol and norethindrone
reduced the plasma concentrations of both by approximately 30%, which could result in loss of contraception. Therefore, a
higher dose of oral contraceptive or an alternative method of contraception should be considered.
Terfenadine: Coadministration of Rezulin with terfenadine decreases the plasma concentration of both terfenadine and its
active metabolite by 50-70% and may result in decreased efficacy of terfenadine.
Cholestyramine: Concomitant administration of cholestyramine with Rezulin reduces the absorption of troglitazone by 70%;
thus, coadministration of cholestyramine and Rezulin is not recommended.
Glyburide: Coadministration of Rezulin and glyburide does not appear to alter troglitazone or glyburide pharmacokinetics.
Digoxin: Coadministration of Rezulin with digoxin does not alter the steady-state pharmacokinetics of digoxin.
Warfarin: Rezulin has no clinically significant effect on prothrombin time when administered to patients receiving chronic war-
farin therapy.
Acetaminophen: Coadministration of acetaminophen and Rezulin does not alter the pharmacokinetics of either drug.
Metformin: No information is available on the use of Rezulin with metformin.
Ethanol: A single administration of a moderate amount of alcohol did not increase the risk of acute hypoglycemia in Rezulin-
treated patients with type II diabetes mellitus.
The above interactions with terfenadine and oral contraceptives suggest that troglitazone may induce drug metabolism by
CYP3A4. Studies have not been performed with other drugs metabolized by this enzyme such as: astemizole, calcium channel
Mockers, cisapride, corticosteroids, cyclosporine, HMG-CoA reductase inhibitors, tacrolimus, triazolam, and trimetrexate. The
possibility of altered safety and efficacy should be considered when Rezulin is used concomitantly with these drugs.
Patients stable on one or more of these agents when Rezulin is started should be closely monitored and their therapy
adjusted as necessary.

Troglitazone was administered daily for 104 weeks to male rats at 100,400, or 800 mg/kg and to female rats at 25,50, or 200
mg/kg. No tumors of any type were increased at the low and mid doses. Plasma drug exposure based on AUC of parent com-
pound and total metabolites at the low end mid doses was up to 24-fold higher than human exposure at 400 mg daily. The high-
est dose in each sex exceeded the maximum tolerated dose. In a 104-week study in mice given 50,400, or 800 mg/kg, incidence
of hemengiosarcoma was increased in females at 400 mg/kg and in both sexes at 800 mg/kg; incidence of hepatocellular car-
cinoma was increased in females at 800 mg/kg. The lowest dose associated with increased tumor incidence (400 mg/kg) was
associated with AUC values of parent compound and total metabolites that were at least 2-fold higher than the human expo-
sure at 400 mg daily. No tumors of any type were increased in mice at 50 mg/kg at exposures up to 40% of that in humans at 400
mg daily, based on AUC of parent compound and total metabolites.
Troglitazone was neither mutagenic in bacteria nor clastogenic in bone marrow of mice. Equivocal increases in chromosome
aberrations were observed in an in vitro Chinese hamster lung cell assay. In mouse lymphoma cell gene mutations assays,
results were equivocal when conducted with a microtiter technique and negative with an agar plate technique. A liver
unscheduled DNA synthesis assay in rats was negative.
No adverse effects on fertility or reproduction were observed in male or female rats given 40,200, or 1000 mg/kg daily prior to
and throughout mating and gestation. AUC of parent compound at these doses was estimated to be 3- to 9-fold higher than the
human exposure.
Animal Toxicology
Increased heart weights without microscopic changes were observed in mice and rats treated for up to 1 year at exposure
(AUC) of parent and active metabolite exceeding 7 times the human AUC at 400 mg/day. These heart weight increases were
reversible in 2- and 13-week studies, were prevented by coadministration of an ACE inhibitor, and 14 days of troglitazone
administration to rats did not affect left ventricular performance. In the lifetime carcinogenicity studies, microscopic changes
were noted in the hearts of rats but not in mice. In control and treated rats, microscopic changes included myocardial inflam-
mation and fibrosis and karyomegaly of atrial myocytes. The incidence of these changes in drug-treated rats was increased
compared to controls at twice the AUC of the 400 mg human dose.

Pregnancy Category B. Troglitazone was not teratogenic in rats given up to 2000 mg/kg or rabbits given up to 1000 mg/kg dur-
ing organogenesis. Compared to human exposure of 400 mg daily, estimated exposures in rats (parent compound) and rabbits
(parent compound and active metabolite) based on AUC at these doses were up to 9-fold and 3-fold higher, respectively. Body
weights of fetuses and offspring of rats given 2000 mg/kg during gestation were decreesed. Delayed postnatal development
attributed to decreased body weight was observed in offspring of rats given 40,200, or 1000 mg/kg during late gestation and
lactation periods; no effects were observed in offspring of rats given 10 or 20 mg/kg.
There are no adequate and well-controlled studies in pregnant women. Rezulin should not be used during pregnancy unless
the potential benefit justifies the potential risk to the fetus.
Because current information strongly suggests that abnormal blood glucose levels during pregnancy are associated with a
higher incidence of congenital anomalies as well as increased neonatal morbidity and mortality, most experts recommend that
insulin be used during pregnancy to maintain blood glucose levels as close to normal as possible.
Nursing Mothers
It is not known whether troglitazone is secreted in human milk. Troglitazone is secreted in the milk of lacteting rats. Because
many drugs are excreted in human milk, Rezulin should not be administered to a breast-feeding woman.
PediatricUse
Safety and effectiveness in pediatric patients have not been established.
Geriatric Use
Twenty-two percent of patients in clinical trials of Rezulin were 65 and over. No differences in effectiveness and safety were
observed between these patients and younger patients.
ADVERSE REACTIONS
Two patients in the clinical studies developed reversible jaundice; one of these patients had a liver biopsy which was consis-
tent with an idiosyncratic drug reaction. An additional patient had a liver biopsy which was also consistent with an idiosyn-
cratic drug reaction. Symptoms that are associated with hepatic dysfunction have been reported, including: nausea, vomiting,
abdominal pain, fatigue, anorexia, dark urine, abnormal liver function tests (including increased ALT, AST, LDH, alkaline phos-
phatase, bilirubin). Also see WARNINGS.
The overall incidence and types of adverse reactions reported in placebo-controlled clinical trials for Rezulin-treated patients
and placebo-treated patients are shown in Table 1. In patients treated with Rezulin in glyburide-controlled studies (N=550) or
uncontrolled studies (N=510), the safety profile of Rezulin appeared similar to that displayed in Table 1. The incidence of with-
drawals during clinical trials was similar for patients treated with placebo or Rezulin (4%).

TABLE 1. North American Placebo-Controlled Clinical Studies:
Adverse Events Reported at a Frequency > 5% of Rezulin-Treated Patients

% of Patients

Placebo
N = 492

Rezulin
N = 1450

Placebo
N = 492

Rezulin
N = 1450

22
11
14
6
5
5
4

18
11
10
8
6
6
6

Nausea
Rhinitis
Diarrhea
Urinary Tract Infection
Peripheral Edema
Pharyngitis

4
7
6
6
5
4

6
5
5
5
5
5

Infection
Headache
Pain
Accidental Injury
Asthenia
Dizziness
Back Pain

Types of adverse events seen when Rezulin was used concomitantly with insulin (N=543) were similar to those during Rezulin
monotherapy (N=1731|, although hypoglycemia occurred on insulin combination therapy (see PRECAUTIONS).
Laboratory Abnormalities
Hematologic: Small decreases in hemoglobin, hematocrit, and neutrophil counts (within the normal range) were more common
in Rezulin-treated than placebo-treated patients and may be related to increased plasma volume observed with Rezulin treat-
ment. Hemoglobin decreases to below the normal range occurred in 5% of Rezulin-treated and 4% of placebo-treated patients.
Lipids: Small changes in serum lipids have been observed (see CLINICAL PHARMACOLOGY, Pharmacodynamics and Clinical
Effects in Package Insert for full Prescribing Information).
Serum Transaminase Levels: During all clinical studies in North America, a total of 48 of 2510 (1.9%) Rezulin-treated patients
and 3 of 475 (0.6%) placebo-treated patients had ALT levels greater than 3 times the upper limit of normal. During controlled
clinical trials, 2.2% of Rezulin-treated patients had reversible elevations in AST or ALT greater than 3 times the upper limit of
normal, compared with 0.6% of patients receiving placebo. Hyperbilirubinemia (>1.25 upper limit of normal) was found in 0.7%
of Rezulin-treated patients compared with 1.7% of patients receiving placebo. In the population of patients treated with
Rezulin, mean and median values for bilirubin, AST, ALT, alkaline phosphatase, and GGT were decreased at the final visit com-
pared with baseline, while values for LDH were increased slightly (see WARNINGS).
Postintroduction Reports
Adverse events associated with Rezulin that have been reported since market introduction, that are not listed above, and for
which causal relationship to drug has not been established include the following: congestive heart failure, weight gain, edema,
fever, abnormal lab tests including increased CPK and creatinine, hyperglycemia, syncope, anemia, malaise.
Caution: Federal law prohibits dispensing without prescription.
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