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Not All Breast Cancer Patients Need Radiotherapy

BY BRUCE JANCIN

Denver Bureau

new 8.2-year update of a large randomized,
multicenter, prospective trial. The resultant
conclusion—that radiotherapy adds only
limited benefit—is identical to the lesson
drawn from an earlier 5-year follow-up of
the same women (N. Engl. J. Med.
2004;351:971-7). At the time of the earlier
analysis, critics insisted that 5 years wasn’t
long enough to show the benefits of radi-
ation. But at 8.2 years, the case for radio-
therapy hasn’t grown any stronger, said Dr.
Hughes, a surgical oncologist at Massa-

chusetts General Hospital, Boston.

The study, known as Cancer and
Leukemia Group B (CALGB) 9343, in-
volved 631 women aged 70 or older who
had clinical stage I, node-negative, estrogen
receptor—positive breast cancer measuring
2 cm or smaller in size. All underwent
lumpectomy and were randomized to re-
ceive tamoxifen and radiotherapy, or ta-
moxifen alone.

By 8.2 years, 20 patients in the tamoxifen-
only arm had an ipsilateral breast recur-

rence, compared with 4 patients in the ra-
diotherapy arm. This translates into an ab-
solute 5% reduction in in-breast recurrence.
There was also an absolute 0.9% lower in-
cidence of axillary recurrence, for an over-
all absolute 5.9% decrease in locoregional
recurrence in the radiotherapy group.

But this modest benefit didn’t confer
any clinically meaningful advantages for
radiation in this aged population. Radio-
therapy had no benefit over tamoxifen
alone in terms of rates of ultimate breast

SAN ANTONIO — Lumpectomy and
tamoxifen without radiotherapy is a rea-
sonable choice for women aged 70 years
or older with early-stage estrogen recep-
tor—positive breast cancer, Dr. Kevin S.
Hughes said at a breast cancer symposium
sponsored by the Cancer Therapy and
Research Center.

The supporting evidence comes from a

VYTORIN® (ezetimibe/simvastatin)

Brief Summary of Prescribing Information

CONTRAINDICATIONS

Hypersensitivity to any component of this medication. Active liver disease
or unexplained persistent elevations in serum transaminases (see WARNINGS,
Liver Enzymes).

Pregnancy and lactation. Atherosdlerosis s a chronic process and the discontinuation
of lipid-lowering drugs during pregnancy 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. Because
of the ability of inhibitors of HMG-CoA reductase such as simvastatin to decrease
the synthesis of cholesterol and possibly other products of the cholesterol biosynthesis
pathway, VYTORIN is contraindicated during pregnancy and in nursing mothers.
VYTORIN should be administered to women of cﬁildbearing age onlywhen such
patients are highly unlikey to conceive. Ifthe patient becomes p]regnant while taking
this drug, VYTORIN should be discontinued immediately and the patient should be
appriseg of the potential hazard to the fetus (see PRECAUTIONS, Pregnancy).

Myopathy/Rhabdomyolysis: In dlinical trials, there was no excess of myopathy or
rhabdomyolysis associated with ezetimibe compared with the relevant control arm
(placebo or HMG-CoA reductase inhibitor alone). However, myopathy and

rhabdomyolysis are known adverse reactions to HMG-CoA reductase inhibitors and
other ||p|c\( lowering drugs. In clinical trials, the incidence of CK>10 x the upper limit
of normal [ULN] was 0.2% for VYTORIN. (See PRECAUTIONS, Skeletal Muscle.)
Simvastatin, like other inhibitors of HMG-CoA reductase, occasmnaliy causes
myopathy manifested as muscle pain, tenderness orweakness with creatine kinase
above 10 x ULN. Myopathy sometimes takes the form of rhabdomyolysis with or
without acute renal failure secondary to myoglobinuria, and rare fatalities have
occurred. The risk of myopathy is increased by high levels of HMG-CoA reductase
inhibitory aclivny |n plasma Aswnth other HMG-CoA reductase inhibitors, the risk
o Jated. In a dinical tral database in which 41,050
patients were treated with simvastatin with 24,747 (approximately 60%) treated for
at least 4 years, the incidence of myopathy was approximately 0.02%, 0.08% and
0.53% at 20, 40 and 80 mg/day, respectively. In these trials, patients were carefully
monitored and some interacting medicinal products were excluded.All patients starting
therapy with VYTORIN or whose dose of VYTORIN is being increased, should be
dwseg' ofthe risk of myopathy and told to report promptly any unexplained musde
pain, tendemess or weal VYTORIN therapy should be discontinued immediately
if myopathy is diagnosed or suspected. In most cases, muscle symptoms and CK
increases resolved when simvastatin treatment was promptl discontinued. Periodic
CK determinations may be considered in patients starting tKerapy with simvastatin
or whose dose is being increased, but there is no assurance that such monitoring
will prevent myopath
Many of the patients wi ¥‘lO have developed thabdomyolysis on therapy with simvastatin
have had complicated medical histories, including renal insufficiency usually as a
consequence of long-standing diabetes melltus. Such Eatients taking VYTORIN
merit closer monitoring. Therapy with VYTORIN should be temporarily stopped a
few days prior to elective major surgery and when any major medicaY or surgical
condition supervenes.

Because VYTORIN contains simvastatin, the risk of myopathy/rhabdomyolysis
is increased by concomitant use of VYTORIN with the followm%
Potent inhibitors of CYP3A4: Simvastatin, like several other inhibitors of HMG-
CoAreductase, is a substrate of cytochrome P450 3A4 (CYP3A4). When simvastatin
is used with a potent inhibitor of CYP3A4, elevated plasma levels of HMG-CoA
reductase inhibitory activity can increase the risk of myopathy and rhabdomyolysis,
particularly with higher doses of simvastatin. The use of VYTORIN concomitantly
with the potent CYP3A4 inhibitors itraconazole, ketoconazole, erythromycin,
clarithromycin, telithromycin, HIV protease inhibitors, nefazodone, or large
quantities of grapefruitjuice (>1 quart daily) should be avoided. Concomitant use
of other medicines labeled as having a potent inhibitory effect on CYP3A4 should
be avoided unless the benefits of combined therapy outweigh the increased risk.
If treatment with itraconazole, ketoconazole, erythromycin, clarithromycin or
telithromycin is unavoidable, therapy with VYTORIN should be suspended during
the course of treatment.
Other drugs: Gemfibrozil, J)amcularly with higher doses of VYTORIN, and
other fibrates: The safety and effectiveness of ezetimibe administered with fibrates
have not been established. Therefore, the concomitant use of VYTORIN and fibrates
should be avoided.
Thereis an increased risk of myopathy when simvastatin is used concomitantly with
fibrates (especially gemfibrozil). The combined use of simvastatin with gemfibrozil
should be avoided, unless the benefits are likely to outweigh the increased risks of
this drug combination The dose of simvastatin should not exceed 10 mg daily in
patients receiving concomitant medication with gemfibrozil. Therefore, afthough not
recommended, if VYTORIN is used in combination with gemfi ibrozil, the dose
should not exceed 10/10 mg daily. (See PRECAUTIONS, Drug Interactions, Other
drug interactions, Fibrates,)

Niacin (=1 g/day): Caution should be used when prescribing lipid-lowering doses
(=1 %day) of niacin with VYTORIN, as niacin can cause myopathy when given alone.
The benefit of further alterations in lipid levels by the combined use of VYTORIN
with niacin should be carefully weighed against the potential risks of this drug
combination (see PRECAUTIONS, Drug Interactions, Interactions with lipid-lowering
dru s that can cause myopathy when given a/one)

losporine or danazol with higher doses of VYTORIN: The dose of VYTORIN
shoul not exceed 10/10 mg daily in patients receiving concomitant medication
with cyclosponne or danazol. The benefits of the use of VYTORIN in patients
receiving cyclosporine or danazol should be carefully weighed against the risks of these
combinations. (See PRECAUTIONS, Drug Interactions, Other drug interactions.)
Amiodarone or verapamil with higher doses of VYTORIN: The dose of VYTORIN
should not exceed 10/20 mg daily in patients receiving concomitant medication
with amiodarone or verapamil. The combined use of VYTORIN at doses higher
than 10/20 mg daily with amiodarone or verapamil should be avoided unless
the dinical benefit is likely to outweigh the increased risk of myopathy. (See
PRECAUTIONS, Drug Interactions, Other drug interactions). In an ongoing clinical
trial, myopathy has been reponed in 6% of patients receiving simvastatin 80 m:
and amiodarone. In an and ysis of clinical trials involving 25,248 patients treate§
with simvastatin 20 to 80 mg, the incidence of myopathy was higher in patients
receiving verapamil and simvastatin (4/635; 0.63%) than in patients taking
simvastatin without a calcium channel blocker (13/21,224; 0.061%).
Prescribing recommendations for interacting agents are summarized in the table
below (see also PRECAUTIONS, Drug Interactions).

Drug Interactions Assodiated with Increased Risk of Myopathy/Rhabdomyolysis

Interacting Agents Prescribing Recommendations
Iltraconazole Avoid VYTORIN

Ketoconazole

Erythromycin

Clarithromycin

Telithromycin

HIV protease inhibitors
Nefazodone

Fibrates*

Cyclosporine

Danazol

Amiodarone
Verapamil

Grapefruit juice

Do not exceed 10/10 mg VYTORIN daily

Do not exceed 10/20 mg VYTORIN daily

Avoid large quantities of grapefruit juice
(>1 quart daily)
*For additional information regarding gemfibrozil, see DOSAGE AND ADMINISTRATION.

VYTORIN® (ezetimibe/simvastatin)
Liver Enzymes
In 3 placebo-controlled, 12-week trials, the incidence of consecutive elevations
(=3 x ULN) in serum transaminases was 1.7% overall for patients treated with
VYTORIN and appeared to be dose-related with an incidence of 2.6% for patients
treated with VYTORIN 10/80. In controlled long-term (48-week) extensions, which
included both newly-treated and previously-treated patients, the incidence of
consecutive elevations (=3 x ULN) in serum transaminases was 1.8% overall and
3.6% for patients treated with VYTORIN 10/80. These elevations in transaminases
were generally asymptomatic, not associated with cholestasis, and returned to
baseline after discontinuation of therapy or with continued treatment.
It is recommended that liver function tests be performed before the initiation of
treatment with VYTORIN, and thereafter when clinically indicated. Patients titrated
to the 10/80-mg dose should receive an additional test prior to titration, 3 months
after itration to the 10/80-mg dose, and periodically thereafter (eg, sem iannually) for
thefirstyear of treatment. Patients who develop increased transaminase levels should
be monitored with a second liver function evaluation to confirm the finding and be
followed thereafter with frequent liver function tests until the abnormality(ies) return
to normal. Should an increase in AST or ALT of 3 x ULN or greater persist, withdrawal
of therapy with VYTORIN is recommended.
VYTORIN should be used with caution in patients who consume substantial quantities of
alcohol and/or have a past history of liver disease. Active liver diseases or unexplained
persistent transaminase elevations are contraindications to the use of VYTORIN.
PRECAUTIONS
Information for Patients: Patients should be advised about substances they
should not take concomitantly with VYTORIN and be advised to report promptly
lained muscle pain, tend or weak (see below and WARNINGS,
Myopathy/Rhabdomyolysis). Patients should also be advised to inform other
physicians prescribing a new medication that they are taking VYTORIN.
Skeletal Muscle: In post-marketing ex (penence with ezetimibe, cases of myopathy and
thabdomyolysis have been reported regardless of causalny Most patients who
developed rhabdomyolysis were taking a statin prior to initiating ezetimibe. However,
rhabdomyolysis has been reported very rarely with ezetimibe monotherapy and very
rarely with the addition of ezetimibe to agents known to be assodiated with increased
risk of thabdomyolysis, such as fibrates.
Hepatic Insufficiency: Due to the unknown effects of the increased exposure to
ezetimibe in patients with moderate or severe hepatic insufficiency, VYTORIN
is not recommended in these patients.
Drug Interactions
V/YTORIN: CYP3A4 Interactions: Potent inhibitors of CYP3A4 (below) increase the risk
of myopathy by reducing the elimination of the simvastatin component of VYTORIN.
See WARNINGS, Myopathy/Rhabdomyolysis. Itraconazole, ketoconazole,
erythromycin, darithromycin, telithromycin, HIV protease inhibitors, nefazodone,
large quantities of grapefruit juice (>1 quart daily).
Interactions with lipid-lowering drugs that can cause myopathy when given alone
See WARNINGS, Myopathy/Rhabdomyolysis.
The risk of myopathy is increased by gemfibrozil and to a lesser extent by other
fibrates and niacin (nicotinic acid) (=1 g/day).
Other drug interactions
Danazol: The risk of myopathy/rhabdomyolysis is increased by concomitant
administration of danazol particularly with higher doses of VYTORIN (see WARNINGS,
Myopathy/Rhabdomyolysis).
Amiodarone or Verapamil: The risk of myopathy/rhabdomyolysis is increased by
concomitantadministration of amiodarone or verapamil with higher doses of VYTORIN
(see WARNINGS, Myopathy/Rhabdomyolysis).
Cholestyramine: Concomitant cholestyramine administration decreased the mean AUC
of total ezetimibe approximately 55%. The incremental LDL-C reduction due to adding
VYTORIN to cholestyramine may be reduced by this interaction.
Cyclosporine: The risk of myopathy/rhabdomyolysis is increased by concomitant
administration of cydosporine particularly with higher doses of VYTORIN (see WARNINGS,
Myopathy/Rhabdomyolysis).
Caution should be exercised when using VYTORIN and cyclosporine concomitantly
due to increased exj C{Josure to both ezetimibe and cyclosporine. Cyclosporine
concentrations should be monitored in patients receiving VYTORIN and cyclosporine.
The degree of increase in ezetimibe exposure may be greater in patients with severe
renal insufficiency. In Eatiens treated with cydosporine, the potential effects of the increased
exposure to ezetimibe from concomitant use should be carefully weighed against the
benefits of alterations in lipid levels provided by ezetimibe. In a pharmacokinetic study
in post-renal transplant patients with mildly impaired or normal renal function (creatinine
clearance of >50 mL/min), concomitant (gclosponne administration increased the mean
AUCand G, of total ezetimibe 3.4-fold (range 2.3- to 79-fold) and 3.9-fold (range
3.0-to 4.4 foid) respectively. In a separate study, the total ezetimibe expostre increased
12-fold in one renal transplant patient with severe renal insufficiency receiving multiple
medications, including cyclosporine. (See WARNINGS, Myopathy/Rhabdomyolysis.)
Digoin: Concomitantadministration ofa single dose of digoxm inhealthy male volunteers
receiving simvastatin resulted in a slight elevation (<0.3 ng/mL) in plasma digoxin
concentrations compared to concomitant administration of placebo and digoxin. Patients
taking digoxin should be monitored appropriately when VYTORIN is initiated.
Fibrates: The safety and effectiveness of VY TORIN administered with fibrates have not
been established. Fibrates may increase cholesterol excretion into the bile, leading
to cholelithiasis. In a predlinical study in dogs, ezetimibe increased cholesterol in
the gallbladder bile. Coadministration of VY TORIN with fibrates is not recommended
until use in patients is studied. (See WARNINGS, Myopathy/Rhabdomyolysis.)
Warfarin: Simvastatin 20-40 mg/day modestly potentiated the effect of coumarin
anticoagulants: the prothrombin time, reported as International Normalized Ratio (INR),
increased from a baseline of 1.7 to 1.8 and from 2.6 to 3.4 in a normal volunteer study
and in a hypercholesterolemic patient study, respectively. With other statins, inically
evident bleeding and/or increased prothrombin time has been reported in a few
patients taking coumarin anticoagulants concomitantly. In such patients, prothrombin
time should be determined before starting VYTORIN and frequently enough during
early therapy to ensure that no significant alteration of prothrombin time occurs. Once
astable prot%rombin time has been documented, prothrombin times can be monitored
at the intervals usually recommended for patients on coumarin anticoagulants. If the
dose of VYTORIN is changed or discontinued, the same procedure should be repeated.
Simvastatin therapy has not been assodiated with bleeding orwith changesin prothrombin
time in patients not taking anticoagulants.
Concomitant administration of ezeimibe (10 mg once daily) had no significant effect
on bioavailability of warfarin and prothrombin time in a study of 12 healthy adutt males.
There have been post-marketing reports of increased International Normalized Ratio
(INR) in patients who had ezetimibe added to warfarin. Most of these patients were
also on other medications.
The effect of VYTORIN on the prothrombin time has not been studied.
Ezetimibe; Fenofibrate: In a pharmacokinetic study, concomitant fenofibrate administration
increased total ezetimibe concentrations approximately 1.5-fold.
Gemfibrozil: In a pharmacokinetic study, concomitant gemfibrozil administration
increased total ezetimibe concentrations approximately 1.7-fold.
Simvastatin: Propranolol: In healthy male volunteers there was a significant decrease
in mean Cyy, but no change in AUC, for simvastatin total and active inhibitors with
concomitant administration of single doses of simvastatin and propranolol. The clinical
relevance of this finding is uncfear, The pharmacokinetics of the enantiomers of
propranolol were not affected.
CNS Toxicity
Optic nerve degeneration was seen in dlinically normal dogs treated with simvastatin
for 14 weeks at 180 mg/kg/day, a dose that produced mean plasma drug levels about
12 times higher than the mean plasma drug level in humans taking 80 mg/day
A chemically similar drug n this class also produced optic nerve degeneration (Wallerian
legeneration of retinogeniculate fibers) in dinically normal dogs in a dose-dependent
a ion starting at 60 mg/kg/day, a dose that produced mean plasma drug levels about
30 times higher than the mean J:)Iasma drug level in humans taking the highest
recommended dose (as measured by total enzyme inhibitory activity). This same drug
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also produced vestibulocochlear Wallerian-like degeneration and retinal ganglion cell
chromatolysis in dogs treated for 14 weeks at 180 mg/kg/day, a dose that resulted in
amean plasma drug level similar to that seen with the 60 mg/kg/day dose.
(CNSvascular lesions, characterized by perivascular hemorthage and edema, mononudear
cell infiltration of perivascuiar spaces, perivascular fibrin deposits and necrosis of small
vessels were seen in dogs treated with simvastatin at a dose of 360 mg/kg/day, a dose
that produced mean F]Iasma druglevels that were about 14 times higher than the mean
plasma drug levels in humans taking 80 mg/day. Similar CNS vascular lesions have been
observed with several other drugs of this class.
There were cataracts in female rats after 2 years of treatment with 50 and 100
mg/kg/day (22 and 25 times the human AUC at 80 mg/day, respectively) and in dogs
eci_ﬂer 3 months at 90 mg/kg/day (19 times) and fat 2 years at 50 mg/kg/day (5 times).
arc of Ferti
VYTORIN: No animal carcmogenicny or fertility studies have been conducted with the
combination of ezetimibe and simvastatin. The combination of ezetimibe with
simvastatin did not show evidence of mutagenicity /i vitro in a microbial mutagenicity
(Ames) test with Salmonella typhimurium and Escherichia coli with or without
metabolic activation. No evidence of dastogenicty was observed in vitro in a chromosomal
aberration assay i human peripheral blood lymphocytes with ezetimibe and simvastatin
with or without metabolic activation. There was no evidence of genotoxictty at doses
up to 600 mg/kg with the combination of ezetimibe and simvastatin (1:1) in the in
vivo mouse micronucleus test.
Ezetimibe: A 104-week dietary carcinogenicity study with ezetimibe was conducted in
rats at doses up to 1500 mg/kg/day (males) and 500 mg/kg/day (females)
(~20timesthe human exposure at 10 mg daily based on AUCy 4, fortotal ezetimibe).
A 104-week dietary carcinogenicity study with ezetimibe was also conducted in mice
at doses up to 500 mg/kg/dgay (>150 times the human exposure at 10 mg daily based
0n AUGy 4 for total ezetimibe). There were no statistically significant increases in tumor
incidences in drug-treated rats or mice.
No evidence of mutagenicity was observed in vitro in a microbial mutagenicity
(Ames) test with Salmonella typhimurium and Escherichia coli with or without
metabolic activation. No evidence of clastogenicity was observed in vitro in a
chromosomal aberration assay in human peripheral blood ymphocytes with or
without metabolic activation. In addition, there was no evidence of genotoxicity in the
in vivo mouse micronucleus test.
In oral (gavage) fertility studies of ezetimibe conducted in rats, there was no evidence
of reproductive toxicty at doses up to 1000 mg/kg/day in male or female rats
(~7times the human exposure at 10 mg daily based on AUCq.4, for total ezetimibe).
Simvastatin: In a 72-week carcmogenim study, mice were administered daily doses
of simvastatin of 25, 100, and 400 m odyweighL which resulted in mean plasma
drug levels approxmately 1, 4, and 8 times higher than the mean human plasma
druglevel, respectively (as total inhibitory activity based on AUC) after an 80-mg oral
dose. Liver carcinomas were significantly increased in high-dose females and mid-
and high-dose males with a maximum incidence of 90% in males. The incidence of
adenomas of the liver was significantly increased in mid- and high-dose females. Dru
treatment also significantly increased the incidence of lung adenomas in mid- an
high-dose males and females. Adenomas of the Harderian gland (a gland of the eye
of rodents) were significantly higher in high-dose mice than in controls. No evidence
of a tumorigenic effect was observed at 25 mg/kg/day.
In a separate 92-week carcinogenicity study in mice at doses up to 25 mg/kg/day, no
evidence of atumorigenic effect was observed (mean plasma drug levels were 1 times
higher than humans given 80 mg simvastatin as measured by AUC).
Ina2-year study in rats at 25 mg/kg/day, there was a statistically significant increase
inthe incidence of thyroid follicular adenomas in female rats exposed to approximately
11 times higher levels of simvastatin than in humans given 80 mg simvastatin (as
measured by AUC).
Asecond 2-year rat carcinogenicity study with doses of 50 and 100 mg/kg/day produced
hepatocellurar adenomas and carcinomas (in female rats at both doses and in males at
100 mg/ﬁg/day) Thyroid follicular cell adenomas were increased in males and females
at both doses; thyroid follicular cell carcinomas were increased in females at 100
mg/kg/day. The increased incidence of thyroid neoplasms appears to be consistent with
findings from other HMG-CoA reductase inhibitors. These treatment evels represented
plasma druglevels (AUC) of approximately 7 and 15 times (males) and 22 and 25 times
(females) the mean human plasma drug exposure after an 80-mg daily dose.
No evidence of mutagenicity was observed in a microbial mutagenicity (Ames) test with
or without rat or mouse liver metabolic activation. In addition, no evidence of damage
to genetic material was noted in an in vitro alkaline elution assay using rat hepatocytes,
aV-79 mammalian cell forward mutation study, anin vitro chromosome aberration study
in CHO cells, or an in vivo chromosomal aberration assay in mouse bone marrow.
There was decreased fertility in male rats treated with simvastatin for 34 weeks at
25 mg/kg body weight (4 times the maximum human exposure level, based on AUC,
in patients receiving 80 mg/day); however, this effect was not observed during a
subsequent fertility study in which simvastatin was administered at this same dose
level to male rats for 11 weeks (the entire cycle of spermatogenesis including
epididymal maturation). No microscopic changes were observed in the testes of rats
from either study. At 180 mg/kg/day (which produces exposure levels 22 times higher
than those in humans taking 80 m, g/day based on surface area, mg/m?), seminiferous
tubule degeneration (necrosis and loss of spermatogenic eprlhelium) was observed.
In dogs, there was drug-related testicular atrophy, decreased spermatogenesis,
spermatocytic degeneration and giant cell formation at 10 mg/kg/day (approximately
2 times the human exposure, based on AUC, at 80 mg/day). The clinical significance
of these findings is unclear.
Pregnancy. Pregnancy Category: X: See CONTRAINDICATIONS.
VYTORIN: As safety in pregnant women has not been established, treatment should
be immediately discontinued as soon as pregnancy is recognized. VYTORIN 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.
Ezetimibe: In oral (gavage) embryo-fetal development studies of ezetimibe conducted
in rats and rabbits cﬁinng organogenesis, there was no evidence of embryolethal effects
atthe dosestested (250, 500, 1000 mg/kg/day). In rats, increased incidences of common
fetal skeletalfindings (extra pair of thoracic nibs, unossifed cenicalvertebral centra,shortened
ribs) were observed at 1000 mg/kg/day (~ 10 times the human exposure at 10 mg daily
based on AUC.,4p, for total ezetimibe). In rabbits treated with ezetimibe, an increased
incidence of extra thoracic ribs was observed at 1000 mg/kg/day (150 times the human
exposure at 10 mg daily based on AUCy.4 for total ezetimibe). Ezetimibe crossed the
placenta when pregnant rats and rabbits were given multiple oral doses.
Multiple-dose studies of ezetimibe coadministered with HMG-CoA reductase inhibitors
(tatins) in rats and rabbits during organogenesis result in higher ezetimibe and statin
exposures. Reproductive findings occur at lower doses in coadministration therapy
compared to monotherapy.
Simvastatin: Simvastatin was not teratogenic in rats at doses of 25 mg/kg/day or in
rabbits at doses up to 10 mg/kg daily. These doses resulted in 3 times (rat) or 3 times
(rabbit) the human exposure based on mg/m? surface area. However, in studies with
another structurally-related HMG-CoA reductase inhibitor, skeletal mafformations were
observed in rats and mice.
Rare reports of congenital anomalies have been received following intrauterine
exposure to HMG-CoA reductase inhibitors. In a review of approximately 100
prospectively followed pregnancies in women exposed to simvastatin or another
structurally related HMG-CoA reductase inhibitor, the incidences of congenital
anomalies, spontaneous abortions and fetal deaths/stiiibinhs did not exceed what
would be expeaed in the general population. The number of cases is adequate only
to exclude a 3- to 4-fold increase in congenital anomalies over the background
incidence. In 8996 of the prospectively followed pregnancies, drug treatment was initiated
prior to pregnancy and was discontinued at some point in tﬁe first trimester when
pregnancy was identified.
Labor and Deliver
The effects of VYTORIN on labor and delivery in pregnant women are unknown.
Nursing Mothers
Inrat studies, exposure to ezetimibe in nursing pups was up to half of that observed
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in maternal plasma. It is not known whether ezetimibe or simvastatin are excreted into
human breast milk. Because a small amount of another drug in the same class
as simvastatin is excreted in human milk and because of the potential for serious adverse
reactions in nursing infants, women who are nursing should not take VYTORIN
(see CONTRAINDICATIONS).

Pediatric Use

VYTORIN: There are insufficient data for the safe and effective use of VYTORIN in pediatric
patients. (See Ezetimibe and Simvastatin below:)

Ezetimibe: The pharmacokinetics of ezetimibe in adolescents (10to 18 years) have been shown
to be similar to that in adults. Treatment experience with ezetimibe in the pediatric population
is limited to 4 patients (9 to 17 years) with homozygous sitosterolemia and 5 patients (11 to
17 years) with HoFH. Treatment with ezetimibe in children (<10 years) is not recommended.
Simvastatin: Safety and effectiveness of simvastatin in patients 10-17 years of age with
heterozygous familial hypercholesterolemia have been evaluated in a controlled diinical trial
in adolescent boys anJ in girls who were at least 1 year post-menarche. Patients treated
with simvastatin had an adverse experience profile generally similarto that of patients treated
with placebo. Doses >40 mg have not been studied in this population. In this limited
controlled study, there was no detectable effect on growth or sexual maturation in the
adolescent boys or girls, or any effect on menstrual cycle length in girls. Adolescent females
should be counseled on appropriate contraceptive methods while on therapy with simvastatin
(see CONTRAINDICATIONS and PRECAUTIONS, Pregnancy). Simvastatin has not been
studied in patients younger than 10 years of age, nor in pre-menarchal girls.

Geriatric Use

Of the patients who received VYTORIN in clinical studies, 792 were 65 and older (this
included 176 who were 75 and older). The safety of VYTORIN was similar between these
patients and younger patients. Creater sensitivity of some older individuals cannot be
ruled out. (See ADVERSE REACTIONS.)

ADVERSE REACTIONS

VYTORIN has been evaluated for safety in more than 3800 patients in clinical trials.
VYTORIN was generally well tolerated.

The table below summarizes the frequency of linical adverse experiences reported in
=200 of patients treated with VYTORIN (n=1236) and at an incidence greater than placebo
regardless of causality assessment from 3 similarly designed, placebo-controlled trials.
Clinical Adverse Events Occurring in =2% of Patients Treated with VYTORIN
and at an Incidence Greater than Placebo, Regardless of Causality*

Body System/ Placebo (%) Ezetimibe  Simvastatin' (%) VYTORIN' (%)
Organ Class 10 mg (%)
Adverse Event n=311 n=302 n=1234 n=1236
Body as a whole - general disorders
Headache 6.4 6.0 59 6.8
Infection and infestations
Influenza 1.0 1.0 19 2.6
Upper respiratory 26 5.0 50 39
tract infection
Musculoskeletal and connective tissue disorders
Myalgia ] 29 23 2.6 35
Pain in extremity 13 3.0 2.0 23

*Includes 2 placebo-controlled combination studies in which the active ingredients equivalent to
VYTORIN were coadministered and 1 placebo-controlled study in which VYTORIN was administered.
tAll doses.
Post-marketing Experience: The adverse reactions reported for VYTORIN are consistent
with those previously reported with ezetimibe and/or simvastatin.
Ezetimibe: Other adverse experiences reported with ezetimibe in placebo-controlled studies,
regardless of causality assessment: Body as a whole - general disorders: fatigue
CGastrointestinal system disorders: abdominal pain, diarrhea; Infection and infestations:
infection viral, pharyngitis, sinusitis; Musculoskeletal system disorders: arthralgia, back
pain; Resp//utory system disorders: coughing.
Post-marketing Experience: The following adverse reactions have been reported in post-
marketing experience, regardless of causality assessment: Hypersensitivity reactions,
including anaphylaxis, angioedema, rash, and urticaria; arthralgia; elevations in liver
{ransaminases; hepatitis; thrombocytopenia; pancreatitis; nausea; cholelithiasis; cholecystitis;
elevated creatine phosphokinase; and, very rarely, myopathy/rhabdomyolysis (see
WARNINGS, Myopathy/Rhabdomyolysis).
Simvastatin: Other adverse experiences reported with simvastatin in placebo-controlled
clinical studies, regardless of causality assessment: Body as a whole - general disorders:
asthenia; Eye disorders: cataract; Gastrointestinal system disorders: abdominal pain,
constipation, diarrhea, dyspepsia, flatulence, nausea; Skin and subcutaneous tissue
disorders: eczema, pruritus, rash.
The following effects have been reported with other HMG-CoA reductase inhibitors. Not
all the effects listed below have necessarily been associated with simvastatin therapy.
Mniﬁallloske/etul system disorders: muscle cramps, myalgia, myopathy, rhabdomyolysis,
arthralgias.
Nen/ous system disorders: dysfunction of certain cranial nerves (including alteration of taste,
impairment of extra-ocular movement, facial paresis), tremor, dizziness, memory Ioss
paresthesia, peripheral neuropathy, peripheral nerve palsy, psychic disturbances.
Ear and labyrinth disorders: vertigo.
Psychiatric disorders: anxiety, insomnia, depression, loss of libido.
Hypersensitivity Reactions: An apparent hyperserismvny syndrome has been reported rarely
which has incuded 1 or more of the following features: anaphylaxis, angioedema, lupus
erythematous-like syndrome, polymyalgia theumatica, dermatomyositis, vasculis, purpura,
thrombocytopenia, leukopenia, hemolytic anemia, positive ANA, ESR increase, eosinophilia,
arthritis, arthralgia, urticaria, asthenia, photosensitivity, fever, chills, flushing, maiaise dyspnea,
toxic epidermai necroiysxs erythema multiforme, |nciuding Stevens-Johnson syndrome
Gastrointestinal system disorders: pancreatitis, vomiting.
Hepatobiliary disorders: hepatitis, incuding chronic active hepatitis, cholestatic jaundice,
fatty change in liver, and, rarely, cirrhosis, fulminant hepatic necrosis, and hepatoma.
Metabolism and nutrtion disorders: anorexia.
Skin and'subautaneous tissue disorders: alopecia, pruritus. Avariety of skin changes (eg nodules,
discoloration, dryness of skin/mucous membranes, changes to hair/nails) have been reponed
Reprodud/ve system and breast disorders: gynecomastia, erectile dysfunction.
Eye disorders: progression of cataracts (lens opacities), ophthalmoplegia.
Laboratory Abnormalities: elevated transaminases, alkaline phosphatase, y-glutamyl
transpeptidase, and bilirubin; thyroid function abnormalities.
Laboratory Tests
Marked persistent increases of serum transaminases have been noted (see WARNINGS,
Liver Enzymes). About 5% of patients taking simvastatin had elevations of CK levels of
3 or more times the normal value on 1 or more occasions. This was attributable to the
noncardiac fraction of CK. Muscle pain or dysfunction usually was not reported (see
WARNINGS, Myopathy/Rhabdomyolysis).
Concomitant Lipid-Lowering Therapy
In controlled dlinical studies in which simvastatin was administered concomitantly with
cholestyramine, no adverse reactions peculiar to this concomitant treatment were observed.
The adverse reactions that occurred were limited to those reported previously with simvastatin
or cholestyramine.
Adolescent Patients (ages 10-17 years)
In a 48-week controlled study in adolescent boys and girls who were at least 1 year
post-menarche, 10-17 years of age with heterozygous familial hypercholesterolemia
(n=175), the saiety and tolerability profile of the group treated with simvastatin (10-40 mg
daily) was generally similar to that of the group treated with placebo, with the most common
adverse experiences observed in both groups being upper respiratory infection, headache,
abdominal pain, and nausea (see PRECAUTIONS, Pediatric Use).
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preservation, distant metastases, death
from breast cancer, or all-cause mortality.

Of the study participants, 29% were
dead by 8.2 years, but only six in the ra-
diotherapy arm and five in the no-radio-
therapy arm actually died of breast cancer.

“In this population, breast cancer is not
the major issue these people are facing,”
Dr. Hughes noted.

Audience member Dr. Laura ]. Esser-
man hailed CALGB 9493 as “a great study.”
“I hope everyone heard the results and is
offering these choices to their patients,”
added Dr. Esserman, professor of surgery
and director of the breast care center at the
University of California, San Francisco.

Another surgeon observed that if the
more generous lumpectomies that are
now standard had
been the norm in
the 1990s when
study participants
had their surgery,
their locoregional
recurrence  rate
with  tamoxifen
alone would likely
be even lower than
it was in the study.

But other audience members noted that
the overview analysis presented by the Ox-
ford, England-based Early Breast Cancer

Trialists” Collaborative Group at the San
Antonio meeting 2 years ago concluded
that a survival ad-
vantage for radio-
therapy becomes
significant at 15
years. What good
are 8.2-year follow-
up data, they asked,
when a physician is
faced with an oth-
erwise healthy 70-
year-old who might
well live for another 15-20 years?

“We have to look at physiologic age as
well as chronologic age,” Dr. Hughes

‘In this population
[of women aged
70 years and
older], breast
cancer is not the
major issue these
people are facing.’

DR. HUGHES
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replied. “As patients are physiologically
older, I think we’d all agree that radiation
becomes unnecessary. What we argue
about is, [at what point do] patients be-
come physiologically older.”

He added that he’s not convinced the
overview analysis findings apply to the
type of patients in CALBG 9493. “What
critics have brought up before is the idea
that, as we [do more] follow-up, we’ll see
more and more in-breast recurrences in
the group that didn’t have radiotherapy. I
think it’s just as likely we’ll see more in-
breast recurrences in the arm that had ra-
diation. I don’t think we can predict what
will happen beyond this point.” m

Meditation Eases
Stress in Breast
Cancer Survivors

SAN ANTONIO — The mindfulness-
based stress reduction program developed
by Jonathan Kabat-Zinn, Ph.D., appears to
be beneficial to patients with early-stage
breast cancer in the immediate posttreat-
ment period as they transition to survivor-
ship, Cecile Lengacher, Ph.D., reported at
a breast cancer symposium sponsored by
the Cancer Therapy and Research Center.

This transition is an underappreciated
period of high risk for emotional distress.
Many patients experience fear of recur-
rence while also coming to grips with
changes in body image, and concern for
their children and other family members,
explained Dr. Lengacher of the Lee Moffitt
Cancer Center and Research Institute, Uni-
versity of South Florida, Tampa.

Dr. Lengacher and her coworkers con-
ducted a nonrandomized pilot feasibility
study of mindfulness-based stress reduc-
tion, the structured program developed by
Dr. Kabat-Zinn of the University of Mass-
achusetts, Worcester. The program is de-
signed to teach patients to self-regulate
their arousal to stress through awareness
of their thoughts and feelings during
stressful circumstances. The program em-
phasizes regular practice of four medita-
tion techniques: sitting meditation, body
scan, gentle Hatha yoga, and walking
meditation. The formal program entails
eight 2-hour weekly group sessions, along
with a minimum of 45 minutes per day 6
days per week practicing the various forms
of meditation individually outside of class.

Investigators offered the program to 58
women who had undergone lumpectomy
plus radiotherapy and/or chemotherapy.
Thirty-one agreed to attend an orientation
session. Nineteen of the 31 consented to
participate in the program, and 17 com-
pleted the classes.

Compliance was excellent. Fifteen of
the 17 patients reported that they found
the program beneficial, and 13 said they
had a greater ability to handle stress and
improved coping skills. Measures of anx-
iety, depression, and pain were obtained,
but the results haven’t yet been analyzed.

Patients found the 8-week course too
great a time burden, though, so investiga-
tors have condensed it to 6 weeks. The
shorter version has been well accepted. A
randomized trial is planned.

—Bruce Jancin
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IMPORTANT SAFETY INFORMATION ABOUT MIRAPEX:

Patients have reported falling asleep without perceived warning signs during activities of
daily living, including operation of a motor vehicle. Hallucinations and postural (orthostatic)
hypotension may occur. The most commonly reported adverse events in clinical trials for RLS
were nausea, headache, fatigue, and somnolence.

Please see Brief Summary on adjacent pages.
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Now approved for RLS

MIRAPEX is now indicated for the treatment of moderate
to severe primary RESTLESS LEGS SYNDROME (RLS)

Patients and caregivers should be informed that impulse control disorders/compulsive behaviors
may occur while taking medicines, including pramipexole, to treat Parkinson's disease and RLS.

www.mirapex.com



