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RS NARRATOR: Katie was sure of her
VIDEQ: CLOSE-UP OF KATIE STRETCHING cholesterol plan,

BEFORE HER DAILY RUN.
CRESTOR LOGO COMES UP.

CRESTOR

AT A

VIDEQ: KATIE JOGGING DOWN THE STREET,
TRYING TO STAY FOCUSED ON HER EXERCISE.

NARRATOR: She took medication.

VIDEQ: CLOSE-UP OF HOT DOG VENDOR
TRYING TO ENTICE KATIE.

NARRATOR: She ate right

VIDEO: KATIE LOOKS IN THE DIRECTION
OF THE HOT DOG VENDOR, RESISTS
TEMPTATION...

NARRATOR: and ran.

VIDED: ... TURNS AND RUNS AWAY FROM
HOT DOG VENDOR DOWN ANOTHER STREET.

KATIE: Yet it wasn't enough to get bad
cholesterol
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VIDED: KATIE'S PATH LEADS HER TO A
BAKERY WINDOW INTO WHICH SHE STARES.

VIDEO: CLOSE-UP OF KATIE FEELING
FRUSTRATED THAT HER CURRENT
TREATMENT ROUTINE IS NOT ENOUGH.

SUPER: DOCTOR DRAMATIZATION.

VIDED: CLOSE-UP OF KATIE TURNING
AROUND BECAUSE SHE HEARD SOME
NEWS.

COMMUNICATION OF INDICATION.

SUPER: DOCTOR DRAMATIZATION.

VIDEO: KATIE WALKS OVER TO THE
PERSON WHO SPOKE TO HER WHO
HAPPENS TO BE A DOCTOR STANDING
QUTSIDE HIS OFFICE.

SUPER: DOCTOR DRAMATIZATION.

VIDEQ: KATIE TALKS WITH THE DOCTOR
OUTSIDE HIS OFFICE.

NARRATOR: low.
“What's this?"

1 CRE
N e

NARRATOR: “I'm still here in the Land
of No?'

DOCTOR: Switch to CRESTOR,

NARRATOR: her doctor said.

Dlaaior dri AHLAELA.

DOCTOR: You're not to blame.

DOCTOR: All cholesterol drugs simply

»U i CRESTOR
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VIDEO: DOCTOR INVITES KATIE INTO HIS
OFFICE FOR MORE DETAILS.

SUPER: THE STELLAR STUDY
BAD CHOLESTEROL (LDL-C) LOWERING EFFECT
MOST COMMONLY RX'D DOSES
(AUGUST 2003-JULY 2004)
YOUR RESULTS MAY VARY.

VIDEQ: A CHART APPEARS LISTING
COMPETITORS.

SUPER: THE STELLAR STUDY
BAD CHOLESTEROL (LDL-C) LOWERING EFFECT
MOST COMMONLY RX'D DOSES

(AUGUST 2003-JULY 2004)

YOUR RESULTS MAY VARY.

VIDEQ: THE CHART ANIMATES TO
ILLUSTRATE EACH PRODUCT'S EFFECTS.

SUPER: THE STELLAR STUDY

BAD CHOLESTEROL (LDL-C) LOWERING EFFECT
MOST COMMONLY RX'D DOSES

(AUGUST 2003-JULY 2004)

YOUR RESULTS MAY VARY.

VIDEO: THE CHART ANIMATES EACH PRODUCT,
PERCENTAGES ARE SHOWN.

SUPER: SEE OUR AD IN LADIES HOME JOURNAL.

VIDEQ: WIDE SHOT OF KATIE TALKING WITH THE
DOCTOR IN HIS OFFICE WHERE HE'S EXPLAINING

ABOUT ANDTHER MEDICATION.
COMMUNICATION OF ADEQUATE PROVISION.

HE STELLAR stupy
Badd chuolesterol (LDE-C) bwering sfect

ELLAR
(40L-C

Bas a2l ' Lasctios” Hpeme doueval |

DOCTOR: aren't the same.

DOCTOR: When CRESTOR performed
in a head to head test,

DOCTOR: its lowering effect was

DOCTOR: clearly the best. CRESTOR'S
proven effective,

DOCTOR: that's well understood.
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DOCTOR: Would you like to try it?
SUPER: SEE OUR AD IN LADIES HOME JOURNAL.

VIDEO: KATIE TALKS WITH THE DOCTOR, — cisdh
WHO THEN PROVIDES HER WITH MORE 7 <
lNFURMA‘nON g,pun“mf_‘dlﬁh"m.l.m‘_{.-.

COMMUNICATION OF ADEQUATE PROVISION.

KATIE: Why, yes. Yas, | would.
VIDEOQ: KATIE TALKS WITH THE DOCTOR AND
RESPONDS POSITIVELY.

AVD: Ask your doctor about

USED WITH HEALTHY DIET.

VIDED: KATIE LOOKS AT PRESCRIPTION.

SUPER: PRESCRIPTION ONLY,
USED WITH HEALTHY DIET. AVO:; CRESTOR Is not for everyone,
VIDED: KATIE, PREPARING TO LEAVE

DOCTOR'S OFFICE, LOOKS BACK TOWARD
THE DIRECTION FROM WHICH SHE CAME.

Presgarrpbiom only,
] miih hoelly doel

20

AVQ: including people with liver disease,
and women who ars nursing, pregnant or
may becomeg pregnant.

VIDED; KATIE DECIDES TO EXIT THROUGH DOOR,
REPRESENTING A NEW PATH.

COMMUNICATION OF IMPORTANT INFORMATION.

CRESTOR
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AVO: Simple blood tests are needed to
check for liver problems, Tell your doctar
about other medications you are taking,
or if you experience muscle pain or
weakness, as they may be a sign

of serious side effects.

SUPER: CRESTOR HAS NOT BEEN SHOWN TO
PREVENT HEART DISEASE OR HEART ATTACKS.

VIDEOQ: KATIE RUNS WITH OTHER JOGGERS.

COMMUNICATION OF SIDE EFFECTS.

MNARRBATOR, Since Katie switched to

VIDED: CLOSE-UP OF KATIE RUNNING AND
CRESTOR, her cholesterol’'s much less.

LOOKING VERY OPTIMISTIC.

SUPER: 800-CRESTOR
FREE TRIAL
CRESTOR.COM

NARRATOR: With CRESTOR and diet,
it's the Land of Success.

VIDED: KATIE POWER WALKING.
i
FREE

k-
TRIAL:- |

SUPER: 800-CRESTOR NARRATOR: Get your free trial today

FREE TRIAL
CRESTOR.COM

VIDEQ: KATIE IS STANDING OUTSIDE HER
APARTMENT, REFRESHED. SHE HOLDS
UP HER GELL PHONE.

NARRATOR: and you just might
declare,

SUPER: FREE TRIAL
VIDEO: KATIE HOLDS UP HER CELL PHONE

AND MAIL GONSISTING OF THE FREE TRIAL
OFFER.
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SUPER: AZLOGO
NOW YOU'RE GETTING SOMEWHERE.
BO0-CRESTOR
CRESTOR.COM

VIDEQ: FRAME COMES UP.

SUPER: AZLOGO
CRESTOR® LOGO
NOW YOU'RE GETTING SOMEWHERE.
800-CRESTOR
CRESTOR.COM

VIDEO: CRESTOR FRAME COMES UP.

26

| i vk Xy

CRESTOR

By s eI e el e

CRESTOR.COM

B00-CRESTOR

NARRBATOR: “I'm a CRESTOR success,

NARRATOR: Now you're getting
somewhers.
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CRESTOR 15-DAY TRIAL VOUCHER

\ Clip this voucher
: to get your
15 days of
CRESTOR 10 mg
—— HrOE

Redeem this offer now.
Here’s how.

1. Take this voucher to your
doctor and ask if CRESTOR is
right for you.

2. If your doctor prescribes
CRESTOR 10 mg, present
both this voucher and your
prescription for CRESTOR to
your pharmacist.

To the Patient:

Limit one 15-day free trial voucher of CRESTOR

10 mg per person for the duration of the program.
Valid ONLY at retail pharmacies, no mail order.
Offer is good for qualified customers for CRESTOR
and may not be used for any other product. This
offer may not be combined with any other offer,
including any coupon, discount, o prescription
savings card program. This offer is void where
prohibited by law, taxed, or restricted. Offer valid
only in the United States. AstraZeneca reserves the
tight to amend or discontinue this offer at any time
without notice.

To the Physician

« To use this voucher, your patient needs one
prescription for 15 tablets of CRESTOR 10 mg

+ You will need to provide a second prescription
based on your recommended therapy if you want
to keep your patient on CRESTOR beyond the
15-day free trial period

» Refills are not authorized with this voucher

To the Pharmacist

« This voucher must be accompanied by a valid
prescription and is valid for 15 tablets of
CRESTOR 10 mg. No substitutions permitted

« Please dispense 15 tablets of CRESTOR 10 mg to
the patient at no charge and transmit the claim to
Express Scripts’

« This voucher is for one time use only. For all other
prescriptions, please use the patient’s primary
method of payment with a new Rx number

« For audit purposes, this voucher must be
attached to the original prescription and retained
by you for the greater of 3 years and the usual
period for which your pharmacy records are kept

« Call the Express Scripts Help Desk at
1-866-777-7111 for assistance in filing this claim

| certify that

« | have received this voucher from an ei%gible
patient and | have dispensed the CRESTOR
product in accordance with this voucher

« | have not received and will not accept any
payment from the patient

« Other than to Express Scripts, | have not
submitted, and will not submit, a claim for
reimbursement to any third-party payor,
including Medicaid, Medicare or similar federal
or state programs

« My participation in this program is consistent
with all applicable laws and any other obligation,
contractual or otherwise, that | have

Pharmacist’s signature

This voucher is valid
through 1/31/05.

CRESTOR is a registered trademark of the
AstraZen

s T aasostah 7 A
rmaceutical 3 &
All rights reserved. 223444 10/04 AstraZeneca 4
RxBIN: RxPCN: RxGRP: ID:
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rosuvastatin calcium
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Cholesterol high?

Trouble getting it low?
Perhaps your answer

is right here, below.

THE STELLAR STUDY
Bad cholesterol (LDL-C) lowering effect

20m Zocp:-’ 35%

10mg Upiers 37%
_ 10mg CRESTOR'| 46%
o 5 10 15 20 25 30 35 40 45 G

Your results may vary.

In the STELLAR study, the usual starting dose of CRESTOR

was more effective at lowering bad cholesterol than the

most common doses of the other leading medications.*

This study was a major medical trial comparing

cholesterol medications taken with healthy diet.

Now you’re getting somewhere.’

\
CRESTOR

rosuvastatin calcium

lmc)t)ortant information: CRESTOR is grescribed along with diet for lowering cholesterol and is not for everyone,
including people with liver disease, and women who are nursing, pregnant, or may become pregnant. Tell your

doctor promptly if you experience unexplained muscle pain or weakness, as they may be a sign of serious side effects.
Be sure to tell your doctor about other medications you are taking. Simple blood tests are needed to check for liver

roblems before and 12 weeks after start of therapy or change of dose, and periodically thereafter. Side effects occur
infrequently and include muscle aches, constipation, weakness, abdominal pain, and nausea. They are usually mild
and tend to go away. CRESTOR has not been shown to prevent heart disease or heart attacks. See adjacent page for
additional important information.
*Source: Most commonly prescribed doses based on IMS (August 2003 -july 2004).
jcals LP. All right

CRESTOR is a reg % of the AstraZeneca group of comp, ©2004 p ts reserved. 223444 10/04 i
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Use the FREE 15-DAY TRIAL VOUCHER at left...
Or visit CRESTOR.COM or call 877-5-CRESTOR

AstraZi

AstraZeneca/z‘




Please read this summary carefully and then ask your doctor about CRESTOR. No advertisement can provide all the information needed to determine if 2 drug is right for you.
This advertisement does not take the place of careful discussions with your doctor. Only your doctor has the training to weigh the risks and benefits of a prescrigtion drug.

BRIEF SUMMARY: For full Prescribing Information, See package insert.
INDICATIONS AND USAGE CRESTOR is indicated: 1. as an adjunct 10 diet 10
reduce elevated total-C, LDL-C. ApoB, nonHDL-C, and TG levels and to increase HOL-C in
patients with primary hypercholesterolemia (heterozygous familial and nontamikial) and
mixed dyslipidemia (Fredrickson Type Ila and i1b); 2. as an adjunct to diet for the treatment of
patients with elevated serum TG levels (Fredrickson Type IV); 3. to reduce LDL-C, totak-C, and
ApoB in patients with homazygous familial hypercholesterolemia as an adjunct to other
lipid-lowering treatments (e.g., LOL apheresis) or if such treatments are unavailable.
CONTRAINDICATIONS CRESTOR is contraindicated in patients with a known
hypersensitivity to any component of this product. Rosuvastatin is contraindicated in pabents
with active liver disease or with unexplaned persistent elevations of serum transaminases
(see WARNINGS, Liver Enzymes). Pregnancy and Lackation Atherosclerosis is 2
chromic process and discontinuation of lipid-lowening drugs duning pregnancy should have
littie impact on the outcome of long-term therapy of primary hypercholesterolemia.
Cholesterol and other products of cholesterol biosynthesis are essential components for fetal
deveiopment (including synthes:s of steroids and cell membranes). Since HMG-CoA reduc-
tase inhibitors decrease cholesterol synthesis and passibly the synthesis of other biologically
active substances derived from cholesterol, they may cause fetal harm when administered to
nancy and in nursing mothers. ROSUVASTATIN 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 talang this drug, therapy should be discontinued immediately and the patient apprised
of the potential hazard 1o the fetus. WARNINGS Liver HMG-CoA reduc-
tase inhibiors, ke some other lipid-iowering therapies, have been associated with biochem-
ical abnormalities of liver function. The incidence of persistent elevations (>3 times the upper
limit of normal [ULN] occurring on 2 or more consecutive occasions) in serum transami-
nases in fixed dose studies was 0.4. 0, 0, and 0.1% in patients who received rosuvastatin 5,
10, 20, and 40 mg, respectively. in most cases, the elevations were transient and resolved or
improved on continued therapy or after 2 brief imterruption in therapy. There were two cases
of jaundice, for which 2 relationship to rosuvastatin therapy could not be determined, which
resolved after discontinuation of therapy. There were no cases of liver failure or imeversible
Iiver disease in these nals. It is recommended that liver function tests be performed before
and al 12 weeks following both the initiation of therapy and any elevation of dese, and
periodically (e.g., semiannuaily) thereafter. Liver enzyme changes generally occur in the
first 3 months of treatment with rosuvastatin. Patients who develop increased transaminase
levels should be monitored until the abnormalities have resoived. Should an increase in ALT
or AST of >3 times ULN persist, reduction of dose or withdrawal of rosuvastatin is recom-
mended. Rosuvastatin should be used with caution in patients who consume substantial
quantities of aicohol and/or have a history of liver disease (see CLINICAL PHARMACOLOGY.
Special Populations, Hepatic Insufficiency). Active fiver disease Or unexplained persistent
transaminase elevations are contraingications to the use of rosuvastatin (see CONTRAINDI-
CATIONS). Myopathy/ is Rare cases of rhabdomyolysis with
acute renal fatlure secondary to myoglobinsna have been reporied with rosuvastatin and
with other drugs in this class. Uncomplicated myalga has been reported in rosuvastatin-
treated patients (see ADVERSE REACTIONS). Creatine kinase (CK) elevations (>10 times
upper limit of normal) occurred in 0.2% to 0.4% of patients taking rosuvastatin at doses of
up to 40 mg in ciinical studies. Treatment-related myopathy, defined as muscle aches or
muscie weakness in conjunction with increases i CK values >10 times upper limit of normal,
was reported in up to 0.1% of patients taking rosuvastatin doses of up to 40 mg in clinical
mmemummmmmmmmmm

mmmmmmmmwﬁ such as, mmm

Mhhmmﬂhquﬁlﬂuﬂ.“m
suggestive of myopathy or predispcsing 1o the development of renal failure secondary to
rhabdomyolysis (0.9., sepsis, hypolension, major surgery, irasma, severs metabolic,
or uncontrolied seizures). PRECAUTIONS
with rosyvastatin, an attempt should be made to
control hypercholesterolemia with appropriate diet and exercise, weight reduction in
patients, and treatment of underlying medical problems (see INDICATIONS AND
USAGE). Administration of rosuvastatin 20 mg o patients with severe renal impairment
(Cler <30 mUmin/1.73 m2) resulted in 2 3-fold increase in plasma concentrations of rosuva-
statin compared with heaithy volunteers (see WARNINGS, Myopathy/Rhabdomyolyss and
DOSAGE AND ADMINISTRATION). Pharmacokinetic studies show an approximate 2-fold

4

mmumnwemmwmmmum
PHARMACOLOGY, Drug Interactions). Tests In the rosuvastatin clinical
trial program, dipstick-positive proteinuna and microscopic hematuria were observed among
rosuvastatin-treated patients, predominantly in patients dosed above the recommended dose
range (i.2., 80 mg). However, this finding was more frequent in patients taking rosuvastatin
40 mg, when compared to lower doses of rosuvastatin or comparator statins, though it was
generally transient and was not associated with worsening renal function. Aithough the clin-
ical significance of this finding is unknown, a dose reduction should be considered for
patients on rosuvastatin 40 my therapy with unexplained persistent proteinuria duning routine
urinalysss testing. Drug Interactions Cyclesporine: When rosuvastatin 10 mg was
coadministered with cyclosponing in cardiac transplant patients, rosuvastatin mean Cpgy and
mean AUC were increased 11-foid and 7-fold, respectively, compared with healthy volun-
teers. These increases are considered to be clinically significant and require special consid-

eration in the dosing of rosuvastatin to patients taking concomitant cyclosporine (see WARN-
INGS, Myopathy/Rhabdomyolysis, and DOSAGE AND ADMINISTRATION). Warfaria:
Coadministration of rosuvastatin to patients on stable warfarin therapy resulted in clinically
signdficant rises in INR (>4, baseline 2-3). In patients taking coumann anti-coagulants and
rosuvastatin concomitantly, INR should be determined before starting rosuvastatin and
frequently enough during early therapy to ensure that no significant alteration of INR occurs.
Once a stable INR time has been documented. INR can be monitored at the intervals usually
recommended for patients on coumarin anticoaguiants. if the dose of rosuvastatin is
changed, the same procedure should be repeated. Rosuvastatin therapy has not been associ-
ated with bleeding or with changes in INR in patients not taking anti-coaguiants. Gemfibroail:
Coadministration of a single rosuvastatin dose to healthy volunteers on gemfibrozil (600 mg
twice daily) resulted in 2 2.2- and 1.9-fold, respectively, increase in mean Camgy and mean AUC
of rosuvastatin (see DOSAGE AND ADMINISTRATION). Endocrine Function Although
clinical studies have shown that rosuvastatin alone does not reduce basal plasma cortisol
concentralion or impair adrenal reserve, caution should be exercised if any HMG-CoA reduc-
tase innibitor or other agent used to lower cholesterol levels is administered concomitantly
mawmmmmwmmmmmmm;
ketoconazole, spironolactone, and cimetidine. CNS CNS vastular lesions,
characterized by penvascular hemorrhages, edema, and mononuciear cell infiitration of
perivascular spaces. have been observed in dogs treated with several other members of this
drug class. A chemically similar drug in this class produced dose-dependent optic nerve
degeneration (Wallerian degeneration of retinogeniculate fibers) in dogs. at a dose that
produced plasma drug levels about 30 times higher than the mean drug level in humans
taking the highest recommended dose. Edema. hemorrhage, and partial necrosis in the inter-
stitium of the choroid piexus was obsérved in a female dog sacrificed moribund at day 24 at
90 mg/kg/day by oral gavage (systemic exposures 100 fimes the human exposure at
40 mg/day based on AUC compansons). Comeal opacity was seen in dogs treated for
52 weeks at 6 mg/kg/day by oral gavage (systemic exposures 20 times the human exposure

at 40 mg/day based on AUC compansons). Cataracts were seen in dogs treated for 12 weeks
by oral gavage at 30 mg/kg/day (systemic exposures 60 times the human exposure at ..
40 mg/day based on AUC compansons). Retinal dysplasia and retinal loss were seen in dogs ..

treated for 4 weeks by oral gavage at 90 mg/kg/day (systemic exposures 100 times the

CRESTOR

rosuvastatin calcium

human exposure at 40 mg/day based on AUC). Doses <30 mg/kg/day (systemic exposures
<60 times the human exposure at 40 mg/day based on AUC comparisons) foliowing
reatment up to one year, did not reveal retinal findings. i

Carcinogenesis,

, impairment of Fertility In 2 104-week carcinogenicity study in
mnmmuz 20, 60. or B0 mg/kg/day by oral gavage, the incidence of uterine
stromal polyps was significantly increased in females at 80 m/kg/day at Systemic expasure
20 times the human exposure at 40 mg/day dased on AUC. increased incidence of polyps was
not seen at lower doses. In a 107-week carcinogenicity study in mice given 10, 60,
200 mg/kg/day by oral gavage, an increased incidence of hepatoceliular adenoma/carcinoma
was observed at 200 mg/kg/day at systemic exposures 20 times human exposure at
40 mg/day based on AUC. An increased incidence of hepatoceliular tumors was not seen at
lower doses. Rosuvastatin was not mutagenic or clastogenic with or without metabolic acti-
vation in the Ames test with Saimonella typhimurium and Eschenichia coli, the mouse
lymphoma assay, and the chromosomal aberration assay in Chinese hamster lung cells.
Rosuvastatin was negative in the in vivo mouse micronucleus test. In rat fertility studies with

Drug oral gavage doses of 5, 15, 50 mg/kg/day, males were treated for 9 weeks prior 10 and

throughout mating and females were treated 2 weeks priof to mating and throughout mating
until gestation day 7. No adverse effect on fertility was observed at 50 mg/kg/day (systemic
exposures up to 10 times human exposure at 40 mg/day based on AUC comparisons). in

. lesticles of dogs treated with rosuvastatin at 30 mg/kg/day for one month, spermatidic giant

cells were seen. Spermatidic giant cells were observed in monkeys after 5-month treatment
at 30 mg/kg/day in addition to vacuolation of seminiferous tubular epithelium. Exposures in
the dog were 20 times and in the monkay 10 times human exposure at 40 mg/day based on
body surface area compansons. Similar findings have been seen with other drugs in this
ciass. Pregnancy Pregnancy Category X See CONTRAINDICATIONS. Rosuvastatin may
cause fetal harm when administered to a pregnant woman. Rosuvastatin is contraindicated in
women who are or may become pregnant. Safety in pregnant women has not been estab-
lished. There are no adequate and well-controlied studies of rosuvastatin in pregnant women.
Rosuvastatin crosses the piacenta and is found in fetal tissue and amniotic fiuid at 3% and
20%. respectively, of the matemal plasma concentration following a single 25 mg/g oral
gavage dose on gestation day 16 in rats. A higher fetal tissue distribution (25% matemal
plasma concentration) was observed in rabbits after a single oral gavage dose of 1 mgg on
gestation day 18. If this drug is administered to 2 woman with reproductive potential, the
patent should be appnised of the potential hazard to a fetus. In female rats given oral gavage
doses of 5, 15, 50 mg/kg/day rosuvastatin before mating and continuing through day 7 post-
coitus results in decreased fetal body weight (female pups) and delayed ossification at the
high dose (systemic exposures 10 times human exposure at 40 mg/day based on AUC
comparisons). In pregnant rats given oral gavage doses of 2, 20. 50 mg/kg/day from gesta-
tion day 7 through factation day 21 (weaning), decreased pup survival occurred in groups

. @iven 50 mg/kg/day, Systemic exposures >12 times human exposure at 40 mg/day based on
) body surface area comparisons. In pregnant rabbits given oral gavage dases of 0.3, 1,

3 mg/kg/day from gestation day 6 to lactation day 18 (weaning), exposures equivalent to
human exposure at 40 mg/day based on body surface area compansons, decreased fetal
viability and maternal mortality was observed. Rosuvastatin was not teratogenic in rats at <25
mg/kg/day or in rabbits <3 mg/kg/day (Systemmc expasures equivaient to human exposure at
40 mg/day based on AUC or body surface companson, respectively). Nursing Mothers
It is not known whether rosuvastatin is excreted in human milk. Studies in tactating rats have
demonstrated that rosuvastatin 1s secreted into breast milk at levels 3 imes higher than that
obtained in the piasma following oral gavage dosing. Because many drugs are excreted in
human mifk and because of the potential for senous adverse reactions in nursing infants from
rosuvastatin, a decision should be made whether to discontinue nursing or administration of
rosuvastatin taking into account the importance of the drug to the lactating woman.
Pediatric Use The safety and effectiveness in pediatric patients have not been estab-
lished. Treatment expenence with rosuvastatin in a pediatnc population is kmited to 8 patients
with homozygous FH. None of these patients was below 8 years of age. Geniatric Use 0f
the 10,275 patients in clinical studies with rosuvastatin, 3,159 (31%) were 65 years and
oider, and 698 (6.8%) were 75 years and older. The overall frequency of adverse events and

types of adverse events were Similar in patients above and below 65 years of age. (See
WARNINGS, Myapathy/Rhabdomyolysis.) The efficacy of rosuvastatin in the geriatric popu-
lation (265 years of age) was comparable to the efficacy observed in the non-iderly.
ADVERSE REACTIONS Rosuvastatin is generally well tolerated. Adverse reactions
have usually been mild and transient. In clinical studies of 10,275 patients, 3.7% were
discontinued due 10 adverse expenences attributable to rosuvastatin. The most frequent
adverse events thought to be refated to rosuvastatin were myaiga, constipation, asthenia,
abdominal pain. and nausea. Clinical Adverse ) Adverse expenences,
regardiess of causality assessment, reported in 22% of patients in piacebo-controlied clinical
studies of rosuvastatin are shown in Table 1. discontinuations due to adverse events in these
studies of up to 12 weeks duration occurred in 3% of patients on rosuvastatin and 5% on

placebo.
Tabie 1. Adverse Eveats in Placebo-Controlied Studies

Agverse event
Pharyngitis
Headache
Diarrhea
Dyspepsia
Nausea

Myaigia
Asthena
Back pain
Flu syndrome

rosuvastatin-treated patients, pradominantly in patients dosed above the recommended dose
range (i.e., 30 mg). However, this finding was more frequent in patients taking rosuvastatin
40 mg, when compared o lower doses of rosuvastatin or comparator statins. though it was
generally transient and was not associated with worsening renal function. (See PRECAU-
TIONS, Laboratory Tests.) Other abnormal laboratory values reported were elevated creati-
nine phospholdnase, transaminases, hyperglycemia, glutamyl transpeptidase, alkaline
phosphatase, bilirubin, and thyroid function abnormalities. Other adverse events reported
less frequently than 1% in the rosuvastatin clinical study program, regardiess of causality
assessment, included arrhythmia, hepatitis, hypersensitivity reactions (i.e., face edema,
thrombocytopenia, leukopenia, vesiculobulious rash, urticana, and angicedema), kidney
failure, syncope, myasthenia, myositis, pancreatitis, photosensitivity reaction, myopathy, and
rhabdomyolysis. OVERDOSAGE Msmsmdkhﬂm!nﬂnmﬂdm

mmmmmcnismnmmMeummdmnmmmm
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mmmmwmtssmnmmmwmcmm
be indndualzed according to goal of therapy and response. The usual recommended starting
dose of CRESTOR is 10 mg once daily. Initiation of therapy with 5 mg once daily may be
considered for patients requiring less aggressive LDL-C reductions or who have predisposing
factors for myopathy (see WARNINGS, Myopathy/Rhabdomyolysis). For patients with
marked hypercholesterolemia (LDL-C > 190 mgvdL) and aggressive lipid targets, a 20-mg
starting dose may be considered. The 40-mg dose of CRESTOR shouid be reserved for those
patients who have not achieved goal LDLC at 20 myg (see WARNINGS, Myopathy/
Rhabdomyolysis). After initiation and/or upon titration of CRESTOR, lipid levels should
ummzwmm adjusted accordingly.

Familial nnmmmmuc

20 mg once daily in patients with homazygous FH. nummnmmmmm
is 40 mg. CRESTOR should be used in these patients as an adjunct o other lipid-lowering
treatments (e.g.. LOL apheresis) or if such treatments are unavailable. Response to therapy
should be estimated from pre-apheresss LOL-C levels. in Patients
Cyclosporine In patients taking cyciosporine, therapy should be kmited to
Emmwtmwmmm s, and PRECAUTIONS, Drug
Interactions). Concomitant Li The effect of CRESTOR
mmcmmmmmmmﬁmmmm:wmm
resin, If CRESTOR is used in combination with gemfibrozil, the dose of CRESTOR should be
fimited t0 10 mg once daily (see WARNINGS, ‘,wPREcAU-
TIONS. Drug Interactions). Dosage in Patients With No
modification of dosage is necessary for patients with mild to moderate renal insufficiency. For
patients with severe renal impairment (CL, <30 mUmin/1.73 m) not on hemodialysis,
dosing of CRESTOR should be started at 5 mg once daily and nat to excead 10 mg once daily
t:mmlm_mmwnmmtmm' Renal
| ency).

NOTE: This summary provides important information about CRESTOR. For more inlerma-
tion, please ask your doclor or heaith care professional about the full Prescribing
intormatien and discuss # with them.

Rx only
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THE STELLAR STUDY
Bad cholesterol (LDL-C) lowering effect

40 mg Pravachol® (pravastatin sedium)

Your results may vary.

In the STELLAR study, the usual starting dose of CRESTOR
was more effective at lowering bad cholesterol than
the most common doses of the other leading medications.*
This study was a major medical trial comparing
cholesterol medications taken with healthy diet.
So talk to your doctor about what diet and CRESTOR can do for you.
What are you waiting for?

Now you’re getting somewhere.”

OV,

CRESTOR

rosuvastatin calcium
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Please read this summary carefully and then ask your doctor about CRESTOR. No advertisement can provide all the information needed to determine if a drug is right for you.
This advertisement does not take the place of careful discussions with your doctor. Only your doctor has the training to weigh the risks and benefits of a prescription drug.

CRESTOR

rosuvastatin calcium

BRIEF SUMMARY: For full Prescribing Information, see package insert. INDICA-
TIONS AND USAGE CRESTOR is indicated: 1. as an adjunct to diet to reduce elevated
total-C, LDL-C, ApoB, nonHDL-C, and TG levels and to increase HDL-C i patients with primary
hypercholesterolemia (heterozygous familial and nonfamilial) and mixed dyslipidemia
(Fredrickson Type llaand IIb); 2. as an adjunct to diet for the treatment of patients with elevated
serum TG levels (Fredrickson Type IV); 3. to reduce LDL-C, total-C, and ApoB in patients with
homozygous familial hypercholesterolemia as an adjunct to other lipid-lowering treatments
(e.g., LDL apheresis) or if such treatments are unavailable. CONTRAINDICATIONS
CRESTOR is contraindicated in patients with a known hy itivity to any of this

rosuvastatin with fibrates or niacin should be carefully weighed against the potential risks
of this combination. Combination therapy with rosuvastatin and gemfibrozil should gener-
ally be avoided. (See DOSAGE AND ADMINISTRATION and PRECAUTIONS, Drug
Interactions). 4. The risk of myopathy during treatment with rosuvastatin may be increased
in circumstances which increase rosuvastatin drug levels (see CLINICAL PHARMACOLOGY,
Special Populations, Race and Renal Insufficiency, and PRECAUTIONS, General).
5. Rosuvastatin therapy should also be temporarily withheld in any patient with an acute,
serious condition suggestive of myopathy or predisposing to the development of renal
failure secondary to rhabdomyolysis (e.g., sepsis, hypotension, major surgery, trauma,
severe metabolic, endocrine, and electrolyte disorders, or uncontrolled seizures).
PRECAUTIONS General Before instituting therapy with rosuvastatin, an attempt
should be made to control hypercholesterolemia with appropriate diet and exercise, weight
reduction in obese patients, and treatment of underlying medical prablems (see INDICATIONS
AND USAGE). Administration of rosuvastatin 20 mg to patients with severe renal impairment
(CLgr <30 mL/min/1.73 m2) resulted in a 3-fold increase in plasma concentrations of rosuva-
statin compared with healthy volunteers (see WARNINGS, Myopathy/Rhabdomyolysis and
DOSAGE AND ADMINISTRATION). F studies show an approximate 2-fold eleva-
tion in median exposure in Japanese subjects residing in Japan and in Chinese subjects
residing in Singapore compared with Caucasians residing in North America and Europe. The
contribution of environmental and genetic factors to the difference observed has not been
determined. However, these increases should be considered when making rosuvastatin dosing
decisions for patients of Japanese and Chinese ancestry. (See WARNINGS, Myopathy/

product. Rosuvastatin is contraindicated in patients with active liver disease or with unex-
p\amed per5|stent e\evatmns of serum transaminases (see WARNINGS, Liver Enzymes).

A is is a chronic process and discontinuation of
hmd Iowerlng drugs during pregnancy should have little impact on the outcome of long-term

is; CLINICAL PHARMACOLOGY, Special Populations, Race.) Information
for Patients Patients should be advised to report promptly unexplained muscle pain,
tenderness, or weakness, particularly if accompanied by malaise or fever. When taking rosuva-
statin with an aluminum and magnesium hydroxide combination antacid, the antacid should be
taken at least 2 hours after rosuvastatin administration (see CLINICAL PHARMACOLOGY, Drug

therapy of primary hypercholesterolemia. Cholesterol and other products of biosyn-

thesis 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. ROSUVASTATIN 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 imme-
diately and the patient apprised of the potential hazard to the fetus. WARNINGS Liver
Enzymes HMG-CoA reductase inhibitors, like some other lipid-lowering therapies, have been
associated with biochemical abnormalities of liver function. The incidence of persistent eleva-
tions (>3 times the upper limit of normal [ULN] occurring on 2 or more consecutive occasions)
in serum transaminases in fixed dose studies was 0.4, 0, 0, and 0.1% in patients who received
rosuvastatin 5, 10, 20, and 40 mg, respectively. In most cases, the elevations were transient and
resolved or improved on continued therapy or after a brief interruption in therapy. There were
two cases of jaundice, for which a relationship to rosuvastatin therapy could not be determined,
which resolved after discontinuation of therapy. There were no cases of liver failure or irre-
versible liver disease in these trials. It is recommended that liver function tests be performed
before and at 12 weeks following both the initiation of therapy and any elevation of dose,
and periodically (e.9., semi-annually) thereafter. Liver enzyme changes generally occur in
the first 3 months of treatment with rosuvastatin. Patients who develop increased transaminase
levels should be monitored until the abnormalities have resolved. Should an increase in ALT or
AST of >3 times ULN persist, reduction of dose or withdrawal of rosuvastatin is recommended.
Rosuvastatin should be used with caution in patients who consume substantial quantities of
alcohol and/or have a history of liver disease (see CLINICAL PHARMACOLOGY, Special
Populations, Hepatic Insufficiency). Active liver disease or unexplained persistent transaminase
elevations are contraindications to the use of rosuvastatin (see CONTRAINDICATIONS).

Myopathy/Rhabdomyolysis Rare cases of thabdomyolysis with acute renal failure
secondary to myoglobinuria have been reported with rosuvastatin and with other drugs in
this class. Uncomplicated myalgia has been reported in rosuvastatin-treated patients (see
ADVERSE REACTIONS). Creatine kinase (CK) elevations (>10 times upper limit of normal)
occurred in 0.2% to 0.4% of patients taking rosuvastatin at doses of up to 40 mg in clinical
studies. Treatment-related myopathy, defined as muscle aches or muscle weakness in conjunc-
tion with increases in CK values >10 times upper limit of normal, was reported in up to 0.1% of
patients taking rosuvastatin doses of up to 40 mg in clinical studies. Rare cases of rhabdomy-
olysis were seen with higher than recommended doses (80 mg) of rosuvastatin in clinical trials.
Factors that may predispose patients to myopathy with HMG-CoA reductase inhibitors include
advanced age (265 years), hypothyroidism, and renal insufficiency. The incidence of myopathy
increased at doses of rosuvastatin above the recommended dosage range. Consequently: 1.
Rosuvastatin should be prescribed with caution in patients with predisposing factors for
myopathy, such as, renal impairment (see DOSAGE AND ADMINISTRATION), advanced age,
and hypothyroidism. 2. Patients should be advised to promptly report unexplained muscle pain,
tenderness, or weakness, particularly if accompanied by malaise or fever. Rosuvastatin therapy
should be discontinued if markedly elevated CK levels occur or myopathy is diagnosed or
suspected. 3. The risk of myopathy during treatment with rosuvastatin may be increased with
concurrent administration of other lipid-lowering therapies or cyclosporine, (see CLINICAL
PHARMACOLOGY, Drug Interactions, PRECAUTIONS, Drug Interactions, and DOSAGE AND
ADMINISTRATION). The benefit of further alterations in lipid levels by the combined use of

.Lab y Tests In the rosuvastatin clinical trial program, dipstick-positive
proteinuria and microscopic hematuria were observed among rosuvastatin-treated patients,
predominantly in patients dosed above the recommended dose range (i.e., 80 mg). However,
this finding was more frequent in patients taking rosuvastatin 40 mg, when compared to lower
doses of rosuvastatin or comparator statins, though it was generally transient and was not
associated with worsening renal function. Although the clinical significance of this finding is
unknown, a dose reduction should be considered for patients on rosuvastatin 40 mg
therapy with unexplained persistent proteinuria during routing urinalysis testing. Drug
Interactions Cyclosporine: When rosuvastatin 10 mg was coadministered with
cyclosporine in cardiac transplant patients, rosuvastatin mean Cmax and mean AUC were
increased 11-fold and 7-fold, respectively, compared with healthy volunteers. These increases
are considered to be clinically significant and require special consideration in the dosing of
rosuvastatin to patients taking concomitant cyclosporing (see WARNINGS, Myopathy/
Rhabdomyolysis, and DOSAGE AND ADMINISTRATION). Warfarin: Coadministration of
rosuvastatin to patients on stable warfarin therapy resulted in clinically significant rises in INR
(>4, baseline 2-3). In patients taking coumarin anticoagulants and rosuvastatin concomitantly,
INR should be determined before starting rosuvastatin and frequently enough during early
therapy to ensure that no significant alteration of INR occurs. Once a stable INR time has been
documented, INR can be monitored at the intervals usually recommended for patients on
coumarin anticoagulants. If the dose of rosuvastatin is changed, the same procedure should be
repeated. Rosuvastatin therapy has not been associated with bleeding or with changes in INR
in patients not taking anticoagulants. Gemfibrozil: Coadministration of a single rosuvastatin
dose to healthy volunteers on gemfibrozil (600 mg twice daily) resulted in a 2.2- and 1.9-fold,
respectively, increase in mean Cmax and mean AUC of rosuvastatin (see DOSAGE AND ADMIN-
ISTRATION). Endocrine Function Although clinical studies have shown that rosuvastatin
alone does not reduce basal plasma cortisol concentration or impair adrenal reserve, caution
should be exercised if any HMG-CoA reductase inhibitor or other agent used to lower choles-
terol levels is administered concomitantly with drugs that may decrease the levels or activity of
endogenous steroid hormones such as keloconazo\e splronolactone and cimetidine, CNS
Toxicity CNS vascular lesions, b edema, and
mononuclear cell infiltration of perivascular spaces, have been observed in dogs treated with
several other members of this drug class. A chemically similar drug in this class produced
dose-dependent optic nerve degeneration (Wallerian degeneration of retinogeniculate fibers) in
dogs, at a dose that produced plasma drug levels about 30 times higher than the mean drug
level in humans taking the highest recommended dose. Edema, hemorrhage, and partial
necrosis in the interstitium of the choroid plexus was observed in a female dog sacrificed mori-
bund at day 24 at 90 mg/kg/day by oral gavage (systemic exposures 100 times the human
exposure at 40 mg/day based on AUC comparisons). Corneal opacity was seen in dogs treated
for 52 weeks at 6 mg/kg/day by oral gavage (systemic exposures 20 times the human exposure
at 40 mg/day based on AUC comparisons). Cataracts were seen in dogs treated for 12 weeks by
oral gavage at 30 mg/kg/day (systemic exposures 60 times the human exposure at 40 mg/day
based on AUC comparisons). Retinal dysplasia and retinal loss were seen in dogs treated for
4 weeks by oral gavage at 90 mg/kg/day (systemic exposures 100 times the human exposure
at 40 mg/day based on AUC). Doses <30 mg/kg/day (systemic exposures <60 times the human
exposure at 40 mg/day based on AUC comparisons) following treatment up to one year, did
not reveal retinal findings. Carcinogenesis, Mutagenesis, Impairment of
Fertility In a 104-week carcinogenicity study in rats at dose levels of 2, 20, 60, or
80 mg/kg/day by oral gavage, the incidence of uterine stromal polyps was significantly
increased in females at 80 mg/kg/day at systemic exposure 20 times the human exposure at
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40 mg/day based on AUC. Increased incidence of polyps was not seen at lower doses. Ina 107-
week carcinogenicity study in mice given 10, 60, 200 mg/kg/day by oral gavage, an increased
incidence of hepatocellular adenoma/carcinoma was observed at 200 mg/kg/day at systemic
exposures 20 times human exposure at 40 mg/day based on AUC. An increased incidence of
hepatocellular tumors was not seen at lower doses. Rosuvastatin was not mutagenic or clasto-
genic with or without metabolic activation in the Ames test with Salmonella typhimurium and
Escherichia coli, the mouse lymphoma assay, and the chromosomal aberration assay in
Chinese hamster lung cells. Rosuvastatin was negative in the in vivo mouse micronucleus test.
In rat fertility studies with oral gavage doses of 5, 15, 50 mg/kg/day, males were treated for
9 weeks prior to and throughout mating and females were treated 2 weeks prior to mating and
throughout mating until gestation day 7. No adverse effect on fertility was observed at
50 mg/kg/day (systemic exposures up to 10 times human exposure at 40 mg/day based on AUC
comparisons). In testicles of dogs treated with rosuvastatin at 30 mg/kg/day for one month,
spermatidic giant cells were seen. Spermatidic giant cells were observed in monkeys after
6-month treatment at 30 mg/kg/day in addition to vacuolation of seminiferous tubular epithe-
lium. Exposures in the dog were 20 times and in the monkey 10 times human exposure at
40 mg/day based on body surface area comparisons. Similar findings have been seen with
other drugs in this class. Pregnancy Pregnancy Category X See CONTRAINDICATIONS
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In addition, the following adverse events were reported, regardless of causality assessment,
in 21% of 10,275 patients treated with rosuvastatin in clinical studies. The events in
italics occurred in >2% of these patients. Body as a Whole: Abdominal pain,
accidental injury, chest pain, infection, pain, pelvic pain, and neck pain. Cardiovascular
System:  Hypertension, angina pectoris, vasodilatation, and palpitation. Digestive
System: Constipation, gastroenteritis, vomiting, flatulence, periodontal abscess, and gastritis.
Endocrine: Diabetes mellitus. Hemic and Lymphatic System: Anemia and ecchymosis.
Metabolic and Nutritional Disorders: Peripheral edema. Musculoskeletal System: Arthritis,
arthralgia, and pathological fracture. Nervous System: Dizziness, insomnia, hypertonia, pares-
thesia, depression, anxiety, vertigo, and neuralgia. Respiratory System: Bronchitis, cough
increased, dyspnea, pneumonia, and asthma. Skin and Appendages: Rash and pruritus.
Laboratory Abnormalities: In the rosuvastatin clinical trial program, dipstick-positive protein-
uria and microscopic hematuria were observed among rosuvastatin-treated patients, predomi-
nantly in patients dosed above the recommended dose range (i.e., 80 mg). However, this
finding was more frequent in patients taking rosuvastatin 40 mg, when compared to lower
doses of rosuvastatin or comparator statins, though it was generally transient and was not
associated with worsening renal function. (See PRECAUTIONS, Laboratory Tests.) Other
abnormal laboratory values reported were elevated creatinine phosphokinase, transaminases,

Rosuvastatin may cause fetal harm when administered to a pregnant woman. is
contraindicated in women who are or may become pregnant. Safety in pregnant women has not
been established. There are no adequate and well-controlled studies of rosuvastatin in pregnant
women. Rosuvastatin crosses the placenta and is found in fetal tissue and amniotic fluid at 3%
and 20%, respectively, of the maternal plasma concentration following a single 25 mg/kg oral
gavage dose on gestation day 16 in rats. A higher fetal tissue distribution (25% maternal
plasma concentration) was observed in rabbits after a single oral gavage dose of 1 mg/kg on
gestation day 18. If this drug is admini toawoman with repi ive potential, the patient
should be apprised of the potential hazard to a fetus. In female rats given oral gavage doses of
5, 15, 50 mg/kg/day rosuvastatin before mating and continuing through day 7 postcoitus
results in decreased fetal body weight (female pups) and delayed ossification at the high dose
(systemic exposures 10 times human exposure at 40 mg/day based on AUC comparisons). In
pregnant rats given oral gavage doses of 2, 20, 50 mg/kg/day from gestation day 7 through
lactation day 21 (weaning), decreased pup survival occurred in groups given 50 mg/kg/day,
systemic exposures >12 times human exposure at 40 mg/day based on body surface area
comparisons. In pregnant rabbits given oral gavage doses of 0.3, 1, 3 mg/kg/day from gesta-
tion day 6 to lactation day 18 (weaning), exposures equivalent to human exposure at 40 mg/day
based on body surface area comparisons, decreased fetal viability and maternal mortality was
observed. Rosuvastatin was not teratogenic in rats at <25 mg/kg/day or in rabbits
<3 mg/kg/day (systemic exposures equivalent to human exposure at 40 mg/day based on AUC
or body surface comparison, respectively). Nursing Mothers It is not known whether
rosuvastatin is excreted in human milk. Studies in lactating rats have demonstrated that rosuva-
statin is secreted into breast milk at levels 3 times higher than that obtained in the plasma
following oral gavage dosing. Because many drugs are excreted in human milk and because of
the potential for serious adverse reactions in nursing infants from rosuvastatin, a decision
should be made whether to discontinue nursing or administration of rosuvastatin taking into
account the importance of the drug to the lactating woman. Pediatric Use The safety and
effectiveness in pediatric patients have not been established. Treatment experience with rosuva-
statin in a pediatric population is limited to 8 patients with homozygous FH. None of these
patients was below 8 years of age. Geriatric Use 0f the 10,275 patients in clinical studies
with rosuvastatin, 3,159 (31%) were 65 years and older, and 698 (6.8%) were 75 years and
older. The overall frequency of adverse events and types of adverse events were similar in
patients above and below 65 years of age. (See WARNINGS, Myopathy/Rhabdomyolysis.) The
efficacy of rosuvastatin in the geriatric population (265 years of age) was comparable to the
efficacy observed in the non-elderly. ADVERSE REACTIONS Rosuvastatin is generally
well tolerated. Adverse reactions have usually been mild and transient. In clinical studies of
10,275 patients, 3.7% were discontinued due to adverse experiences attributable to rosuva-
statin. The most frequent adverse events thought to be related to rosuvastatin were myalgia,
constipation, asthenia, abdominal pain, and nausea. Clinical Adverse Experiences
Adverse experiences, regardless of causality assessment, reported in >2% of patients in
placebo-controlled clinical studies of rosuvastatin are shown in Table 1; discontinuations due to
adverse events in these studies of up to 12 weeks duration occurred in 3% of patients on
rosuvastatin and 5% on placebo.
Tahle 1. Adverse Events in Placebo-Controlled Studies

Rosuvastatin Placebo
Adverse event N=744 N=382
Pharyngitis 9.0 76
Headache 55 50
Diarrhea 34 29
Dyspepsia 34 31
Nausea 34 31
Myalgia 28 13
Asthenia 27 26
Back pain 26 24
Flu syndrome 2.3 18
Urinary tract infection 23 16
Rhinitis 22 21
Sinusitis 20 18

perglycemia, glutamy! i alkaline bilirubin, and thyroid function
abnormalities. Other adverse events reported less frequently than 1% in the rosuvastatin clin-
ical study program, regardless of causality assessment, included arrhythmia, hepatitis, hyper-
sensitivity reactions (i.e., face edema, thrombocytopenia, leukopenia, vesi rash,
urticaria, and angioedema), kidney failure, syncope, myasthenia, myositis, pancreatitis, photo-
sensitivity reaction, myopathy, and rhabdomyolysis. OVERDOSAGE There is no specific
treatment in the event of overdose. In the event of overdose, the patient should be treated
symptomatically and supportive measures instituted as required. Hemodialysis does not
significantly enhance clearance of rosuvastatin. DOSAGE AND ADMINISTRATION
The patient should be placed on a standard cholesterol-lowering diet before receiving
CRESTOR and should continue on this diet during treatment. CRESTOR can be administered as
a single dose at any time of day, with or without food. Hypercholesterolemia
(Heterozygous Familial and Nonfamilial) and Mixed Dyslipidemia
(Fredrickson Type lla and I1b) The dose range for CRESTOR is 5 to 40 mg once daily.
Therapy with CRESTOR should be individualized according to goal of therapy and response
The usual recommended starting dose of CRESTOR is 10 mg once daily. Initiation of therapy
with 5 mg once daily may be considered for patients requiring less aggressive LDL-C reduc-
tions or who have predisposing factors for myopathy (see WARNINGS, Myopathy/
Rhabdomyolysis). For patients with marked hypercholesterolemia (LDL-C > 190 mg/dL) and
agoressive lipid targets, a 20-mg starting dose may be considered. The 40-mg dose of
CRESTOR should be reserved for those patients who have not achieved goal LDL-C at 20 mg
(see WARNINGS, Myopathy/Rhabdomyolysis). After initiation and/or upon fitration of
CRESTOR, lipid levels should be analyzed within 2 to 4 weeks and dosage adjusted accordingly.
Homozygous Familial Hypercholesterolemia The recommended starting dose
of CRESTOR is 20 mg once daily in patients with homozygous FH. The maximum recommended
daily dose is 40 mg. CRESTOR should be used in these patients as an adjunct to other lipid-
lowering treatments (e.q., LDL apheresis) or if such treatments are unavailable. Response to
therapy should be estimated from pre-apheresis LDL-C levels. Dosage in Patients
Taking Cyclosporine In patients taking cyclosporine, therapy should be limited to
CRESTOR 5 mg once daily (see WARNINGS, Myopathy/Rhabdomyolysis, and PRECAUTIONS,
Drug Interactions). Concomitant Lipid-Lowering Therapy The effect of CRESTOR
on LDL-C and total-C may be enhanced when used in combination with a bile acid binding resin
If CRESTOR is used in combination with gemfibrozil, the dose of CRESTOR should be limited to
0 mg once daily (see WARNINGS, Myapathy/Rhabdomyolysis, and PRECAUTIONS, Drug
Interactions). Dosage in Patients With Renal Insufficiency No modification of
dosage is necessary for patients with mild to moderate renal insufficiency. For patients with
severe renal impairment (CLey <30 mL/min/1.73 m2) not on hemodialysis, dosing of CRESTOR
should be started at 5 mg once daily and not to exceed 10 mg once daily (see PRECAUTIONS,
General, and CLINICAL PHARMACOLOGY, Special Populations, Renal Insufficiency).

NOTE: This summary provides important information about CRESTOR. For more
information, please ask your doctor or health care professional about the full Prescribing
Information and discuss it with them.
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Is your cholesterol treatment
doing its share?

Are you where you should be?

If not, then compare.
Ask your doctor about CRESTOR.

Now you’re getting somewhere.”

THE STELLAR STUDY'
Bad cholesterol (LDL-C) lowering effect

Your results may vary.

In the STELLAR study, one of the largest head-to-head studies of its kind, the usual starting dose
of CRESTOR was proven to lower bad cholesterol more effectively than the most common
doses of the other leading medications.* This study was a major medical trial comparing

cholesterol medications taken with a healthy diet.

To date more than 45,000 patients have received CRESTOR in numerous clinical trials,
including patients on continuous therapy for nearly 4 years. And data from these clinical

trials and reports from actual patient experience confirm that CRESTOR has a safety
profile that is in line with other currently marketed statins.

So talk to your doctor about what diet and CRESTOR can do for you.

866-9-CRESTOR CRESTOR.COM
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rosuvastatin calcium

Visit CRESTOR.COM or call 866-9-CRESTOR
to get your 15 days of CRESTOR 10 mg free!
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Your results may vary.

In the STELLAR study, one of the largest head-to-head studies of its kind, the usual starting dose
of CRESTOR was proven to lower bad cholesterol more effectively than the most common
doses of the other leading medications* This study was a major medical trial comparing

cholesterol medications taken with a healthy diet.

To date more than 45,000 patients have received CRESTOR in numerous clinical trials,
including patients on continuous therapy for nearly 4 years. And data from these clinical

trials and reports from actual patient experience confirm that CRESTOR has a safety
profile that is in line with other currently marketed statins.

So talk to your doctor about what diet and CRESTOR can do for you.

866-9-CRESTOR CRESTOR.COM
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Visit CRESTOR.COM or call 866-9-CRESTOR
to get your 15 days of CRESTOR 10 mg free!
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Your results may vary.

In the STELLAR study, one of the largest head-to-head studies of its kind, the usual starting dose
of CRESTOR was proven to lower bad cholesterol more effectively than the most common
doses of the other leading medications* This study was a major medical trial comparing

cholesterol medications taken with a healthy diet.

To date more than 45,000 patients have received CRESTOR in numerous clinical trials,
including patients on continuous therapy for nearly 4 years. And data from these clinical

trials and reports from actual patient experience confirm that CRESTOR has a safety
profile that is in line with other currently marketed statins.

So talk to your doctor about what diet and CRESTOR can do for you.
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