
BLACK

BLACK P1JW132034-4-D00600-1---XA P1JW132034-4-D00600-1---XAP1JW132034-4-D00600-1---XA
****

EE,MW,SW,WE

3459557

05/11/2004

P1JW132034-4-D00600-1---XA

HealthMailbox
7

Q: Does sun lotion go bad? Each au-
tumn, my wife discards our sum-

mer stock of lotions, some half full. At
upward of $7 to $10 a tube, that seems
like quite a waste. But she defends the
practice with, “The stuff doesn’t last.”
Is that true? —E.O., Milton, Mass.

A: Sunscreen lotion does expire, but
not as quickly as your wife

thinks. The FDA requires sunscreen to
be stable at its original strength for at
least three years unless otherwise indi-
cated by an expiration date. Lotions
that carry specific expiration dates typi-
cally will last at least 18 months to two
years after purchase. Even so, derma-
tologists tend to be more conservative
and suggest replacing old bottles every
year just to be safe. It’s important to
buy lotions from reputable stores that
restock regularly and don’t leave an-
cient bottles sitting on the shelf. And
look for sunscreens with Parsol 1789,
also known as avobenzone, the active
ingredient that blocks the broadest spec-
trum of harmful rays.

But this isn’t the end of the story.
The fact that you have so much left over
may be a sign that you aren’t using
enough in the first place. The rule of
thumb is that it takes one to two ounces
to cover an entire body. “If you’re buy-
ing a six-ounce bottle you should go
through that in less than a week,” says
Jon Starr, adjunct clinical assistant pro-
fessor of dermatology at Stanford Medi-
cal School. “You should be using enough
that you don’t have the same bottle
around year to year.”

Q: It seems every article about pros-
tate-cancer detection and accom-

panying discussion of treatment op-
tions includes a negative adjective
with the word “biopsy.” In your article
it was “unpleasant.” Why not just “bi-
opsy?” I can attest the 15-minute proce-
dure using small-diameter needles in
soft tissue to obtain a dozen samples
the size of angel hair pasta is not “un-
pleasant” or “uncomfortable.” There
are enough males already apprehensive
about how to proceed when they need
to make an informed decision.

—J.F., Tucson, Ariz.

A: Other readers have also chided
me for describing a prostate bi-

opsy as unpleasant. One man told me
the procedure was much easier than he
expected. “The level of discomfort was
like being snapped by a rubber band six
times,” wrote R.B. of Granby, Colo.
Given that I have no personal experi-
ence with the issue, I will certainly de-
fer to these reader experts. Indeed, most
doctors agree that a biopsy of the pros-
tate itself isn’t painful, but note that the

stress
and fear
associated with the procedure is what
makes it so unpleasant for many men.

Q: I read your article about virtual
colonoscopies. Can you tell me

how to find centers that use the 3-D
scans? Do you know if any of the other
3-D software programs from other com-
panies are as good as the Viatronix?

—B.T., Albuquerque

A: In December, the New England
Journal of Medicine reported

that a three-dimensional virtual
colonoscopy was just as effective for
detecting polyps and cancer as regu-
lar colonoscopy. The technology that
was used is available in about 50 cen-
ters around the country. For a list of
centers, go to www.viatronix.com.
While the Viatronix software is the
only one to have FDA approval for
screening colonoscopy, the fact that a
radiology practice uses the software
doesn’t automatically make it the best
choice. It’s important to note that
many qualified radiologists use a com-
bination of three-dimensional and two-
dimensional scanning techniques for
virtual colonoscopy. Personally, I be-
lieve the most important issue is the
experience of the radiologist and
whether he or she is performing scans
in an academic research setting. In
the NEJM study, some of the radiolo-
gists had seen more than 100 cases.
And some highly experienced aca-
demic researchers are producing prom-
ising results with the most up-to-date
two-dimensional technology.

Q: Would you opt for the virtual
procedure if you were faced with

the choice? —G.C., Salt Lake City

A: Virtual colonoscopy isn’t being de-
veloped to replace regular

colonoscopy, or to give people a
“choice” between the two procedures.
Instead, the virtual scans are intended
for people who need to be screened but
are too apprehensive about the tradi-
tional procedure to consider it. The
hope is that those patients will receive
a virtual scan instead of doing nothing
at all. When the time comes, I will
seek a regular colonoscopy with a
skilled gastroenterologist. My reason is
practical. If the doctor finds something,
he or she can remove it during the pro-
cedure. If a polyp is detected in a vir-
tual procedure, the patient has to get a
regular colonoscopy anyway to have it
removed.

bryos, even in young women, in the
hopes of improving their odds. This can
result in multiple births that pose signif-
icant health risks to the mother and
babies, including premature labor and
low birth weight.

In addition to the one described in last
week’s paper from the Sher Institutes,
there are a number of emerging methods
for spotting viable embryos. In one,which
also involves searching formarkers, scien-
tists put an embryo in a petri dish filled
with growth liquid, leaving it there for
fourhours, taking it out, and thenworking
out how much lactate the embryo pro-
duced. Embryos that produce too much
lactate have little chance of turning into a
pregnancy, says Dr. Gardner of the Colo-
radoCenter,which is runninga trial of the
technique. “Abnormal embryos have ab-
normal metabolisms,” he says. The re-
sults of the trial should be available by the
end of the year.

Less far along in the research pro-
cess is an approach being studied by
Denny Sakkas, Hugh Taylor and a team
at Yale University School of Medicine in
New Haven. The team reported last
year in the Fertility and Sterility jour-
nal that good-quality embryos produce
molecules that send signals to a gene in
the mother. This gene, known as
HOXA-10, plays a role in getting the
uterus ready to accept an embryo.
There is still a way to go before this
marker would be used in a clinic. Dr.
Sakkas says the team hasn’t been able
to pin down the identity of the particu-
lar molecule.

All this isn’t to say that good looksdon’t
count anymore. Zev Rosenwaks, director
of New York’s Center for Reproductive
Medicine and Infertility, says his group is
searching for molecular markers but also
focusing on improving how scientists go
about assessing an embryo’s attractive-
ness under the microscope.

The ability to grow embryos in a
petri dish for longer periods of time is
making an important difference. Wait-
ing until an embryo is five days old,
rather than the traditional three days,
before implanting allows the doctors to
study the embryo longer and not make
such quick assessments on the best em-
bryo to choose. Dr. Rosenwaks says
that by carefully watching and grading
the embryo’s evolving appearance over
five days, his team is able to predict
with 70% accuracy which embryo will
turn into a successful pregnancy. “So
far, there is no molecular marker that
has been any better than this,” Dr.
Rosenwaks says.

Amid the concern over multiple births
and IVF, the average number of embryos
being put back in a woman’s body has
dropped, from 3.0 per patient under age
35 in 1999 to 2.8 in 2001. And there has

been a steady decline in the percentage
of triplets born to women 35 and under,
from 9.4% in 1999 to 8.1% in 2001, accord-
ing to the Centers for Disease Control
and Prevention.

Still, the overall percentage of multi-
ple births in IVF patients has gone up,
to 36% in 2001, a significant number
especially when compared with the 3%
rate of multiple births in the general
population. The new guidelines from
SART, the national clinic group, will
suggest that doctors at least discuss the
possibility with patients of only transfer-
ring back a single embryo.

“The holy grail for IVF is a single
embryo transfer leading to a single
baby being born,” says Robert Still-
man, medical director of Shady Grove
Fertility in Washington and chairman
of the Council of Physicians and Scien-
tists, a group of fertility clinics.

Lawrence Werlin, medical director of
Coastal Fertility Medical Center in Irv-
ine, Calif., says that a technique called
preimplantation genetic diagnosis (PGD)
is the best way to achieve this goal. His
center is starting a trial in June with 160
women who will receive only two em-
bryos back. Half of the women will have
their embryos screened before transfer
for chromosomal abnormalities using
PGD, which involves taking out a cell
from the embryo and studying it for po-
tential genetic problems.

Techniques like PGD have draw-
backs. Coastal Fertility charges $3,500
for the procedure, adding to what is al-
ready a high price tag for fertility treat-
ments. And removing a cell carries a risk
of harming the embryo.

Efforts have also been made at giv-
ing embryos a kind of face lift, a tech-
nique that involves removing frag-
mented, less-attractive cells from the
embryo to improve its overall appear-
ance, at least under the microscope.
“The problem is that while the embryos
become better looking, it doesn’t make
them any more normal,” Coastal Fertili-
ty’s Dr. Werlin says.

For patients like Sara Niewinski,
the effort to find the “best” embryo is
already making a difference. The
30-year-old St. Petersburg, Fla.,
woman says that she and her husband
transferred four embryos back to her
uterus during a previous attempt at
IVF. Despite the fear of a multiple
birth, she says, “we didn’t think we
could get pregnant without that many
embryos.”

But this time, doctors at the Sher Insti-
tutes tested the couple’s embryos for the
sHLA-G molecular marker, and one of
them had it. “The marker gave us confi-
dence,” she says. The couple agreed to
transfer back only two embryos this
time. They will learn later this week if
Ms. Niewinski is pregnant.

Continued From Page D1

Immigrant visas issued to orphans Top five host countries
Number of foreign adoptees… And their country of origin

Source: State Department

20

15

10

5

0

thousand

’89 ’91 ’93 ’95 ’97 ’99 ’01 ’03

Families Without Borders
Americans increasingly adopt from abroad but look to different countries at different times

1989 2003
ChinaSouth Korea 3,544 6,859

RussiaColombia 736 5,209

GuatemalaIndia 648 2,328

South KoreaPhilippines 465 1,790

KazakhstanChile 253 825
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Boston IVF 
Waltham, Mass.

Center for
Reproductive Medicine
and Infertility 
New York, N.Y.

Coastal Fertility
Medical Center 
Irvine, Calif.

Colorado Center for
Reproductive Medicine 
Englewood, Colo.

Sher Institutes for
Reproductive Medicine 
New York, N.Y.
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expression
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Preimplantation
genetic diagnosis

Molecular markers

Molecular markers

COMMENT

Tests have been done in mouse
models, and soon trials will
start on human embryos.

The clinic says it has a 70%
success rate of embryo
implantation using criteria it
developed.

Not every chromosome can be
checked, and procedure carries
a certain risk to the embryo.

Several markers are in clinical
trials right now; results will be
known by the end of the year.

The institute says its method is
already being used in every one
of its seven clinics around the
country.

Choosing the Best Embryo
Some fertility clinics developing different methods to find the most viable embryo

By FRANCESCO FIONDELLA

Last month, the Centers for Disease
Control and Prevention temporarily sus-
pended adoption processing from an or-
phanage in China’s Hunan Province, after
determining that it was the source of nine
measles cases in recently adopted children.

This was the second time since 1997
that the agency suspended adoptions
from abroad. The previous, which oc-
curred in February 2001, also pertained
to a measles outbreak and also origi-
nated in a Chinese orphanage.

Both cases represented very little
threat to the public’s health, because
most Americans are immune to measles,
the CDC said. The agency has found only
one secondary case of measles so far—in
an unvaccinated college student who had
close contact with one of the infected chil-
dren. In the 2001 outbreak, four of the 14
measles cases occurred in unvaccinated
U.S.-born individuals.

The events highlight how adoptive par-
ents must be tuned in to a range of health
issues that can arise with foreign-born chil-
dren. Parents need to be ready to play
catch-up on vaccinations, and make sure
they select a pediatrician who knows how
to recognize childhood diseases that are
becoming less familiar to doctors in the
U.S. “Remember, doctors here are seeing
[these children] in the context of middle-
class America—cleaned up, dressed
nicely,” says pediatrician Deborah Borch-
ers. “So diseases prevalent in the develop-
ing world, where these children are com-
ing from, don’t immediately spring to their
minds.” Dr. Borchers is a member of the
American Academy of Pediatrics’ Commit-
tee on Early Childhood, Adoption and De-
pendent Care. She also has three girls
adopted from China. Not until she began
adopting 10 years ago did she realize how
ill-prepared many of her colleagues were
to adequately screen children from abroad.

“Physicians need to think outside of
the box when it comes to evaluating these

children with what seems like routine ill-
nesses,” she says. With regard to the lat-
est measles cases, for example, Dr. Borch-
ers and another expert say they had heard
through “the doctor rumor mill” that at
least one of the children was initially mis-
diagnosed as having coxsackie virus,
which can also give symptoms of fever and
rash. The CDC couldn’t confirm the claim.
“However, it isn’t surprising, because doc-
tors in the U.S. don’t see that many mea-
sles cases anymore,” says Marty Cetron,
deputy director of the agency’s Division of
Quarantine and Global Migration, which
has been investigating the current cases.
Measles is one of the most infectious dis-
eases in the world, but the U.S. sees fewer
than 100 measles cases a year on average,
mostly imported from other countries.

U.S. citizens adopted 21,616 foreign
children in 2003, mostly from China and
Russia, according to the State Depart-
ment. The CDC reports that infectious
diseases have been found in as much as
60% of children adopted from abroad—de-
pending on the country of origin—and
many infections can show no symptoms.

Mary Staat, who directs the Interna-

tional Adoption Center in Cincinnati, says
parents should show proof they have had
their children evaluated for infectious dis-
eases, although that isn’t currently re-
quired. “Tuberculosis is a prime example,
because it is so prevalent in many host
countries, is a silent infection in children
and can only be detected by doing
screens,” she says. The American Acad-
emy of Pediatrics advises pediatricians to
screen and if necessary, immunize, interna-
tionally adopted children against the vac-
cine-preventable diseases specified by im-
migration law, and to screen them for HIV,
tuberculosis, parasites and hepatitis C.

“There is no regulation from the U.S.
side that governs how these kids are
cared for in their countries of origins,
and the parents may have to play
catch-up,” says Margaret Hostetter, who
founded Yale University’s International
Adoption Clinic.

A U.S. law passed in 1996 requires all
immigrants applying for a permanent
visa to show proof of immunity to a slew
of vaccine-preventable diseases, such as
measles, mumps, polio and hepatitis B.
International adoption groups and health
experts succeeded in amending the law to

exempt adopted children under 11 years
of age, arguing the requirement placed
an unnecessary burden on the children
and lengthened what is already a heavily
bureaucratic and emotionally exhausting
experience for the prospective parents.

“We couldn’t guarantee the vaccine
records from most host countries were reli-
able,” says Dr. Borchers. Studies con-
ducted in the past few decades often
showed discrepancies between what was
recorded on children’s immunization
records and what actually showed up in
postadoption blood screens, she says. Fol-
low-up investigation found that even well-in-
tentioned vaccination programs had been
rendered ineffective because health offi-
cials had improperly stored the vaccines or
administered them at the wrong dosage or
at the wrong time in the child’s life.

The CDC hasn’t determined yet if the
children who came down with the mea-
sles had health records that indicated
they had been vaccinated against the dis-
ease in China. In the case of the 2001
outbreak, the 10 orphans involved
weren’t vaccinated prior to adoption.

In addition to following through on
screening and vaccinations, parents of
newly adopted children should cocoon for
a few weeks after arrival, as difficult as
that is when it is time to show off the
newest member of the family, experts say.
It is especially important in those initial
weeks to minimize contact between the
child and family members or friends who
may have compromised immune systems.

“It’s in the best interest of these chil-
dren, from both an emotional and health
point of view to have a fairly low-key, re-
served life for a few weeks after they ar-
rive,” says Jerri Ann Jenista, a pediatri-
cian who specializes in international adop-
tions. During this time, parents can ob-
serve the infant or toddler for any signs of
sickness. “Last year, because of SARS it
was easy,” she says. “We told all families
to go home, lock the doors and not leave
the house for a while. So we know it can be
done when there’s a major impetus.”

Fertility Clinics Refine Methods

Columnist Tara Parker-Pope
answers readers’ questions

E-mail questions to Tara Parker-Pope at
healthjournal@wsj.com.

PERSONAL HEALTH

Associated Press
WASHINGTON—More than two dozen

states say they plan to sue Brown & Will-
iamson Tobacco Corp., accusing the com-
pany of targeting young people with its
Kool cigarette marketing campaign.

New York Attorney General Eliot
Spitzer sent the Louisville-based com-
pany a letter saying images of rappers,
disc jockeys and dancers featured on
Kool cigarette packs and in ads “all ap-
peal to youth.”

Brown & Williamson was among the
companies that agreed in 1998 to pay $206
billion to settle smoking-related health-
care claims brought by states. Under
terms of the settlement, tobacco compa-
nies are barred from targeting teens

through advertising or marketing. The
agreement requires the states to give to-
bacco companies one month’s notice be-
fore a lawsuit is filed. Mr. Spitzer sent
the letter Friday. Brown & Williamson
spokesman Mark Smith denied the com-
pany is marketing Kool cigarettes to
kids. “We’re going for adults, and adults
for us start at 21,” Mr. Smith said.

Brown & Williamson, a unit of British
American Tobacco PLC, sent the attor-
neys general a letter last month saying it
had stopped distributing Kool cigarette
packs featuring hip-hop characters. It
also said it stopped giving away promo-
tional CD-ROMs and running magazine
ads as part of the campaign, which in-
cludes a disc jockey competition.

States GoAfterKool’sMarketing

Catch-Up Care Is Essential for Foreign Adoptees

BRIEF SUMMARY: For full Prescribing Information, see package insert.
INDICATIONS 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 in patients
with primary hypercholesterolemia (heterozygous familial and nonfamilial) and mixed dyslipidemia (Fredrickson Type IIa and 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 hypersensitivity to any component of this product. Rosuvastatin is contraindicated in patients
with active liver disease or with unexplained persistent elevations of serum transaminases (see WARNINGS, Liver Enzymes). Pregnancy and
Lactation Atherosclerosis is a chronic process and discontinuation of lipid-lowering drugs during pregnancy should have little impact on the
outcome of long-term therapy of primary hypercholesterolemia. Cholesterol and other products of cholesterol biosynthesis are essential components
for fetal development (including synthesis of steroids and cell membranes). Since HMG-CoA reductase inhibitors decrease cholesterol synthesis and
possibly the synthesis of other biologically active substances derived from cholesterol, they may cause fetal harm when administered to pregnant
women. Therefore, HMG-CoA reductase inhibitors are contraindicated during pregnancy and in nursing mothers. 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 immediately 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 elevations (>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 irreversible 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.g., semiannually) 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 recom-
mended. 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 rhabdomyolysis 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 conjunction 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 rhabdomyolysis 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 (≥65 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 admin-
istration 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 rosuvastatin with fibrates or niacin
should be carefully weighed against the potential risks of this combination. Combination therapy with rosuvastatin and gemfibrozil should
generally 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 problems (see INDICATIONS AND USAGE). Administration of rosuvastatin 
20 mg to patients with severe renal impairment (CLcr <30 mL/min/1.73 m2) resulted in a 3-fold increase in plasma concentrations of rosuvastatin
compared with healthy volunteers (see WARNINGS, Myopathy/Rhabdomyolysis and DOSAGE AND ADMINISTRATION). Pharmacokinetic studies
show an approximate 2-fold elevation 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/Rhabdomyolysis; 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 rosuvastatin with an aluminum and magnesium hydroxide combination antacid, the antacid should be taken at least 2 hours after
rosuvastatin administration (see CLINICAL PHARMACOLOGY, Drug Interactions). Laboratory 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 routine 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 cyclosporine (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 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 recom-
mended 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 anti-coagulants. 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 ADMINISTRATION). 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 cholesterol levels is administered concomitantly with drugs that may decrease the levels or activity of endogenous steroid
hormones such as ketoconazole, spironolactone, and cimetidine. CNS Toxicity CNS vascular lesions, characterized by perivascular hemorrhages,
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 moribund 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 40 mg/day based
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 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 clastogenic 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 epithelium. 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. 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 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 administered to a woman with
reproductive 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 gestation 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 rosuvastatin 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 rosuvastatin in a pediatric population is limited to
8 patients with homozygous FH. None of these patients was below 8 years of age. Geriatric Use Of 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 (≥65 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 rosuvastatin. 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. 

Table 1. Adverse Events in Placebo-Controlled Studies 
Rosuvastatin Placebo

Adverse event N=744 N=382
Pharyngitis 9.0 7.6
Headache 5.5 5.0
Diarrhea 3.4 2.9
Dyspepsia 3.4 3.1
Nausea 3.4 3.1
Myalgia 2.8 1.3
Asthenia 2.7 2.6
Back pain 2.6 2.4
Flu syndrome 2.3 1.8
Urinary tract infection 2.3 1.6
Rhinitis 2.2 2.1
Sinusitis 2.0 1.8
In addition, the following adverse events were reported, regardless of causality assessment, in ≥1% 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, paresthesia, 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 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. (See PRECAUTIONS, Laboratory Tests.) Other abnormal laboratory values reported were elevated creatinine phosphokinase, 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, regardless of causality assessment, included arrhythmia, hepatitis, hypersensitivity
reactions (i.e., face edema, thrombocytopenia, leukopenia, vesiculobullous rash, urticaria, and angioedema), kidney failure, syncope, myasthenia,
myositis, pancreatitis, photosensitivity 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 IIa and IIb) 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 reductions or who have predisposing factors
for myopathy (see WARNINGS, Myopathy/Rhabdomyolysis). For patients with marked hypercholesterolemia (LDL-C > 190 mg/dL) and aggressive
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 titration 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.g., 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 10 mg once daily (see WARNINGS, Myopathy/
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 (CLcr <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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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.
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