V1.2 Elements for a Public Summary

VI1.2.1 Overview of Disease Epidemiology

People with high blood cholesterol levels haveeatgr risk of having a heart attack, stroke or
other related cardiovascular disease. This is Isecaholesterol and other fatty substances
(lipids) may build up on the inside wall of bloodssels causing them to narrow. Sometimes
blood clots form which block the blood vessels ctetgly. Cardiovascular diseases are the
world’s biggest killers, claiming more than 17 naitl lives each year worldwide.

Globally, a third of ischaemic heart disease isitattable to high cholesterol. In 2008 the
global prevalence of raised total cholesterol amadglts & 5.0 mmol/l) was 39%. The
prevalence of raised total cholesterol increaseteably according to the income level of the
country. In low income countries around a quarteadults had raised total cholesterol, in
lower middle income countries this rose to arourttia of the population for both sexes. In
high-income countries, over 50% of adults had chiggal cholesterol; more than double the
level of the low-income countries.

A 10% reduction in serum cholesterol in men agechd® been reported to result in a 50%
reduction in heart disease within 5 years. Sometioi®lesterol levels can be lowered with
changes in diet and increased exercise. Howevelestierol levels are often affected by things
that cannot be changed, such as age, sex, or fameitijcal history. Cholesterol levels usually
rise steadily with age, but stabilise after middgge. Approximately 1 in 500 people have an
inherited disease called familial hypercholestexwie, which causes very high cholesterol
levels even during childhood.

VI.2.2 Summary of treatment benefits

Rosuvastatin is a member of a group of medicin@svknas ‘statins’. In adults and childre
years old, rosuvastatin is used to lower high kewalcholesterol and other lipids in the blood.
By lowering blood lipid levels, rosuvastatin canwlthe build up of fatty deposits in the walls
of the blood vessels. Therefore the risk of heidaicks, stroke and deaths is lessened.

The effect of rosuvastatin on lipid levels in tHedal was studied in an extensive clinical trial
programme which included over 60,000 adults (mbint35,000 received rosuvastatin). A
separate 1-year trial was also completed in 17@mem over 10 years of age who have familial
hypercholesterolaemia, an inherited disease thasesa high cholesterol levels from a
relatively young age. Together, these studies stdhat rosuvastatin lowers ‘bad’ cholesterol
levels, raises ‘good’ cholesterol levels, and galheimproves the amounts of lipids in the
blood.
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Rosuvastatin has also been compared to otherst&tin example, the STELLAR trial showed
that rosuvastatin more effectively lowered ‘badoldsterol levels than similar doses of other
statins like atorvastatin, simvastatin or pravastat

To study whether rosuvastatin reduces the buildlpatty deposits in blood vessels, the
METEOR trial studied the effect of rosuvastatintba thickness of blood vessel walls in the
necks of 985 patients with moderately high chole$tlevels. Rosuvastatin treatment for 2
years slowed or delayed the thickening of the bloeskel wall caused by fatty deposits.

The ability of rosuvastatin to prevent death, strolheart attacks, and other related
cardiovascular diseases was studied in the JUPKfBR This trial included more than 17000

patients who had normal cholesterol levels, but whad other risk factors for developing

cardiovascular disease. Rosuvastatin almost hatlilednumber of cardiovascular related

deaths, stroke and heart attacks compared to agebreduced the total number of deaths by
20%.

VI.2.3 Unknowns relating to treatment benefits

There is limited information available for rosu\atst use in children < 6 years of age and
drug-drug interaction studies in the paediatric ysafon. Experience in children with
homozygous familial hypercholesterolaemia is limhite a small number of children aged
between 8 and 17 years.

VI1.2.4 Summary of safety concerns

Important identified risks

Risk What is known Preventability
Abnormal muscle As  with  other cholesterglPatients should inform to the
breakdown which canlowering medicines, a very smaltloctor or pharmacist before
lead to kidney, number of people havetaking rosuvastatin when he/she
experienced unpleasant muscleas had repeated or unexplained

problems ;

. effects and rarely these have gomeuscle aches or pains, |a
(rhabdomyolysis) f

on to become a potentially lifepersonal or family history o
threatening  muscle  damagenuscle problems, or a previous
known as rhabdomyolysis. history of muscle problems
when taking other cholesteral-
Rhabdomyolysis are rardowering medicines.

(between 1 in 10,000 and 1 fimThe patient should tell the
1,000 patients). This has begedoctor immediately if he/shLe
reported in rosuvastatin-treatetlas unexplained muscle aches
patients with all doses, and jror pains especially if he/she
particular with doses more than 2€els unwell or have a fever.
mg rosuvastatin. Also he/she should tell the
doctor or pharmacist if he/she
has a muscle weakness that is
constant.
Rosuvastatin should be stopped
and medical help should be
sought immediately if any
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aches or
last

unusual
muscles
expected.

pains
longer

Muscle weakness,
aches and

pain (myopathy,
myositis and myalgia),
Creatine

kinase (an enzyme
released by

damaged muscles)
elevation , presence of
myoglobin in blood ang
urine  (myoglobinuria
and myoglobinaemia)

| patients);

As with other cholesterg
lowering medicines, a very smg
number of people hav
experienced unpleasant mus
effects.

Rosuvastatin may cause repeatgersonal or family history g

or unexplained muscle aches
pains. Muscle pain is commg
(between 1 in 100 and 1 in
muscle  weakne
(myopathy including myositis) i
a rare possible side effect whi
may affect between 1 in 1,000 a
1in 10,000 patients.

[Patients should inform to th
lboctor or pharmacist befo
etaking rosuvastatin when he/s
cleas had repeated or unexplain
muscle aches or pains,

—

anuscle problems, or a previo
rhistory of muscle problem
|@vhen taking other cholesterd
skowering medicines.

sThe patient should tell the
Clloctor immediately if he/sh£
nbdas unexplained muscle ach
or pains especially if he/sh
feels unwell or have a feve
Also he/she should tell the
has a muscle weakness that
constant.

Rosuvastatin should be stoppe

Elevated liver enzymes
(Increased
transaminases);
inflammation of liver
(Hepatitis);

yellowing of the skin
and white of the eye

(Jaundice)

5In a small number of peopl

sblood occur rarely (may affect U

statins can affect the liver. This
identified by a simple test whic
looks for increased levels of livg
enzymes in the blood.

Increases in liver enzymes in t

to 1 in 1,000 people), hepatit
(an inflamed liver) and jaundig
are very rare (may affect up to
in 10,000 people).

cThe patient should talk tp

ifiis/her doctor or pharmaci

she/she  has
his/her liver.

problems  wi
Patients with @
osuvastatin.

eblood test (liver function test
before and during treatme
with rosuvastatin.

)

Inflammation of the
pancreagpancreatitis)

Inflammation of the pancrea
(pancreatitis) is rare (between 1
10000 and 1 in 1000 patient
with rosuvastatin treatment.

\Prescribing information inform
idoctors that pancreatitis occu
sharely in  patients takin
rosuvastatin.

Patient should be informed

if he/she suffers from
pancreatitis during treatme
with rosuvastatin.

Memory loss

Memory loss is very rare (l€

:d3rescribing information inform

than 1 in 10,000 patients) wi
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rosuvastatin treatment.

occur in patients treated with
rosuvastatin.

Patient should be informed to
report to the treating physician
if he/she has loss of memory
during treatment with
rosuvastatin.

An increase in th¢
amount of protein i
the urine (proteinuria)

> Patients treated with higher dos
of rosuvastatin (in particulg
rosuvastatin 40 mg) are likely
develope an increase in t
amount of protein in the uring
This usually returns to normal @
its own without having to sto
taking Rosuvastatin.

eBrescribing information inform
rdoctors that it is recommendg
do carry out a routine urine te|
N detect proteinuria during th
>follow up of patients on highes
rdose of rosuvastatin.

p

Disease  with  high
blood sugar value
(Diabetes mellitus)

Diabetes is common in the gene
spopulation. Diabetes was report
for 1in 10 to 1 in 100 patients in
major rosuvastatin clinical stud
Patients are likely to be at risk
developing diabetes if they ha
high levels of sugars and fats
his blood, are overweight ar
have high blood pressure.
Despite the risk of developi
diabetes on statin treatment,
benefits still outweigh the risk.

|

r&rescribing information inform
ethat patients with diabetes or
aisk of developing diabete
yshould be monitored closely.
pDoctors should monitor these
y@atients according to national
iguidelines while taking
dosuvastatin.

S
at
S

g
he

Depression

Cases of depression have |
observed with use of rosuvasta
however the frequency is n
known.

n&rascribing information inform
tidoctors about the risk ¢
ptleveloping depression and th
the frequency is unknown.

Sleep disorders
(including insomnia
and nightmares)

Cases of sleep disturbances h
been observed with use
rosuvastatin however
frequency is not known.

th

adis risk is stated in the produ
pinformation.
e

Muscle weakness
caused by an
autoimmune response
(Immune-mediated
necrotising myopathy-
IMNM)

There have been very rare repd
of an immune-mediate
necrotising myopathy (IMNM
during or after treatment wit
statins, including rosuvastati
however the frequency is n
known.

IMNM is clinically characterizec
by proximal muscle weakness a

elevated serum creatine kina
which persist despit
discontinuation of statif
treatment.

ri3octors should carry out
dblood test for measure th
Creatinine kinase levels (CK
hduring treatment with
nrosuvastatin and stopping ti
ptreatment if this conditior
occurs

a
e

)

N

L

nd
se

[}

—
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Decreased number of
platelets in the blood

(Thrombocytopenia/de
creased platelet count

A decrease in the number
platelets in the blood may occ
during rosuvastatin treatment, b
the frequency is unknown.

oT his risk is stated in the produ
umformation.
ut

Severe skin reactions
(Stevens-Johnson
syndrome/ Toxic
epidermal necrolysis)

Stevens-Johnson syndrome

toxic epidermal necrolysis ma
occur during rosuvastati
treatment but the frequency
unknown.

arhese risks are stated in t
yproduct information.

n
S

Tendon injury (tendor
disorders)

1 The side effects from rosuvasta

use related to tendon inju
(tendon disorders) have be
reported with other statins.

limhis risk is stated in the produ
r'ynformation.
en

Damage to the nerve
in hands and fee
(peripheral neuropathy

2Peripheral neuropathy may ocg
tduring rosuvastatin treatment b

the frequency is unknown.

urhis risk is stated in the produ
ubformation.

Drug interactions:
ciclosporin, various
protease inhibitor
combinations with
ritonavir, simeprevir,
clopidogrel,
gemfibrozil,
eltrombopag,
dronedarone, warfarin
and other vitamin K
antagonists, fusidic
acid, and ezetimibe.

Drugs that increase the levels
rosuvastatin in the blood mg
increase the risk of side effects.
The risk of muscle damage
increased when rosuvastatin
administered together with certa
medicinal products as ciclospor
(used for example, after org:
transplants), warfarin (or an
other drug used for thinning th
blood), fibrates (other king @
drugs used to control th
cholesterol, such as gemfibroz
fenofibrate) or any other medicir
used to lower cholesterol (such

ezetimibe), fusidic acid (anmedications should b
antibiotic), hormone replacementonsidered and, if necessg
therapy or ritonavir with lopinavir consider rosuvastatin  dosir
and/or atazanavir (used to treat thedjustments or temporari
HIV infection). discontinuing rosuvastati
Concomitant use with ciclosporirtreatment.

is contraindicated.

wpatients should tell their doctq

isnedicines, including
isiclosporin; warfarin of
iiclopidogrel (or any other dru

afibrates (such as gemfibroz
yfenofibrate) or any othe
anedicine used to lowe
fcholesterol (such as ezetimibg

ikitonavir with lopinavir and/o
\@tazanavir.
ad/henever possible, alternati

Important potential risks

Risk

OAs stated in the patient leaflet,

if they are taking any othe

imsed for thinning the blood);

dusidic acid (an antibiotic), or

What is known

Renal failure
(including acute and
chronic renal failure)

Increased amount of protein in the urine has beeorted in
patients treated with rosuvastatin. Review of daie clinical
trials and post-marketing experience to date hagdeatified a
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and renal
impairment.

relation between increase amount of protein inuhee and
loss of kidney function. In patients with moderatenal
impairment, the lowest dose (rosuvastatin 5 mg) rba)y
started.
Use of rosuvastatin in patients with severe remglairment is
not recommended at any dose.

Liver/hepatic failure:
including hepatic
necrosis and
fulminant hepatitis

Liver failure occurs when large parts of the liveecome
damaged beyond repair and the liver is no longde &b
function. It can be a serious condition that densandyent
medical care.

Patients with severe liver disease are at riskofeiased bloo
levels of rosuvastatin during treatment. Carrying lood test
(liver function test) during treatment with rosutas is
recommended.

Progressive motor
neuron disease (ALS

Amyotrophic lateral sclerosis is a motor neuronedse
)characterised by progressive muscle weakness.
Exceptional cases of serious brain and muscle dksolike
amyotrophic lateral sclerosis are reported andigh £ases it i
recommended to stop taking the drug. However, s
publications have not established a clear relatipnbetween
the administration of statins and the developméiils.

\° %}

ome

Lung disease
(Interstitial lung
disease-ILD)

between the air sacs of the lungs and the bloodel®
Exceptional cases of interstitial lung disease hdneen
reported with some statins, especially with longrteherapy.
Symptoms include dyspnoea, non-productive cough

If it is suspected a patient has developed int&istlung
disease, statin therapy should be discontinued.

Interstitial lung disease is caused by inflammatiothe space

deterioration in general health (fatigue, weigtgsl@and fever),

\"2ZJ

and

Drug interactions
Fibrates (other tha
gemfibrozil)

Fenofibrate, ezetemibe, other fibrates and niaaitofinic
nacid) increase the risk of muscle pain or weakmédsn given
together with rosuvastatin, probably because tlayproduce

muscle pain or weakness when given alone.

Missing information

Risk

What is known

Children <6 years of
age

The safety and efficacy of use in children younpan 6 years

has not been studied. Therefore, rosuvastaln not
recommended for use in children younger than 6syear

Drug-drug
interaction studies in
the paediatric
population

Drug-drug interaction studies have only been peréat in
adults. The extent of interactions in the paedigtopulation ig
not known.

VI.2.5 Summary of ris
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All medicines have a Summary of Product CharadtesigSmPC) which provides physicians,
pharmacists and other health care professionals ddtails on how to use the medicine, the
risks and recommendations for minimising them. Asbraviated version of this in lay
language is provided in the form of the packagéideéPL). The measures in these documents
are known as routine risk minimisation measures.

This medicine has no additional risk minimisatioeasures.

VI1.2.6 Planned post-authorisation development plan

No post-authorisation studies are planned and fibreréhis section is not applicable.

VI.2.7 Summary of changes to the risk management @h over time

Not applicable, since this is the first RMP of reastatin.
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