reatmentversus placebo, The absolute ik reduction n the event rale was 5.1 per 1000 p

mortlty was unchanged in this highisk group (p=0.076).

In the JUPITER tial, there were 6% of rosuvastatn and 6.2% of placebo subjects who discontinued

use of study medication due o an adverse event. The most common advrse events thal ed to treatment

discontinuation ere: myalgia (0.3% rosuvastatn, 0% placebo), abdominal pain (0.03% rosuvastatin,

0.02% placebo) and rash (0.02% rosuastatn, 0.03% placsba). The most common adverse everls at a

rate greater tan or equal 1o placeto were urary tract infection (8.7% rosuvastat, 8.6% piacebo).

nasopharyngits (7.6% roswastatn, 7.2% placebo), back pain (7.6% rosuvastati, 6.9% placebo) and

myalgia (7.6% rosuvastatin, 6.6% placebo).

Paediatric population

In o doublsind, andomised, mutene pacsboconled 12ueek s (1176, 9 e nd

73 female) olowed by  40-week (1=173, 96 male and 77 female), opervlabel, rosuvastatn dose-ftation

hase, palrs 10 t 17 yers of age (Tamer s IV, e s T-yeat o Tertcne) i

heterozygous familal hyperchalesteroiaemia received rosuvastat 5, 10 or 20mg or plaosbo daily for

12 weeks and then al received rosuvastatn il for 40 weeks. At study enty, approximately 30% of the

patents were 10 to 13 years and approsimetely 17%, 18%, 40%, and 25% were Taner siage I Il IV and

V. fespectively.

LDL-C was reduced 38.3%, 44 6%, and 50.0% by rosuvasiatin 5, 10 and 20mg, respectively, compared to

0.7% for pacebo,

At he end of the 40-week, open-abel, Eraon o goal, dosing up to & maximum of 20mg once dal, 70 of

73 patents (40 5%) had achieved the LDL-C goal ofess than 2.8 mmolL.

Afer 52 weeks of study reatment, no efecton growh, weight, BMIor sexuel meturation was detected. This
P

Total
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ZYROVA
Rosuvastatin Calcium Tablets
COMPOSITION:

Rosuvastatin Calcium Tablets Smg

Equivalentto Rosuvastatn  5mg

Colours: Tierium Dioxide, Tatrazine Ausminum Leke, Alura Red AC Auminum Lake, Indigo Camine
Aluminm Lake

2YROVA10

Rosuvasiati Cacium Tablts 10mg

Each fim coated ablet contains:

Rosuvasiati Calciu Ph Eur.

Equivalent o Rosuvastatn_ 10mg

Colours: Tianium Dioxide, Sunset Yellow FGF Aluminum Lake, Allra Red AC Alminum Lake, Indigo
Carmine Auminum Lake.

2YROVA20

Rosuvaslatin Cacium Tablets 20mg

Each fim coated tablet contains:

Rosuvaslatin Cacium Ph Eur.

dose for all patents was 5mg wedoin e daiy Ptnis aged 6 (0 9 years (=54 i tier0s
41010 17 years (n=134) toa

once daily.
Afer 24 months of reatment with rosuvastatin, the LS mean percent reducion from the baseline value
in LDL-C was 43% (Baseline: 236mg/aL, Month 24: 133 mgldL). For each age group, the LS mean
percert reductions from baseline values in LDL-C ere -43% (Baseline: 204mg/dL, Month 24: 124mg/dL),

24yl Monih 24: 153mg/dL) inthe
610<10, 1010 <14, and 14 o <18 age groups, respecively.
Rosuvastatin 5mg, 10mg, and 20mg also achieved statstally signficant mean changes from baselie for
the follwing secondary g and ipoprotein varizbles; HDLC, TC, nor-HDL-C, LDL-GHDL-C, TCHOL-C,
TGHDL-C, non-HDL GIHDLC, ApoB, ApoBIApOA-1. These changes were each in the direcio of inproved
lipid responses and were sustained over 2 years.

, weight. 24 months of treatment
Rosuvastatin was studied in & randomised, double-bind, placebo<ontrolled, muli-cente, cross-over
study with 20mg once dally versus plaoebo in 14 chidren and adolescents (aged fram 6 10 17 years) with
homozygaus familial yperchalesterolaemia. The study induded an active 4-week dietary leac-in phase
during which patiens were realed withrosuvastatin 10mg, a cross-over phase that consisted of  6-veek
period with rosuvastatin 20mg preceded or folowed by  6-ueek

0mg

Colours: Tanium Dioxide, Sunset Yellow FCF Aluminum Lake, Al Red AC Aluminum Lake, Indigo
Carmine Auminum Lt

DESCRIPTION:

Rosuvasat Calcium Tabis Smg:

Yelow colored, round s

Rosuvastatin Calcium Tablets 10mg:

Pir e

Rosuvastatin Calcium Tablets 20mg:
Jored,round i

THERAPEUTIC INDICATION:
Treatmentof Hyperhletorolomia

hewuzygwx Tl yperhoesaroma) or mised Soidemia (IYPE 115) as an adjunct o det when

Adul, adol ed 6 years or older with hon
an sdnc oGt o T o veaimens (.. LDL aphres) of f uch esimens a1 1t
appropr

ang
0mg. Patients who

g vhich o s

Prventon o majr cardovasclar vens i paens who o stmated o have a igh ik o  fst

A llil\sﬂwﬂys\qml\cm‘ (vﬂnos} reducton in LDL-C (22.3%, 85 4mgldL or 22 mmolL.) was observed
treatment with rosuvastatin nnq yorss pacek, Stsicalysignfcan reductors

et (201% 70009, rn FOLC nd ApoB (17.1%, p=0.024) ere observe
ucions were s san i TG, LDLGHOLG, Tola-GHDL, non HOLICHOLL a6 ApoRADOA.
1 folowing 6 weeks of treatment with rosuvastatin 20mg versus placebo. The reduction in LDL'C after

POSOLOGY AND METHOD OF ADMINISTRATION:
Befo the patent

contnue during treatment. indidualised accord:
response, using curent consensus guidelnes.
. vith or without food.

o te goal of therapy and p

12 weeks of continuous therapy. One patent had a further reduction n LDLC (80%), TotahC (6.7%) and
non-HDL.C (7.4%) follwing 6 weeks of treatment with 40mg afier up-tration.

ese for up to 90 weeks,
the LDL-C reduction was maintained n the range of -12.1% to -21.3%.

Treatment of hypercholesterolemia

The recommended tert dose is 5 or 10mg oraly once dally in both tati naive or patients sviched from

sncher HIAC ol micse . The i o st s s ks o o o bk thel
and

dose adjustment fo

In the 7 evaluable chidren and adolescent patients (aged from 8 0 17 years) rom the
inLDLC (21.0%), Total-C
omg

(192%) and
consisient with tat observed in the aforementioned study in chidren and addlescents with homozygous
familal hyperchalesteroemia

PHARMACOHINET

sorpio 1 ot s cncantons s o gy s ok
i T s bioavaiabity i approcimately 20°

Distrbution: Rosuvastatn is taken up extensively by te nm bich o th pinay ke of cesend
synm i I0L-C comnt. Th e of ckbkn o ety b sppodnaby

toplasma proteins,
Wotabolism: Rnswasmn ndargoes linfed mdablsn (gprosinaty (0%). In iro ol
s usin is a po P450-based

elabolsm CYP2G3 Was th prnpasoerzyme I, wth 2013, 34 and 206 mioed prd
extent. The main metabolies deniifed are the N-desmethyl and lactone metabolites, The Ndesmethyl
metaboite is approsimately 50% less acive han roswastatin whereas the lactone form s considered

s

S o st s xulm.!rvw) and the remaiing part s excreted in urne, Approxmately
18 hours. The elminaton
Rl doss ol e al et doses. Th geonetic. mea pasma ckaanc 1 appoxinaey
50 litesiour (coeficnt of variaion 21.7%). As wth oter HMG-CoA reductase inhiiors, e hepatic
uptake of rosuvastatn ivolves the membrane transporter OATP-C, This tansporter s imporant in the
hepatic efmination of rosuvastati.
Linearity: Systemic exposure of rosuvastat increases in proporton to dose. There re no changes in
phermacokineticparameters folowing multple daly doses.

Special populations:

for 4 veoks In ightof the ncreased
reporing rate of adverse reactons vith the 40mg dose compared to lower doses, a final tiraton to the
maximum dose of 40mg should only be considered in patients with severe hypercholesterolemia at igh

I
the 40mg dose s intiated.

Prevention of cardiovascular events.

used was 20mg daiy
Paediatric population

Padiic s oy b carod by syl

Chiden s of age (Tanver Stage <Il)

mramws.hmlmmmnmsramma
In chidren and adokescens wih heterozygous familial hypercholesterolemia the usual start dose is Smg
daly

aly.
« I chicren 6 10§ years o a
5-10mg orally onoe daly. Safety and efficacy of doses greater than 10mg have not been studied n this
pulton.
« Inchicren 10 to 17y heterozygous famiiel
is 5-20mg arally once daly. Safety and effcacy of doses greater than 20mg have not been studied in
this populaton.
Tiation shaud be conducted according to the indivdualfesponse and tolerabiltyin paediatic patents, as
recommended by the paediatic veatment recommendations. Chidren and adolescerts should be piaced
on standerd ihis die shouid be continued
during rosuvastatn treatment.

familial
Inchidren 610 17
dose is 20mg onos daily.

A staring dose of 5o 10mg once daiy depending on age, weight and prir stati uss is advised, Titation
10 the maximum dose of 20mg once daly shoukd be conducted according to the indiidual response and

Age and sex: There was noclrically
aduls. The exposure in chidren and adolescents with heterozygous familil hypercholesterciemia appears
1o be simiar toorlower than that i adut patiets with dyslidaemia.

Rac: Plamccieksides o a0 sppodnle 244 slston b mdan AU and ., n hlm
subjects (lapanes, Chinese, Fipino, Vietramese and Koreans) compared with Caucasians; ASir s

tolerabity by the paediatric treatment recommendations. Chidren
and adolescents shoud be placed on standard chokestero-owering diet before rosuvastatin treatment
iniaton; this diet should be continued duing rosuvastatn reatment,

There s limited experience it doses other than 20mg i tis populaton.

Showan pprmete 1536 divaten i madon AUG ad O A apton

revealed in
Renal insufficiency: In a study in subjects wit varying degrees of renal impaiment, mil to moderate
rera disease had o nfluence on plasma concentraton of osuvastatn or the N-desmetnyl metabolte.
Subjecs with severe impaimment (CICl <30 mimin) had a 340 increase in mma concentration and a
9ok increase in Steady stale
pleena conenalns of usvatln 1 subecs indorgry haemodalyss were apsronmately
50% greater compared 0 healthy volune
Hepati insufficiency: In a study wih sululcll Vb vrog e oftpatnpaimen. e s 00
evidence or below. Hoviever,
o subjecs with Chid-Pugh scores of 8 and 9 showed an increase i systemic uxwwm ofatleast 20
ompared to subjects it lower ChickPugh scores. There is no experience in sutjects with Chid-Pugh
smszrmg
‘polymorphisms: Dispasition of HMG-Co reductase inibitors, incuding rosuvastti, involves
GO o BERP e proteins. In patients vith SLCO181 (OATP1B1) andior ABCG2 (BCRP)
genetic palymorphisms there is a risk of increased rosuvastatin exposure. Individual poymorphisS of
SLCO1B1 ¢521CC and ABCG2 c421AA are associated with a higher rosuvastatin expasure (AUC)
compared to the SLCOTB1 c521TT or ABCG2 421CC genotypes. This speciic genolyping is not
alower

dally dose of Rosuvastat is recommended.

Chiden

Therefore Rosuvestain
is ot recommended fo use inchidren younger than 6 years.

Use n the elderly

A start dose of 5mg is recommended in paits >70 years. No other dose adustment s necessary in
relaton toage.

Dosage in patients with renal insufficiency

renal impaiment s contraindicated foral doses.
Dosage in patients with hepatic impairment

been vith

However,
Inthese pate

orbelow,
8.and 9.

with Chi

Race
Increased systemic exposure has been seen in Asian subjecs. The recommended start dose is 5mg for
patens.

with heterczygous famiial hypercholesteroiaemia 10 to 17 or 610 17 years of age (tta of 214 patients)
adut patens.

Specic types of genel polymorphims are known tht can lead to increased rostvsttin exposure

The recommended start dose is Smg in patients with predisposing factos to mycpathy, The 40mg dose is

2year period
PRECUINGAL SAFETY DATA fsrecommended.
reci uman i
qsnnxmuly and carotagricly plrtal, Sl st o fecs on NERG have ok seen ovlutod.
ocirical
exposire levels wmw studies changes likely due

" ms ua\\b\add« in dogs, but not in monkeys. In addion, tesiular bvxcny was ubxsrvad in monkeys and

Concomitant therapy
Rosuastatn is a substrale of various transporter proteis (eg. OATP1B1 and BCRP). The risk of
myopathy (incuding thabdomyolysis) is increased when Rosuvastati is adminstered concomitanty with

, the beneft and the rsk of

ter weightand increass the plasma concentraton of rosuvastatn dus 1 intrackons
;“’ 5”"'"“‘ s 4 ot malemaly toi doses, where sysemc e e with these transporter proeis (e, ciosporin and certan protease inibors inducing combinatons of
erapeuto exposure rionavir with atazanav, opinair andior tpranavi. Whenever possie, allemative medicaons should be
LIST OF EXCIPIENTS: sre 0§ s consis emptar dcirung s . susors wer
RosuvastatinCacm et
e Megnie G . Opadry
11 33K520023 ’

Lok, Tt Dioxde, ypromelse. s Mmmydrzte Tacei).
Rosuvastatin Calcium Tablets 10my
isocnline Glise, Laese Norhycrae, Hogturin, Crospoior

Rosuastatinis contraindicated:

Opadry
1| SKSHOLOS Pk (Tariu Did, Surst Yelow FCF Aumium Lakv Alura Red AC Auminum Lake,
cetin).

Rosuvastatin Calcium Tablots: zo

plained,
3

ope
mimin),

- i patients with myopathy.

Hicocysaline aliose, Lackse onohytrate, egumie,Crospov Opadry
1| SSHOLOS Pk (Tariu Di, Surst Yelow FCF Aumium Lakv Alura Red AC Auminum Lake,
cetin).

PRESENTATIO!
Blister Pack of 10,

'STORAGE INSTRUCTIONS:
STORE UPTO 30°C.

PROTECT FROM MOISTURE.

KEEP OUT OF REACH OF CHILDREN.

Cadia Healihcare Limied,
Kundaim Industrl Estate,
Plot No. 203:213, Kundaim,
Goa-403 115, INDIA

- during
measures.

factors incude:

- moderate renalimpairment (ceatinine cearance < 60 mimin)
- hypathyroidism

- personal or famiy history of hereditary muscular disorders

- alcotol abuse

- stuations wnere an increase in plasma levels may ocaur

- Asian patients

- concoritant use of fbrates.

'SPECIAL WARNINGS AND PRECAUTIONS FOR USE:

Protenuria, etected by dpstk testng and masty ubuar i rigi, s been observed in patens reated
with higher doses of Rosuvasiatn in patular 40mg, where it was transientor mlermittent in mos! cases
Prlenurs s ol e sho b rdie o sl o progssie o1l i e eprng oo

40mg renal uncton

dose of 40mg.
Skeletal Muscle Effects

Effects on skelelal muscle e.g. myagia, myopathy and, rarel, rabdomyolysis have been reported
in Rosuvestain -reated patiens wih al doses and in partcuar with doses > 20mg. Very rare cases of
thabdomyolysis have been reported with the use of ezefimibe in combinaton with HMG-CoA reductase
Inhbicrs, A hamacodinai eracioncanrtbe excd ax cauton shoube xacsd with e

v Foaaman post-marketing use s higherat the 40mg dose.
Creatine Kinase Moasurement

5-7days. Ifthe repeat test

Befors Trement

ﬁsposwg lzﬂnrs for myopathyibabdomyolyss. Such actors include:
renal impairment

ypathyros
oran o iy isry f bertry musculr s

alconol abuse:
age>T0years
Sk vrs o s el ey coow
ooritan use o it
" such pahems the ik o Yesiment shod b corsdamd n lon o prosde bl s chia
IfCK y elevat reatment shoulg
st

n
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Whilst on Treatment

acid with statns. The mechanism of i interacion (uhether i s pharmacadynanic o phamacokinetc,
ccbob) b ko, Thrs e b ot o comyyl rcingsone ) n el

Patiens shoud be asked ary
¥ s it s o . CK e okt e maren 1 patients. The(zpysnumd be  recelvingthis comtin
discontinued f CK levels C5ULN) or i T eament i yslonc usidc a0d s ncessan, Rosvasn seament houk be dscontnued
Gy dscomior (oven K vl fo SSLN) 1 ymploms oo 1o normal, then
inhibitor pertormed in adits. in
a the lowest dose with dose monioring. Rotine monioring of CK levels in asymplomatic paiers s ot the paeditrc population is ot kiown
warranted. There have been very ai ofan immune-mediated necroting myopathy (IMN) during .
orafe treatment with stats, ncuding rosuvastatin, IMNM is clrical characterised by proximal muscle  FERTILITY; PREGNANCY AND LACTATION:
In dinial ias, there was o evi muscle efects Wemen of chid
dosed with Rosuvaiainand conconiar erapy. Howover,anrrsese n e ncience of mosts and Sinca chleserd and thr products ofcrleslrl bosyriess ar assnta rte devlpmer of e

myopathy has been seen in patients receiving ofher HMG-CoA reductase inhibiors together wih foric
acid deivatives inclucing gemfbrozl, cosporin , nicatnc acd, azole antfungals, protease fibiors
and macrlde antbiotcs. Gemfirozi ncreases the sk of m when given concomitarty with
Some HMG-CoA recustase inhibiors. Therefore, the cambination of Rosuvastatin and gemfibrozi is not
recommended. The benefit of futher aeratons in lpd leves by the combined use of Rosuvestetin with
foretes or niacin should be carefully weighed agains! the potenta risks of such combinztons. The 40mg
dose s conlainicated with concomant use of a orete.

Rosuvastatin must not be oo-admiistered with systemic formuations of fusidic acid or witin 7 days of
stopping fusidic aid treatment. I patents where the use of systemic fusiic acd is considered essentil,
i mmnt shou b o Fnoghot e i of okl ik tmtnent e hove
been reports of thabdomyolyss (incluing some fetaiies) in patients receiing fusidc acid and statins
i contlatin, Pl hod b e 1 ek ke e nmodtaly ey eaece oy

inhibiton of |
pregnancy. Animal studies provide imited evidence of reproducive toxiiy If  patient becomes pregnant

il o humans
EFFECTS ON ABILITY TO DRIVE AND USE MACHINES:
Studies to detemin the efiect of Rosuvaststain on the abity o drve and use machines have ot been
conducted. However, based an s pharmacodynaic properties, Rosuvaststai is unlikely to afiect this
abilty. When diving vehices or operating machines, it should e taken into account that dizziness may
occur dusing reatment.
UNDESIRABLE EFFECTS:

e adverse reactions seen wih Rosuvastatn are generally mild and ransien. In contolled ciical tials,

‘symptoms of muscle weakness, pan of tendemess. Siain therapy may be.

e.g.for the treatment of severe nfectios, the need for co-administaton of rosuvastatin and fusidic acd

Based on data fom clical sudies and extensive post-markefing experience, the folowing table presents
the adverse reaction profle for rosuvastatin. Adverse reacions listed below are classified acoording o

Rosuvastatin should notbe used in any patent with an acute, thy or
sty be gt of ) e sccondary o ool . sqge, hponeon,  The Tequendes of aovarse feaclons ae raked aoowdig o th olowng convent, Gomon
: 000) Not
known (canno b estimaled fom th avaiabe daa)
As wih oher HMG-CoA reductase nfibiors, Rosuvastati shaukl be used with cauion in patien's Who  Tablg
consue excessive quaniies of akcohol andior have a fisoryofvr disease.
It recommended that lver uncton ests b caried out pror 0, and 3 the iniiation of Systom orginclss__| Common | Uncommon | _Rare__| Veryrare | Notknown
reatmen, e Sort Thonbosopena
fimit of norma, o
Fpersesin
In patients with secondary hypercholesteroaemia caused by hypothyroidism of neghrotc syndrame, the s
P fosuvesiatn. Endocins Gsarers Gabotas
Race s
Depresson
Protease Inhibitors Nervous sysam dsardos | Foadah Pola | Peronaal nurcestny
Increased systemic exposure lo roswastain has been obsened In subects receiving rosuvastat Diziness opaty | S dstubarcas
concomiantly with various protease inhibtors in combinaton wit v, Consideraton should be ghen ey | o rsonna
o to the beneft o ipid lowering by use of rosuvastatin in HIV patiens recevin foss | nghimars)

the potental for ncreased rosuvastatin plasma cancentrations when infiating and up tirating rosuvasiatin
joses i inhibitors isnot

Respiratory fhoracc and Cough
el disorders Oysproea

recommended unless the dose of osuvasiatn is adjusted

Patens vl rr herdtary ol o gsckcse mrarce, h Lgp e defnsy o s
galactoss malabsorption should not ake this medci
Interstitil Lung Disease

(Yanqus, weight oss and fever). F it is suspected a patient has developed intersial lung disease, statn
therapy shold be discontinued.

Dishetes Mellius

‘Some evidence suggests tha statns a5 a cass raise ood glucose and in some patients, at high risk of

fulure diabetes, may produce a level of hyperglycaemia where formal dibetes care is appropriate. This

sk v s cubfghe Ly e reducion 1 Vst sk i Sl and taror o 1k be 3
| BMI>30 kg raised

mgymndes hypertension) should b it o cinically znd biochemicaly according 1o national

I me JUPWER sty th oot ol ey of e el s 264 n et e
2.3 i placebo, mostly in patients ith festng glucase 5.6 10 6.9 mm

Pasianc Popul
Th csiton o e roth (1), v, BM ey s e,

‘Gasto st dsorders | Consipaton Parcratts )
pan
Hepaobiar dorders Incessedhepatc | landce
rsamaases | Hepais
Prrts ‘SevensJomson
asorters Rash
Urieara
Wusodo-silealand Wy Wopay oragia | T
convectvetssue disrdors (oudng sometmes complcated
myusts) e
Rrabdomolysis Immunemedaled
rectolsing myopalry
Rena and urary dsorders Haema-
[
Reproducive systom and Gpraesc-
breas disrsers masia
Ganeraldsorders . Ateria Cedema
‘admristaton s condiions

Frequency wil Gepend on e

o
osuvastatinis imited

wasdeteced.

256 mmoll, BMI>30 kg,
raised ighcerdes, hstory of
ryperension

Nand

to observatons i clivcal ias in adults

PRODUCTS

INTERACTION:

Transport rs: Rosuvastalin is a substrate for certain transporter proteins ncluding
the hepatic upuks lranwoﬂsr omm‘ and effux transporter BCRP. Concomitant adminisiration of
product

rvswasmn plasma oncaneaors st rosed ok myopahy,

Cidos;

on verage 7 tmas Ngher hanthose obsoned i halty vonlers, Rosasat 8 containdicted
iclosporin

of ciclosporn

As with other HMG-Co reductase inhbitors, he incidence of adverse drug reactons tends to be dose
dependent.

Renal effects: Proteinuria, detected by dipstick testng and mosty tubular i orign, has been observed in
patints treated vith Rosuastatin. Shits in urne profein from ione or trace to ++ or more were seen in

vith 40mg Inmost

and te
orprogressive renal isease.

Haematuria has been observed in patints treated with Rosuvastatin and clncal tial data show that the
occurtence i low.

Skeletal

myaiga, and,arely,

unknown,

of 10mg rosuastatn and a comtinzton product of two protease ifibitors (300mg atazanevin100mg
rtonavi)in healthy volunleers was associated with an approximetey tree-(i and seven-old ncrease in
suvastatn AUC and C,,,respectively. The conoomitant use of rosuvastatin and some protease ihivtor
onthe

expected ncrease i rosuastatin exposure.

of o and gemfbrozi resued
in a 240ld increase inrosuvastatin C,, and AUC.

Based on data from speifi interacton studies no pharmacokinetic relevant inferaciion with fenofiale is
‘expacted, however  pharmacodynamic interacton may occur. Gemfibozi, fenofbrate, other fbrates and

q

conconitanly with HMG-CoA reductase inhibiors, probably because they can produce myopathy when

given alone. The 40mg dose is contraindicated with concomiant use of a ftrte. These patients should

also startwith the 5mg dose.

Ezetimibe: Concoritant use of 10mg rosuastatin and 10mg ezetimibe resilted in a 1.240id increase in
in

effets

Antacid; The simulancous dosing of roswastatin wih an antacil suspension containing aluminum
and magnesium hycroxde resuled n a ecrease i rosuvsiatin plasma concentration of approximately
0%

al doses and n prticulr vith doses > 20mg
A dosereated increase in CK levels has been observed In patiens aking rosuvasta; the majorty of
cases were mild, asymptomatc and transient. f CK levels are elevated (>SxULN), treatment shouid be
discontued

Liver effects: As with other HMG-CoA reductase nfibiors,  dose-related increase in transaminases
has been obsenved in a small number of patients tzking rosuvastain; the majory of cases were mid,
asymptamatc and tensient.

The folowing adverse events have been repored wit some statins:

Sexualdysfuncton.

The habdomyolysis, serious mainly
ofincreased hepatic ransaminases) s higher a the 40mg dose.

aediatric population: Creatine knase elevations >{0XULN and musde symploms following exercise
or increased physical actvity were observed more frequently in a 52-week cinical tral of chikren and
adolescents compared o aduls,In oher respects, the safely profie of suvaslafin was simiar in chidren
and adolescents compared o adults

OVERDOSE:
Thers s 0 gt s b s st o s, | v of o, s ptrd shuk] b0

oftis interacion has not been studied.

levels shouid
be maniored. Haemodilyss is nikey o be o benefi.

30% decrease inC,u, of osuvasttin, This neraction may be caused by the increase in gut matity caused
by eryhvomyon

Cytochrome P4S0 enzymes: Resuls from i vito and in vivo studies show that osuastatn is neither
an inhibitor nor an inducer of cytochrome P450 isoenzymes. n aditon, fosuvastat is a poor substate
for these isoenzymes. Therefore, drug ineractons resulting from cytochrome P450-medited metabolsm
are not expected. No clincally relevant infractions have been observed between rosuvastatin and eirer

CLINICAL
Pharmacotherapeutic group: HNG-CoA eductase inhibitors
ATC code: C10AAOT

PHARMACODYNAMICS:

Rosuvastain s a selective and compettve inhibtor of HMG-CoA reductase, the rate-imiting enzyme that

Interactions requiring rosuvastatin dose adjustments (see also Table 1): When it s necessary to
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Vitamin K antagonists: As wih oter HMG-CoA reduciase intibtors, the infation of treatment or dosage
up-ation of Rosuvastatin in patien's treated concomitantly with witamin K antagonists (eg. warfari
or another cournarin antcoaguiant) may result in an increase n Intemational Normalsed Ratio (INR).
Discontinuation or down-tation of Rosuvastatin may result in a decrease in INR. In such sitations,
‘appropriate monitoring of INR is desiable

of Rosuvastatin and an orel
contaceptve resite nan ncteas netiny estadol and nrgestel AUC of 26% and 3%, respectiely.

These incresed plasta levels should be considered when selectng oral contracepive doses. There are
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efect cannot be excuded. However the combinaton has been extensively used n women i cinical iels

and was vell olerated.
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Fusiic Acid: Interaction studes vith rosuvastatin and fusidic aci have ot been conducted. The risk of

myapathy, inding

decrease and recuction ot risk of cariovascular evens has yet been demanstated. The papulation
studied in METEOR s low risk for coronary heart sease and does not represent he target popuition of

athigh cardiovascuar sk
Inth o
UUPITER) sy e ofet o st o e oot of mar alcosdrts cadorsslr

parici o once daly (18901)
and were folowed for a mean duraton of 2 years

LDLcholesterol concentration was reduced by 45% (p<0.001) i the rosuvastain group compared to the
placebo group.

10 a posthoc analysis of a igh-isk subgroup of subjects with a baselne Framingham risk score >20%
(1558 subiects) there was a signfcant reducton n the combined end-point of cardiovascular death, siroke.
and myocardal infarcton (p=0.028) on rosuvastatin treament versus lacebo. The absolute risk reduction
in the event rae per 1000 patientyears was 8.8, Total mortalty was unchanged n ths high-1sk group
(p=0.193).Ina posthoc analysis of a high-sk subgroup of subjecs (9302 suec’s tota) with a basele
SCORE fisk 25% (extrapolated o incude subjects above 65 yrs) there was a signficant reduction n the
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of cardiovascular death, stoke and myocardia infarcton (p=0.0003) on rosuvastatin
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