ROSWERA FILM-COATED TABLETS P |
1 NAME OF THE MEDICINAL PRODUCT
Roswera 5 mg film-coated tablets
Roswera 10 mg film-coated tablets
Roswera 20 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Roswera 5 mg film-coated tablets
Each film-coated tablet contains 5 mg rosuvast@isrosuvastatin calcium).

Roswera 10 mg film-coated tablets
Each film-coated tablet contains 10 mg rosuvas{asirosuvastatin calcium).

Roswera 20 mg film-coated tablets
Each film-coated tablet contains 20 mg rosuvastasirosuvastatin calcium).

Excipient with known effect:

Each 5 mg film-coated tablet contains 40.0 mg k&to
Each 10 mg film-coated tablet contains 40.0 mglset
Each 20 mg film-coated tablet contains 80.0 mgplset

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet.
Roswera 5 mg film-coated tabl ets

White, round, slightly biconvex, film-coated taldetith bevelled edges and with engraved number 5
on one side.

Roswera 10 mg film-coated tablets
White, round, slightly biconvex, film-coated taldetith bevelled edges and with engraved number 10
on one side.

Roswera 20 mg film-coated tablets
White, round, film-coated tablets with bevel edge.

4.  CLINICAL PARTICULARS

4.1 Therapeuticindications

ROSWERA is indicated for patients with primary hggielesterolaemia and mixed dyslipidaemia
(including Fredrickson Type lla, llb; and heteroayg familial hypercholesterolaemia) as an adjunct

to diet when response to diet and exercise is mzate.

ROSWERA is indicated to treat patients with primdygbetalipoproteinaemia (Fredrickson Type Il
hyper lipoproteinaemia) as an adjunct to diet wiesponse to diet and exercise is inadequate.
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ROSWERA reduces elevated LDL-cholesterol, totalesterol and triglycerides and increases HDL-
cholesterol, thereby enabling most patients toeaghielevant treatment guidelines. ROSWERA also
lowers ApoB, nonHDL-C, VLDL-C, VLDL-TG, the LDL-C/BL-C, total C/HDL-C, nonHDL-
C/HDL-C, ApoB/ApoA-I ratios and increases ApoA-I.

ROSWERA is also indicated in patients with homozaygtamilial hypercholesterolaemia, either alone
or as an adjunct to diet and other lipid lowerireatments (e.g. LDL apheresis).

Primary prevention of cardiovascular disease: ROBWIS indicated in individuals without
clinically evident coronary heart disease but wvaithincreased risk of cardiovascular disease based o
age> 50 years old in men and60 years old in women, hsCRF2 mg/L, and the presence of at least
one additional cardiovascular disease risk faaiohss hypertension, low HDL-C, smoking, or a
family history of premature coronary heart dise&@SWERA is indicated to:

— reduce the risk of stroke

— reduce the risk of myocardial infarction

— reduce the risk of arterial revascularization pohces

ROSWERA is indicated in children and adolescenttol17 years of age as an adjunct to diet to
reduce Total-C, LDL-C and ApoB levels in adolesdamys and girls, who are at least one year
postmenarche, 10-17 years of age with heterozyfgooiial hypercholesterolaemia if after an
adequate trial of diet therapy the following finggnare present: LDL-C > 190 mg/dL or > 160 mg/dL
and there is a positive family history of prematcaediovascular disease (CVD) or two or more other
CVD risk factors. Paediatric studies were conduateghly in the non-Asian population and data on
Asian children/adolescents is limited.

4.2 Posology and method of administration

The dosage of ROSWERA should be individualised mting to the goal of therapy and patient
response. The recommended start dose is 5 or dhoggdaily in both statin naive patients or patient
switched from another HMG CoA reductase inhibifdre choice of starting dose should take into
account the individual patient’s cholesterol leaetl future cardiovascular risk as well as the fakn
risk for adverse reactions. A dose adjustmenteémiixt dose level can be made after 4-6 weeks, if
necessary (see Pharmacodynamic properties). lirgethe dose to 40 mg should be reserved for
patients with severe hypercholesterolaemia at bégtiovascular risk (in particular those with

familial hypercholesterolaemia), who do not achithair treatment goal on 20 mg and should only be
initiated under close specialist supervision (seectl warnings and precautions for use of the 40 m
dose). The physician who elects to use ROSWERAsgsihigher than 20 mg should periodically re-
evaluate the long-term risk/benefit of ROSWERATtfe individual patient. ROSWERA should be
prescribed with caution in patients with pre-dispgdactors for myopathy/rhabdomyolysis (see
Special warnings and precautions for use; sketeteicle).

ROSWERA may be given at any time of day, with atheut food.
Usein Asian population

Increased plasma concentration of rosuvastatiméeas observed in Asian subjects including subjects
of Japanese, Chinese, Malay and Indian ancestySjgecial warnings and precautions for use &
Pharmacokinetic properties). Increased systemio®xe, which is considered a pre-disposing factor
for myopathy, should be taken into consideratioenvinaking dose decisions for Asian patients.
Initiation of ROSWERA therapy with 5 mg once dalyould be considered for Asian patients. This
should take into account the individual patientislesterol level and future cardiovascular risk as
well as the potential risk for adverse reactionss&s exceeding 20 mg are not generally
recommended and should only be considered formatieith high cardiovascular risk whose
hypercholesterolaemia is not controlled with dage$o 20 mg. In rare cases where ROSWERA at
doses higher than 20 mg is indicated, initiatiothafrapy should be under close specialist supervisi
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The physician who elects to use ROSWERA at doggsehithan 20 mg should periodically re-
evaluate the long-term risk/benefit of ROSWERAtfwe individual patient.

Usein children

In paediatric patients with heterozygous familigbércholesterolemia the recommended starting dose
of ROSWERA is 5 mg taken orally once daily. The RZERA dose should be individualized
according to baseline LDL-C levels and the reconuiedrgoal of therapy. The maximum daily dose

in this patient population is 10 mg. Adjustmentsigtd be made at intervals of 4 weeks or more.

The safety and efficacy of ROSWERA doses greaten #0 mg have not been studied in this
population. Treatment experience in paediatriogpdsi with heterozygous familial
hypercholesterolaemia is limited to 52 weeks.

Usein the elderly

No dose adjustment is necessary.

Dosage in patientswith renal insufficiency

No dose adjustment is necessary in patients wilth tmimoderate renal impairment.

For patients with severe renal impairment the SR QSWERA is contraindicated (see
Pharmacokinetic properties).

Dosagein patientswith hepatic insufficiency
The usual dose range applies in patients with helgiatic impairment [Child-Pugh scores<of].

Increased systemic exposure to rosuvastatin hasdieserved in patients with moderate hepatic
impairment [Child-Pugh scores of 8 or 9]. Theradsexperience in patients with severe hepatic
impairment. ROSWERA is contraindicated in patiewith active liver disease. (see Pharmacokinetic
properties).

Genetic polymor phisms

Genotypes of SLCO1B1 (OATPIB1) ¢.521CC and ABCGEZ®) c.421AA have been shown to be
associated with an increase in rosuvastatin expd®WC) compared to SLCO1B1 ¢.521TT and
ABCG2 ¢.421CC. For patients known to have the d32br c.421AA genotype, a maximum once
daily dose of 20 mg of ROSWERA is recommended &mexial warnings and precautions for use,
Interactions and Pharmacokinetic properties).

Concomitant therapy

Rosuvastatin is a substrate of various transpprtaeins (e.g. OATP1B1 and BCRP). The risk of
myopathy (including rhabdomyolysis) is increase@wROSWERA is administered concomitantly
with certain medicinal products that may incredmselasma concentration of rosuvastatin due to
interactions with these transporter proteins (@glosporin and certain protease inhibitors inabgdi
combinations of ritonavir with atazanavir, lopingand/or tipranavir; see Special warnings and
precautions for use and Interactions). It is recemted that prescribers consult the relevant product
information when considering administration of spebducts together with ROSWERA. Whenever
possible, alternative medications should be comstjeand if necessary, consider temporarily
discontinuing ROSWERA therapy. In situations wheseadministration of these medicinal products
with ROSWERA is unavoidable, the benefit and ts& of concurrent treatment and ROSWERA
dosing adjustments should be carefully considesed [nteractions).
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4.3 Contraindications
ROSWERA is contraindicated in patients with hypasstvity to any component of this product.

ROSWERA is contraindicated in patients with activer disease or unexplained, persistent
elevations of serum transaminases.

ROSWERA is contraindicated during pregnancy, whiteast-feeding and in women of child-bearing
potential not using appropriate contraceptive messu

ROSWERA is contraindicated in patients receivingamnitant cyclosporin.

ROSWERA is contraindicated in patients with severeal impairment (creatinine clearance < 30
ml/min).

4.4  Special warningsand precautionsfor use

In rare cases where rosuvastatin at doses higaer2h mg is indicated, initiation of therapy sholodd
under close specialist supervision. The physiciain ®lects to use rosuvastatin at doses higheraban
mg should periodically re-evaluate the long-tersk/tbenefit of rosuvastatin for the individual patie

Race

Pharmacokinetic studies show an increase in expasuksian subjects including subjects of
Japanese, Chinese, Malay and Indian ancestry cechpath Caucasians (see Posology and method
of administration and Pharmacokinetic propertidspopulation pharmacokinetic analysis revealed no
clinically relevant differences in pharmacokinetizdween Caucasian, Hispanic, Black and Afro-
Caribbean groups.

Children and adolescents 10 to 17 year s of age

The evaluation of linear growth (height), weighMB(body mass index), and secondary
characteristics of sexual maturation by Tanneristpim paediatric patients taking rosuvastatin is
limited to a one year period (see Pharmacodynanojgguties).

Renal Effects

Proteinuria, detected by dipstick testing and mydstbular in origin, has been observed in patients
treated with higher doses of rosuvastatin, in paldr 40 mg. The effects were generally transiedt a
not associated with worsening of renal functiorthaugh the clinical significance of this finding is
unknown, a dose reduction should be consideredtiemts with unexplained persistent proteinuria
during routine urinalysis testing. An assessmemenél function is recommended during routine
follow-up of patients treated with a dose of 40 mg.

Skeletal muscle

Effects on skeletal muscle e.g. myalgia and myagpattd, rarely, rhabdomyolysis, have been reported
in patients treated with rosuvastatin, as with otglG-CoA reductase inhibitors. As with other
HMG-CoA reductase inhibitors, the reporting raterftabdomyolysis in post-marketing use is higher
at the highest marketed dose. Rare cases of rhatlgsis, which were occasionally associated with
impairment of renal function, have been reporteithwosuvastatin and with other marketed statins.

There have been very rare reports of an immuneatertinecrotising myopathy clinically
characterized by persistent proximal muscle weakaad elevated serum creatine kinase during
treatment or following discontinuation of statimg;luding rosuvastatin. Additional neuromuscular
and serologic testing may be necessary. Treatmiémirvmunosuppressive agents may be required.
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Creatinine Kinase M easur ement

Creatinine kinase (CK) should not be measuredviotig strenuous exercise or in the presence of a
plausible alternative cause of CK increase, whiely confound interpretation of the result.

Before treatment
If CK levels are significantly elevated at basel{relOXULN), treatment should not be started.

Rosuvastatin, as with other HMG-CoA reductase iibdig, should be prescribed with caution in
patients with pre-disposing factors for myopathghtiomyolysis. Such factors include:

— renal impairment

— hypothyroidism

— personal or family history of hereditary musculeodders

— previous history of muscular toxicity with anothé#G-CoA reductase inhibitor, fibrate or

— niacin

— alcohol abuse

— age> 65 years

— situations where an increase in plasma levels roayro

— concomitant use of fibrates or niacin

In such patients the risk of treatment should besiciered in relation to possible benefit and chhic
monitoring is recommended.

In patients with secondary hypercholesterolaemigsea by hypothyroidism or nephrotic syndrome,
the underlying disease should be treated prianit@iing therapy with rosuvastatin.

Whilst on treatment

Patients should be asked to report inexplicablectauysin, weakness or cramps immediately,
particularly if associated with malaise or feveK Ivels should be measured in these patients.
Therapy should be discontinued if CK levels arekedly elevated (> 10xULN) or if muscular
symptoms are severe and cause daily discomforh (@K levels < 10xULN). If symptoms resolve
and CK levels return to normal, then considerasioould be given to re-introducing rosuvastatinror a
alternative HMG-CoA reductase inhibitor at lowessé with close monitoring.

Routine monitoring of CK levels in asymptomaticipats is not warranted.

The risk of myopathy during treatment with rosuaéistmay be increased in circumstances which
increase rosuvastatin drug levels (see Pharmadakpreperties, special populations).

In clinical trials there was no evidence of incexhskeletal muscle effects in the small number of
patients dosed with rosuvastatin and concomitarathy. However, an increase in the incidence of
myositis and myopathy has been seen in patientsving other HMG-CoA reductase inhibitors
together with fibric acid derivates including gebmbizil, cyclosporin, nicotinic acid, azole antifualg,
protease inhibitors and macrolide antibiotics. Gbrokil increases the risk of myopathy when given
concomitantly with some HMG-CoA reductase inhitstoFhe benefit of further alterations in lipid
levels by the combined use of rosuvastatin withefiés or niacin should be carefully weighed against
the potential risks of such combinations. When usemmbination with fibrates or lipid lowering
doses of niacin (> 1 g/day), the dose of rosuviasséiould not exceed 10 mg/day.

Rosuvastatin should be temporarily withheld in patient with an acute serious condition suggestive
of myopathy or predisposing to the developmentatt failure secondary to rhabdomyolysis (e.qg.
sepsis, hypotension, major surgery, trauma, sewetabolic, endocrine and electrolyte disorders; or
uncontrolled seizures).
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Diabetes M ellitus

As with other HMG-CoA reductase inhibitors, incres$n HbAlc and serum glucose levels have

been observed in patients treated with rosuvastatichin some instances these increases may exceed
the threshold for the diagnosis of diabetes mallifsee Undesirable effects and Pharmacodynamic
properties).

Liver

As with other HMG-CoA reductase inhibitors, rosuedis should be used with caution in patients
who consume excessive quantities of alcohol arftiee a history of liver disease.

It is recommended that liver function tests ardqrered before and at 3 months following both the
initiation of treatment and any increase of doseé, geriodically (semi-annually) thereafter. Patsent
with increased transaminases levels should be oredituntil abnormalities resolve. Rosuvastatin
should be discontinued or the dose reduced ifahel lof serum transaminases is > 3 ULN.

Proteaseinhibitors

Increased systemic exposure to rosuvastatin hasdieserved in subjects receiving rosuvastatin
concomitantly with various protease inhibitors emtbination with ritonavir. Consideration should be
given both to the benefit of lipid lowering by uskerosuvastatin in HIV patients receiving protease
inhibitors and the potential for increased rosua@s{plasma concentrations when initiating and up
titrating rosuvastatin doses in patients treatdtl piotease inhibitors. The concomitant use with
certain protease inhibitors is not recommendedssrtlee dose of rosuvastatin is adjusted (see Table
Posology and method of administration and Inteoasi.

Endocrine Effects

Increases in HbAIc and fasting serum glucose lelval® been reported with HMG-CoA
reductase inhibitors, including rosuvastatin (sedésirable Effects).

Lactose intolerance
ROSWERA film-coated tablets contain lactose. P#dignth rare hereditary problems of galactose
intolerance, total lactase deficiency or glucoskxgase malabsorption should not take this medicine

45 Interaction with other medicinal products and other forms of interaction
4.5.1 Effect of co-administered medicinal products on rosuvastatin

Transporter protein inhibitors

Rosuvastatin is a substrate for certain transpprteins including the hepatic uptake transporter
OATP1B1 and efflux transporter BCRP. Concomitamhndstration of rosuvastatin with medicinal
products that are inhibitors of these transpontetgins may result in increased rosuvastatin plasma
concentrations and an increased risk of myopathy {@ble 1, Posology and method of
administration and Special warnings and precautiongse).

Cyclosporin

Co-administration of rosuvastatin with cyclospasulted in no significant changes in cyclosporin
plasma concentration. However, rosuvastatin stetatg AUC (0-t) increased up to 7-fold over that
seen in healthy volunteers administered the sarse. d@ncomitant use of rosuvastatin and
cyclosporin is contraindicated (see Table 1 andi@ordications).
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Protease inhibitors

Although the exact mechanism of interaction is wwam, concomitant protease inhibitor use may
strongly increase rosuvastatin exposure (see Tgbkeor instance, in a pharmacokinetic study, co-
administration of 10 mg rosuvastatin and a comingiroduct of two protease inhibitors (300 mg
atazanavir / 100 mg ritonavir) in healthy volunteemras associated with an approximately 3-fold
increase in rosuvastatin AUC. The concomitant digesuvastatin and some protease inhibitor
combinations may be considered after careful cenattbn of rosuvastatin dose adjustments based on
the expected increase in rosuvastatin exposurdgTalPosology and method of administration and
Special warnings and precautions for use).

Gemfibrozl and other lipid-lowering products

Concomitant use of rosuvastatin and gemfibrozillted in a 2-fold increase in rosuvastatimfand
AUC (0-t). Based on data from specific interactibadies, no pharmacokinetic relevant interaction
with fenofibrate is expected, however pharmacodyioanteraction may occur.

Gemfibrozil, fenofibrate, other fibrates and lipodvering doses>1g/day) of niacin (nicotinic acid)
increase the risks of myopathy when given concantijtavith HMG-CoA reductase inhibitors,
probably because they can produce myopathy whemgilone. Therefore, the dose of rosuvastatin
should not exceed 10 mg/day when given in comlmnatiith fibrates or niacin. (see Posology and
method of administration and Special warnings aedautions for use).

Antacid

The simultaneous dosing of rosuvastatin with aa@dtsuspension containing aluminium and
magnesium hydroxide resulted in a decrease in estain plasma concentration of approximately
50%. This effect was mitigated when the antacid desed 2 hours after rosuvastatin. The clinical
relevance of this interaction has not been studied.

Erythromycin

Concomitant use of rosuvastatin and erythromycsulted in a 20% decrease in AUC (0-t) and a 30%
decrease in Cmax of rosuvastatin. This interactiay be caused by the increase in gut motility
caused by erythromycin.

Cytochrome P450 enzymes

Results fromin vitro andin vivo studies show that rosuvastatin is neither an itgrinor an inducer of
cytochrome P450 isoenzymes. In addition, rosuMastat poor substrate for these isoenzymes.
Therefore, drug interactions resulting from cytarhe P450-mediated metabolism are not expected.
No clinically relevant interactions have been obsdrbetween rosuvastatin and either fluconazole (an
inhibitor of CYP2C9 and CYP3A4) or ketoconazole fambitor of CYP2A6 and CYP3A4).

I nteractions requiring rosuvastatin dose adjustments (see also Table 1)

When it is necessary to co-administer rosuvasteitimother medicinal products known to increase
exposure to rosuvastatin, doses of rosuvastatinldte adjusted. It is recommended that prescribers
consult the relevant product information when cdesng administration of such products together
with rosuvastatin.

If medicinal product is observed to increase rostatsn AUC approximately 2-fold or higher, the
starting dose of rosuvastatin should not exceed) Dmce daily.
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The maximum daily dose of rosuvastatin should hesaeld so that the expected rosuvastatin exposure
would not likely exceed that of the recommendedimar daily dose of rosuvastatin taken without
interacting medicinal products.

For example, where the recommended dose of rosuiras 20 mg; the dose of rosuvastatin taken
with a ritonavir/atazanavir combination (3.1-folttiease) should not exceed 5 mg, and the dose of
rosuvastatin taken with gemfibrozil (1.9-fold inase) should not exceed 10 mg.

If medicinal product is observed to increase rostatan AUC less than 2-fold, the starting dose need
not be decreased but caution should be takenré&sing the rosuvastatin dose above 20 mg.

Table 1. Effect of co-administered medicinal productson rosuvastatin exposure (AUC; in order

of decreasing magnitude) from published clinical trials

2-fold or greater than 2-fold increasein AUC of rosuvastatin

Interacting drug dose regimen Rosuvastatin doseregimen Changein
rosuvastatin AUC”

Sofosbuvir/velpatasvir/voxilaprevir (400 10 mg single dose 7.39-fold T

mg-100 mg-100 mg) + voxilaprevir (100

mg) once daily for 15 da

Ciclosporin 75 mg BID to 200 mg BID, 10 mg OD, 10 days 7.1-fold T

6 month:

Darolutamide 600 mg BID, 5 days 5 mg, single dose 5.2-fold T

Regorafenib 160 mg, OD, 14 days 5 mg, single dose 3.8-fold T

Atazanavir 300 mg/ritonavir 100 mg 10 mg, single dose 3.1-fold T

OD, 8 day

Simeprevir 15 mg OD, 7 day 10 mg, single dos 2.8fold 1

Velpatasvir 10 mg OC 10 mg, single dos 2.6¢-fold 1

Ombitasvir 25 mg/paritaprevir 150 mg/ 5 mg, single dose 2.6-fold

Ritonavir 100 mg OD/ dasabuvir

40C mg BID, 14 day

Teriflunomide Not availabli 251-fold 1

Grazoprevir 20 mg/elbasvir '0mg OL 10 mg, single dos 2.3-fold 1

Glecaprevir 400 mg/pibrentasvir 120 mg 5 mg OD, 7 days 2.2-folgl

OD, 7 day

Lopinavir 400 mg/ritonavir 100 mg 20 mg OD, 7 days 2.1-fold T

BID, 17 day

Capmatinib 400 mg Bl 10 mg, single dos 2.08-fold 1

Clopidogrel 300 mg loading, followed 20 mg, single dose 2-foltd

by 7E mg at 24 houl

Lessthan 2-fold increasein AUC of rosuvastatin

Interacting drug dose regimen Rosuvastatin dose regimen Changein
rosuvastatin AUC”

Fostamatinib 100 mg twice da 20 mg, sinde dost 1.9¢-fold 1

Febuxostat 120 mg C 10 mg, single dos 1.¢-fold 1

Gemfibrozil 600 mg BID, 7 days 80 mg, single dose 1.9-fold T

Eltrombopag 75 mg OD, 5 days 10 mg, single dose 1.6-fold T

Darunavir 600 mg/ritonavir 100 mg 10 mg OD, 7 days 1.5-fold T

BID, 7 day:

Tipranavir 500 mg/ritonavir 200 mg 10 mg, single dose 1.4-fold T

BID, 11 day

Dronedarone 400 mg BID Not available 1.4-fold T

Itraconazole 200 mg OD, 5 days 10 mg or 80 mg |sidgse 1.4fold T

Ezetimibe 10 mg OD, 14 days 10 mg, OD, 14 days 1.2-fold T
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Decreasein AUC of rosuvastatin

Interacting drug dose regimen Rosuvastatin dose regimen Changein
rosuvastatin AUC’

Erythromycin 500 mg QID, 7 days 80 mg, single dose 20%+

Baicalin 50 mg TID, 14 days 20 mg, single dose A7%

"Data given as x-fold change represent a simple k&iween co-administration and rosuvastatin
alone. Data given as % change represent % differesiative to rosuvastatin alone.

Increase is indicated a$™ no change as<5”, decrease asl”.

" Several interaction studies have been performeiffatent rosuvastatin dosages, the table shows

the most significant ratio

OD = once daily; BID = twice daily; Tl = three times daily; QID = four times de

The following medicinal product/combinations did have a clinically significant effect on the
AUC ratio of rosuvastatin at coadministration:

Aleglitazar 0.3 mg 7 days dosing; Fenofibrate 67htays TID dosing; Fluconazole 200 mg 11 days
OD dosing; Fosamprenavir 700 mg/ritonavir 100 naags BID dosing; Ketoconazole 200 mg 7 days
BID dosing; Rifampin 450 mg 7 days OD dosing; Siiyin 140 mg 5 days TID dosing.

4.5.2 Effect of rosuvastatin on co-administered medicinal products

Warfarin

As with other HMG-CoA reductase inhibitors, co-adisiration of rosuvastatin and warfarin may
result in a rise in INR compared to warfarin alomepatients taking vitamin K antagonists monitgrin
of INR is recommended both at initiation or cessatf therapy with rosuvastatin or following dose

adjustment.

Oral contraceptive/hormone replacement therapy (HRT)

Concomitant use of rosuvastatin and an oral coapitae resulted in an increase in ethinyl oestiadio
and norgestrel AUC of 26% and 34%, respectivelyesehincreased plasma levels should be
considered when selecting oral contraceptive dagesre are no pharmacokinetic data available in
subjects taking concomitant rosuvastatin and HRTtharefore a similar effect cannot be excluded.
However, the combination has been extensively irse@men in clinical trials and was well
tolerated.

Other medicinal products

Based on data from specific interaction studies;limically relevant interaction with digoxin is
expected.

Endocrine function

Although clinical studies have shown that rosuMais&one does not reduce basal plasma cortisol
levels or impairs adrenal reserve, caution shoalexercised ifany HMG-CoA reductase inhibitor or
other lipid-lowering agent is administered concamily with drugs that may decrease levels or
activity of endogenous steroid hormones (ketocoleazpironolactone, cimetidine).

Fusidic Acid

Interaction studies with rosuvastatin and fusidiid dnave not been conducted. As with other statins,
muscle related events, including rhabdomyolysisghzeen reported in post-marketing experience
with rosuvastatin and fusidic acid given concudsentherefore, the combination rosuvastatin and
fusidic acid is not recommended. If possible, terappsuspension of rosuvastatin treatment is
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recommended. If unavoidable, patients should beetyanonitored.

4.6 Fertility, pregnancy and lactation

The safety of rosuvastatin during pregnancy andsivbieast feeding has not been established.
Women of child-bearing potential should use appeatercontraceptive measures (see
Contraindications).

4.7 Effectson ability to drive and use machines

Studies to determine the effect of rosuvastatitherability to drive and use machines have not been
conducted. However, based on its pharmacodynarojgepties, rosuvastatin is unlikely to affect this
ability. When driving vehicles or operating machini¢ should be taken into account that dizziness
may occur during treatment.

4.8 Undesrable effects

The adverse events seen with rosuvastatin areanerild and transient. In controlled clinical
trials less than 4% of rosuvastatin treated patiemre withdrawn due to adverse events.

Common £1/100, < 1/10) Headache, myalgia, asthenia, coatsbip,
dizziness, nausea, abdominal pain, diabetes
mellitus*

Uncommon >1/1000, < 1/10( Pruritus, rash &d urticaric

Rare ¢ 1/10,000, < 1/1000) Myopathy (including myositisypersensitivity

reactions (including angioedema),
rhabdomyolysis, pancreatitis.

! Observed in the JUPITER study (reported overatjidiency 2.8% in rosuvastatin and 2.3% in
placebo) mostly in patients with fasting glucose t6.6.9 mmol/L (see Special warnings and
precautions for use and Pharmacodynamic prope

As with other HMG-CoA reductase inhibitors, theidence of adverse drug reactions tends to be dose
dependent.

Laboratory Effects
Renal Effects

Proteinuria detected by dipstick testing and masthular in origin, has been observed in patients
treated with rosuvastatin. Shifts in urine proteom none or trace to ++ or more were seen in < 1%
of patients at some time during treatment with i@ 20 mg, and in approximately 3% of patients
treated with 40 mg. A minor increase in shift fraone or trace to + was observed with the 20 mg
dose. In most cases, proteinuria decreases orpdiaepspontaneously on continued therapy, and has
not been shown to be predictive of acute or pra&ivegenal disease.

Skeletal muscle effects

Effects on skeletal muscle e.g. myalgia, myopaihglding myositis) and rhabdomyolysis have been
reported in rosuvastatin-treated patients witldales. A dose-related increase in CK levels has bee
observed in patients taking rosuvastatin; the nitgjof cases were mild, asymptomatic and transient.
If CK levels are elevated (> 10xULN), treatmentslddoe discontinued. (see Special warnings and
precautions for use).

Liver effects
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As with other HMG-CoA reductase inhibitors, a doskxted increase in transaminases has been
observed in a small number of patients taking rastatin (see Special warnings and precautions for
use and Pharmacodynamic properties); the majoritages were mild, asymptomatic and transient.
Other effects

In a long-term controlled clinical trial rosuvastaivas shown to have no harmful effects on thearcul
lens.

Post Marketing Experience

In addition to the above, the following adverserggdnave been reported during post marketing
experience for rosuvastatin.

Nervous system disorders

Very rare: polyneuropathy, memory loss;
Freguency unknown: peripheral neuropathy

Respiratory, thoracic and mediastinal disorders

Not known: cough, dyspnoea

Gastrointestinal disorders

Not known: diarrhoea

Haematological disorders

Frequency unknown: thrombocytopenia

Hepatobiliary disorders

Veryrare: jaundice, hepatitis;
Rare: increased hepatic transaminases

Skin and subcutaneous tissue disorders

Not known: Stevens-Johnson syndrome, Drug Reaction with Bphitia and Systemic Symptoms
(DRESS)

Musculoskel etal disorders

Not known: immune-mediated necrotising myopathy;

Very Rare: arthralgia

As with other HMG-CoA reductase inhibitors, theodpmg rate for rhabdomyolysis in post-marketing
use is higher at the highest marketed dose

Renal disorders

Very rare: haematuria

General disorders and administration site conditions

Not known: oedema
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Reproductive system and breast disorders

Not known: gynaecomastia

The following adver se events have been reported with some statins

— Depression
— Sleep disturbances, including insomnia and nightsiar

There have been rare post-marketing reports ofittegimpairment (e.g., memory loss,
forgetfulness, amnesia, memory impairment, confysassociated with statin use. These cognitive
issues have been reported for all statins. Thert®poe generally non-serious, and reversible upon
statin discontinuation, with variable times to syomp onset (1 day to years) and symptom resolution
(median of 3 weeks).

Children and adolescents 10 to 17 years of age

The safety profile of rosuvastatin is similar irildren or adolescent patients and adults although C
elevations > 10xULN and muscle symptoms followingreise or increased physical activity, which
resolved with continued treatment, were observerkerfrequently in a clinical trial of children and
adolescents. However, the same special warningsggeaal precautions for use in adults also apply
to children and adolescents (see Special warnindggeecautions for use).

49 Overdose
There is no specific treatment in the event of duse. In the event of overdose, the patient shoaild

treated symptomatically and supportive measurdtites] as required. Haemodialysis is unlikely to
be of benefit.

5. PHARMACOLOGICAL PROPERTIES

Ther apeutic classification

ATC code C10AA07

5.1 Pharmacodynamic properties

M echanism of action

Rosuvastatin is a selective, potent and competitilidbitor of HMG-CoA reductase, the rate-limiting
enzyme that converts 3-hydroxy-3-methylglutaryl mogne A to mevalonate, a precursor of
cholesterol. Triglycerides (TG) and cholesterolttie liver are incorporated, with apolipoprotein B
(ApoB), into very low density lipoprotein (VLDL) ahreleased into the plasma for delivery to
peripheral tissues. VLDL particles are TG-rich. @sterol-rich low density lipoprotein (LDL) is
formed from VLDL and is cleared primarily throudtethigh affinity LDL receptor in the liver.
Rosuvastatin produces its lipid-modifying effecidwo ways; it increases the number of hepatic LDL
receptors on the cell-surface, enhancing uptake catabolism of LDL and it inhibits the hepatic

synthesis of VLDL, thereby reducing the total numéieVLDL and LDL particles.

High density lipoprotein (HDL), which contains ApeéAis involved, amongst other things, in
transport of cholesterol from tissues back to ther [(reverse cholesterol transport).

The involvement of LDL-C in atherogenesis has beeh documented. Epidemiological studies have
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established that high LDL-C, TG, low HDL-C and ApdéAave been linked to a higher risk of
cardiovascular disease. Intervention studies hheeis the benefits on mortality and CV event rates
of lowering LDL-C and TG or raising HDL-C. More et data has linked the beneficial effects of
HMG-CoA reductase inhibitors to lowering of non-H[fiLe. all circulating cholesterol not in HDL)
and ApoB or reducing the ApoB/ApoA-I ratio.

Clinical efficacy

Rosuvastatin reduces elevated LDL-cholesterol| thtalesterol and triglycerides and increases HDL-
cholesterol. It also lowers ApoB, nonHDL-C, VLDL-@LDL-TG and increases ApoA-I (see Table
2).

Rosuvastatin also lowers the LDL-C/HDL-C, total ©HC, nonHDL-C/HDL-C and ApoB/ApoA-I
ratio’s.

A therapeutic response to rosuvastatin is obtaiméun 1 week of commencing therapy and 90% of
maximum response is usually achieved in 2 weeks.iaximum response is usually achieved by 4
weeks and is maintained after that.

Table 2: Doseresponsein patientswith primary hyper cholesterolaemia (typellaand 11b)

(adjusted mean per cent change from baseline)
Dose N LDL-C | Total-C | HDL-C | TG nonHDL-C | ApoB | ApoA-I|
Placeb 13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -10 -48 -42 4
20 17 -55 -40 8 -23 -51 -46 5
40 18 -63 -46 10 -28 -60 -54 0

The data in Table 2 are confirmed by the broadercal programme of over 3,500 patients given
rosuvastatin.

In a study of patients with heterozygous familigbércholesterolaemia, 435 subjects were given
rosuvastatin from 20 mg to 80 mg in a force-tiratdesign. All doses of rosuvastatin showed a
beneficial effect on lipid parameters and treatnteriarget goals. Following titration to 40 mg (12
weeks of treatment) LDL-C was reduced by 53%.

In a force-titration open label study, 42 patiemith homozygous familial hypercholesterolaemia
were evaluated for their response to rosuvast&ia®mg titrated at a 6 week interval. In the ollera
population, the mean LDL-C reduction was 22%. 2@ patients with at least a 15% reduction by
week 12 (considered to be the responder populatioe)mean LDL-C reduction was 26% at the 20
mg dose and 30% at the 40 mg dose. Of the 13 patiéth an LDL-C of less than 15%, 3 had no
response or an increase in LDL-C.

In the METEOR study, the effect of rosuvastatima@ on the progression of atherosclerosis was
assessed by B-mode ultrasound of the carotid @stdn this multi-center, double blind, placebo-
controlled clinical trial, 984 subjects at low rifik coronary heart disease (defined as Framingham
risk < 10% over ten years) and with a mean LDL-G®4.5 mg/dL but with subclinical
atherosclerosis as detected by CIMT (Carotid IntMiealia Thickness) were randomized in a 5:2 ratio
to treatment with either rosuvastatin 40 mg or glexcfor 2 years. Rosuvastatin significantly slowed
the progression of carotid atherosclerosis compar@thcebo. The difference in the rate of chamge i
the maximum CIMT of all 12 carotid artery sitesveén rosuvastatin-treated patients and placebo-
treated patients was -0.0145 mm/year (95% CI -G0AR0093; p<0.0001). The change from baseline
for the rosuvastatin group was -0.0014 mm/year (€3%0.0041, 0.0014), but was not significantly
different from zero (p=0.3224). The beneficial etfeof rosuvastatin were consistent across all 4
secondary CIMT endpoints. There was significangpession in the placebo group (+0.0131
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mm/year; 95% CI 0.0087, 0.0174; p<0.0001). In teuwastatin group, 52.1% of patients
demonstrated an absence of disease progressioredressed) compared to 37.7% of patients in the
placebo group (p=0.0002). Rosuvastatin 40 mg wdistelerated and the data were consistent to the
established safety profile for rosuvastatin.

In a randomized, multicenter, double-blind crossetady, 32 patients (27 wit2/e2 genotype and 4
with apo E mutation [Arg145Cys]) with dysbetalipofginaemia (Fredrickson type Ill) received
rosuvastatin 10 or 20 mg daily for 6 weeks. Rostatasreduced non-HDL-C (primary end point) and
circulating remnant lipoprotein levels. Results stnewn in the table below.

Table 3: Lipid-modifying Effects of Rosuvastatin 10 mg and 20 mg in Dysbetalipopr oteinaemia

(Fredrickson type Il hyperlipoproteinaemia) after Six weeks by Median Percent Change (95%
Cl) from Basdline (N=32)

Dose | Tota-C | TG | NonHD | VLDL- | LDL-C | HDL-C | RLP-C | Apo-E
L-C C+
IDL-C
10 433 [-401 |-482 |-468 |-544 [102 56.4 | -42.9
(-46.9, |(-44.9, |(-56.7, |(-53.7, |(-59.1, | (1.9, (-67.1, | (-46.3,
-375 |-33.6 |-456 |-39.4) |-47.3 |123 -49.0 | -33.3
20 476 |-430 |-56.4 |-56.2 |-57.3 |11.2 649 | -425
(-51.6, |(-52.5, |(-61.4, |(-67.7, |(-59.4, | (8.3, (-74.0, | (-47.1,
428 |-33.1 |-485 |-43.7 |-52.1 |205 -56.6, | -35.6,

Rosuvastatin is effective in adults with hypercltdeolaemia, with and without
hypertriglyceridaemia, regardless of race, sexgerand in special populations such as diabetics or
patients with familial hypercholesterolaemia.

In the Justification for the Use of Statins in Paiiyn Prevention: An Intervention Trial Evaluating
Rosuvastatin (JUPITER) study, the effect of rostatas calcium on the occurrence of major
cardiovascular (CV) disease events was assesd4a4gd62 menX 50 years) and women (= 60 years)
who had no clinically evident cardiovascular diggdDL-C levels < 130 mg/dL (3.3 mmol/l) and hs-
CRP levels> 2 mg/L. The study population had an estimatedllveseoronary heart disease risk of
11.6% over 10 years based on the Framingham ritgkiarand included a high percentage of patients
with additional risk factors such as hypertensi&8f), low HDL-C levels (23%), cigarette smoking
(16%) or a family history of premature CHD (12%bu@y participants had a median baseline LDL-C
of 108 mg/dL and hsCRP of 4.3 mg/L. Study partioisavere randomly assigned to placebo
(n=8901) or rosuvastatin 20 mg once daily (n=8%01) were followed for a mean duration of 2
years. The JUPITER study was stopped early by #ia Bafety Monitoring Board due to meeting
predefined stopping rules for efficacy in rosuvastireated subjects.

The primary endpoint was a composite end pointisting of the time-to-first occurrence of any of
the following major CV events: CV death, nonfatalovardial infarction, nonfatal stroke,
hospitalization for unstable angina or an arteeahscularization procedure.

Rosuvastatin significantly reduced the risk of m&¥ events (252 events in the placebo group vs.
142 events in the rosuvastatin group) with a giedily significant (p<0.001) relative risk reduati of
44% and absolute risk reduction of 1.2% (see Figlurd@he risk reduction for the primary end point
was consistent across the following predefined sus: age, sex, race, smoking status, family
history of premature CHD, body mass index, LDL-QLHC or hsCRP levels.

Figure 1 Time to occurrence of major cardiovascetants in JUPITER
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81 HRO0.56 (95% Cl 0.46-0.69) N e
71 p<0.001

- - - - Placebo
Rosuva

Cumulative incidence, %

Number at risk Years
RSV 8901 8412 3892 1352 543 156
Placebo 8901 8353 3872 1333 534 173

The individual components of the primary end pairg presented in Figure 2. Rosuvastatin
significantly reduced the risk of nonfatal myocatdinfarction, nonfatal stroke, and arterial
revascularization procedures. There were no sigifitreatment differences between the rosuvastatin
and placebo groups for death due to cardiovascalases or hospitalizations for unstable angina.

Rosuvastatin significantly reduced the risk of mamltal infarction (6 fatal events and 62 nonfatal
events in placebo-treated subjects vs. 9 fataltevaerd 22 nonfatal events in rosuvastatin-treated
subjects) and the risk of stroke (6 fatal events3nonfatal events in placebo-treated subject8 vs
fatal events and 30 nonfatal events in rosuvastegated subjects).

In JUPITER, there was a statistically significamtrease in the frequency of diabetes mellitus tegor
by investigators; 2.8% of patients in the rosuvasgroup and 2.3% of patients in the placebo group
(HR: 1.27, 95% CI: 1.05-1.53, p=0.015). The differe between treatment groups (rosuvastatin
versus placebo) in mean HbAlc change from baselaseapproximately 0.1%. The cardiovascular
and mortality benefits of rosuvastatin therapy exesl the diabetes hazard in the trial populaticm as
whole (see Special warnings and precautions foanddJndesirable effects).

In a post-hoc subgroup analysis of JUPITER subj@st&405; rosuvastatin=725, placebo=680) with a
hsCRP> 2 mg/L and no other traditional risk factors (&ing, BP> 140/90 or taking
antihypertensives, low HDL-C) other than age, afiidjustment for high HDL-C, there was no
significant treatment benefit with rosuvastatiratreent.

Figure2: Major CV events by treatment group in JUPITER

Number of events

End point Rosuva 20 mg Placebo20mg HR (95% Cl) P value
(n=8901) (n=8901) Hazard Ratio  (==95%=)
n (rate*) n (rate*)

Primary end point (MCE) 142 (7.6) 252 (13.6) 0.56(0.46,0.69)  <0.001 ® ‘

Cardiovascular death** 35(1.9) 44 (2.4) 0.80 (0.51, 1.24) 0.315 —@

Nonfatal Stroke 30(1.6) 58 (3.1) 0.52 (0.33, 0.80) 0.003 —8—

Nonfatal Mi 22(1.2) 62 (3.3) 0.35(0.22,0.58)  <0.001 ®- J

Hospitalized 16 (0.9) 27 (1.5) 0.59 (0.32, 1.10) 0.093 —4

unstable Angina

Arterial 71(3.8) 131 (7.1) 0.54 (0.41, 0.72) <0.001 —@—

revascularization

0.1 1 10

* event rate/1000-patient years
** Cardiovascular death included fatal MI, fatal stroke, sudden death, and other adjudicated causes of CV death
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At one year, rosuvastatin increased HDL-C and redu®L-C, hsCRP, total cholesterol and serum
triglyceride levels (p<0.001 for all versus placgbo

Children and Adolescents with Hypercholester olaemia

In a double blind, randomized, multi-centre, plazebntrolled, 12-week study (=176, 97 male and
79 female) followed by a 40-week (n=173, 96 mal@ &rn female), open label, rosuvastatin dose
titration phase, 10-17 years of age (Tanner sthyefemales at least 1 year post-menarche) with
heterozygous familial hypercholesterolaemia reckigsuvastatin 5, 10 or 20 mg or placebo daily for
12 weeks and then all received rosuvastatin dailvid weeks. At study entry, approximately 30% of
the patients were 10-13 years and approximately, 18%, 40%, and 25% were Tanner stage II, IlI,
IV, and V respectively.

Rosuvastatin reduced LDL-C (primary end point)ateholesterol and ApoB levels. Results are
shown in Table 4 below.

Table 4: Lipid-modifying effects of rosuvastatin in children and adolescentswith heter ozygous
familial hypercholester olaemia (least-squar es mean per cent change from baselineto week 12)

Dose N LDL-C | HDL-C | Total-C TG Non- ApoB | ApoA-1
HDL-C
Placebo 46 -0.7 6.S -0.C 5.1 -0.¢ -1.7 2.8
5 42 -38.2 4.2 -29.€ 0.3 -36.1 -31.7 1.8
10 44 -44.¢ 11.2 -34.2 -13.€ -43.C -38.1 5.4
20 44 -50.C 8.6 -38.7 -8.1 -47.5 -40.7 4.C

At the end of the 40 week, open label, titratiogdal, dosing up to a maximum of 20 mg once daily,
70 of 173 patients (40.5%) had achieved the LDLe@l @f less than 110 mg/dL (2.8 mmol/L).

After 52 weeks’ of study treatment, no effect oowgth or sexual maturation was detected (see
Special warnings and precautions for use).

5.2 Pharmacokinetic properties

Rosuvastatin is administered orally in the actef with peak plasma levels occurring 5 hours after
dosing. Exposure increases linearly over the daisga. The half life is 19 hours and does not irsrea
with increasing dose. Absolute bioavailability 3%2. There is minimal accumulation on repeated
once daily dosing.

Rosuvastatin undergoes first pass extraction ihivke which is the primary site of cholesterol
synthesis and LDL-C clearance.

Rosuvastatin is approximately 90% bound to plasrotems, mostly albumin. The parent compound,
accounts for greater than 90% of the circulatinivaddMG CoA reductase inhibitor activity.

Rosuvastatin undergoes limited metabolism (appratéhg 10%), mainly to the N-desmethyl form,
and 90% is eliminated as unchanged drug in theefagtith the remainder being excreted in the urine.

Special populations
Age and sex
There was no clinically relevant effect of age @& sn the pharmacokinetics of rosuvastatin in adult

The pharmacokinetics of rosuvastatin in childred adolescents with heterozygous familial
hypercholesterolaemia was similar to that of adoltinteers.
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Renal insufficiency

In a study in subjects with varying degrees of Fénpairment, mild to moderate renal disease had
little influence on plasma concentrations of rosti&an. However, subjects with severe impairment
(CrCl < 30 ml/min) had a 3-fold increase in plastoacentration compared to healthy volunteers.
Steady-state plasma concentrations of rosuvastasinbjects undergoing haemodialysis were
approximately 50% greater compared to healthy \telens.

Hepatic insufficiency

In a study in 12 subjects with mild to moderatedigpmpairment there was evidence of increased
exposure to rosuvastatin in the 2 subjects withhigbeer Child-Pugh scores (8 and 9). In these
subjects systemic exposure was increased by atddakl compared to subjects with lower Child-
Pugh scores. There is no experience in subjects@¥itld-Pugh scores above 9.

Race

Pharmacokinetic studies show an approximate 2d@dation in median AUC in Asian subjects
including subjects of Japanese, Chinese, Malayiradidn ancestry compared with Caucasians. A
population pharmacokinetic analysis revealed naadily relevant differences in pharmacokinetics
among Caucasian, Hispanic and Black or Afro-Caidblbgroups.

Genetic polymorphisms

Disposition of HMG-CoA reductase inhibitors, inciog rosuvastatin, involves OATP1B1 and BCRP
transporter proteins. In patients with SLCO1B1 ((®PAB1) and/or ABCG2 (BCRP) genetic
polymorphisms there is a risk of increased ros@atgsexposure. Individual polymorphisms of
SLCO1B1 ¢.521CC and ABCG2 c.421AA are associated an approximate 1.6-fold higher
rosuvastatin exposure (AUC) or 2.4-fold higher esyre, respectively, compared to the SLCO1B1
€.521TT or ABCG2 c.421CC genotypes.

Preclinical safety data

Preclinical data reveal no special hazards for msesed on conventional studies of safety
pharmacology, repeat-dose toxicity, genotoxicigrcaogenic potential, and reproductive toxicity.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

Lactose

Cellulose, microcrystalline
Crospovidone
Magnesium stearate
Silica, colloidal anhydrous

Film coating:
Lactose monohydrate

Titanium dioxide (E171)
Macrogol 6000
Basic butylated methacrylate copolymer

6.2 Incompatibilities
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Not applicable.

6.3 Shelf life

3 years

6.4 Special precautionsfor storage

Do not store above 30°C.
Store in the original package in order to proteairf light and moisture.

6.5 Natureand contents of container
Blister packs: 30 film-coated tablets in a box.
6.6 Special precautionsfor disposal

No special requirements for disposal.

MANUFACTURER

KRKA, d.d., Novo mesto, SmarjeSka cesta 6, 8501d\uesto, Slovenia

DATE OF REVISION OF THE TEXT
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