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Nexirozova 5 mg , 10 mg and 20 mg
film-coated tablets

1. Name of the medicinal product
Nexirozova 5 mg

Nexirozova 10 mg

Nexirozova 20 mg

2. Qualitative and quantitative composition

5 mg; Each tablet contains 5.2 mg Bw%ﬁﬂ ‘calcium micronized (D90) NMT 30
micron equivalent to 5 mg _.omc,ﬁmnmﬂ s K/:E:._w‘uw .29 mg lactose monohydrate.

_o_dmmmofmc_nnoazﬁ_:m_o L _.:m E%M_mu: om_o:u/:f calcium micronized AUmSZ_S._.uo

micron equivalent to 10 mg 8243 itin . Each’ BEQ 83«_3 sm 58 mg lactose monohydrate.

20 mg;: Each tablet contains 20.8 Em ~8_._<3§ ‘Fo&ﬂg E.@B:_Naa (D90) NMT 30 micron
equivalent to 20 mg rosuvastatin . mmvw_ﬁ_nﬁ contains 153.1 m._.:m lactose monohydrate.

3. Pharmaceutical form
5 mg: Film-coated tablet.
White to off-white, round biconvex film coated tablet with white core.

10 mg: Film-coated tablet.

Simon to brick red round biconvex film coated tablets with white to off-white core.

20 mg: Film-coated tablet.

Light yellow to yellow brown, round biconvex film coated tablet with white to off-white core.
4. Clinical particulars

4.1 Therapeutic indications

Treatment of hypercholesterolaemia

s
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Adults, adolescents and children aged 6 years or older with primary hypercholesterolaemia (type
IMa including heterozygous familial hypercholesterolaemia) or mixed dyslipidaemia (type IIb) as
an adjunct to diet when response to diet and other non-pharmacological treatments (e.g. exercise,
weight reduction) is inadequate.

Adults, adolescents and children aged 6 years or older with homozygous familial
hypercholesterolaemia as an adjunct to diet and other lipid lowering treatments (¢.g. LDL
apheresis) or if such treatments are not appropriate.

Prevention of Cardiovascular Events

Prevention of major cardiovascular events in patients who are estimated to have a high risk fora
first cardiovascular event (see section 5.1), as an adjunct to correction of other risk factors.

4.2 Posology and method of administration

Before treatment initiation the umsmmwa ould be placed ona. mssn_ma cholesterol-lowering diet
that should continue during qomn.mn AW\ JK/ idualised according to the goal of
therapy and patient response, using cur :@_mw:.@m msﬁa_

Nexirozova may be given at any tim : ofday, With or EE.SE mocm
Treatment of n__ﬁn..nrc_ﬁum_.c_nu:_. e et § \, % ,H_ﬁ

/
The recommended start dose is 5 c_. ro m,o_ﬁ oznn&% G.ca% statin naive or patients
switched from another HMG CoA aaqﬂmmm _mmammﬁ THe choice of start dose should take into
account the individual patient's cholesterol. ﬂ,.‘mwm.m_m ?_ER cardiovascular risk as well as the
potential risk for adverse reactions (see below). A dose adjustment to the next dose level can be
made after 4 weeks, if necessary (see section 5.1). In light of the increased reporting rate of
adverse reactions with the 40 mg dose compared to lower doses (see section 4.8), a final titration
to the maximum dose of 40 mg should only be considered in patients with severe
hypercholesterolaemia at high cardiovascular risk (in particular those with familial
hypercholesterolaemia), who do not achieve their treatment goal on 20 mg, and in whom routine
follow-up will be performed (see section 4.4). Specialist supervision is recommended when the

40 mg dose is initiated.

Prevention of cardiovascular events

In the cardiovascular events risk reduction study, the dose used was 20 mg daily (see section
5.1).
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Paediatric population

Paediatric use should only be carried out by specialists.

In children and adolescents with heterozygous familial hypercholesterolaemia the usual start
dose is 5 mg daily.

« In children 6 to 9 years of age with heterozygous familial hypercholesterolaemia, the usual
dose range is 5-10 mg orally once daily. Safety and efficacy of doses greater than 10 mg have
not been studied in this population. ———

\\I

« In children 10 to 17 years of age with’ e \63 \_mwoa famijliah E.._umaso_amﬁa_mma_ﬁ the usual
dose range is 5-20 mg orally once nm.:w w.w\ @n ‘n _E/u. of ¢ aomnm greater than 20 mg have

not been studied in this population.

Titration should be conducted accordi m to the En:.a:m_ nnm_wo:mm and tolerability in paediatric
patients, as recommended by the vunn__mﬁn n_.nmnEmE recom Eam:o:m (see section 4.4).
_m,mw

Children and adolescents should be placed on wﬂ,mm.aw_d chol nmﬁ_d_ lowering diet before
rosuvastatin treatment initiation; this di

E be m.nEsE._ma daring rosuvastatin treatment.

_.n:o_amﬁm_.o_wa_.:_m e

Homozygous familial h

In children 6 to 17 years of age with homozygous familial hypercholesterolaemia, the
recommended maximum dose is 20 mg once daily.

A starting dose of 5 to 10 mg once daily depending on age, weight and prior statin use is advised.
Titration to the maximum dose of 20 mg once daily should be conducted according to the
individual response and tolerability in paediatric patients, as recommended by the paediatric
treatment recommendations (see section 4.4). Children and adolescents should be placed on
standard cholesterol-lowering diet before rosuvastatin treatment initiation; this diet should be
continued during rosuvastatin treatment.

There is limited experience with doses other than 20 mg in this population.
The 40 mg concentration is not suitable for use in paediatric patients.

Children younger than 6 years
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The safety and efficacy of use in children younger than 6 years has not been studied. Therefore,
Rosuvastatin is not recommended for use in children younger than 6 years.

Use in the elderly

A start dose of § mg is recommended in patients >70 years (see section 4.4). No other dose
adjustment is necessary in relation to age.

Dosage in patients with renal insufficiency

No dose adjustment is necessary in patients with mild to moderate renal impairment. The
recommended start dose is 5 mg in patients with moderate renal impairment (creatinine clearance
<60 ml/min). The 40 mg dose is contraindicated in patients with moderate renal impairment. The
use of Rosuvastatin in patients with severe renal impairment is contraindicated for all doses (see
sections 4.3 and 5.2).

Dosage in patients with rn_z:_n E.. M..«:E: f»/

There was no increase in mv.ﬁné @w@&wﬁ. tin in mcgmoﬂm with Child-Pugh scores of

7 or below. However, increased systemic exposure has bgen o.cmmﬁon_ in subjects with Child-
Pugh scores of 8 and 9 (see section 5. 2). In these patientsjan wmmamin:ﬁ of renal function should
be considered (sce section 4.4). There is no mx m_a:h.o in' subjects with Child-Pugh scores above

9. Rosuvastatin is contraindicated irhptients

:n:nw with activ, _Ea_.&_wmmmn (see section 4.3).

Race N

t..r..l

Increased systemic exposure has gn: séen-in. ?_wn,mcc‘.mnﬁ (see sections 4.3, 4.4 and 5.2). The
recommended start dose is 5 mg for patients of Asian ancestry. The 40 mg dose is
contraindicated in these patients.

Genetic polymorphisms

Specific types of genetic polymorphisms are known that can lead to increased rosuvastatin
exposure (see section 5.2). For patients who are known to have such specific types of
polymorphisms, a lower daily dose of Rosuvastatin is recommended.

Dosage in patients with pre-disposing factors to myopathy

The recommended start dose is 5 mg in patients with predisposing factors to myopathy (see
section 4.4).
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The 40 mg dose is contraindicated in some of these patients (see section 4.3).
Concomitant therapy

Rosuvastatin is a substrate of various transporter proteins (e.g. OATP1B1 and BCRP). The risk
of myopathy (including rhabdomyolysis) is increased when Rosuvastatin is administered
concomitantly with certain medicinal products that may increase the plasma concentration of
rosuvastatin due to interactions with these transporter proteins (e.g. ciclosporin and certain
protease inhibitors including combinations of ritonavir with atazanavir, lopinavir and/or
tipranavir; see sections 4.4 and 4.5). Whenever possible, alternative medications should be
considered, and, if necessary, consider temporarily discontinuing Rosuvastatin therapy. In
situations where co-administration of these medicinal products with Rosuvastatin is unavoidable,
the benefit and the risk of concurrent treatment and Rosuvastatin dosing adjustments should be
carefully considered (see section 4.5).

4.3 Contraindications ”

Rosuvastatin is ncEBE&n&n \\

- in patients with Eﬁmaanm_mEQ to Hom_.:smsﬁ_: o_. to any of the excipients.

..sv&ﬁ:ﬁE_ﬁrmo:e.a_?.mqn_mnﬁo __._n_:&:m ::.mxu_mion uaa_mﬂgﬂn_mé:o:mommm_ﬁ:
transaminases and any mnE:ﬂ,ﬁgwmw._iﬁ.o.m_!ﬁho?nxna@a_:m 3 times the upper limit of normal

(ULN). o N =B S
5 o - N y

- in patients with severe renal _Enw_n_ﬁ; ﬁa&s.:n clearance <30 ml/min).
- in patients with myopathy.

- in patients receiving concomitant combination of sofosbuvir/velpatasvir/voxilaprevir (see
section 4.5)

- in patients receiving concomitant ciclosporin.

- during pregnancy and lactation and in women of childbearing potential not using appropriate
contraceptive measures.

The 40 mg dose is contraindicated in patients with pre-disposing factors for
myopathy/rhabdomyolysis. Such factors include:

- moderate renal impairment (creatinine clearance < 60 ml/min)

5
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- hypothyroidism

- personal or family history of hereditary muscular disorders

- previous history of muscular toxicity with another HMG-CoA reductase inhibitor or fibrate
- alcohol abuse

- situations where an increase in plasma levels may occur

- Asian patients

- concomitant use of fibrates.

(See sections 4.4, 4.5 and 5.2)

4.4 Special warnings and precautions for use
g

Renal Effects o Vs,
Proteinuria, detected by dipstick ﬂnmasm arid ﬂ&.\ g&mﬁ_/:z,w.__mmmv has been observed in
patients treated with higher doses of w&:km_m:a L:.ﬂwan:_m_.,ao _.:m where it was transient or
intermittent in most cases. Proteinuria has/not been shown to be %aa_n:su of acute or
progressive renal disease (see section 4.8), The reporting rate for serious renal events in post-

de - end /

marketing use is higher at the 40 mg dose. .ﬁ.: assessment of T _.@sw_ w:unﬁ_o_._ should be considered

during routine follow-up of patients ﬂamﬁa,s._ﬁ a m.owm of ae:._m

Skeletal Muscle Effects Wi o

Effects on skeletal muscle e.g. myalgia, myopathy and, rarely, rhabdomyolysis have been
reported in Rosuvastatin -treated patients with all doses and in particular with doses > 20 mg.
Very rare cases of thabdomyolysis have been reported with the use of ezetimibe in combination
with HMG-CoA reductase inhibitors. A pharmacodynamic interaction cannot be excluded (see
section 4.5) and caution should be exercised with their combined use. As with other HMG-CoA
reductase inhibitors, the reporting rate for rhabdomyolysis associated with Rosuvastatin in post-
marketing use is higher at the 40 mg dose.

Creatine Kinase Measurement

Creatine Kinase (CK) should not be measured following strenuous exercise or in the presence of
a plausible alternative cause of CK increase which may confound interpretation of the result. If
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CK levels are significantly elevated at baseline (>5xULN) a confirmatory test should be carried
out within 5 — 7 days. If the repeat test confirms a baseline CK >5xULN, treatment should not be
started.

Before Treatment

Rosuvastatin , as with other HMG-CoA reductase inhibitors, should be prescribed with caution
in patients with pre-disposing factors for myopathy/rhabdomyolysis. Such factors include:

« renal impairment
* hypothyroidism

« personal or family history of hereditary muscular disorders

= previous history of Bc\mnsy_\m_wnoi ity* §Eﬂnwnm_._m_. EZ0.0Q»_.nnzﬂmmo.,:rmczo::mvﬁﬁ
—G N\
: AN N

» alcohol abuse

- age >70 years

« situations where an increase in mmmm:s _mu.m_m\ _M:B\ oceur (see sections 4.2, 4.5 and 5.2)
K e e 2] ?
ci

. £\
« concomitant use of fibrates., - —
_»r S

H
v

»

i

In such patients the risk of mnnwgnﬁm.wwaz_m.Jw considered in relation to possible benefit and

clinical monitoring is recommended-IFCK levels are significantly elevated at baseline
(>5xULN) treatment should not be started.

Whilst on Treatment

Patients should be asked to report inexplicable muscle pain, weakness or cramps immediately,
particularly if associated with malaise or fever. CK levels should be measured in these patients.
Therapy should be discontinued if CK levels are markedly elevated (>5xULN) or if muscular
symptoms are severe and cause daily discomfort (even if CK levels are <5xULN). If symptoms
resolve and CK levels return to normal, then consideration should be given to re-introducing
Rosuvastatin or an altemative HMG-CoA reductase inhibitor at the lowest dose with close
monitoring. Routine monitoring of CK levels in asymptomatic patients is not warranted. There
have been very rare reports of an immune-mediated necrotising myopathy (IMNM) during or
after treatment with statins, including rosuvastatin. IMNM is clinically characterised by proximal

(A i)

muscle weakness and elevated serum creatine kinase, which persist despite discontinuation of
statin treatment.

In clinical trials, there was no evidence of increased skeletal muscle effects in the small number
of patients dosed with Rosuvastatin and concomitant therapy. However, an increase in the
incidence of myositis and myopathy has been seen in patients receiving other HMG-CoA
reductase inhibitors together with fibric acid derivatives including gemfibrozil, ciclosporin,
nicotinic acid, azole antifungals, protease inhibitors and macrolide antibiotics. Gemfibrozil
increases the risk of myopathy when given concomitantly with some HMG-CoA reductase
inhibitors. Therefore, the combination of Rosuvastatin and gemfibrozil is not recommended. 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 such combinations. The 40 mg
dose is contraindicated with concomitant use of a fibrate (see sections 4.5 and 4.8).

Rosuvastatin must not be n?w&iiﬁﬁﬁ.@‘ﬁ&%ﬁ@o formulations of fusidic acid or within 7
days of stopping fusidic acid q@&ﬁ,ﬂ:n..\_\_w_»uwzanw#:m?,ﬁm use of systemic fusidic acid is
considered essential, statin treatment should b€ discentin nm,m.__.o_..w:ocﬂ the duration of fusidic

acid treatment. There have been reports of wgamcu@n@m_m (including some fatalities) in patients
receiving fusidic acid and statins in gombination @nw.manmﬁs Pwv Patients should be advised to
seek medical advice immediately if they experience any sympt _?m of muscle weakness, pain or
tendemess. Statin therapy may be 8&36@3@4@. day, mmnw“ the last dose of fusidic acid. In
exceptional circumstances, éra_.m‘.‘mno_ﬂ:mna w.m”.m.a.o fusidic acid is needed, e.g. for the
treatment of severe infections, the _._fwma‘?_‘fo;oﬁmnn,\.immﬁmc._wm—, Rosuvastatin and fusidic acid

should only be considered on a case by owww basis an d undef close medical supervision.
e e b T

Rosuvastatin should not be used in any uwmn:m..s:E 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).

Liver Effects

As with other HMG-CoA reductase inhibitors, Rosuvastatin should be used with caution in
patients who consume excessive quantities of alcohol and/or have a history of liver disease.

It is recommended that liver function tests be carried out prior to, and 3 months following, the
initiation of treatment. Rosuvastatin should be discontinued or the dose reduced if the level of
serum transaminases is greater than 3 times the upper limit of normal. The reporting rate for



Central Administration for Pharmaceutical care ~ Approval Date : 23/8/2021 Revised by: Dr. Sara Ahmed Central Administration for Pharmaceutical care  Approval Date : 23/8/2021 Revised by: Dr. Sara Ahmed

2" revisor:Dr amira 2" revisor:Dr amira
General Administration of Scientific Reference and Medical Inserts According to: EMC General Administration of Scientific Reference and Medical Inserts According to: EMC
Medical Inserts Administration Medical Inserts Administration
oalgdll | aall cuS N Gl ) o alal) i il sy Talall ULl plifius] ey W1 5800 plaiul y Apaliy) Aol g g8 @2 Y walgall | all s Al Gl ) o Lualsll Sl il puddy Aalall bl plisis ae Y) 3550 pladul § Ll el e gAY 2 Y

SRl
serious hepatic events (consisting mainly of increased hepatic transaminases) in post-marketing
use is higher at the 40 mg dose.

In patients with secondary hypercholesterolaemia caused by hypothyroidism or nephrotic
syndrome, the underlying disease should be treated prior to initiating therapy with Rosuvastatin .

Race

Pharmacokinetic studies show an increase in exposure in Asian subjects compared with
Caucasians (see sections 4.2, 4.3 and 5.2).

Protease Inhibitors

Increased systemic exposure to rosuvastatin has been observed in subjects receiving rosuvastatin
concomitantly with various protease inhibitors in combination with ritonavir. Consideration
should be given both to the benefit of lipid lowering by use of Rosuvastatin in HIV patients

receiving protease inhibitors and the woﬁnﬂm.ﬂ for ma.m@mwwa&omcéﬁﬁi plasma concentrations
when initiating and up titrating Wom:»‘»\mﬁa\%mémﬁw treated with protease inhibitors.
The concomitant use with certain maﬁw%\_:?wmaﬂwa n Amnom.anzn_& unless the dose of
Rosuvastatin is adjusted. (See sections 4.2 m:d.w..w.u.a A _.,

[-— 1

Lactose Intolerance { o }

EPR

Patients with rare hereditary problems %m&.mwsmn Eﬂm_aé\n the Lapp lactase deficiency or
glucose-galactose malabsorption m:oc,_nfzwﬂ,.@ntﬁma medicine. /
-} . [4 u

I
¥ .

Interstitial Lung Disease

Exceptional cases of interstitial lung disease have been reported with some statins, especially
with long-term therapy (see section 4.8). Presenting features can include dyspnoea, non-
productive cough and deterioration in general health (fatigue, weight loss and fever). If it is
suspected a patient has developed interstitial lung disease, statin therapy should be discontinued.

Diabetes Mellitus

Some evidence suggests that statins as a class raise blood glucose and in some patients, at high
risk of future diabetes, may produce a level of hyperglycaemia where formal diabetes care is
appropriate. This risk, however, is outweighed by the reduction in vascular risk with statins and
therefore should not be a reason for stopping statin treatment. Patients at risk (fasting glucose 5.6

(A 3l
to 6.9 mmol/l, BMI >30 kg/m?, raised triglycerides, hypertension) should be monitored both
clinically and biochemically according to national guidelines.

In the JUPITER study, the reported overall frequency of diabetes mellitus was 2.8%in
rosuvastatin and 2.3% in placebo, mostly in patients with fasting glucose 5.6 to 6.9 mmol/l.

Paediatric Population

The evaluation of linear growth (height), weight, BMI (body mass index), and secondary
characteristics of sexual maturation by Tanner staging in paediatric patients 6 to 17 years of age
taking rosuvastatin is limited to a two-year period. After two years of study treatment, no effect
on growth, weight, BMI or sexual maturation was detected (see section 5.1).

In a clinical trial of children and adolescents receiving rosuvastatin for 52 weeks, CK elevations
>10xULN and muscle symptoms following exercise or increased physical activity were observed
more frequently compared to observations i ﬂgﬁéw in adults (see section 4.8).

> Noslay .

- ’

4.5 Interaction with other Eam_mmm—vvﬂag G.G/o...,.,?..:.m of interaction
Effect of co-administered medicinal'| ﬂo%mmﬁwm\_a :<wm8:s,,,.,

f s - -a

\ \
Transporter protein inhibitors: Rosuvastatin is a m:c&mﬁ for certain transporter proteins
including the hepatic uptake transporter OATP1BI1 _and efflux transporter BCRP. Concomitant
administration of Rosuvastatin ?.wr edicinal Eﬁcwﬁw\ that are inhibitors of these transporter
proteins may result in increased rosyvastatin plasma’ concentrations and an increased risk of

myopathy (see sections 4.2, 4.4 and 4.5 Table 1), > 7

Ciclosporin: During concomitant treatment with Rosuvastatin and ciclosporin, rosuvastatin AUC
values were on average 7 times higher than those observed in healthy volunteers (see Table 1).
Rosuvastatin is contraindicated in patients receiving concomitant ciclosporin (see section 4.3).
Concomitant administration did not affect plasma concentrations of ciclosporin.

Protease inhibitors: Although the exact mechanism of interaction is unknown, concomitant
protease inhibitor use may strongly increase rosuvastatin exposure (see Table 1). For instance, in
a pharmacokinetic study, co-administration of 10 mg rosuvastatin and a combination product of
two protease inhibitors (300 mg atazanavir/100 mg ritonavir) in healthy volunteers was
associated with an approximately three-fold and seven-fold increase in rosuvastatin AUC and
Cuax respectively. The concomitant use of Rosuvastatin and some protease inhibitor

10
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combinations may be considered after careful consideration of Rosuvastatin dose adjustments
based on the expected increase in rosuvastatin exposure (see sections 4.2, 4.4 and 4.5 Table 1).

Gemfibrozil and other lipid-lowering products: Concomitant use of Rosuvastatin and
gemfibrozil resulted in a 2-fold increase in rosuvastatin Cmax and AUC (see section 4.4).

Based on data from specific interaction studies no pharmacokinetic relevant interaction with
fenofibrate is expected, however a pharmacodynamic interaction may occur. Gemfibrozil,
fenofibrate, other fibrates and lipid lowering doses (> or equal to 1 g/day) of niacin (nicotinic
acid) increase the risk of myopathy when given concomitantly with HMG-CoA reductase
inhibitors, probably because they can produce myopathy when given alone. The 40 mg dose is
contraindicated with concomitant use of a fibrate (see sections 4.3 and 4.4). These patients
should also start with the 5 mg dose.
Ezetimibe: Concomitant use of 10 mg Wﬂ:ﬁﬂﬁmﬁ \msa 10 mg ezetimibe resulted in a 1.2-fold
increase in AUC of rosuvastatin in :x_vm..odoﬁmﬁ_.oxoa_h subjects (Table 1). A
pharmacodynamic interaction, in i.m._u.a. a Mﬁ/cﬂsﬁmn Rosuvastatin and ezetimibe
= .A
= Y /

Antacid: The simultaneous dosing ﬂ, Rosuvastatin with ~5 E:.mo_n suspension containing

aluminium and magnesium :vdaxan resulted.in a decrease in rosuvastatin plasma concentration
of approximately 50%. This effect w mitigated-when-thg Bsna was dosed 2 hours after
Rosuvastatin . The clinical B_nSE f this interaction 8 :o_n ‘been studied.

/I,ll.\
Erythromycin: Concomitant use cw Womcﬁwﬂm:: w:a‘mar_.oau\n_: resulted in a 20% decrease

L o

in AUC and a 30% decrease in Cmax of rosuvastafin. This interaction may be caused by the
increase in gut motility caused by erythromycin.

cannot be ruled out (see section 4.4)7

Cytochrome P450 enzymes: Results from in vitro and in vivo studies show that rosuvastatin is
neither an inhibitor nor an inducer of cytochrome P450 isoenzymes. In addition, rosuvastatin is a
poor substrate for these isoenzymes. Therefore, drug interactions resulting from cytochrome
P450-mediated metabolism are not expected. No clinically relevant interactions have been
observed between rosuvastatin and either fluconazole (an inhibitor of CYP2C9 and CYP3A4) or
ketoconazole (an inhibitor of CYP2A6 and CYP3A4).

Interactions requiring rosuvastatin dose adjustments (see also Table 1): When it is necessary
to co-administer Rosuvastatin with other medicinal products known to increase exposure to
rosuvastatin, doses of Rosuvastatin should be adjusted. Start with a 5 mg once daily dose of

11
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Rosuvastatin if the expected increase in exposure (AUC) is approximately 2-fold or higher. The
maximum daily dose of Rosuvastatin should be adjusted so that the expected rosuvastatin
exposure would not likely exceed that of a 40 mg daily dose of Rosuvastatin taken without
interacting medicinal products, for example a 20 mg dose of Rosuvastatin with gemfibrozil (1.9-
fold increase), and a 10 mg dose of Rosuvastatin with combination ritonavir/atazanavir (3.1-fold
increase).

If medicinal product is observed to increase rosuvastatin AUC less than 2-fold, the starting dose
need not be decreased but caution should be taken if increasing the Rosuvastatin dose above
20mg.

'Table 1 Effect of co-administered medicinal products on rosuvastatin exposu re
Ugcnm in order of decreasing magnitude) from published clinical trials

12-fold or greater than 2-fold increase in AUC of rosuvastatin

m—.:n_.nna:m drug dose regimen zﬁ%g.vnomn Change in
_ .\ﬁm Ens s _m <y rosuvastatin
|
, /1. AUC*
L : E m.._. JA \
17.4 -fold 1

mwomowg.é:...ﬁEmSmsq?ox:mnRiq V?..E single dose_
/(400 mg-100 mg-100 mg) + [ o e
i N - - s

?ox:muaa_. (100 mg) once daily
(Ciclosporin 75 mg BID to 200 mg _Q,Sm‘idr;d n_ww.m.. A 7.1-fold T

for 15 days

mw_p 6 months e

‘UmBEE:._Eo 600 mg BID, 5 days |5mg, single dose 5.2-fold 1
Regorafenib 160 mg, OD, 14 days |5 mg, single dose 3.8-fold 1
.>S§w<: 300 mg/ritonavir 100 |10 mg, single dose 3.1-fold 1
mg OD, 8 days

Velpatasvir 100 mg OD 10 mg, single dose 2.7-fold t
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[Ombitasvir 25 mg/paritaprevir 150 |5 mg, single dose 2.6-fold 1 i Decrease in AUC of rosuvastatin i i B
mg/ Ritonavir 100 mg OD/ |
dasabuvir 400 mg BID, 14 days \Interacting drug dose regimen  [Rosuvastatin dose Change in
- = - ~ o ! regimen rosuvastatin AUC" |
Grazoprevir 200 mg/elbasvir 50 |10 mg, single dose 2.3-fold T ,
mg OD, 11 days Erythromycin 500 mg QID, 7 days |80 mg, single dose 20% |
|
Glecaprevir 400 mg/pibrentasvir |5 mg OD, 7 days 2.2-fold 1 _Wﬁnﬁ:qP 50 mg TID, 14 days 20 mg, single dose 47% |
120 mg OD, 7 days

f *Data given as x-fold change represent a simple ratio between co-administration and

Lopinavir 400 mg/ritonavir 100 mg|20 mg OD, 7 days 2.1-fold 1 ﬁ rosuvastatin alone. Data given as % change represent % difference relative to
BID, 17 days “BmE.BE_: alone.
Clopidogrel 300 mg loading, 20 mg, m_sm_o dose 2-fold T w_:n:ummm is indicated as “1. decrease as “|”.
followed by 75 mg at 24 hours P T, 9 > **Several interaction studies have been performed at different Rosuvastatin dosages,

S ,Eo table shows the most significant E:o ,...iffi
Gemfibrozil 600 mg BID, 7 days _j80 am\m_\mm_m %m /.f {1.9-fold 1 & e s

, ’ S . _>G0 area under curve; OD = once’ QEG\ ,EU three times
Less than 2-fold increase in AUC of mcm—_..sm.w:: = / \ _n_m__u... QID = four times daily 4 W D x.,ﬁ
| i
Interacting drug dose regimen —a =<wﬂ.@:= hemnt -/ -|Changein The following medical uﬁoacnanoa.oﬁm:o:m did :Q. mw«d w%:s:ﬁ:x significant effect on the
regimen rosuvastatin AUC” AUC ratio of rosuvastatin at coadministration:™

T — Ew.,m.:,umm momn 53 6ol 1 Aleglitazar 0.3 mg 7 days dosing; maEVmﬁEﬁ 67mg7 nwu\ TID/dosing; Fluconazole 200mg 11

g days OD dosing; Fosamprenavir 700 n :wonwﬁu 100-tng §'days BID dosing; Ketoconazole 200

—..q_.u L S

Darunavir 600 mg/ritonavir 100 10 mg OD, ..... .“_mu.m 1.5-fold T mg 7 days BID dosing; Rifampin 450 Bm Tdays, GU\%msm“ Silymarin 140 mg 5 days TID
mg BID, 7 days dosing. B
Tipranavir 500 mg/ritonavir 200 |10 mg, single dose 1.4-fold 1 Effect of rosuvastatin on co-administered medicinal products

mg BID, 11 days Vitamin K antagonists: As with other HMG-CoA reductase inhibitors, the initiation of

: treatment or dosage up-titration of R astatin in patients treated concomitantly with vitamin K

Dronedarone 400 mg BID Not available 1.4-fold 1 : £ :v.. ! L P g E.E W !
antagonists (e.g. warfarin or another coumarin anticoagulant) may result in an increase in

ltraconazole 200 mg OD, 5 days |10 mg, single dose ++].4-fold 1 International Normalised Ratio (INR). Discontinuation or down-titration of Rosuvastatin may

result in a decrease in INR. In such situations, appropriate monitoring of INR is desirable.

Ezetimibe 10 mg OD, 14 days 10 mg, OD, 14 days *+1.2-fold 1 Oral contraceptive/hormone replacement therapy (HRT): Concomitant use of Rosuvastatin

and an oral contraceptive resulted in an increase in ethinyl estradiol and norgestrel AUC of 26%
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and 34%, respectively. These increased plasma levels should be considered when selecting oral affect this ability. When driving vehicles or operating machines, it should be taken into account
contraceptive doses. There are no pharmacokinetic data available in subjects taking concomitant that dizziness may occur during treatment.
Rosuvastatin and HRT, therefore, a similar effect cannot be excluded. However, the combination X
has been extensively used in women in clinical trials and was well tolerated. 4.8 Undesirable effects
Other medicinal products: If you experience m_._.v. of nx.w following serious side nn,ona.ﬁ mwd_,uﬁcn_m. stop taking your tablets
and tell your doctor immediately or go to the nearest hospital accident and emergency
Digoxin: Based on data from specific interaction studies no clinically relevant interaction with department.

digoxin is expected. . . . . .
The adverse reactions seen with Rosuvastatin are generally mild and transient. In controlled

Fusidic Acid: Interaction studies with rosuvastatin and fusidic acid have not been conducted. The clinical trials, less than 4% of Rosuvastatin -treated patients were withdrawn due to adverse
risk of myopathy, including rhabdomyolysis may be increased by the concomitant administration reactions.

of systemic fusidic acid with statins. The mechanism of this interaction (whether it is
pharmacodynamic or pharmacokinetic, or both) is yet unknown. There have been reports of
rhabdomyolysis (including some fatalities) in patients receiving this combination.

Tabulated list of adverse reactions

Based on data from clinical studies and extensive post-marketing experience, the following table

sl presents the adverse reaction profile for rosuvastatirt: Adversexeactions listed below are

If treatment with systemic fusidic ac js'nece:

ary, Rosuvastatin treatment should be

| jsmecessar . ; - L g
discontinued throughout the duration &%@ﬁ&p dcid treatment. Also see section 4.4. classified according to frequency and mwmﬁm_.@nmw\n_\mmhmm@ﬁ. N

/K | T g . F o e m X —_—
Paediatric population: Interaction studies have only beeén performed in adults. The extent of The frequencies of adverse reactions are ranked acdording 9,the following convention: Common

interactions in the paediatric _ucu:_mio: is not known. | | (=1/100 to <1/10); Uncommon (=1/1 ,000 to W_\roovwimnmwonﬁWw\_c“ 00 to <1/1000); Very rare
g = [ ] (<1/10,000); Not known (cannot be estimated from the available dta). |
4.6 Fertility, pregnancy and _wnﬁyﬂ:. s R et \ _,
NN i a5 Table 2. Adverse reactions based on data .nﬂoa.azumnu_.,m:.&“.»ma post-marketing
; N\ | By 4

Rosuvastatin is contraindicated in u,wmm_ﬂ.w_:@.,mb&m&waoz Vi experience f

2

Women of child bearing potential should use appropriate contraceptive measures. [System organ Common Uncommon Very are  |Not known
Since cholesterol and other products of cholesterol biosynthesis are essential for the development cram ” .
of the foetus, Em potential risk from 5.?&:6: of HMG-CoA _.aa.aosmm ocg..m_m_._m the advantage IBiood ani Thrombotytopenia m
of treatment during pregnancy.If a patient becomes pregnant during use of this product, \iymphatic m
treatment should be discontinued immediately. _ ”
%VG&&E | |
There are no data with respect to excretion in milk in humans (see section 4.3). disorders |
4.7 Effects on ability to drive and use machines {Immune | Hypersensitivity
. y - . : \system “ reactions |
Studies to determine the effect of Rosuvastatin on the ability to drive and use machines have not WMM%._. ders _ inchiding !
been conducted. However, based on its pharmacodynamic properties, Rosuvastatin is unlikely to W angibedema
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ﬁmx&en:.am w_!mcﬁom ﬁ |Musculo- Myalgia | Myopathy Arthralgia [Tendon |
disorders imellitus! | skeletal and (including 'disorders,
_ connective myositis) 'sometimes
Psychiatric Depression tissue . \complicated
disorders \disorders i Rhabdomyolysis by rupture
| | 13 |
\Nervous Headache | Polyneuropathy [Peripheral Wﬁu%m “Mn Immune-
] -
system - | neuropathy , yncRs /mediated
disorders Dizzincss Memory loss Muscle rupture necrotising
Sleep | Imyopathy
disturbances | |
(including \Renal and Haematuria
insomnia \wrinary
and disorders _
N H |
\ P S nightmares) m -
> o VR |Reproductive Gynaecomastia |
i ¥ i e [
Respiratory, e \ AN\ Cough W.d‘_.nma and _
thoracic and L / o Uowasi |
mediastinal o o S \ ) Lo aliae \disorders W
disorders ., £ (= | } | [~ i
\ = oo _\_ P (General Asthenia RS // mOoan:.n
Gastro- Constipation L /wmbbamnmu\ <o ] Diarrhoea disorders and .../,/r./. \ |
. - o = ’ R | { % \ |
intestinal Nansea //.., b I \administration H\v L SRR 1 W
disorders au Qo e g isite conditions ﬁ - /. | {
Abdominal B i _ 2. - _
pain ! Frequency will depend on Em presence.or absence of/risk factors (fasting blood 4
glucose > 5.6 mmol/L, BMI Vum_. 'm?, raised trigl q.&m,m.. history of hypertension). ,
Hepatobiliary IIncreased hepatic |Jaundice L N, a3 _ |
disorders transaminases As with other HMG-CoA reductase Sr._w_mmm...m_.ﬁ incidence of adverse drug reactions tends to
Hepatitis be dose dependent. oL
Skin and Pruritus Stevens- Serious side effects: red brown discolouration of urine
.q._&n:un:maﬁ Rash .-%Mwo: Renal effects: Proteinuria, detected by dipstick testing and mostly tubular in origin, has been
u.&émn_ Syncrome observed in patients treated with Rosuvastatin . Shifts in urine protein from none or trace to ++
ordely Urticaria | or more were seen in <1% of patients at some time during treatment with 10 and 20 mg, and in
,

approximately 3% of patients treated with 40 mg. A minor increase in shift from none or trace to
+ was observed with the 20 mg dose. In most cases, proteinuria decreases or disappears
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spontaneously on continued therapy. Review of data from clinical trials and post-marketing
experience to date has not identified a causal association between proteinuria and acute or
progressive renal disease.

Haematuria has been observed in patients treated with Rosuvastatin and clinical trial data show
that the occurrence is low.

Skeletal muscle effects: Effects on skeletal muscle e.g. myalgia, myopathy (including myositis)
and, rarely, rhabdomyolysis with and without acute renal failure have been reported in
Rosuvastatin -treated patients with all doses and in particular with doses > 20 mg.

A dose-related increase in CK levels has been observed in patients taking rosuvastatin; the
majority of cases were mild, asymptomatic and transient. If CK levels are elevated (>5xULN),
treatment should be discontinued (see section 4.4).

e ——

Liver effects: As with Q:.w....i&ﬁ.dq}r&amm”ﬁ EEESG.magn-,.&&&ioaﬂnmz
transaminases has been \@smnﬁmgwlm@rm?ﬁ ber of patients taking rosuvastatin; the majority
of cases were mild, mmwavﬁmq_%mmn.mw%ma: \ ;
J "

The following adverse everts hiave been E_uonna,ws% some statins:
Sexual dysfunction. | WU \\ ey

g N ie i
Exceptional cases of mnﬁoaﬂ.ﬁmzcmmfwmwowm? muo,oww:z with long term therapy (see section 4.4).

Nt 5T

The reporting rates for _.rmgoaxm@&muw&mﬁ Tenal events and serious hepatic events
(consisting mainly of increased hepatic transaminases) is higher at the 40 mg dose.

Paediatric population: Creatine kinase elevations >10xULN and muscle symptoms following
exercise or increased physical activity were observed more frequently in a 52-week clinical trial
of children and adolescents compared to adults (see section 4.4). In other respects, the safety
profile of rosuvastatin was similar in children and adolescents compared to adults.

Reporting of suspected adverse reactions

The reporting of suspected adverse reactions after authorization of the drug is important. It
allows continuous monitoring of the benefit / risk ratio of the drug. Report any suspected adverse
reactions via; Human Pharmacovigilance Department — Egyptian Pharmaceutical Vigilance
Center (EPVC)- Egyptian Drug Authority (EDA).

21 Abd Elaziz Al Souad st. — Manial El Roda- Cairo. PO Box:1145

Tel: 0223648046/0223640368/0223684381 Extension (tel.)1303
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Fax: 0223684194 , Website: www.mohp.gov.eg
e-mail: PV.report@eda t.gov.
Zeta pharma PV Email: pv@zeta-pharma.com

4.9 Overdose

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. Liver function
and CK levels should be monitored. Haemodialysis is unlikely to be of benefit.

5. Pharmacological properties
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: HMG-CoA reductase inhibitors

Mechanism of action

” \ i
Rosuvastatin is a selective and Seumﬁw& iﬁmﬁisfﬁmho_» reductase, the rate-limiting
enzyme that converts u.:v.nnoxxﬂm-ﬁa utaryl to mevalonate, a precursor for
cholesterol. The primary site of actiofl of statin is'the :«mﬂ the target organ for cholesterol
lowering. fo o et / \

wcm_.EmmS::En_.ammﬁpsms_._acﬂ E. rmvwznimu._.. mmomvﬁaa_._;_._ooa:.mcqmwnn.o::w:&:m

uptake and catabolism of LDL and itinkibits the hepati ynthesis of VLDL, thereby reducing
the total number of VLDL and LDL, pa iclesT TS0/

N P e ——
AR

Pharmacodynamic effects

Rosuvastatin reduces elevated LDL-cholesterol, total cholesterol and triglycerides and increases
HDL-cholesterol. It also lowers ApoB, non-HDL-C, VLDL-C, VLDL-TG and increases ApoA-I
(see Table 3). Rosuvastatin also lowers the LDL-C/HDL-C, total C/HDL-C and non-HDL-
C/HDL-C and the ApoB/ApoA-I ratios.

Table 3 Dose response in patients with primary hypercholesterolaemia (type 1la and IIb)
(adjusted mean percent change from baseline)

Dose |N |LDL-C [Total-C [HDL-C TG

nonHDL-C /ApoB |ApoA-I ﬁ
m J
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[Placebo 13 |-7 . M,.u ) 3 7 3 ] In a multi-centre, double-blind, placebo-controlled clinical study (METEOR), 984 patients
| | | | | ] between 45 and 70 years of age and at low risk for coronary heart disease (defined as
s 3 -45 |-33 {13 135 -44 -38 Framingham risk <10% over 10 years), with a mean LDL-C of 4.0 mmol/L (154.5 mg/dL), but
4 with subclinical atherosclerosis (detected by Carotid Intima Media Thickness) were randomised
10 |17 -52 -36 “_a -10  -48 -42 to 40 mg rosuvastatin once daily or placebo for 2 years. Rosuvastatin significantly slowed the
i | rate of progression of the maximum CIMT for the 12 carotid artery sites compared to placebo by
20 ! -35 -40 8 |-23 51 46 |5 -0.0145 mm/year [95% confidence interval -0.0196, -0.0093; p<0.0001]. The change from
baseline was -0.0014 mm/year (-0.12%/year (non-significant)) for rosuvastatin compared to a
40 ,-mu “Lm 10 .-wm -60 540 progression of +0.0131 mm/year (1.12%/year (p<0.0001)) for placebo. No direct correlation

between CIMT decrease and reduction of the risk of cardiovascular events has yet been
demonstrated. The population studied in METEOR is low risk for coronary heart disease and
does not represent the target population of Rosuvastatin 40 mg. The 40 mg dose should only be
prescribed in patients with severe hypercholesterolaemia at high cardiovascular risk (see section

| | .
A therapeutic effect is obtained within 1 week following treatment initiation and 90% of
maximum response is achieved in 2 weeks. The maximum response is usually achieved by 4
weeks and is maintained after that.

Clinical efficacy and safety 42). |
Rosuvastatin is effective in adults with Eﬂmmﬂwmﬂ..owﬁo.mwnamm. with and without In the Justification for the Use of msﬂ.sw. E.wa.ﬂmﬁ.,maé::c? An Intervention Trial Evaluating
hypertriglyceridaemia, regardless \oﬁ mWQ.w,, m\mm, oh....mﬂm,m E.m_, in special populations such as diabetics Rosuvastatin (JUPITER) study, ﬁro\&@émgﬁgﬁww_ﬂ m: the occurrence of major
or patients with familial :%nn_,n_uc_.nmaa_mném NN\ ¥ N atherosclerotic cardiovascular a.._.anmmn.? %Nmﬂﬁm— in 17,802 men (=50 years) and
f o B N , women (260 years). T/ EDA N\

From pooled phase I1I data, Rosuvastatin has been mros.v.a be effective at treating the majority \ o W \
of patients with type Ila and ITb :q._wmqo:omamﬁmo_moamm (miean baseline LDL-C about 4.8 Study participants were randomly assigned to placebo (n8901) or rosuvastatin 20 mg once daily
mmol/L) to recognised European >,_._mn_.om.m_.n,._d&m Monwn@.ﬁ.vm.. 1998) guideline targets; about (n=8901) and were followed fora :mnw: duratiori of 2 years.

. : : PR
80% of patients treated with 10 mg Howm_.,wa.z,.\m mkm..\ . am.m, wﬁ. LDL-C levels (<3 mmol/L). LDL-cholesterol concentration &ﬁ%&%ﬁa.@ 45% wmkuoo: in the rosuvastatin group
In a large study, 435 patients with :awaqonwwoﬁ@? ial hypercholesterolaemia were given compared to the placebo group. / i s "/

Rosuvastatin from 20 mg to 80 mgina mm_...nmw.&.aﬂa design. All doses showed a beneficial
effect on lipid parameters and treatment to target goals. Following titration to a daily dose of 40

o

In a post-hoc analysis of a high-risk mccmmommr..o,_,m%u_dnm with a baseline Framingham risk score

e ; . 2 ; e
mg (12 weeks of treatment), LDL-C was reduced by 53%. Thirty-three percent (33%) of patients 20% (1558 subjects) there was a significant reduction In the combined end-point of
i cardiovascular death, stroke and myocardial infarction (p=0.028) on rosuvastatin treatment

reached EAS guidelines for LDL-C levels (<3 mmol/L). . S .

versus placebo. The absolute risk reduction in the event rate per 1000 patient-years was 8.8.
In a force-titration, open label trial, 42 patients (including 8 paediatric patients) with Total mortality was unchanged in this high-risk group (p=0.193). In a post-hoc analysis of a
homozygous familial hypercholesterolaemia were evaluated for their response to Rosuvastatin 20 high-risk subgroup of subjects (9302 subjects total) with a baseline SCORE risk =5%
— 40 mg. In the overall population, the mean LDL-C reduction was 22%. (extrapolated to include subjects above 65 yrs) there was a significant reduction in the combined

end-point of cardiovascular death, stroke and myocardial infarction (p=0.0003) on rosuvastatin
treatment versus placebo. The absolute risk reduction in the event rate was 5.1 per 1000 patient-
years. Total mortality was unchanged in this high-risk group (p=0.076).

In clinical studies with a limited number of patients, Rosuvastatin has been shown to have
additive efficacy in lowering triglycerides when used in combination with fenofibrate and in
increasing HDL-C levels when used in combination with niacin (see section 4.4).
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In the JUPITER trial, there were 6.6% of rosuvastatin and 6.2% of placebo subjects who
discontinued use of study medication due to an adverse event. The most common adverse events
that led to treatment discontinuation were: myalgia (0.3% rosuvastatin, 0.2% placebo),
abdominal pain (0.03% rosuvastatin, 0.02% placebo) and rash (0.02% rosuvastatin, 0.03%
placebo). The most common adverse events at a rate greater than or equal to placebo were
urinary tract infection (8.7% rosuvastatin, 8.6% placebo), nasopharyngitis (7.6% rosuvastatin,
7.2% placebo), back pain (7.6% rosuvastatin, 6.9% placebo) and myalgia (7.6% rosuvastatin,
6.6% placebo).

Paediatric population

In a double-blind, randomised, multi-centre, placebo-controlled, 12-week study (n=176, 97 male
and 79 female) followed by a 40-week mnn:u&.wm male and 77 female), open-label, rosuvastatin
dose-titration phase, patients 10 ﬁp._wﬂmnﬁmbm@mmﬁ_”g:aﬁ stage I1-V, females at least 1-year
post-menarche) with :ﬂﬂc@w&?@Em_‘Eﬁnﬂ.mﬂmmaﬂo_mna._m received rosuvastatin 5, 10 or
20 mg or placebo daily for 12 weeks and then/all Wamwcmn._noucémﬁzz daily for 40 weeks. At
study entry, approximately 30% of the patients were 10 to 13 years and approximately 17%,

18%, 40%, and 25% were ._.u_._zn_ﬁ. stage I1, :_Lﬁ and ,mﬁ respectively.

compared to 0.7% for placebo. ‘//, - PR
. . R

LDL-C was reduced 38.3%, ﬁ.m.,.x.. and 50.0% w%aw\m‘ﬁhﬁ.z: 5, 10 and 20 mg, respectively,

At the end of the 40-week, oua:-_mmn,_., H.Fﬁ,q%mo.n,_.,ﬂo moar Josing up to a maximum of 20 mg once
daily, 70 of 173 patients (40.5%) had achieved the’ LDL-C goal of less than 2.8 mmol/L.

After 52 weeks of study treatment, no effect on growth, weight, BMI or sexual maturation was
detected (see section 4.4). This trial (n=176) was not suited for comparison of rare adverse drug
events.

Rosuvastatin was also studied in a 2-year open-label, titration-to-goal study in 198 children with
heterozygous familial hypercholesterolacmia aged 6 to 17 years (88 male and 110 female,
Tanner stage <II-V). The starting dose for all patients was 5 mg rosuvastatin once daily. Patients
aged 6 to 9 years (n=64) could titrate to a maximum dose of 10 mg once daily and patients aged
10 to 17 years (n=134) to a maximum dose of 20 mg once daily.

After 24 months of treatment with rosuvastatin, the LS mean percent reduction from the baseline
value in LDL-C was -43% (Baseline: 236 mg/dL, Month 24: 133 mg/dL). For each age group,
the LS mean percent reductions from baseline values in LDL-C were -43% (Baseline: 234
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mg/dL, Month 24: 124 mg/dL), -45% (Baseline: 234 mg/dL, Month 24: 124 mg/dL) and -35%
(Baseline: 241 mg/dL, Month 24: 153 mg/dL) in the 6 to <10, 10 to <14, and 14 to <18 age
groups, respectively.

Rosuvastatin 5 mg, 10 mg, and 20 mg also achieved statistically significant mean changes from
baseline for the following secondary lipid and lipoprotein variables: HDL-C, TC, non-HDL-C,
LDL-C/HDL-C, TC/HDL-C, TG/HDL-C, non-HDL C/HDL-C, ApoB, ApoB/ApoA-1. These
changes were each in the direction of improved lipid responses and were sustained over 2 years.

No effect on growth, weight, BMI or sexual maturation was detected after 24 months of
treatment (see section 4.4).

Rosuvastatin was studied in a randomised, double-blind, placebo-controlled, multi-centre, Cross-
over study with 20 mg once daily versus placebo in 14 children and adolescents (aged from 6 to
17 years) with homozygous familial hypercholesterolaemia. The study included an active 4-week
dietary lead-in phase during which patients were treated with rosuvastatin 10 mg, a cross-over
phase that consisted of a 6-week treatment period with rosuvastatin 20 mg preceded or followed
by a 6-week placebo treatment period, and a 12-week maintenance phase during which all
patients were treated with rosuvastatin 20 Bm.\m\munuﬁ.—zﬁm,naaan the study on ezetimibe or
apheresis therapy continued the ﬂ_,gﬁanswnﬂ.ﬁmrcﬁ :_nro:nqﬁ,mﬂ‘zav..

was observed following 6 weeks of ngaaﬁﬁ with rosuvastatin 20 mg versus placebo.
Statistically significant reductions in Total-C (20.1%, p=0.003), on-HDL-C (22.9%, p=0.003)
and ApoB (17.1%, p=0.024) were observed. Reductions were m_mo seen in TG, LDL-C/HDL-C,
Total-C/HDL-C, non-HDL-C/HDL-C Ba/&nowkgo»& fotloyving @. weeks of treatment with
rosuvastatin 20 mg versus placebo. Hrw.ﬂm@ﬂwg in-LDL-C after6 weeks of treatment with

A statistically significant (p=0.005) qnnmommn\w@mw.ﬁ@ywynmwi mg/dL or 2.2 mmol/L)

rosuvastatin 20 mg following 6 weeks of qom&wm.ﬂémrdﬁwomwm was maintained over 12 weeks
of continuous therapy. One patient had a Enrn”_...,,.mm:n:d.:%ﬂrdr.n (8.0%), Total-C (6.7%) and
non-HDL-C (7.4%) following 6 weeks of treatment with 40 mg after up-titration.

During an extended open-label treatment in 9 of these patients with 20 mg rosuvastatin for up to
90 weeks, the LDL-C reduction was maintained in the range of -12.1%to -21.3%.

[n the 7 evaluable children and adolescent patients (aged from 8 to 17 years) from the force-
titration open label study with homozygous familial hypercholesterolaemia (see above), the
percent reduction in LDL-C (21.0%), Total-C (19.2%) and non-HDL-C (21.0%) from baseline
following 6 weeks of treatment with rosuvastatin 20 mg was consistent with that observed in the
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aforementioned study in children and adolescents with homozygous familial
hypercholesterolaemia.

The European Medicines Agency has waived the obligation to submit the results of studies with
rosuvastatin in all subsets of the paediatric population in the treatment of homozygous familial
hypercholesterolaemia, primary combined (mixed) dyslipidaemia and in the prevention of
cardiovascular events (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption: Maximum rosuvastatin plasma concentrations are achieved approximately 5 hours
after oral administration. The absolute bioavailability is approximately 20%.

Distribution: Rosuvastatin is taken up extensively by the liver which is the primary site of
cholesterol synthesis and LDL-C nmnnnw:nom\,_w.\*ﬁko_:aﬁpm distribution of rosuvastatin is
approximately 134 L. Approximately 90% \\_,wm=<§mﬁs is bound to plasma proteins, mainly to

. / <N
albumin. /T N

" e MH.J....U./ Sl

Metabolism: Rosuvastatin undergoes _mﬁw ed métabolism Amnwxoxma“mﬁ_u. 10%). In
vitro metabolism studies using human hepatacyfes indicate thatrosuvastatin is a poor substrate
for cytochrome P450-based metabolism. CYP2C9 Was the v:._._m:.m_ isoenzyme involved, with
2C19, 3A4 and 2D6 involved to a lesser extent“The Tain m.laagmﬁ,m identified are the N-
desmethyl and lactone metabolites. ,_.:n,Z/. esmethyl Ens_uumﬁ is approximately 50% less
active than rosuvastatin whereas the lactone:form is-conSidered clinically inactive. Rosuvastatin

accounts for greater than 90% of the circulating HMG-Ct A-reductase inhibitor activity.

Excretion: Approximately 90% of the rosuvastatin dose is excreted unchanged in the faeces
(consisting of absorbed and non-absorbed active substance) and the remaining part is excreted in
urine. Approximately 5% is excreted unchanged in urine. The plasma elimination half-life is
approximately 19 hours. The elimination half-life does not increase at higher doses. The
geometric mean plasma clearance is approximately 50 litres/hour (coefficient of variation
21.7%). As with other HMG-CoA reductase inhibitors, the hepatic uptake of rosuvastatin
involves the membrane transporter OATP-C. This transporter is important in the hepatic
elimination of rosuvastatin.

Linearity: Systemic exposure of rosuvastatin increases in proportion to dose. There are no
changes in pharmacokinetic parameters following multiple daily doses.

Special populations:
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Age and sex: There was no clinically relevant effect of age or sex on the pharmacokinetics of
rosuvastatin in adults. The exposure in children and adolescents with heterozygous familial
hypercholesterolemia appears to be similar to or lower than that in adult patients with
dyslipidaemia (see “Paediatric population” below).

Race: Pharmacokinetic studies show an approximate 2-fold elevation in median AUC and

Cumax in Asian subjects (Japanese, Chinese, Filipino, Vietnamese and Koreans) compared with
Caucasians; Asian-Indians show an approximate 1.3-fold elevation in median AUC and Cmax. A
population pharmacokinetic analysis revealed no clinically relevant differences in
pharmacokinetics between Caucasian and Black groups.

Renal insufficiency: In a study in subjects with varying degrees of renal impairment, mild to
moderate renal disease had no influence on plasma concentration of rosuvastatin or the N-
desmethyl metabolite. Subjects with severe impairment (CrCl <30 ml/min) had a 3-fold increase
in plasma concentration and a 9-fold increase in the N-desmethyl metabolite concentration
compared to healthy volunteers. Steady-state Eﬁzo:m of rosuvastatin in subjects
undergoing haemodialysis were wu_u_.oxﬁ\_._.ﬁaw,\moﬁ ﬁ@ﬂ.ﬁmﬂmq& to healthy volunteers.

Hepatic insufficiency: In a study with subjj : ﬁ_«ywdoﬁa/am of hepatic impairment,
there was no evidence of increased mxuom&\n to'ros .mMM:: in subjécts with Child-Pugh scores
of 7 or below. However, two subjects «a_m_._ Child-Puglrscores of 8 E..__a 9 showed an increase in
systemic exposure of at least 2-fold compared to subjects with Jower/Child-Pugh scores. There is
no experience in subjects with n::?m,:m_ﬂ/mooam above %~ / -

Genetic polymorphisms: Disposition of. HMC ..anw_».ww‘nz {ase inhibitors, including rosuvastatin,
involves OATP1B1 and BCRP transporter proteins. In b&&ﬁ?? SLCO1B1 (OATP1B1)
and/or ABCG2 (BCRP) genetic polymorphisms.there.is-a risk of increased rosuvastatin
exposure. Individual polymorphisms of SLCO1BI ¢.521CC and ABCG2 c.421AA are associated
with a higher rosuvastatin exposure (AUC) compared to the SLCO1B1 ¢.521TT or ABCG2
¢.421CC genotypes. This specific genotyping is not established in clinical practice, but for
patients who are known to have these types of polymorphisms, a lower daily dose of
Rosuvastatin is recommended.

Paediatric population: Two pharmacokinetic studies with rosuvastatin (given as tablets) in
paediatric patients with heterozygous familial hypercholesterolaemia 10 to 17 or 6 to 17 years of
age (total of 214 patients) demonstrated that exposure in paediatric patients appears comparable
to or lower than that in adult patients. Rosuvastatin exposure was predictable with respect to dose
and time over a 2-year period.
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6. Pharmaceutical particulars
6.1 List of excipients
Nexirozova S mg
Tablet core
Lactose monohydrate (spray dried)
Microcrystalline cellulose (avicel PH 102)

Colloidal silicon dioxide (aerosol 200 )

Crospovidone (p A\\E_u_aﬁermﬁs

S AE ]

Sodium om&o..ﬂﬁa\.i!/://
Zwm:&_:a N awﬂmnm ...w'

Dibasic calcium _uwomurmﬁ E._.Qa_.onm X

film coat \

E..E.o:._n:.omm
Polyethylene m:ao_ dcoo
Titanium dioxide (CINO.77891)

TALC

Mannitol

Nexirozova 10 mg

Tablet core

Lactose monohydrate (spray dried)
Microcrystalline cellulose (avicel PH 102)

Colloidal silicon dioxide (aerosel 200 )
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Crospovidone (polyplasdone XL)
Sodium carbonate

Magnesium stearate

Dibasic calcium phosphate anhydrous
film coat

Hypromellose E5 (cps)

Polyethylene glycol 6000

Titanium dioxide (CINO.77891)
TALC

Mannitol

Tablet core

Lactose monohydrate Am_u_.mu_ n_:o&

Microcrystalline cellulose (avicel PH 102)
Colloidal silicon dioxide (aerosol 200 )
Crospovidone (polyplasdone XL)

Sodium carbonate

Magnesium stearate

Dibasic calcium phosphate anhydrous
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film coat
Hypromellose E5 (cps)
Polyethylene glycol 6000
Titanium dioxide (CINO.77891)
TALC
Mannitol
Iron oxide yellow (CINO.77492)
6.2 Incompatibilities

Not applicable. =~
F i P i gt

6.3 Shelf life” . 7~ R
" "/ EDA .
an:ougmmim“
3 years ,. - —
Nexirozova 20 wz,m and _mt_.m.ws &
N N S
2 years. N e

o

o (8

6.4 Special precautions for storage

store at temperature not exceed 30°C in dry place .

6.5 Nature and contents of container

cartoon box contains 1.2 or 3 (AL/AL) strips , each of 7 film coated tablets with insert leaflet.
6.6 Special precautions for disposal and other handling

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

Manufacturer:
Delta pharma, Egypt
License holder : Zeta pharma for pharmaceutical industries (Zeta pharma)
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