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After intravenous dose, approximately 28% of total body clearance was via the renal route and
72% by the hepatic route.

Special populations
Age and Sex: There are no clinically relevant effects of age or sex on the pharmacokinetics of
rosuvastatin.

Paediatric use: Both C;,5, and AUC of rosuvastatin were similar to values observed in adults
administered the same doses.

Genetic polymorphisms: Disposition of HMG-CoA reductase inhibitors, including
rosuvastatin, involves OATP1B1 and BCRP transporter proteins. In patients with SLCO1B1
(OATP1B1) andfor ABCG2 (BCRP) genetic polymorphisms there is a risk of increased
rosuvastatin exposure. Individual polymorphisms of SLCO1B1 ¢.521CC and ABCG2 c.421AA
are associated with an approximate 1.6-fold 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.

Race: Pharmacokinetic studies show an approximate 2-fold elevation in median AUC in Asian
subjects compared with Caucasians. A population pharmacokinetic analysis revealed no
clinically relevant differences in pharmacokinetics among Caucasian, Hispanic and Black or
Afro-Caribbean groups.

Patients with renal impairment: Mild to moderate renal impairment

(CLor =30mL/min/1.73 m?) had no influence on plasma concentrations of rosuvastatin.
However, plasma concentrations of rosuvastatin increased to a clinically significant extent
(about 3-fold) in patients with severe renal impairment (CLcr <30mL/min/1.73m?2) not receiving
haemodialysis compared with healthy subjects (CLcr >80mL/min/1.73m?)

INDICATIONS

Rosuvastatin is indicated as an adjunct to diet, at least equivalent to the Adult Treatment Panel
Il (ATP I TLC diet), for the reduction of elevated total cholesterol, LDL-cholesterol, ApoB, the
total cholesterol: HDL-cholesterol ratio and triglycerides and for increasing HDL-C, in
hyperlipidemic and dyslipidemic conditions, when response to diet and exercise alone has
been inadequate including:

Prevention of Cardiovascular Events. In adult patients with an increased risk of atherosclerotic
cardiovascular disease based on the presence of cardiovascular disease risk markers such as
an elevated hsCRP level, age, hypertension, low HDL-C, smoking or a family history of
premature coronary heart disease, Rosuvastatin is indicated to reduce total mortality and the
risk of major cardiovascular events (cardiovascular death, stroke, MI, unstable angina, or
arterial revascularization).

Rosuvastatin is indicated as an adjunct to diet for the treatment of patients with primary
dysbetalipoproteinemia (Type IIl Hyperlipoproteinemia).

Primary  hypercholesterolaemia ~ (Type  lla including  heterozygous
hypercholesterolaemia and severe non-familial hypercholesterolaemia).

Combined (mixed) dyslipidemia (Type IIb).
Homozygous familial hypercholesterolaemia where Rosuvastatin is used either alone or as an
adjunct to diet and other lipid lowering treatment such as apheresis.

familial

Rosuvastatin is indicated as adjunctive therapy to diet to slow the progression of
atherosclerosis in adult patients as part of a treatment strategy to lower Total-C and LDL-C to
target levels.

Pediatric Patients 10 to 17 years of age with Heterozygous Familial Hypercholesterolemia (HeFH):
Adjunct to diet to reduce Total-C, LDL-C and ApoB levels in adolescent boys and girls, who are at
least one year post-menarche,10-17 years of age with heterozygous familial

hypercholesterolaemia if after an adequate trial of diet therapy the following findings are present:

LDL-C > 190 mg/dL or > 160 mg/dL and there is a positive family history of premature
cardiovascular disease (CVD) or two or more other CVD risk factors.

RECOMMENDED DOSAGE

Patients should be placed on a standard cholesterol-lowering diet (at least equivalent to the
Adult Treatment Panel Il (ATP Il TLC diet)) before receiving Rosuvastatin, and should
continue on this diet during treatment with Rosuvastatin. If appropriate, a program of weight
control and physical exercise should be implemented.

Prior to initiating therapy with Rosuvastatin secondary causes for elevations in plasma lipid
levels should be excluded. A lipid profile should also be performed. After initiation or upon
titration of Rosuvastatin, lipid levels should be analyzed within 2-4 weeks and the dosage
adjusted accordingly.

The usual recommended starting dosage of Rosuvastatin is 10 mg once daily. However,
initiation of therapy with 5 mg once daily should be considered for special patient populations
or patients requiring less aggressive LDL-C reductions. The choice of starting dose should
take into account the individual patient’s cholesterol level and future cardiovascular risk as
well as the potential risk for adverse reactions. Rosuvastatin may be taken in the morning or
evening, with or without food. The majority of patients are controlled at the 10 mg dose.

However, if necessary, dose adjustments to the next dose level can be made after 4-week
intervals. The maximum response is usually achieved within 2-4 weeks and is maintained
during chronic therapy. Increasing the dose to 40 mg should be reserved for 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 should only be
initiated under specialist supervision (see Warnings and Precautions) . The physician who
elects to use Rosuvastatin at a dose higher than 20 mg should periodically re-evaluate the
long-term risk/benefit of Rosuvastatin for the individual patient. Rosuvastatin should be
prescribed with caution in patients with pre-disposing factors for myopathy / rhabdomyolysis.

The dosage of Rosuvastatin should be individualised according to baseline LDL-C,
total-C/HDL-C ratio and/or TG levels, the recommended target lipid values and the patient
response

Lipid levels should be monitored periodically and, if necessary, the dose of Rosuvastatin
adjusted based on target lipid levels recommended by guidelines

Dosage in patients with rena/ insufficiency
The usual dose range applies in patients with mild to moderate renal impairment.

For patients with severe renal impairment (CLcr<30mL/min/1.73m?) not on hemodialysis,
dosing of Rosuvastatin should be started at 5 mg once daily and not exceed 10 mg once daily.

Dosage in patients with hepatic insufficiency

There was no increase in systemic exposure to Rosuvastatin in subjects with Child-Pugh
scores of 7 or below. However, increased systemic exposure has been observed in subjects
with Child-Pugh scores of 8 and 9. In these patients an assessment of renal function should
be considered. There is no experience in subjects with Child-Pugh scores above 9.
Rosuvastatin calcium is contraindicated in patients with active liver disease.

Use In elderly

The overall frequency of adverse events and types of adverse events were similar in patients
above and below 65 years of age. The efficacy of Rosuvastatin in the geriatric population (=65
years of age) was comparable to the efficacy observed in the non-elderly.

Pediatric patients (10 to 17 years of age)

In pediatric patients (10 to 17 years of age) with heterozygous familial hypercholesterolagmia
the usual dose range of Rosuvastatin is 5-20 mg/day; the maximum recommended dose is 20
mg/day (doses greater than 20 mg have not been studied in this patient population). Doses
should be individualised according to the recommended goal therapy. Adjustments should be
made at intervals of 4 weeks or more.

Use in children below 10 years

The safety and effectiveness in children have not been established. In children and
adolescents with homozygous familial hypercholesterolemia experience is limited to eight
patients (aged 8 years and above).

Dose on Asian patients

Initiation of Rosuvastatin calcium therapy with 5 mg once daily should be considered for Asian
patients. The potential for increased systemic exposures relative to Caucasians is relevant
when considering escalation of dose in cases where hypercholesterolaemia is not adequately
controlled at doses of 5, 10 or 20 mg once daily.

Genetic polymorphisms
Specific types of genetic polymorphisms are known that can lead to increased Rosuvastatin

exposure (see Pharmacokinetic). 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.

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). 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.

If concomitant use of Rosuvastatin with ciclosporin cannot be avoided, the dose of Rosuvastatin
should not exceed 5 mg once daily.

ROUTE OF ADMINISTRATION
Oral.

CONTRAINDICATIONS

Rosuvastatin is contraindicated:

 in patients with hypersensitivity to any component of this product.

 in patients with active liver disease including unexplained, persistent elevations of serum
transaminases and any spectrum transaminase elevation exceeding 3x the upper limit of
normal (ULN).

* during pregnancy, while breast-feeding and in women of child-bearing potential not using

appropriate contraceptive measures.

in patients with myopathy.

in patients receiving concomitant cyclosporine

WARNINGS AND PRECAUTIONS
Myasthenia Gravis/ Ocular Myasthenia

In few cases, statins have been reported to induce de novo or aggravate pre-existing myasthenia
gravis or ocular myasthenia. Roxatin Tablet 10mg and Roxatin Tablet 20mg should be
discontinued in case of aggravation of symptoms. Recurrences when the same or a different
statin was (re-) administered have been reported.

Renal effects

Proteinuria, detected by dipstick testing and mostly tubular in origin, has been observed in
patients treated with higher doses of Rosuvastatin, in particular 40 mg, where it was transient
or intermittent in most cases. Proteinuria has not been shown to be predictive of acute or
progressive renal disease. An assessment of renal function should be considered during
routine follow-up of patients treated with a dose of 40 mg.

Renal impairment

Rosuvastatin exposure is not influenced by mild to moderate renal impairment (CLer >
30mL/min/1.73m2). Exposure to Rosuvastatin is increased to a clinically significant extent in
patients with severe renal impairment (CLcr <30 mL/min/1.73m2) who are not receiving
hemodialysis and dose adjustment is required.

Skeletal muscle effects

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.

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 rhabdomyolysis have been reported with the use of ezetimibe in
combination with HMG-CoA reductase inhibitors. A pharmacodynamic interaction cannot be
excluded and caution should be exercised with their combined use. As with other HMG-CoA
reductase inhibitors, the reporting rate for rhabdomyolysis associated with Rosuvastatin 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 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

o hypothyroidism

 personal or family history of hereditary muscular disorders

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

age > 70 years
situations where an increase in plasma levels may occur.
concomitant use of fibrates.

In such patients the risk of treatment should be considered in relation to possible benefit and
clinical monitoring is recommended. If CK 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 returns to normal, then consideration should be given to re-introducing
Rosuvastatin or alternative HVG-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:
 persistent proximal muscle weakness and elevated serum creatine kinase, which persist
despite discontinuation of statins treatment;.
* muscle biopsy showing necrotizing myopathy without significant inflammation;
* improvement with immunosuppressive agents.

The incidence of myositis and myopathy were reported 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.

Rosuvastatin should not be used in any patient with an acute, serious condition suggestive of
myopathy or predisposing to the development of renal failure secondary to rhabdomyolysis
(e.g. sepsis, hypotension, major surgery, trauma, severe metabolic, endocrine and electrolyte
disorders; or uncontrolled seizures).
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Rosuvastatin
ROXATIN TABLET 10 MG
ROXATIN TABLET 20 MG
COMPOSITION
Roxatin Tablet 10 mg
Each film coated tablet contains 10mg Rosuvastatin (as calcium salt)
Roxatin Tablet 20mg
Each film coated tablet contains 20mg Rosuvastatin (as calcium salt)
DESCRIPTION
Roxatin Tablet 10 mg
Round (7 mm), light brick red, biconvex film-coated tablet with Pharmaniaga icon on one side
and plain on the other.
Roxatin Tablet 20mg
Round (9.5 mm), light brick red, biconvex film-coated tablet with Pharmaniaga icon on one
side and plain on the other.
PHARMACODYNAMICS
Pharmacotherapeutic group: HMG-CoA reductase inhibitors
ATC code: C10A AO7
Rosuvastatin is a selective, potent and competitive inhibitor of HMG-CoA reductase, the
rate-limiting enzyme that converts 3-hydroxy-3-methylglutaryl coenzyme A to mevalonate, a
precursor of cholesterol. Triglycerides (TG) and cholesterol in the liver are incorporated, with
apolipoprotein B (ApoB), into very low density lipoprotein (VLDL) and released into the plasma
for delivery to peripheral tissues. VLDL particles are TG-rich. Cholesterol-rich low density
lipoprotein (LDL) is formed from VLDL and is cleared primarily through the high affinity LDL
receptor in the liver.
Rosuvastatin produces its lipid-modifying effect in two ways; it increases the number of
hepatic LDL receptors on the cell-surface, enhancing uptake and catabolism of LDL and it
inhibits the hepatic synthesis of VLDL, thereby reducing the total number of VLDL and LDL
particles.
High density lipoprotein (HDL), which contains ApoA-I is involved, amongst other things, in
transport of cholesterol from tissues back to the liver (reverse cholesterol transport).
The involvement of LDL-C in atherogenesis has been well documented. High LDL-C, TG, low
HDL-C and ApoA-I have been linked to a higher risk of cardiovascular disease. Available data
have shown the benefits on mortality and CV event rates of lowering LDL-C and TG or raising
HDL-C. More recent data has linked the beneficial effects of HMG-CoA reductase inhibitors to
lowering of non-HDL (i.e. all circulating cholesterol not in HDL) and ApoB or reducing the
ApoB/ApoA-| ratio.
PHARMACOKINETICS
Absorption
Peak plasma concentrations of Rosuvastatin were reached 3 to 5 hours following oral dosing.
Both peak concentration (Cmax) and area under plasma concentration-time curve (AUC)
increased in approximate proportion to Rosuvastatin dose. The absolute bioavailability of
Rosuvastatin is approximately 20%.
Administration of Rosuvastatin with food decreased the rate of drug absorption by 20% as
assessed by Cmax, but there was no effect on the extent of absorption as assessed by AUC.
Plasma concentrations of Rosuvastatin do not differ following evening or morning drug
administration.
Significant LDL-C reductions are seen when Rosuvastatin is given with or without food, and
regardless of the time of day of drug administration.
Distribution
Mean volume of distribution at steady-state of Rosuvastatin is approximately 134 litres.
Rosuvastatin is 88% bound to plasma proteins, mostly albumin. This binding is reversible and
independent of plasma concentrations.
Metabolism
Rosuvastatin is not extensively metabolised; approximately 10% of a radio-labelled dose is
recovered as metabolite. The major metabolite is N-desmethyl Rosuvastatin, which is formed
principally by cytochrome P450 2C9, and N-desmethyl Rosuvastatin has approximately
one-sixth to one-half the HMG-CoA reductase inhibitory activity of Rosuvastatin. Overall,
greater than 90% of active plasma HMG-CoA reductase inhibitory activity is accounted for by
Rosuvastatin.
Excretion
Following oral administration, Rosuvastatin and its metabolite are primarily excreted in the
faeces (90%). The elimination half-life (t12) of Rosuvastatin is approximately 19 hours.
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Liver Effects e ) ) ~Antacid: The simultaneous dosing of Rosuvastatin with an antacid suspension containing Itraconazole 200 mg 0D, 5 days [ 10 mg, single dose [ 1.4 fold? Skin and subcutaneous Not known | Stevens-Johnson syndrome
As with other HMG-CoA reductase inhibitors, Rosuvastatin should be used with caution in- ajuminium and magnesium hydroxide resulted in decrease in Rosuvastatin plasma | Ezetimibe 10 mg OD, 14 days [ 10 mg, 0D, 14 days [ 1210l ? tissue disorders Drug reaction with eosinophilia and systemic symptoms
patients who consume excessive quantities of alcohol and/or have a history of liver disease.  concentration of approximately 50%. This effect was mitigated when the antacid was dosed 2 [Decrease in AUC of r (DRESS)
It is recommended that fiver function tests be carried out prior to, and 3 months following, the hours after Rosuvastatin. The clinical relevance of this interaction has not been studied. Interacting drug dose regimen Rosuvastatin dose regimen E::Jg:si;in AUCH M)L:;Ceuclgvzk:‘s?jlzi:gor ders ggrrgmon mﬁ‘;?al?hy ncluding myostis)
initiation of treatment. Rosuvastatin should be discontinued or the dose reduced if the level of serum S ‘ A ) . s - - Rhabdomyolysi
transaminases is qreater than 3 times the unper limit of normal. The reporting rate for serious Fusidic Acid: Interaction studies with Rosuvastatin and fusidic acid have not been conducted. Ery 500 mg QID, 7 days 80 mg, single dose 20% ¥ abdomyolysis
iminases 15 greater than 3 i upper Imi ma. The reporting 'US " ps with other statins, muscle related events, including rhabdomyolysis, have been reported | Baicain 50 mg TID, 14 days 20 mg, single dose 4% Veryrare | Arthralgia
hepatic events (consisting mainly of increased hepatic transaminases) is higher at the 40 mg dose. ¥ N T Ny } . - . — Not known | Immune-mediated necrotising myopathy
) ) ; o ) with Rosuvastatin and fusidic acid given concurrently. Patients should be closely monitored  *Data given as x-fold change represent a simple ratio between co-administration and Ronal and wrnary disordars TVery rare Haematuria
In patients with secondary hypercholesterolaemia, caused by hypothyroidism or nephrotic  and temporary suspension of Rosuvastatin treatment may be appropriate. rosuvastatin alone. Data given as % change represent % difference relative to rosuvastatin Renroduct ryt T y G ;
syndrome, the underlying disease should be treated prior to initiating therapy with ) ) ) o alone, bfg:[ (;JICS oﬁesryss em an ery rare ynagcomastia
Rosuvastatin. (I;Zrythromyc;\nlicc((;ncomgama(;i;edof Rosu_vaséatm afng erythromyc$h_rgsulted ina 20% Increase is indicated as *1” decrease as V", General isorders and — st
ecrease in AUC (0-1) and a 30% decrease in Cmax of Rosuvastatin. This interaction may be  Seyera) interaction studies have been performed at different Rosuvastatin dosages, the table
Race caused by the increase in gut motility caused by erythromycin. shows the most sianificant ratio administration site conditions | Not known _| Oedema .
Pharmacokinetic studies show an increase in exposure in Asian patients compared with AUC - area undergcurve’ 0D = once daily: BID = twice daily: TID = three times daily: QID  four Eye disorder Not known | Qcular myasthenia
Caucasians. Cytochrome P450 enzymes: S L Y, bl = y 110 = v, Ub = Frequency will depend on the presence or absence of risk factors (fasting blood glucose > 5.6
Rosuvastatin is neither an inhibitor nor an inducer of cytochrome P450 isoenzymes. In  times daily mmol/L, BMI > 30 kg/m2, raised triglycerides, history of hypertension).
Protease inhibitors addition, Rosuvastatin is a poor substrate for these isoenzymes. Therefore, drug interactions ; ; ot : . it
Increased §ystemic exposure. o Rqsuvastatin ha§ b_egn olqsewed }n patient_s rgceivin_g resulting from cytochrome P450-mediated metabolism are not expected. No clinically relevant XTJEC'?glti);vz)l}%gz(\jllacs‘tnaaﬁlnp;?gggzgrﬂ:iSipaitilt?r?s did not have a clinically significant effect on the As with other HMG-CoA reductase inhibitors, the incidence of adverse drug reactions tends to
Rosuvastatin concomitantly with various protease inhibitors in combination with ritonavir.  interactions have been observed between Rosuvastatin and either fluconazole (an inhibitor of  Ajeglitazar 0.3 ma 7 days d - Fenofibrat .67 7 days TID d il e 200ma 11 be dose dependent.
Consideration should be given both to the benefit of lipid lowering by use of RosuvastatininHIV. cyp2c9 and CYP3A4) or ketoconazole (an inhibitor of CYP2AG and CYP3A4). d £0 |Oa[z)aé » mgF 2 oswng%ogno ‘/ r? ¢ o7 Tgo ayg d é)‘s[\)ng . UC_OEatZO ¢ I\HQQOO
patients receiving protease inhibitors and the potential for increased Rosuvastatin plasma ays7 d OBS|B]?1 psa.n;pfrena\‘m mo/ri onaer Wg_ _ays . osing; eocoTnlel)zoe' Renal effects
concentrations when initiating and up titrating Rosuvastatin doses in patients treated with  Interactions requiring Rosuvastatin dose adjustments (see also Table 3): mg 7 dys BID dosing; Rifampin 450 mg 7 days OD dosing; Silymarin 140 mg 5 days TID dosing.  proteinuria, detected by dipstick testing and mostly tubular in origin, has been observed in
protease inhibitors. The concomitant use with certain protease inhibitors is not recommended  Wnen it is necessary to co-administer Rosuvastatin with other medicinal products known {0 ggher medications: patients treated with Rosuvastatin. Shifts in urine protein from none or trace to ++ or more
unless the dose of Rosuvastatin is adjusted increase exposure to Rosuvestatin, doses of Rosuvestatin should be adjusted. It 18 ooy rrant use of fibrates may cause severe myositis and myoglobinuria. were seen in patients at some fime during treament with 10 and 20 mg, and 40 mg. A minor
Lactose Intolerance r(zjco_mmten?ed t?at phrescréberls tconsnglt th_fhrglevam {thqduct information when considering Effect of Rosuvastatin on co-administered medicinal products: increase in shift from none or trace to + was observed wnh_ the 20 mg dose. In most cases,
Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or administration of such products together with Rosuvastatin. o ¢ . . : . prot_elnur_\a decreases or dls_appears spontaneou_sly on continued therapy. Av_awlah\e data has
glucose-galactose malabsorption should not take this medicine. It medicinal productis observed to increase Rosuvastatin AUC approximately 2-fold or higher Vitamin K antagonists: As with HMG CoA reductase inhibitors, the initiation of treatment or  not identified a causal association between proteinuria and acute or progressive renal disease.
! P it i " i ; i j i i o that the occurrence is low.
Exceptional cases of nterstitial lung disease have been reported vith some statins, especially gigeoezut"ﬁasttztf‘gigonﬂgé’;Iaydé%if%f?g?jb;g?;ﬁg&gg mﬁ%ﬁs‘ﬁl&'gzm(&sﬁd\:\mﬁ ;:J[)td‘ﬂzeéy Normalised Ratio (INR). Discontinuation or down-tration of Roxatin Tablet may result in a urrence is low
with long term therapy. Presenting features can include dyspnoea, non-productive cough and ; le25 mad i et with cicl in (7 1-6old i ¢ 10, decrease in INR. In such situations, appropriate monitoring of INR is desirable. Skeletal muscle effects
deterioration in general health (fatigue, weight loss and fever). I it is suspected a patient has {0 €xample a 5 mg dose of Rosuvastatin with ciclosporin (7.1-fold increase in exposure), a ] ) T — ) - »
developed interstitial lung disease, statin therapy should be discontinued. mg dose of Rosuvastatin with ritonavir/atazanavir combination (3.1-fold increase) anda 20 mg ~ Oral ptive/h I therapy (HRT): Concomitant use of  Effects on skeletal muscle e.. myalgia, myopathy (including myosits) and, rarely,
dose of Rosuvastatin with gemfbrozil (1.9-fold increase). Rosuvastatin and an oral contraceptive resulted in an increase in ethinyl estradiol and ~ rhabdomyolysis with and without acute renal failure have been reported in
é)iabet%s Mellitus1 - s s blood o . dente. ot It medicinal orocuct is observed fo . i AUG s than 2.0/, the s norgestrel AUC of 26% and 34% respectively. These increased plasma levels should be  Rosuvastatin-treated patients with all doses and in particular with doses > 20 mg.
ome evidence suggests that statins as a class raise blood glucose and, in some patients, a medicinal product is observed to increase Rosuvastatin ess than 2-fold, the starting  congigered when selecting oral contraceptive doses. There are no pharmacokinetic data ) ) o ) .
high risk of future diabetes, may produce a level of hyperglycaemia where formal diabetes care  dose need not be decreased but caution should be taken if increasing the Rosuvastatin dose  gyailable in patients taking concomitant Rosuvastatin and HRT and therefore a similar effect A QOsg—re\ated increase in CK levels has‘been obser_vsd in patients taking Rosuvastatin; the
e is appropriate. This risk, however, is outweighed by the reduction in vascular risk with statins ~ about 20mg. cannot be excluded. However, the combination has been extensively used in women in clinical majority of cases were ml\d,‘ asymptomatic and transient. If CK levels are elevated (>5xULN),
c and therefore should not be a reason for stopping statin treatment. Patients at risk (fasting _— o o _ . trials and was well tolerated. treatment should be discontinued.
S glucose 5.6 to 6.9 mmol/l, BMI >30 kg/m?, raised triglycerides, hypertension) should be Proll;a_aslt_’. InI;lhlltors. _C%a_S_rpwmstrahqn of RO;L]JVESIEIIIH wtﬂih certain pro(lf\asg)mhllblt?rfs I?!r Liver effects
i ini i i i i ideli combination of protease inhibitors may increase the rosuvastatin exposure, up to 7-fold. ici . ini i {0 with digoxin i ‘LIver erects
— monitored both clinically and biochemically according to national guidelines. . p 1ay p | p Other medicinal products: No clinically relevant interaction with digoxin is expected. As with other HMG-CoA reductase inhibitors, a dose-related increase in transaminases has
o Dose adjustment are needed depending on the level of effect on Rosuvastatin exposure. Pacdiatri Jation: Th " ons inth " aton i K b b di I number of atients taking R atin: maiorit of id
— Pediatric Patients (10 to 17 years of age) . Tablo 3 Effoet of co-admisistorad modicinal products on Rustrvasta expostro aediatric population: The extent of interactions in the paediatric population is not known. een observed in da small number of patients taking Rosuvastatin; majority of cases were mild,
= The evaluation of linear growth (neigh), weight, BMI (body mass index), and secondary 0 eis be Bl e PREGNANCY AND LACTATION asymptomatic and transient. ) )
~ characteristics of sexual maturation by Tanner staging in pediatric patients taking Rosuvastatin (2' ’I‘; orde lo mec ;a's: dg_ agnitu :)uc i The safety of Rosuvastatin during pregnancy and whilst breast-feeding has not been Thgfol\or/éngfadvilrse events have been reported with some statins:
is limited to a one year period. —0 L0 grealer Lian 2 HASS Ol - - established. Women of child-bearing potential should use appropriate contraceptive - Sciua dystunetion.
Interacting drug dose regimen Rosuvastatin dose regimen | Change in AUCH measures. 9P pprop P  Exceptional cases of interstitial lung disease, especially with long term therapy.
EFFEQTS ON ABILITV T0 DRI)IE AND USE MACHIN.ES ) ) SofosbuvirhelpatasiivoxTaprevir (400 | T0mg single dose 730 -f0ld 1 * Tendon disorders, sometimes complicated by rupture.
There is no evidence of a sedative effect qf_ Rosuvgstatln. From 1hg safety profile, Rosuvastatin mg-100 mg-100 ma) + Vortaprevt - ADVERSE EFFECTS The reporting rates for rhabdomyolysis, serious renal events and serious hepatic events
is not expected to adversely affect the abilty to drive or use machines. (100 mg) once daily for 15 days There have been rare post-marketing reports of cognitive impairment (e.g. memory loss, forgetfulness,  (consisting mainly of increased hepatic transaminases) is higher at the 40 mg dose.
INTERACTIONS WITH OTHER MEDICAMENTS gﬂ%ﬁ;m 75 mg BID to 200 mg BID, 10 mg 0D, 10 days 71 fold? amnz&g, fmemlcl)rytlr?_paw?ﬁnt, con;usmn) assoma‘tled with sta_ltln use.d These |sts]:Jes have btef_n
Effect of co-administered medicinal products on Rosuvastatin: . reported for all statins. The reports are generally non-serious and reversible upon statin  OVERDOSE AND TREATMENT
o o ) ) Darolutamide 600 mg BID, 5 days 5mg, single dose 5.2 -fold * discontinuation, with variable times to symptom onset (1 day to years) and symptom resolution  There is no specific treatment in the event of overdose. In the event of overdose, the patient
Transporler protel‘n inhibitors: Rosuvastatin is a substrate for certain transporter pro(e\ns D, 8 days (median 3 weeks). should be treated symptomatically and supportive measures instituted as required.
including the hepatic uptake transporter OATP1B1 and efflux transporter BCRP. Concomitant Regorafenib 160 mg 0D, 14 days 5mg, single dose 3.8 fold? Increases with HbA+ and fasting blood glucose have been reported with statins. The risk of  Hemodialysis is unlikely to be of benefit.
administration of Rosuvastatin with medicinal products that are inhibitors of these transporter T 300 e 100 TOT0. Sl G056 T hyperglycemia, however, is outweighed by the reduction in vascular risk with statins.
proteins may result in increased Rosuvastatin plasma concentrations and an increased risk of 0 0 0. sing 110 The adverse reactions seen with Rosuvastatin are generally mild and transient. STORAGE CONDITION
myopathy. ir 150 mg 0D, 7 d 10 mg, single d - ° i igi
ool . VeIpa;asviMOO l:]g ODV ays 7 mgyssilnlgleedoossee g'gg'.:‘od\& Tabulated list of adverse reactions Store below 30°C. Store in the original package.
iclosporin: 2asvl A A . -
Ciclosporin increased Rosuvastatin exposure and may result in increased risk of myopathy Ofg/bﬁﬂsw 2?689/1”‘/2‘39’;"”.‘;30 5mg single dose 2.59 -fold glmzm Oég‘a” C:fsf ;’eq“ency ggdes'gab'e effect SHELF LIFE
(see Table 3). Therefore, in patients taking ciclosporin, the dose of Rosuvastatin should not QD[ onavir 159 mo/dasabuvir 455 mg sygi)emaZisoyrrgsrsa c are rombocytopenia Product should not be used beyond the expiry date imprinted on the product packaging.
exceed 5 mg once daily. - - - - - -
Ter Not available 2.5 -fold 1 Immune system disorders | Rare Hyper reactions including
Protease Inhibitors: Grazoprevir 200 mg/elbasvir 50 mg 0D | 10mg single dose 2.26 -fold * Endocrine disorders Common Diabetes mellitus DOSAGE FQRMS AND PACKAGING AVAILABLE
Although the exact mechanism of interaction is unknown, concomitant protease inhibitor use | Glecaprevir 400 mg/pibrentasvir 120 mg | 5mg once daily 2.2 foldt Psychiatric disorders Not known | Depression In'box of 30's (3 blisters x 10 tablets)
may strongly increase Rosuvastatin exposure (see Table 3). Co-administration of 10 mg |- ODfor7 days _ Nervous system disorders | Common | Headache Product Reaistration Holder/Manufacturer
Rosuvastatin and a combination product of two protease inhibitor (300 mg atazanavir/ 100 mg Iéopmawr 400 mytitonavir 100 mg 20mg 0D, 7 days 2.1 fold? Dizziness roduct Registration Holder/Manufacturer:
ritonavir) was associated with an approxi : S A D, 17 days Veryrare | Polyneuropathy Pharmaniaga Manufacturing Berhad (198001006232)
pproximately three-fold and seven-fold increase in Capmatinb 400mg BID Toma, single d )
Rosuvastatin AUC and Cmax respectively. The concomitant use of Rosuvastatin and some e S MO B0 mo, singe dose 2.1 -foldt Memory loss No. 114, Jalan P/, Kawasan Perusahaan Bangi,
L - : ) Clopidogrel 300 mg loading, followed 20 mg, single dose 2 -fold Not known | Peripheral neuropathy 43650 Bandar Baru Bangi, Sel Darul Eh:
9 . - . . andar baru bangi, oelangor baru san,
protease inhibitor combinations may be considered after careful consideration of Rosuvastatin | by 75 mg at 24 hours® Sleep disturbances (including insomnia and nightmares)| 112
dose adjustments based on the expected increase in Rosuvastatin exposure. 7 inib 100 mg twice daily 20 mg, single dose 2.0fold? Myasthenia gravis daysia.
L . i . ) — - Respiratory, thoracic and Not known | Cough
Gemfibrozil and other lipid-lowering products: Concomitant use of Rosuvastatin and | Febuxostat 120mg 0D 10 mg, single dose 1.9-fold? mediastinal disorders Dyspnoea Date of revision: 12th August 2025
gemfibrozil resulted in a 2-fold increase in Rosuvastatin Cmax and AUC. No pharmacokinetic  [Gemfibrozil 600 mg BID, 7 days 80 mg, single dose 1.9 -fold Gastro-intestinal disorders | Common | Constipation
relevant interaction with fenofibrate is expected, however pharmacodynamic interaction may _ _ _ Nausea PRP 0687.2/ PRP 0686.2 120825
occur. Gemfibrozil, fenofibrate, other fibrates and lipid lowering doses (> or equal to g/day) of | LesS than 2-fold increase in AUC of rosuvastatin Abdominal pain
niacin (nicotinic acid) increase the risk of myopathy when given concomitantly with HMG-CoA  [Interacting drug dose regimen Rosuvastatin dose regimen | Change in Rare Pancreatitis
reductase inhibitors, probably because they can produce myopathy when given alone. These rosuvastatin AUC* ‘ i Not known | Diarrhoea i
patients should also start with the 5 mg dose. Eltrombopag 75 mg 0D, 5 days 10 mg, single dose 1.6 -fold Hepatobiliary disorders Rare Increased hepatic transaminases
. Darunavir 600 mg/ritonavir 100 mg 10 mg 0D, 7 days 1.5 -fold Veryrare | Jaundice
Ezetimibe: Concomitant use of 10 mg Rosuvastatin and 10 mg ezetimibe resulted in a 1.2 BID, 7 days Hepatitis
fold increase in AUC of Rosuvastatin in hypercholesterolaemic subjects. A pharmacodynamic | Tipranavir 500 mg/ritonavir 200 mg 10 mg, single dose 1.4 -fold? Skin and subcutaneous Uncommon | Pruritus
interaction, in terms of adverse effects, between Rosuvastatin and ezetimibe cannot be ruled | BID. 11 days tissue disorders Rash
out, Dronedarone 400 mg BID Not available 1.4 -fold Urticaria 0
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