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Indication

Contraindications

Genetic polymorphisms Posology, dosage

Specific types of genetic polymorphisms are known that can lead to increased & administration
rosuvastatin exposure (see Section 5.2). For patients who are known to have

such specific types of polymorphisms, a lower daily dose of Crestor is
recommended.




Concomitant therapy

Rosuvastatin is a substrate of various transporter proteins (e.g. OATP1B1 and
BCRP). The risk of myopathy (including rhabdomyolysis) is increased when
Crestor 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 Crestor
therapy. In situations where co-administration of these medicinal products with
Crestor is unavoidable, the benefit and the risk of concurrent treatment and
Crestor dosing adjustments should be carefully considered (see Section 4.5).

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

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 Crestor in HIV
patients receiving protease inhibitors and the potential for increased rosuvastatin plasma
concentrations when initiating and up titrating Crestor doses in patients treated with protease
inhibitors. The concomitant use with certain protease inhibitors is not recommended unless the
dose of Crestor is adjusted. (see Sections 4.2 and 4.5).

Protease inhibitors

The concomitant use with protease inhibitors is not
recommended (see Section 4.5).

Special
Warnings and
Special
Precautions for
Use




Transporter protein inhibitors: Rosuvastatin is a substrate for certain
transporter proteins including the hepatic uptake transporter OATP1B1 and
efflux transporter BCRP. Concomitant administration of Crestor with medicinal
products that are inhibitors of these transporter proteins may result in increased
rosuvastatin plasma concentrations and an increased risk of myopathy (see
Sections 4.2, 4.4 and 4.5 Table 1).

Ciclosporin: During concomitant treatment with Crestor and ciclosporin, rosuvastatin AUC

values were on average 7 times higher than those observed in healthy volunteers (see Section
4.3 Contraindications).

Crestor is contraindicated in patients receiving concomitant ciclosporin (see
Section 4.3).

Ezetimibe: Concomitant use of 10 mg Crestor and 10 mg ezetimibe resulted in a
1.2 fold increase in AUC of rosuvastatin in hypercholesterolaemic subjects
(Table 1). A pharmacodynamic interaction, in terms of adverse effects,
between Crestor and ezetimibe cannot be ruled out (see Section 4.4).

Interactions requiring rosuvastatin dose adjustments (see also Table 1):
When it is necessary to co-administer Crestor with other medicinal products
known to increase exposure to rosuvastatin, doses of Crestor should be
adjusted. Start with a 5 mg once daily dose of Crestor if the expected increase
in exposure (AUC) is approximately 2-fold or higher. The maximum daily dose
of Crestor should be adjusted so that the expected rosuvastatin exposure
would not likely exceed that of a 40 mg daily dose of Crestor taken without
interacting medicinal products, for example a 20 mg dose of Crestor with
gemfibrozil (1.9-fold increase), and a 10 mg dose of Crestor with combination
ritonavir/atazanavir (3.1-fold increase).

Ciclosporin: During concomitant treatment with
Crestor and ciclosporin, rosuvastatin AUC values were
on average 7 times higher than those observed in
healthy volunteers (see Section 4.3 Contraindications).

Ezetimibe:Concomitant use of Crestor and ezetimibe
resulted in no change to AUC or Cmax for either drug.
However, a pharmacodynamic interaction, in terms of
adverse effects, between Crestor and ezetimibe
cannot be ruled out (see Section 4.4 Warnings and

special precautions for use).

Interaction with
Other
Medicaments
and Other
Forms of
Interaction




Table 1 Effect of co-administered medicinal products on rosuvastatin exposure

(AUG; in order of decreasing magnitude) from published clinical trials

Interacting drug dose regimen

Rosuvastatin dose
regimen

Change in rosuvastatin
AUC

Ciclosporin 75 mg BID to
200 mg BID, 6 months

Atazanavir 300 mg/ritonavir
100 mg OD, 8 days

Lopinavir 400 mg/ritonavir 100
mg BID, 17 days

Gemfibrozil 600 mg BID, 7 days

Eltrombopag 75 mg OD, 10 days

Darunavir 600 mg/ritonavir 100
mg BID, 7 days

Tipranavir 500 mg/ritonavir 200
mg BID, 11 days

Dronedarone 400 mg BID
Itraconazole 200 mg OD, 5 days

Ezetimibe 10 mg OD, 14 days

Fosamprenavir 700 mg/ritonavir
100 mg BID, 8 days

Aleglitazar 0.3 mg, 7 days
Silymarin 140 mg TID, 5 days
Fenofibrate 67 mg TID, 7 days

10 mg OD, 10 days

10 mg, single dose

20 mg OD, 7 days

80 mg, single dose

10 mg, single dose

10 mg OD, 7 days

10 mg, single dose

Not available

10 mg or 80 mg,
single dose

10 mg, OD, 14 days

10 mg, single dose

40 mg, 7 days
10 mg, single dose

10 mg, 7 days

7.1-fold T

3.1-fold T

2.1-fold T

1.9-fold T

1.6-fold T
1.5-fold T

1.4-fold T

1.4-fold T
1.4-fold T

1.2-fold T

A rd

g

g




Rifampin 450 mg OD, 7 days 20 mg, single ©
dose
Ketoconazole 200 mg BID, 7 days 80 mg, single ©
dose
Fluconazole 200 mg OD, 11 days 80 mg, single ©
dose
Erythromycin 500 mg QID, 7 days 80 mg, single 28% 4
dose
Baicalin 50 mg TID, 14 days 20 mg, single 47%
dose
Fluconazole 200 mg OD, 11 days 80 mg, single ©
dose
Erythromycin 500 mg QID, 7 days 80 mg, single 28% 4
dose
Baicalin 50 mg TID, 14 days 20 mg, single 47% 4
dose
Fertility,
pregnancy and
Lactation
Effects on
ability to
drive and
use
machines

Rare: thrombocytopenia

Frequency unknown: thrombocytopenia

Adverse events




Genetic polymorphisms: Disposition of HMG-CoA reductase
inhibitors, including rosuvastatin, involves OATP1B1 and
BCRP transporter proteins. In patients with SLCO1B1
(OATP1B1) and/or ABCG2 (BCRP) genetic polymorphisms
there is a risk of increased rosuvastatin exposure. Individual
polymorphisms of SLCO1B1 ¢.521CC and ABCG2 c.421AA
are associated with a higher rosuvastatin exposure (AUC)
compared to the SLCO1B1 ¢.521TT or ABCG2 c.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 Crestor is
recommended.

Pharmacological
Properties
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