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ROSUCOR TABLETS 10 MG

(Rosuvastatin Calcium Tablets 10mg)

NAME AND STRENGTH OF ACTIVE SUBSTANCE (S)
Rosuvastatin Calcium Tablets 10mg

Each film coated tablet contains

Rosuvastatin Calcium 10.400 equivalent to Rosuvastatin 10 mg
DOSAGE FORM

Film coated Tablets

- Patients with myopathy. Uncomplicated myalgia and myopathy have been
reported in rosuvastatin treated patients. Patients should be asked to
report inexplicable muscle pain or weakness immediately, particularly if
associated with malaise or fever. Creatine Kinase (CK) levels should be
measured in these patients. Rosuvastatin therapy should be discontinued
if CK levels are markedly elevated (>10xULN) or, if on clinical grounds,
myopathy is diagnosed or suspected.

- The risk of myopathy during treatment with rosuvastatin may be increased
with concurrent administration of other lipid-lowering therapies or
cyclosporine. 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 this combination. Combination

with the 5 mg dose.

Ezetimibe: Concomitant use of 10 mg Rosuvastatin and 10 mg ezetimibe
resulted in a 1.2 fold increase in AUC of rosuvastatin in
hypercholesterolaemic subjects. A pharmacodynamic interaction, in terms of
adverse effects, between Rosuvastatin and ezetimibe cannot be ruled out.
Antacid: The simultaneous dosing of Rosuvastatin with an antacid
suspension containing aluminium and magnesium hydroxide resulted in a
decrease in rosuvastatin plasma concentration of approximately 50%. This
effect was mitigated when the antacid was dosed 2 hours after Rosuvastatin.
The clinical relevance of this interaction has not been reported.
Erythromycin: Concomitant use of Rosuvastatin and erythromycin resulted
in a 20% decrease in AUC and a 30% decrease in Cmax of rosuvastatin. This
interaction may be caused by the increase in gut motility caused by
erythromycin.

Cytochrome P450 enzymes: Results from in vitro and in vivo studies
reported 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 reported between rosuvastatin and either fluconazole
(an inhibitor of CYP2C9 and CYP3A4) or ketoconazole (an inhibitor of
CYP2A6 and CYP3A4).

Interactions requiring rosuvastatin dose adjustments: 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 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).

Effect of rosuvastatin on co-administered medicinal products

Vitamin K antagonists: As with other HMG-CoA reductase inhibitors, the
initiation of treatment or dosage up-titration of Rosuvastatin in patients
treated concomitantly with vitamin K antagonists (e.g. warfarin or another
coumarin anticoagulant) may result in an increase in 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.

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% and 34%, respectively. These
increased plasma levels should be considered when selecting oral
contraceptive doses. There are no pharmacokinetic data available in subjects
taking concomitant Rosuvastatin and HRT and therefore a similar effect
cannot be excluded.

Other medicinal products:

Fusidic Acid: As with other statins, muscle related events, including
rhabdomyolysis, have been reported in post-marketing experience with
rosuvastatin and fusidic acid given concurrently.

Therefore, the combination rosuvastatin and fusidic acid is not
recommended. If possible, temporary suspension of rosuvastatin treatment is
recommended. If unavoidable, patients should be closely monitored.
Paediatric population: Interaction studies have only been reported in
adults. The extent of interactions in the paediatric population is not known.
Concurrent use of fibrates may cause severe myositis and myoglobinuria.
ADVERSE EFFECTS/UNDESIRABLE EFFECTS:

The adverse events seen with Rosuvastatin are generally mild and transient.
Immune system disorders

Hypersensitivity reactions including angioedema

Nervous system disorders

Headache, dizziness

Frequency ‘not known’: myasthenia gravis

Eye disorders

Frequency ‘not known’: ocular myasthenia

Gastrointestinal disorders

Constipation, nausea, abdominal pain, pancreatitis

Skin and subcutaneous tissue disorders

Pruritus, rash and urticaria

Musculoskeletal, connective tissue and bone disorders

Myalgia, myopathy (including myositis) and rhabdomyolysis

Musculoskeletal disorders

Frequency not known: Immune-mediated necrotizing myopathy

General disorders

Asthenia

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

Renal Effects: Proteinuria, detected by dipstick testing and mostly tubular in
origin, has been observed in patients treated with Rosuvastatin. Shifts in
urine protein from none or trace to ++ or more were seen in patients at some
time during treatment with 10 mg, 20 mg and 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 spontaneously on continued therapy.
Haematuria has been observed in patients treated with Rosuvastatin.
Skeletal muscle effects: Effects on skeletal muscle e.g. myalgia, myopathy
(including myositis) and, 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. If CK levels are elevated (>5xULN), treatment should be
discontinued.

Liver Effects: As with other HMG-CoA reductase inhibitors, a dose-related
increase in transaminases has been observed.

In addition to the above, the following adverse events have also been
reported with Rosuvastatin:

Gastrointestinal disorders: diarrhoea.

Hepatobiliary disorders: jaundice, hepatitis, increased transaminases.
Musculoskeletal disorders: arthralgia.

Nervous system disorders: Polyneuropathy, memory loss.

Renal disorders: Haematuria.

Skin and subcutaneous tissue disorders: Stevens-Johnson syndrome.

The reporting rates for rhabdomyolysis, serious renal events and serious
hepatic events (consisting mainly of increased hepatic transaminases) are
higher at the 40 mg dose.

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

Increase in HbA1c and fasting blood glucose have been reported with statins.
The risk of hyperglycemia, however, is outweighed by the reduction in
vascular risk with statins.

OVERDOSAGE AND TREATMENT:

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.

RECOMMENDED DOSAGE:

Adult dose:

The usual start dose is Rosucor 5-10 mg once daily and the majority of
patients are controlled at this dose. A dose adjustment to 20 mg can be made
after 4 weeks, if necessary. Rosuvastatin 40 mg should only be used in
patients with severe hypercholesterolaemia (including those with familial
hypercholesterolaemia) who do not achieve their treatment goal on 20 mg.
Rosucor may be given at any time of day, with or without food. The patient
should be placed on a standard cholesterol-lowering diet that should continue
during treatment.

Dosage on Asian Patients

Initiation of rosucor 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.

Pediatric Use:

The safety and effectiveness in children have not been established. Pediatric
experience is limited to a small number of children (aged 8 years or above)
with homozygous familial hypercholesterolaemia. Use in children should be
supervised by specialists.

Geriatric Use: No dose adjustment required.

Dosage in patients with renal insufficiency:

No dose adjustment is necessary in patients with mild to moderate renal
impairment.

The use of ROSUCOR in patients with severe renal impairment is
contraindicated.

Dosage in patients with hepatic impairment:

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. ROSUCOR is contraindicated in patients with active liver disease.
Dosage in patients with pre-disposing factors to myopathy

The recommended start dose is 5 mg in patients with pre-disposing 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. certain protease inhibitors
including combinations of ritonavir with atazanavir, lopinavir, and /or
tipranavir). Whenever possible, alternatively medications should be
considered, and if necessary, consider temporarily discontinuining Rosucor
10 therapy. In situations where co-adminstration of these medicinal products
with rosuvastatin is unavoidable, the benefit and risk of concurrent treatment
and rosuvastatin dosing adjustments should be carefully considered.

Mode of Administration: Oral

STORAGE CONDITIONS:

Store below 30°C, Protect from moisture and light.

Keep out of reach of children.

PACKAGING AVAILABLE:

Rosucor Tablets are available in Alu-Alu blister strip of 1 x 10, 3 x 10, & 10 x
10 tablets Not all presentations or all pack size may be marketed.

DATE OF REVISION OF PACKAGE INSERT:
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