Rosuvastatin Tablets IP 10 mg

Rosufox (10) g

PRODUCT NAME: Rosuvastatin Calcium Tablets IP 10 mg
NAME AND STRENGTH OF ACTIVE INGREDIENT (S):
Rosuvastatin IP 10 mg

Description: Redish brown coloured, round shaped, biconvex,
film coated tablets plain on both sides.
PHARMACOLOGICAL CLASSIFICATION: Rosuvastatin
is in a class of medications called HMG-CoA reductase inhibitors
(statins).

PHARMACODYNAMICS/ PHARMACOKINETICS:
Pharmacodynamics:

Pharmacotherapeutic group: HMG-CoA reductase inhibitors
Mechanism of action

Rosuvastatin is a selective and competitive inhibitor of HMG-
CoA reductase, the rate-limiting enzyme that converts 3-
hydroxy-3-methylglutaryl coenzyme A to mevalonate, a
precursor for cholesterol. The primary site of action of
rosuvastatin is the liver, the target organ for cholesterol lowering.
Rosuvastatin 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.

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.
Rosuvastatin also lowers the LDL-C/HDL-C, total C/HDL-C and
nonHDL-C/HDL-C and the ApoB/ApoA-I ratios.

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.

Pharmacokinetics:

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 clearance. The
volume of distribution of rosuvastatin is approximately 134 L.
Approximately 90% of rosuvastatin is bound to plasma proteins,
mainly to albumin.

Biotransformation

Rosuvastatin  undergoes limited metabolism (approximately
10%). In vitro metabolism studies using human hepatocytes
indicate that rosuvastatin is a poor substrate for cytochrome
P450-based metabolism. CYP2C9 was the principal isoenzyme
involved, with 2C19, 3A4 and 2D6 involved to a lesser extent.
The main metabolites identified are the N-desmethyl and lactone
metabolites. The N-desmethyl metabolite 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-CoA reductase inhibitor
activity.

Elimination

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
climination 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.

RECOMMENDED DOSE:

MODE OF ADMINISTRATION:

Before treatment initiation the patient should be placed on a
standard cholesterol-lowering diet that should continue during
treatment. The dose should be individualised according to the
goal of therapy and patient response, using current consensus
guidelines.

Paediatric population

Paediatric use should only be carried out by specialists.

Children and adolescents 6 to 17 years of age (Tanner Stage II-
V)

Heterozygous familial hypercholesterolaemia

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.

In children 10 to 17 years of age with heterozygous familial
hypercholesterolaemia, the usual dose range is 5-20 mg orally
once daily. Safety and efficacy of doses greater than 20 mg have
not been studied in this population.

Homozygous familial hypercholesterolaemia

In children 6 to 17 years of age with homozygous familial
hypercholesterolaemia, the recommended maximum dose is 10
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 10 mg once daily should be conducted
according to the individual response and tolerability in paediatric
patients, as recommended by the paediatric treatment
recommendations. 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 10
mg in this population.

The 40 mg tablet is not suitable for use in paediatric patients.
Children younger than 6 years

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 5 mg is recommended in patients >70 years. No
other dose adjustment is necessary in relation to age.

Method of administration

Oral use.

Rosuvastatin may be given at any time of day, with or without
food.

CONTRA-INDICATIONS:

Rosuvastatin is contraindicated:

- In patients with hypersensitivity to the active substance or to any
of the excipients.

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

- In patients with severe renal impairment (creatinine clearance
<30 ml/min).

- In patients with myopathy.

- In patients receiving concomitant combination of
sofosbuvir/velpatasvir/voxilaprevir.

- In patients receiving concomitant ciclosporin.

- During pregnancy and lactation and in women of childbearing
potential not using appropriate contraceptive measures.
WARNING AND PRECAUTIONS:

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. The reporting
rate for serious renal events in post-marketing use is higher at the
40 mg dose. An assessment of renal function should be
considered during routine follow-up of patients treated with a
dose of 40 mg.

Skeletal Muscle Effects

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 > 10 mg. Very
rare cases of rhabdomyolysis have been reported with the use of
czetimibe 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 in post-
marketing use is higher at the 40 mg dose.

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
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.

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 in clinical
trials in adults.
INTERACTIONS WITH
PRODUCTS:

Transporter protein inhibitors: Rosuvastatin is a substrate for
certain transporter proteins including the hepatic uptake
transporter OATP1B1 and efflux transporter BCRP. Concomitant
administration of rosuvastatin with medicinal products that are
inhibitors of these transporter proteins may result in increased
rosuvastatin plasma concentrations and an increased risk of
myopathy.

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

OTHER MEDICINAL

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 studied.
Erythromycin: Concomitant use of rosuvastatin  and
erythromycin resulted in a 20% decrease in AUC and a 30%
decrease in Ciax of rosuvastatin. This interaction may be caused
by the increase in gut motility caused by erythromycin.
PREGNANCY AND LACTATION:

Pregnancy

Rosuvastatin is contraindicated in pregnancy and lactation.
Lactation

Rosuvastatin is excreted in the milk of rats. There are no data with
respect to excretion in milk in humans. Rosuvastatin is
contraindicated in lactation.

UNDESIRABLE EFFECTS:

Blood and lymphatic system disorders: Thrombocytopenia.
Immune system disorders: Hypersensitivity reactions including
angioedema.

Endocrine disorders: Diabetes mellitus

Nervous  system  disorders:  Headache,
Polyneuropathy, Memory loss.

Eye disorders: Ocular myasthenia.

Respiratory, thoracic and mediastinal disorders: Cough
Dyspnoca.

Gastro-intestinal disorders: Constipation, Nausea, Abdominal
pain.

Skin and subcutaneous tissue disorders: Pruritus, Rash,
Urticaria.

Musculo-skeletal and connective tissue disorders: Myalgia,
Arthralgia.

Renal and urinary disorders: Hacmaturia.

Dizziness,

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.

STORAGE CONDITION:

Store protected from light & moisture at a temperature not
exceeding 30°C.

DOSAGE FORMS AND PACKAGING AVAILABLE:
Alu-Alu Blister Packing of 10 X 10 Tablets.

SHELF LIFE:

24 months
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