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Rosuvastatin Tablets IP' 5 mg/ 10 mg/ 20 mg
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Composition:
BESTOI
Each film coated tablet contains:

Rosuvastatin Calcium P

equivalent toRosuvastatin -~ 5mg

Excipients as

Colour: Tartrazine Lake and Titanium Dioxide IP

BESTOR™10

Each film coated tablet contains
Rosuvastatin Calcium IP
equivalent toRosuvastatin 10 mg
Excipients

Colour: Sunset Yellow Lake

BESTOR™20

Each film coated tablet contains:
Rosuvastatin Calcium IP

equivalent toRosuvastatin 20 mg
Excipients

Colbur: Ponceau 4R and Tiarium Dioxide P

PHARMACEUTICAL FORM: Tablets

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic Properties

Pharmacotherapeutic Group: HMG CoA reductase inhibitors
ATC Code: C10BA0G

DESCRIPTION:

Rosuvastatin is a synthetic lipid lowering agent for oral administration. The empirical formula being C,,H,,FN,O,S.

Mechanism of action:

Rosuvastatin is a selective, competitive inhibitor of HMG-CoA reductase, the rate-limiting enzyme that converts 3-hydroxy-3-methylglutaryl co-enzyme A to
mevalonate, a precursor of cholesterol

Rosuvastatin produces its lipid-modifying effects by, increasing the number of hepatic LDL receptors on the cell-surface to enhance uptake and catabolism of
LDLand itinhibits the hepatic synthesis of VLDL, thereby reducing the total number of VLDL and LDL particles.

High density lipoprotein (HDL) which contains ApoA-! is involved, amongst other things, in transport of cholesterol from tissues back to the liver (reverse
cholesterol transport) and also inhibit the synthesis of cholesterol by inhibiting HMG-CoA reductase.

Rosuvastatin reduces LDL-cholesterol, total cholesterol and triglycerides and increases HDL-cholesterol. It also lowers ApoB, nonHDL-C, VLDL-C, VLDL-TG and
increases ApoA-l. Rosuvastatin also lowers the LDL-C/HDL-C, total C/HDL-C, nonHDL-C/HDL-C and ApoB/ApoA-l ratios. A therapeutic response to
Rosuvastatin is evident within 1 week of commencing therapy and 90% of maximum response s usually achieved in 2 weeks. The maximum response s usually
achieved by 4 weeks and is maintained after that.

Pharmacokinetic properties:

After oral administration peak plasma levels occurin 5 hours after dosing. Absorption increases linearly over the dose range. The half-life is 19 hours and does
notincrease with increasing dose. Absolute bioavailability is 20% There is minimal accumulation on repeated once daily dosing.

Rosuvastatin undergoes first pass extraction in the liver. Rosuvastatin is approximately 90% bound to plasma proteins, mostly albumin. The parent compound,
accounts for greater than 90% of the circulating active HMG-CoA reductase inhibitor activity.

Rosuvastatin undergoes limited metabolism in humans (approximately 10%), mainly to the N-desmethyl form, and 90% is eliminated as unchanged drug in
the faeces with the remainder being excreted in the urine.

Special populations:

Age and sex: There was no clinically relevant effect of age or sex on the pharmacokinetics of Rosuvastatin.

Race: A population pharmacokinetic analysis revealed no clinically relevant differences in pharmacokinetics among Caucasian, Hispanic and Black or Afro-
Caribbean groups. However in Asian patients there s 2 fold median exposure in AUC and C,..

Renal insufficiency:
I a study in subjects with varying degrees of renal impairment, mild to moderate renal disease had little influence on plasma concentrations of Rosuvastatin.
However, subjects with severe impairment (CrCl < 30 m/min) had a 3-fold increase in plasma concentration compared to healthy volunteers. Haemaodialysis is
unlikely to be of benefit for drug removal.

INDICATIONS:
Rosuvastatin is indicated for patients with and mixed H familial hyperc in pediatric patients of 10-17
years of age, Hypertriglyceridemia, Primary D (Type Il Slowing the prognosis of atherosclerosis, Primary

prevention of stroke, cardiovascular disease(without clinically evident coronary heart disease but has increased risk of cardiovascular disease based on the risk
factors) and to reduce the risk during the arterial revascularization procedures. As an adjunct to diet when response to diet and exercise is inadequate

DOSAGE AND METHOD OF ADMINISTRATION

Before treatment nitiation, the patient should be placed on a standard cholesterol lowering diet that should continue during treatment. The usual start dose is
5-10 mg once a day. The dosage of Rosuvastatin should be individualized according to the goal of therapy and patient response. The majority of patients are
controlled at the start dose. However, if necessary, dose adjustment can be made after 2-4 weeks. The dose can be titrated higher, depending upon the
response to the lower doses

Rosuastatn may be gven at anytime of the day,ith or without food

Primary
The usual start dose s 5 - 10 mg Dnceaday
Forp severe hy (including Jsfamilial hyperc

, astart dose of 10- 20 mg may be considered.

familial
h familial hyperct tart dose 10mg - 20 mg once a day is recommended.

Intiation of 5 mg of Rosuvastatin ‘Should be considered for Asian patients
Useiin the elderly:
The usual dose range applies.
Dosage in patients with renal insufficiency:
The starting dose applies in patients with mild to moderate impairment. For patients with severe renal impairment the dose of Rosuvastatin should be started
on5mgand should not exceed 10 mg once daily
D
The usual starting dase applies in patients with mnd to moderate hepatic impairment. Patients with severe hepatic impairment should start therapy with
Rosuvastatin5 mg - 10 mg. Increased systemic exposure to Rosuvastatin has been observed in these patients, therefore the use of doses above Rosuvastatin 10
mg should be carefunyccnsmered(see “Pharmacological properties: Pharmacokinetic properties”)
Concomitant therapy:
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.
Rosuvastatin can also be usedin c with bile acid “Special wari d precautions for use”).
CONTRA INDICATIONS:
Rosuvastatin Tablets IPis contra-indicated in:
- patients who are hypersensitive to any component of this product
- patients with active iver disease
- pregnancy and lactation.
INTERACTIONS:
Interaction with other medicinal products and other forms of interaction:
Cyclosporine:
Co-administration of Rosuvastatin with Cyclosporine resulted in no significant changes in Cyclosporine plasma concentration. However, Rosuvastatin steady
state AUC,,, increased up to 7-fold over that seen in healthy volunteers administered the same dose.

Gemfibrozil:

Concomitant use of Rosuvastatin and Gemfibrozil resulted in a 2-fold increase in Rosuvastatin C,,. and AUC,,(see Dosage and Method of Administration).
Protease Inhibitor:
Co-administration of Rosuvastatin with certain protease inhibitors given in combmauon with Ritonavir has different effects on Rosuvastatin exposure. The
protease inhibitor ¢ and D up to three fold. For these combinations the dose
of Rosuvastatin is restricted to \ow dose

Coumarin Anticoagulants:

Rosuvastatin significantly increased International Normalised Ratio (INR) in patients receiving coumarin anticoagulants. Therefore caution should be exercised
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when coumnarin anticoagulants are given in conjunction with Rosuvastatin. In patients taking coumarin INR
should by before starting 9 durmgear\y(herapy(oensurethatnoswgnmcanta\(era(\onof\NRoccurs

Niacin:

The skeletal muscle effects may be enhanced with Rosuvastatin f used in combination with Niacin; a reduction in Rosuvastatin dosage should be considered
Fenoﬁbrale

h Fenofior .,no(Mm(al\yslgmh(amm(veasemAUCofRosuvas(aunovFenoﬁbvalewasobserved The benefit of
f be

furthera\lerauonsmI\p\d levels by(hecombmed use of carefull

PREGNANCY AND LACTATION:

The safety of Rosuvastatin during pregnancy and breast-feeding has not been established. Women of child-b potential should use appropriate
contraceptive measures.

Effects on Ability to drive and use machines:

Studies to determine the effect of rosuvastatin on the ability to drive and use machines have not been conducted . However, based on its pharmacodynamic
properties, rosuvastatin is unlikely to affect this ability. When driving vehicles or operating machines, it should be taken into account that dizziness may occur
during treatment.

ADVERSE REACTIONS:
Rosuvastatin is generally well tolerated. The adverse events seen with Rosuvastatin are generally mild and transient. In controlled clinical tials less than 4% of
o

The frequencies of adverse events are ranked according to the following

Common (> 1/100, < 1/10); Uncommon (> 1/1000, < 1/100); Rare (> 1/10 000, < 1/1000).

Nervous system disorders

Common: headache, dizziness and memory loss

Gastrointestinal disorders

Common: constipation, nausea, abdominal pain

Musculoskeletal, connective tissue and bone disorders

Common: myalgia

Rare: myopathy, rhabdomyolysis

General disorders

Common: asthenia

Skin disorders:

Unmmmon- pruritis, rash, urticaria
reactionsinclud

The mcdence of advarse drug reactions tends toincrease with increasing dose.

Skeletal muscle effect:

Rhabdomyolysis, which may occasionally be associated with impairment of renal function, has been reported with Rosuvastatin.

Renal effects:

Proteinuria (see” Labovatovye"e(ls ).

Laboratory e

- dose reated mcrease in iver transaminases and Creatine Kinase (CK) has been observed in patients taking Rosuvastatin. Abnormal urinalysis testing

(dipstick-positive proteinuria with haematuria) has been seen in patients taking Rosuvastatin. The protein detected was mostly tubular in origin. In most cases,

d

reases or disappears spor reduction of dose.

Risk of Hyperglycemia:

Increase in have been reported with rosuvastatin
Special warnings and precautions for use:

Liver Dysfunction:

Itis recommended that liver enzyme tests be performed before the initiation of rosuvastatin, and if signs or symptoms of liver injury occur.

Increases in serum transaminases [AST (SGOT) or ALT (SGPT)] have been reported with HMG-CoA reductase inhibitors, including rosuvastatin. In most cases,

the elevations were transient and resolved or improved on continued therapy or after a brief interruption in therapy. There were two cases of jaundice, for

which a relationship to rosuvastatin therapy could not be determined, which resolved after discontinuation of therapy. There were no cases of liver failure or

irreversible liver disease in these trials

Inapooled analysis of p\a(ebo controlled trials, increases in serum transaminases to greater than 3 times the upper limit of normal occurrediin 1.1% of patients
5% of patients placebo.

There have been rare pos(markelmg reports of fatal and non-fatal hepatic failure in patients taking statins, including rosuvastatin. If serious liver injury with

clinical symptoms and/or hyperbilirubinemia or jaundice occurs during treatment with rosuvastatin, promptly interrupt therapy. If an alternate etiology is not

found, do not restart rosuvastatin.

Rosuvastatin should be used with caution in patients who consume substantial quantities of alcohol and/or have a history of chronic liver disease. Active liver

disease, which may include persistent , is a contraindication to the use of rosuvastatin.

Hepaticinsufficiency:

In astudy in subjects with varying degrees of hepatic impairment there was no evidence of increased exposure to Rosuvastatin other than in the 2 subjects with

the most severe liver disease (Child-Pugh scores of & and 9). In these subjects systemic exposure was increased by at least 2-fold compared with subjects with

lower Child-Pugh scores. It's recommended that the liver enzyme tests be performed before and after 12 weeks following both the initiation of therapy and

any elevation of dose thereafter.

Renal effects:

An assessment of renal function should be considered follow-up of patients treated with higher dose.

Skeletal muscle:

Effects on skeletal muscle e.g. uncomplicated myalgia, myopathy and habdomyolysis, have been reported in patients treated with Rosuvastatin. Patients who

develop any signs or symptoms suggestive of myopathy should have their CK levels measured. Rosuvastatin therapy should be discontinued if myopathy is

diagnosed or suspected.

Anincrease in the incidence of myositis and myopathy has been seen in patients receiving other HMG-CoA reductase inhibitors together with Cyclosporine,

fibric acid derivatives, including Gemfibrozil, Nicotinic acid, Azole antifungal and Macrolide antibiotics.

Rosuvastatin should be prescribed with caution in patients with pre-disposing factors for myopathy, such as renal impairment, advanced age and

hypothyroidism, or situations where an increase in plasmalevels may occur (see “Pharmacological properties: Pharmacokinetic properties”).

Rosuvastatin should be temporarily withheld in any patient with an acute serious condition suggestive of myopathy or pedisposing to the development of

renal failure secondary to rhabdomyolysis (e.q. sepsis, hypotension, major surgery, trauma, severe metabolic, endocrine and electrolyte disorders; or

uncontrolled seizures).

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. Hemodialysis is unlikely o be of benefit.

PHARMACEUTICAL PARTICULARS:

Storage and Precautions: Store protected from light and moisture, at a temperature not exceeding 30°C.

Keep out of reach of children

Shelf Life: Please refer to carton/blister

Special precautions for disposal and other handling: Any unused medicinal product or waste material should be disposed off in accordance with local
requirements

Presentation: BESTOR tabletis available in 5 mg, 10 mg and 20 mg strengthin Alu-Alu Blister pack of 10 tablets.
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To report adverse events and/or product complaints visit our website www.biocon.com or call toll free No: 1800 102 9465 or e mail us at
drugsafety@biocon.com




