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Crestat

(Rosuvastatin)
Tablet

COMPOSITION:

Crestat Tablet 5 mg:

Each film coated tablet contains:
Rosuvastatin Calcium equlvalen( to
Rosuvastatin .. ..5mg.

Product Specs.: CCL Pharmaceuticals

Crestat Tablet 10 mg:

Each film coated tablet contains:
Rosuvastatin Calcium equlvalem to
Rosuvastatin . 0mg.

Product Specs.: CCL Pharmaceuticals

Crestat Tablet 20 mg:

Each film coated tablet contains:
Rosuvastatin Calcium equivalent to
Rosuvastatin . ..20m

Product Specs.: CCL Pharmaceuticals

DESCRIPTION:
CRESTAT (rosuvastatin calcium) is a synthetic Ilpld Iowenng agem for oral administration. The chemical name for rosuvastatin calcium is bis[(E)-7-[4-(4-fluorophenyl)-6-isopropyl-2
[methyl(methylsulfonyl)amino] pyrimidin-5-yll(3R,5S)-3, saltwith the following structural formula:

S0;Me
2
The empirical formula for rosuvastatin calcium is (C,,H,,FN,0,S),Ca and the molecular weight is 1001.14. Rosuvastatin calcium is a white amorphous powder that is sparingly soluble in water and

methanol, and slightly solublein ethanol.
CLINICAL PHARMACOLOGY‘

o Theusualstarting doseis 10to 20 mg once daily.
o Theusualsstarting dose in adult patients with familial is20 daily.
The maximum CRESTAT dose of 40 mg should be used only for those patients who have not achleved their LDL Cdgoal utilizing the 20 mg dose.
CRESTAT can be administered as a single ose atany tlme of day, with or without food. The tablet should be swallowed whole. After initiation or upon titration of CRESTAT, lipid levels should be analyzed

within 2 to 4 weeks and the dosage adjusted In familial , the doserangeis 5to 10 mg orally once daily in patients 8 to less than 10 years
ofage,and 5to 20 mg orally once daily in patients 10 to 17 years of age. In homozygous familial hyps ia, the ds 20mgorally once daily in patients 7 to 17 years of age.
DOSE MODIFICATION RECOMMENDATIONS:
Dosing in Asian Patients: In Asian patients, consider initiation of CRESTAT rherary with 5 mi d inplasma { Theis systemic exposure should
be taken into consideration when treating Asian patients not adequately controlled at doses upto20 mg/day
gON;'RAINDICATIONS
9,
e Patients withaknown of this product. t itivi ionsincludingrash, pruritus, urticaria, and havebeen reported with
e Patients with active hverdlsease whlch maymclude i i ofhepa!ic levels
e Pregnancy
Lactation: Because statins have thy ial for serious ad innursinginfants, women who require CRESTAT treatment should not breastfeed their infants.

WARNINGS AND PRECAUTIONS:

Skeletal Muscle Effects: Cases of myopa(hy and rhabdomyolysrs wrth acute renal failure secondary to myoglobinuria have been reported with HMG-CoA reductase inhibitors, |ncludrng Rosuvastatin.

Theserlskscanoccuratany igh e (40 m should be prescribed in patients with pi factors for e.g.,age =6

years, inadequately treated hypoth roldlsm enal |mpa|rmenl) Rosuvaslaun therapy should be discontinued if markedly elevated creallne kinase Ievels ccar of myopathy 16 Glaghosed or suspected.

Rosuvastatin therapy shuu\&yalso %e temporarily withheld in any patient with an acute, serious condition s of p: o the of renal failure secondary to
(e.g., sepsis, , major surgery, trauma, severe and drsorders or selzures) There have been rare reports of
d g (IMNM), an \ with statin use. Al pallenls should be advised to promptly report to their physician unexplained muscle pain,

or ticularly if by i feverorif persrsl afterd

Liver ities: Itis thatliver enzyme tests be performed belore ,andif signs or of liverinjury occur.

Increases in serum transaminases [AST (SGOT) or ALT (SGPT)] have been reported with HMG-CoA reduclase inhibitors, |nc|udmg Rosuvastatin. CRESTAT should be used with cauuon in patients who

conhsume sr;bs(anha\ quantities of alcohol and/or have a history of chronic liver disease. Active liver disease, which may include

totheuse of CRESTAT.

Caution should be exercised when i are given in

with CRESTAT because of its potentiation of the effect of coumarin-type

the time/INR. In patients taking coumarin and CRESTAT INR should be determined before starting CRESTAT and frequently
enough durlng earl}lherapylo ensure thatno significant alteration of INR occur
Proteinuriaand. 2 Dip: P and pic hematuria bserved among treated patients taking rosuvastatin 40 mg, when compared to lower doses of
CRESTAT or HMG—CoA inhibi though itwas generally transient and was not associated with worsening renal function. A dose reduction s hould be considered for patients on
therapy with i nd/or hematuria during routine urinalysis testing.
Endocrine Effects: Increases in HbATc and fasting serum glucose levels have been reported with HMG-CoA reduc(ase lnhlhllovs lncludlng Rosuvastalln Caution should be exercised if CRESTAT is
ly witl g: thatmaygecreasethe levels or activity of teroid hor pi

DRUGINTERACTIONS
Cyclosporinei in exposure (AUC) 7-fold Therefore rnpahenlstaklngc closporine, the dose of CRESTAT should not exceed 5 mg once daily.
ifi exposure. Due K 3 therapy with CRESTAT and gemfibrozil should be
avolded Ifused loge‘her the dose of CRESTAT should not exceed 10 mg once dally

with certain pi has differing eff inexp . Caution should b ised when inis
wrth proteaselnhrblrors
STA INR in patients recelvlng coumarin anticoagulants. Therefore, caution should be exercised when coumarin anticoagulants are given in
conJunctlon with CRESTAT. In panents taklng coumarin and CRESTAT INR should be before starting CRESTAT and frequently enough during early therapy to

ensure that no significant alteration of INR occurs.
Niacin: The risk of skeletal muscle effects may be enhanced when CRESTAT is used in combination with lipid-modifying doses (=1 g/day) of niacin; caution should be used when prescribing with
CRESTAT.

Fenofibrate: When CRESTAT was ini with , no clinically rncrease in the AUC of rosuvastatin or fenofibrate was observed. Because it is known that the risk of
myopathy during treatment with HMG-CoA inhibitorsisi with of caution should be used when prescribing fenofibrates with CRESTAT.
Cases of p: |nc|ud|n§ r , have been reported with HMG- CoA reductase inhibitors, including 3 with and caution should be
rcised when RESTAT wit

USE IN SPECIFIC POPULATIONS:
CRESTAT is indi

for use in pregnant women since safety in pregnant women has not been established and there is no apparent benefit to therapy with Rosuvastatin during
pregnanc;

Nursing Mothers: Rosuvastatin use s contraindicated during Lactation. CRESTAT is present in human milk. Because of the potential for serious adverse reactions in a breastfed infant, advise patients
that during treatment with CRESTAT.
Females and Males of Reproductive Potential:

Mechanism of Act P " . Camracepnon CRESTAT may cause fetal harm when administered to a pregnant woman. Advise p ialto ffi ing treatment with CRESTAT.
Rosuvastatinis a selectlve andc tor of HMG-CoA , therat that converts 3-hydroxy-3 , aprecursor of T e gs and for adults should b for children and females should b onappropr methods while
produces its lipid fying effects in two ways. First, it increases the number of hepatic LDL receptors on the cell- surface to enF\ance up!ake and ca!abollsm of LDL. Second, on CRESTAT therapy.
Pharmacokirrglralcgl"s h h fVLDL, which reduces the total number of VLDL and LDL particles. Genam;: gse r:\lo overall drl‘lferledncles in safety or effectiveness were observed between the elderly and younger patients. Elderly patients are at higher risk of myopathy and CRESTAT should be
: N . . . . . . prescribed witl cauuon inthe elderl
k pl f: werereached 3 to 5 hours following oral dosing. Both Cmax and AUC inapp proportionto dose. The absolute Patients with R exposure is not i mild to mod al (CLer =30 mL/min/1.73 m’). Exposure to rosuvastatin is increased to a clinically
fr . - " . . " . . slgnmcan!exlen( |n patients with severe renal impairment (CLcr <30 mL/mrn/'\ 73m’) who are no! receiving hemodialysis and dose adjustment s required. Exposure to rosuvastatin is increased to a
Administration with food did not af ecnheAUCol The AUCofr a notdifferfollowing evening g a PR . clinically significant extentin patients with severe renal impairment (CLcr <30 mL/min/1.73m’) who are notreceiving hemodialysis and dose adjustmentis required.
Distribution: Mean volume of at dy of is 134 liters. is 88% bound to plasma proteins, mostly albumin. This binding is reversible and Patients with Hepatic CRESTAT is in patients with active liver disease, which may include of hepatic levels. Chronic
independent of plasma concentrations. \coh s
i inis not i i 10% of a radi dose is as ite. The major ite is N- , which is formed alcoholliver disease is known to increase rosuvastatin exposure; CRESTAT should be used with caution in these patients.
principally by cytochrome P450/2C9 b 7 2 An 2-fold i median exposure Asian subjects wh with Caucasian controls. CRESTAT dosage should be adjusted in Asian patients.
imination: Following oral i d it e primarily excreted in the feces
(90%). The elimination half-life (t1/2) of inis appl ly 19 hours. After an intravenous dose, approximately 28% of total body clearance was via the renal route, and 72% by the hepatic ADVERSE REACTIONS:
route. inSpecial i detailin other f the label Specific:
pecial
i I n approxi 2-fold elevation in median exposure (AUC and Cmax) in Asian subjects wh p: withaC: i | group. : Er\:zlr)gg;nﬁéyasl;i\grl:‘:\ar“{t;globlnunaand acuterenal failure and myopathy (including myositis)
GenderTherewere a f between men and women. o~ Y .
Pediatric: In a population pharmacnkmeuc analysis of pediatric trials involving patients with ygous familial hyp ia 10 to 17 years of age and 8 to 17 years of age, resp A
p toor lower than rosuvastannexposuremadu\t patients. o Themostcommon adverse reactions that led to treatment discontinuation during trials were:

Geriatric: There were no diff inpl atior n the no- elderly and elderly populations (age =65 years). o Myalgia
Renal Impairment: Mild to moderate renal impairment (CLcr =30 mL/min/1. 73 mz) had no influence on plasma concenlranons of rosuvastatin. However, plasma of . pain
increased toaclinically significant extent (about 3-fold) i (CLer <30 mL/min/1. o Nausea
Hepatic Impairment; n patients with chroni alcofol Iver disease, plasma concenirations of rosuvastatin were modesllr} increased. In patients with Child-Pugh A disease, Cmax and AUC were o Headache

% and 5%, p: with patients with normal liver function. In patients with Child-Pugh B disease, Cmax and AUC were increased 100% and 21%, respectively, o Astheni
compared with patients with normal Irverfuncllonv sthenia

OVERDOSAGE:

INDICATIONSAND USAGE
.

Thereis no specific treatment in the event of overdose. In the event of overdose, the patient should be treated and supportive instituted as required. Hemodialysis does not
Mt o Ny

CRESTAT is indicated as adjunctive therapy to diet to reduce elevated Total-C, LDL-C, ApoB, nonHDL-C, and triglycerides and to increase HDL-C in adult patients with primary or
mixed dyslipidemia. Lipid-altering agents should be used in addition to a diet restricted in saturated fat and cholesterol when response to diet and non pharmacological interventions alone has
been |nadequale

CRESTATIS indicated as an adjunct to diet to:

e Reduce Total-C, LDL-C and ApoB levels in children and adolescents 8 to17 years of age with familial hy if after an adequate trial of diet therapy the following
findings are present LDL-C >190 mg/dL, or >160 mg/dL along with a positive family history of premature cardiovascular dlsease (CVD) ortwo ormore other CVDriskfactors.
o ReduceLDL-C, Total-C, nonHDL-C and ApoB in children and adolescents 7 to 17 years of age with familial hyp , either alone or with other lipid- lowering treatments

(e.q.,LDL apheresis)
Hypertriglyceridemia: CHESTATls|nd|caledasadjuncllve|herapymdlelfonhe\veatmemufadull patients with hypertriglyceridemia
(Type Il

Primary ype CRESTAT is indicated as an adjunct to diet for the treatment of adult patients with primary dysbetalipoproteinemia (Type Il
Hyperlipoproteinemia).
Adult Patients with Familial CRESTAT is indicated as therapy to other lipid-lowering (e.g., LDL ap or alone if such are

unavailable toreduce LDL-C, Total-C, and ApoBin adult patients with famili
Slowing of the Progression of Atherosclerosis: CRESTAT is indicated as adjunctive !herapy to diet to slow the progression of atherosclerosis in adult patients as part of a treatment strategy to lower
Total Cand LDL-Ctotargetlevels.

wnhou( cllmcally evident coronary heart disease but with an increased risk of cardiovascular disease based on age =50 years old in men
fatle disease risk factor such as hypertension, low HDL-C, smoking, or a family history of premature

and /60 years old in women, hsCRP ) mg/L and thepi
coronary heart disease, CRESTATisindicated fo:

e Rreducetherisk of stroke

e Reducetherisk of myocardialinfarction

e Reduce therisk of arterial revascularization procedures
Limitations of Use:

Rosuvastatin has notbeen studied in Fi

DOSAGE AND ADMINISTRATION:
General Dosing Information:
e Thedoserange for CRESTAT inadultsis 5to 20 mg orally once daily.

TypelandV

INSTRUCTIONS:

Store below 30°C. Protect from heat, sunlight & moisture. Keep out of the reach of children. To be sold on the prescription of a registered medical practitioner only.

PRESENTATION:

Crestat Tablet 5mg Packof 1x 10tablets. :& L ’)
Crestat Tablet 10mg Packof 1x 10tablets. e
Crestat Tablet 20 mg Packof 1x 10tablets.
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FOR FURTHER INFORMATION PLEASE CONTACT:

Manufactured by:
CCL Pharmaceuticals (Pvt.) Ltd.

1040-B
62 Industrial Estate, Kot Lakhpat, Lahore, Pakistan.

25011-0001-009-0000-0000
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