SHUKEA
LIPIROS (Rosuvastatin Tablets BP 10 m._g]
Summary Product Characteristics (SPC)
1. NAME OF THE FINISHED PHARMACEUTICAL PRODUCT
LIPIROS (Rosuvastatin Tablets BP 10 mg)
1.1 Strength
Fach film coated tablet contains:
Rosuvastatin calerom BP
Fuq. to Rosuvastatin 10 niz
Excipients q.s.
Color Approved Color Used
1.2 Pharmaceutical form
Film coat=d Tablet
2. QUALITATIVE AND QUANTITATIVE COAMPDSITION
o Ingredisnis Spec (l;lg} Over- per tablet Category
ages
(mg)
Dry Alixing
L Rosuvastatin Falcmm eq. BP 10,200 . 10400 API
to Eosovasiaiin
2 | Lactoss BP 110240 - 110240 Binder
3. || besic alcam BP | 15000 : 15:000 Diluent
phosphate
4. | Micro crystalline cellulose BP 111.03 - 111.63 Diluent
% | Cross povidone: EP 12000 - 12 000 1siniecrant
Wet granulation
6. | Maize Starch BP 10.000 - 10,060, Disintezrant
7. | Punfied water BP Qs - Qs, Salvent
8 | PV P E-30 (Povidons) BP 3000 - 2000 Dilyent
9. | Sodmum methy] paraben BP 0.300 - 0300 Preservaty
18, | Sodmm propyl paraben BP 0.030 - 0.030 Preservativ.
Blending
11. | Cross povidone BP 13.000 - 13000 Disintegrant
Collodal Anhyvdrous VISCOSITY
. = = -
£ Silica [Aerosil) L e o Agent
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o Ingredients Spec f;llgi (}n;;— per tab 1ot Category

- (mg)

13. | Punfied Tale BP £.000 6.000 lubnicant
Lubrication

14. | Magnesium Stearate BP 3.000 3.000 lubricant
Total Weight of Uncoated Tablets 300.0 mg
Coating

15 Colour Titanmm dioxide _ I~ 10,000 . 10,000 Film Forming

film coat House agent

16. | Isopropyl alechols BP Q.5 - Q5 solvent

17 | Dichloromethanes BP Q5. - Qs. Coating azent
Total Weizght of coated Tablets 310.0 mg

BP- British Pharmacepe:a
Z Qmuantity 15 not calculated in total weight of 1ablet due to evapamted duninz process

3. PHARMACEUTICAL FORAL
Brown colour, round shape. Biconvex, film coated Tabler, plain on both side.
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LIPFIROS (Rosuvastatin Tablets BP 10 mg)

CLINICAL PARTICULARS
Therapeutic indications
Treatment of hypercholesterolaemia

Adults, adolescents and children aged 6 vears or alder with pnmary hvpercho- lesterolaemia
(tvpe IIa mcluding heterozvpous familial hypercholesteralasmia) or mixed dvshipidasmia
(tvpe IIb) as an adjunct to diet when response to dier and other non- phamacolosical
treatments (e.g. exercise. weight reduction) 15 inadeguate. Adulss,

adolescents and children aged 6 years or older with homozveous familial hvpercholest-
erolasmia as an adjunct to diet and other ipid lowering treatments'(e.z. LDL apherasis) or 1f
such treatments are not appropriate.

Prevention of Cardiovascular Events

Prevention of major cardiovascular events n patients whe are estimated to have a high ngk
for a first cardiovascular event, as 4o adjunct to correchion of other nisk factors.

4.2 Posology and method of administration

4.3

Posology

Before treatment imnation the patient should be placed on 3 standard cholesterol- lowenng
dast that should continue during treatment The dose should be  individualized

arcarding 1o the goal of therapy and patient response, using current consensus guidelines
Rosuvastatin Tablets may be miven at any time of day, with or without food.

Treaiment of hyvpercholesterolaemia

The recommended start dose 15 5 or 10 mp orally once daily in both statin naive and patients
switched from another HAMG CoA reductase mhibitor. The choice of start dose should take:
mnto account the mdwviduz! panent's cholesterol leve! and future cardsovascular nisk as well
as the poteanal nsk for adverse reactions. A dose adjustment to the next dose leval can be
made after 4 weeks, if necessary. In hoht of the mereasad reportine rate of adverse reactions
with the 40 mgz dose compared to lower doses, a final titration to the maximum dose of 40
meg should only be considersd m panents with severs hypercholesterolaemia at hish
cardiovascular nsk (in pariicular those with familiz]l hypercholesterolaemia), who do not
achteve their trestment goal on 20 mg, and in whom routine follow-up wall be performed
Specialist supervision 18 recommendead when the 30 me dose 15 imtiated.

Prevention of cardiovascular svents

in the cardiovascular events risk reduction study, the dose used was 20 me daily. Paediatic
population

Paediatric use should only be carmed out by specialists:

AMethod of Administration
Oral use

Contraindications

Eosuvastatin Tablets is contraindicated:
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LIPFIROS (Rosuvastatin Tablets BP 10 mg)

4.4

- In patients with hypessensitivity to resuvastatin of to any of the excipients.

- In pafients with active liver disease including unexplained. persistent elevations of serum
transanunases and any serum fransanminase slevation exceeding 3 tmes the upper limit of
normal (ULN)

- In patients with severe renal mpamment (creatinine clearance <30 ml mm).

- In panents with mvopathy.

- In patients receiving concomitant ciclosporin

- Dusing pregnancy and lactation and i women of childbearing potential not using
appropriaie contracephive measures
The 40 mz dose 15 contraindicated 1n patents with pre-dispesing factors for
myopathy/rhabdomyolyais. Such factors include:

- Moderate renal imparrment (creatinine clearance < 89 ml/min)

- Hypothyrowdiem

- Personal or family history of hereditary muscular disorders

- Previous lustorv of muoscular toxicity with another HMG-CoA reductase mhibiior or
fibrate

- Alcohol abuse

- Situations where an increase m plasma levels may occus

- Asian patients

- Concomuntamt use of fibrates.

Special warnings and precautions for uze

Eenal Effects

Proteinur:a: detected by dipstick testing and mostly tubular in ongn, has been observed m
patients treated with higher doses of Resuvastaun Tablets, 1n parucular 40 mg. where 1t was
transient or intermittent 1 most cases. Protemuna has not been shown to be predictive of
scufe or progressive renal dissase The reportine rate for seroms renal events in post-
markenns use 15 lisher at the 40 mz dose. An assessment of renal function should be
considered durmg routiae follow-up of patients treated with 2 dose of 40 ma.

Skeletal Muoscle Effects

Effecis on skeleial muscle ¢ 2 myvalza, myvopathy and, rarely, thabdomvolvsis have been
reported i Rosuvastatin Tablets -treated patients with all doses and in particular with doses
=20 mg Very rare cases of thabdomyolysss have been reported with the use of ezetimube 1n
combinaton with HMG-CoA reductase inhibitors: A pharmacodynamic infefraction cannot
be excluded and caunion should be exercised with thew combined wse. As with  other
HMG-CoA seductase inhibitors, the reporting 1ate  for shabdomyolvsis associated with
Rosuvastatin Tablets in post-marketing use 15 h:sher at the 40 mz dose.

Protease Inhibitors

Increased ‘systemic exposure 1o rosuvastatin has been observed in subjects recerving
rosuvaszfatm concomutantly with vanous proteaze mhibitors m combmation with ntondvc
Consideration should be given both to the benefit of lipid lowenng by use of Rosuvastain
Tablets m HIV patients receving protease nhibators and the potential for increased
rosuvastatin plasma concentrations whes mmanng and up tirating Resuvastatin Tablets
dozes 1n pahents treated with protease inlnbitors. The concomutant use with certain protease
mhitbitors 13 not recemmended unless the dose of Rosuvastain Tablets 15 adjusted
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LIPFIROS (Rosuvastatin Tablets BP 10 mg)

4.6

Paediatric Population

The evaluation of hinear growth (height), weight, BMI (body mass index); and secondary
characteristics of sexual maturation by Tanner stagine 1 pasdiatric pattents 6 to 17 vears of
ace taking rosuvastatin 1s limitted to a two-vear penod. After two vears of study treatment,
nio sffect on growth, weight, BMI or sexual maturation was detected.

Interaction with other medicinal products and other forms of interaction

Pharmacoedynamic interactions
Effect of co-administered medicinal products on Rosuvastatin

Transporter protewn whibitors: Rosuvastatin 15 3 substrate for certain transporter profens
mrluding the hepatic uptake transporfer QATPIB]l and efflux transporter BCRP
Concomitant admimstration of Rosuvastaiin Tablets with medicinal producs thar are
whibitors of these transporter proteins may result in increased rosuvastatin plasma
concentrations and an increased nisk of myopathy Cielospern.

Protease inhibitors: Although the exact mechanism of interaction is unknown. concomitant
protease wnhibitor use may sirongly increase rosuvastaiin exposure. For msance, m 2
pharmacokinetic study, co-admmistration of 10 me rosuvastatin and a combination product
of two protease mhibitors (300 me atazanavic' 100 me ntonavir) 1 healthy velunteers was
azsociated with an-approximately three-fold and seven-fold increase i rosuvastann AUC
and Cmax respecuvely The concomiutant use of Roswvastatin Tablets and some protease
mhibitor combmations may be considered after careful conmderation of Rosuvastann
Tablets dose adjustments based on the expected increase in rosavastahn exposire
Gemfibrozil and other lipid-lowerme products: Concomutant use of Rosuvasiatin Tablets
and gemfibrozil resuited tn a 2-fold inerease n rosuvastatm Cmax and AUC.

Effect of rosuvastatin on co-administered medicinal products

Vitamin X antagonists: As with other HMG-CoA reductase mmhabitors, the munation of
ireatment or dosage up-titration of Rosuvasiatin Tablets in patienis treated concomitantly
with vitammin K antagomsts (s:g. warfann or another coumann anticoasulant) may result in
an increase 1n nternational Normialised Ratio (INR). Discontmuation or down- ttrahion of
Rosuvastatin Tablets may result m a decrease i INR In such situations, appropriale
monttormg of INR 15 desirable.

Oral contraceptive hormone replacement therapy (HRT): Concomstant pse of Rosuvastatin
Tablets and an ofal comtraceptrve resulied 1n an merease in ethinyl estradiol and norgestrel
AUC of 26% and 34%, respectively. These increased plasmz levels should be considared
when selecung oral conttaceptive doses. There are no pharmacokingtic data available 1n
subjects takinz concomitant Rosuvastatin Tablets and HRT. therefore, a similar effect
cannot be excluded

Fertilliv, pregnancy and lactation

Rosuvastatin Tablets 1s comraindicated in pregnancy and lactation.
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LIPFIROS (Rosuvastatin Tablets BP 10 mg)

4.7

4.8

4.9

Women of child beanng potential should use appropriate contraceptive measumes.

Since cholesterol and other products of cholesterol biosynthesis are esseanal for the
development of the fostus, the potent:al nisk from mmhibition of HMG-CoA reductase
gutwerghs the advantace of treatment dunng pregnancy. Anmal studies provide himuted
evidence of reproductive toxicity. If 2 patient becomes pregnant duning use of this product,
treatment should be discontmued immediately

Rosuvastatin 1s excreted m the mulk of rats: There are no data wath respect fo excretion m
milk in humans

Effects on ability to drive and use machines

Rosuvastatin Tablets on the ability to drive and uwse machines have not bees conducted.
Howevar, based on 1ts pharmacodvnamue properties. Resuvastann Tablets 15 unlikely to
affect this ability. When driving vehucles' or operating miachimes, 1t should be taken into
account that dizziness may occur during treatment

Undesirable effects

Adverse reactions are as below:

Blood and bymphatic system disorders: Thrombocytopenia Immumne system disorders

Hypersensitivity reactions Endocnne disorders: Diabetes mellitus
Bsychiatric disorders: Depression

Nervous system  diSorders: Headache, Dizzmness, Penpheril newsopathy Respiratory,
thorarsie and mediastingl disordess: Cough. Dyspnosa Gastro-intestinal disorders
Constipation, Nausea Abdomuinal pain

Hepatobiliary diserders: Increased hepatic transamimases

Skin and subcutancous tissue disordess: Pruritus, Rash Urticaria

Musculo-skeletal and connectrve fissue disorders: Myopathy Rhabdomyolysis; Lupus-like
syndrome, Muscle mpture

Renal and uninary disorders. Haematuria

Overdase

Thete 15 ne speatfic treatment i the event of overdose. In the event of overdose, the patient
should be treated symptomatically and supportive measures mstitoted as reguired. Liver
function and CK levels should be memtored. Hasmodialysis 15 unlikely o be of benafit
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o

PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

S

3.3

Pharmacotherapeutic gronp: HMG-CoA reduciase mnhibitors
ATC-code: CI10A ADT

Alode of action:

Rosuvastatin 15 a selective and compettive whbitor of HMG-CoA reductase. the rate-
limstinz enzyme that converts 3-hydroxy-3-methvlziutaryl coenzvme A to mevalonate: 2
precursor for cholesterol. The primary site of action of rosuvastatiy is the liver, the tarzet
organ for cholesterol lowenne

Rosuvastatin mcreases the number of hepatic [ DL receptors on the cell-surface, enhancing

optake and catabplissn of LDL and 1t inhibits the hepatic synthesis of VLDL. thereby
reducing the total number of VLDL and LDL pamcles:

Pharmacokinetic properties
Abserption Maximum rosuvastatn plasma concentrations are gohseved approximately 5
hours after oral admimistration. The absolute broavarlabiity 15 approximately 20%.

Dismibution: Rosuvastatin is taken up extensively by the liver which 15 the primary site of
chaolesterol synthesis and 1DL-C clearance: The volume of distnbution of rosuvasiaim 15
approximately 134 L. Approximately 30% of rosuvastaun 15 bound to plasma proteins,
mamnly to albomin

Preclinical safeiv data

Not applicable
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6. PHARMACEUTICAL PARTICULARS
6.1 List of Excipients

Lactoss BP
Calcum phosphbie BP
Microcrysialline Cellulose BP
Crospovidons BP
Mayze starch BP
Purified Water BP
Powvidone BP
Sodium Methy] Paraben BP
Sodium Propyl Paraben BP
Colloidal Anhvdrous Silica BP
Purfied Tale BP
Magnesium Stearate HBP
Titamom dioxide film céat In-House
Isopropyl Aleohol Bp
DPichloromethane BP

6.2 Incompatibilities
Not applicable

.3 Shelf life
38 months

6.4 Special precautions for storage
Store below 30°C in dry place.
Protected From light and maoisture.

6.5 Nature and contents of container

AX 10 Aly- Aly Blister Pack

6.6 Special precautions for disposal and other handling
KEEP OUT OF THE REACH AND SIGHT OF CHILDREN,

=)
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7. APPLICANTARNLITACIURER
NAME AND ADDEESS OF APPLICANT
MBMATVEN MEDICS ENTEENATIONAL TIMITED
10 Wilmer St_off Town Planming Way, llupeja, Lagas 102215,

Lagos, Nigena

NAME AND ADDRESS OF MANUFACTURER SHUKRA
PHARNMACEUTICAT S LTD

Plot No. 795, Rakanpur Sola-Santei Road,

Ta Kalol, Dist Gandhinasar

Gujarat, Indya
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