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1. NAME OF THE MEDICINE:
tvpow\s 5
YPOVAS 10
LYPOVAS 20
LYPOVAS 40

YPOVAS 5 film-coated tablets

ach film-coated tablet contains 5.20 mg of rosuvastatin calcium equivalent
o 5 mg rosuvastatin.
Contains sugar: lactose monohydrate 21.13 mg
LYPOVAS 10 film-coated tablets

ach film-coated tablet contains 10.40 mg of rosuvastatin calcium
equivalent to 10 mg rosuvastatin.

ontains sugar: lactose monohydrate 42.25 mg
LYPOVAS 20 film-coated tablets
Each film-coated tablet contains 20.80 mg of rosuvastatin calcium
equivalent to 20 mg rosuvastatin.
Eontains sugar: lactose monohydrate 84.50 mg

[}
EA QUALITATIVE AND QUANTITATIVE COMPOSITION:

YPOVAS 40 film-coated tablets

ach film-coated tablet contains 41.60 mg of rosuvastatin calcium
lequivalent to 40 mg rosuvastatin.
IContains sugar: lactose monohydrate 169.00 mg

I
For the full list of excipients, see section 6.1

3. PHARMACEUTICAL FORM:
Film-coated tablets
LYPOVAS 5
Pink, 4.50 mm, round, biconvex, bevelled edge, film-coated tablet, debossed
ith ‘R5’ on one side and plain on other side
gVPOVAS 10
ink, 5.50 mm, round, biconvex, bevelled edge, film-coated tablet, debossed
lwith ‘'R10’ on one side and plain on other side.
LYPOVAS 20
Pink, 7.00 mm, round, biconvex, film-coated tablet, debossed with ‘R20’ on
ne side and plain on other side.
gVPOVAS 40
ink, 11.50 mm X 6.90 mm, oval, biconvex, film-coated tablet, debossed with
'R40‘ on one side and plain on other side.

@. CLINICAL PARTICULARS:
¢ 1 Therapeutic Indications

o reduce the risk of cardiovascular events:

i adult patients with an increased risk of atherosclerotic cardiovascular
ldisease based on the presence of cardiovascular disease risk markers such
as an elevated high-sensitivity C-reactive protein (hsCRP) level, age,
hypertension, low HDL-C, smoking or a family history of premature coronary

heart disease, LYPOVAS is indicated to reduce the risk of non-fatal stroke,

on -fatal MI, and the need for arterial revascularisation.
In adult patients with hypercholesrerolemla
LYPOVAS is indicated for patients with primary hypercholesterolemia, mixed
dyslipidemia and isolated hypertriglyceridaemia (including Fredrickson Type
ila, Ilb and IV; and heterozygous familial and non-familial hypercholesterol-

YPOVAS is indicated to treat patients with primary dysbetalipoproteinaemia
Fredrickson Type IIl hyperlipoproteinemia).
LYPOVAS is also indicated to reduce Total Cholesterol and LDL-C in patients
with homozygous familial hypercholesterolemia, either alone or as an
adjunct to diet and other lipid lowering treatments (e.g. LDL apheresis).
YPOVAS 40 mg should only be considered in patients with severe
ypercholesterolemia and high cardiovascular risk who do not achieve their
reatment goal on 20 mg of LYPOVAS or alternative therapy.
'Specialist supervision is recommended when the 40 mg dose is initiated.
IChildren and adolescents 10-17 years of age:
LYPOVAS is indicated to reduce the Total Cholesterol, LDL-C and Apo B in
patients with heterozygous familial hypercholesterolaemia (HeFH).

gmla) as an adjunct to diet when response to diet and exercise is inadequate.

'4.2 Posology and method of administration
Posology
Before treatment initiation, the patient should be placed on a standard
cholesterol-lowering diet that should continue during treatment.

osology

he dose range for LYPOVAS is 5 - 40 mg orally once a day. The recommend-
ked start dose is 5 mg once a day.
The dosage of LYPOVAS should be individualised according to the goal of
therapy and patient response. The majority of patients are controlled at the
10 mg dose. However, if necessary, dose adjustment can be made at
2-4-week intervals. (See section 5.1).

resulted in a 1.2-fold increase in plasma concentration levels of rosuvastann
in hyper olaemic patients. A pharrr nic interaction, in terms
of adverse effects, between LYPOVAS tablets and ezetimibe cannot be ruled
out (see section 4.4).

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 LYPOVAS tablets. The
clinical relevance of this interaction has not been studied.

Erythromyeci

Concomitant use of rosuvastatin and erythromycin resulted in a 20 %
decrease in AUC(0-t) and a 30 % decrease in Cmax of rosuvastatin. This
interaction may be caused by the increase in gut motility caused by
erythromycin.

Vitamin K antagonists:

As with other HMG-CoA reductase inhibitors, the initiation of treatment or
dosage up-titration of LYPOVAS tablets 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). Discontinu-
ation or down-titration of LYPOVAS tablets 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 plasma concentration levels of ethinyl estradiol and norgestrel.
These increased plasma levels should be considered when selecting oral
contraceptive doses. There are no pharmacokinetic data available in patients
taking concomitant LYPOVAS and HRT and therefore a similar effect cannot
be excluded. However, the combination has been extensively used in women
in clinical trials and was well tolerated.

Fusidic Acid:

Interaction studies with rosuvastatin and fusidic acid have not been
conducted.

The risk of myopathy including rhabdomyolysis may be increased by the
concomitant administration of systemic fusidic acid with statins. The
mechanism of this interaction (whether it is pharmacodynamic or
pharmacokinetic, or both) is yet unknown. There have been reports of
rhabdomyolysis (including some fatalities) in patients receiving this
combination. If treatment with systemic fusidic acid is necessary, LYPOVAS
treatment should be discontinued throughout the duration of the fusidic acid
treatment. Also see section 4.4.

4.6 Fertility, pregnancy, and lactation

Women of childbearing potential

Women of childbearing potential should use appropriate contraceptive
measures.

Pregnancy

LYPOVAS tablet is contraindicated during pregnancy. Animal studies provide
limited evidence of reproductive toxicity. If a patient becomes pregnant
during use of this product, treatment should be discontinued immediately.
Breastfeeding

LYPOVAS tablet is contraindicated during lactation. (see section 4.3)

4.7 Effects on the ability to drive and use machines

LYPOVAS may cause dizziness and therefore may influence the ability to
drive or use machines. Patients are advised not to drive, operate complex
machinery, or engage in other potentially hazardous activities until it is

nown whether LYPOVAS affects their ability to perform these activities

requent | Less frequent Frequency
fﬁ@&&?{éﬁl‘e effec g unknown
Blood and Thrombocytopenia
lymphatic system
disorders
Immune system Hypersensitivity
disorders reactions

including

angioedema
Endocrine disorders | Diabetes

mellitus

Psychiatric Depression
disorders

Nervous system Headache, |Polyneuropathy, |Peripheral
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LYPOVAS 5 film-coated tablets !
Contains sugar: lactose monohydrate 21.13 mg !
LYPOVAS 10 film-coated tablets 1
Contains sugar: lactose monohydrate 42.25 mg 1
LYPOVAS 20 film-coated tablets I
Contains sugar: lactose monohydrate 84.50 mg
LYPOVAS 40 film-coated tablets !
Contains sugar: lactose monohydrate 169.00 mg I
Rosuvastatin I
I
I

Read all this leaflet carefully before you start taking LYPOVAS
Keep this leaflet. You may need to read it again

+  Ifyou have further questions, please ask your doctor, pharmacist, nurse, ol‘
other health care provider.
LYPOVAS has been prescribed for you personally and you should not shara
your medicine with other people. It may harm them, even if their symptoms;
are the same as yours.

What is in this leaflet

1. What LYPOVAS is and what it is used for

2. What you need to know before you take LYPOVAS
3. How to take LYPOVAS

4. Possible side effects

5 How to store LYPOVAS

6. Contents of the pack and other information

1. What LYPOVAS is and what is it used for:
LYPOVAS tablets belong to a group of medicines called HMG-CoA reductase
inhibitors, commonly known as, statins’. It contains the active substanc
called rosuvastatin. LYPOVAS tablets is used to correct the levels of fatt\/
substances in the blood called lipids, the most common of which is
cholesterol. There are different types of cholesterol found in the blood - ‘bad
cholesterol (LDL-C) and ‘good’ cholesterol (HDL-C). LYPOVAS tablets cal
reduce the ‘bad’ cholesterol and increase the ‘good’ cholesterol. It works b
helping to block your body’s production of ‘bad’ cholesterol. It also |mproves‘
your body'’s ability to remove it from your blood.
Vou have been prescribed LYPOVAS tablets because:

You have a high cholesterol level. This means you are at risk from a hearti

attack or stroke.

Changing your diet and doing more exercise were not enough to correct!

your cholesterol levels. You should continue with your cholesterol- Iowering

diet and exercise while you are taking LYPOVAS tablets.

You have other factors that increase your risk of having a heart attack,

stroke, or related health problems.

Heart attack, stroke and other problems can be caused by a disease called

atherosclerosis. Atherosclerosis is due to build-up of fatty deposits in youl‘

arteries.
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2. What you need to know before you take LYPOVAS: |
Do not take LYPOVAS:
if you are allergic to rosuvastatin, or any of the other ingredients of‘
LYPOVAS (listed in section 6).
if you are pregnant or breast-feeding. If you become pregnant while taklng
LYPOVAS tablets stop taking it immediately and tell your doctor. Womeny
should avoid becoming pregnant while taking LYPOVAS tablets by usingI
suitable contraception. if you have liver disease
if you have severe kidney problems I
if you have repeated or unexplained muscle aches or pains. I
+ if you take ciclosporin (used, for example, after organ transplants) I
In ition, do n ke LYPOVAS 40 m
+  if you have moderate kidney problems (if in doubt, please ask your doctori
if your thyroid gland is not working properly
« if you have had any repeated or unexplained muscle aches or pains, al
personal or family history of
muscle problems, or a previous history of muscle problems when taklngl
other cholesterol lowering medicines. |
if you regularly drink large amounts of alcohol
«  if you are of Asian origin (Japanese, Chinese, Filipino, Vietnamese, Korean'
and Indian).
if you take other medicines called fibrates to lower your cholesterol.

Warnings and precautions
Take special care with LYPOVAS if you:
have problems with your kidneys.
+ have problems with your liver. 1
+ have had repeated or unexplained muscle aches or pains, a personal or
family history of muscle problems, or a previous history of rnuscle
problems when taking other cholesterol lowering medicines.
regularly drink large amounts of alcohol. I
+  your thyroid gland is not working properly. 1
+ take medicines used to fight the HIV infection e.g. combinations of;
ritonavir with atazanavir, lopinavir, and/or tipranavir, see ‘Other medn:lnesI

are taking or have taken in the last 7 days a medicine called fusidic acid (a
medicine for bacterial infection), orally or by injection. The combination oft
fusidic acid and LYPOVAS can lead to serious muscle problems

(rhabdor is), please see ‘Other medicines and LYPOVAS tablets.
are over 70 (as your doctor needs to choose the right start dose oHI

have severe respiratory failure. I
are of Asian origin - that is Japanese, Chinese, Filipino, Vietnamese}
Korean and Indian. Your doctor needs to choose the right start dose of;

1
Your doctor will usually carry out the blood test (liver function test) before ano‘
While you are on LYPOVAS your doctor will monitor you closely if you havq
diabetes or are at risk of developing diabetes. You are Ilkely to be at risk ofy
developing diabetes if you have high levels of sugars and fats in your blood, are

I
Children under 10 years old: LYPOVAS tablets should not be given tq
Children below 18 years of age: The LYPOVAS 40 mg tablet is not sultable

Children can experience muscle soreness after physical activity, whllel
taking LYPOVAS. 1

1
Always tell your healrhcare provider rf you are taking any other medicine. Th/§

Fibrates (such as gemfibrozil, fenofibrate) or any other medicine used Iq

acid in your stomach)

1
1
Fusidic acid (an antibiotic — please see warnings and precautions). If youl
need to take oral fusidic acid to treat a bacterial infection you will need toy
temporarily stop using LYPOVAS. Your doctor will tell you when it is safe to

restart LYPOVAS tablets. Taking LYPOVAS tablets with fusidic acid may
lead to muscle weakness, tenderness, or pain (thabdomyolysis). See more'
I

An oral contraceptive (the pill) 1

disorders dizziness | memory loss neuropathy,
rimary hypercholesterolemia (including heterozygous familial hypercholes- sleep
terolemia), mixed dyslipidemia, dysbetalipoproteinaemia (Fredrickson Type disturbances and LYPOVAS tablets.
i hyperhpoprotelnemla), and isolated hypertriglyceridaemia: The recommend- (|nclud|ng
ed start dose is 5 mg once a day. insomnia and
or patients with severe hypercholeslerolaemla (including helerozygous nightmares)
amilial hypercholesterolaemia), a start dose of 20 mg may be c -
or patients with homozygous familial hypercholesterolaemia a slart dose of Respiratory, Cough,
20 mg once a day is recommended. thoracic and dyspnoea LYPOVAS tablets to suit you)
Children and Adolescents 10-17 years of age: mediastinal
in children and adolescents with heterozygous familial hypercholesterolae- disorders
fmia the usual dose range is 5-20 mg orally once daily. The dose should be - - — — -
ppropriately titrated to achieve treatment goal. Safety and efficacy of doses Gastrointestinal Constipation  Pancreatitis, Diarrhoea LYPOVAS tablets to suit you.
reater than 20 mg have not been studied in this population. disorders i
iin children and adolescents with homozygous familial hypercholesterolaemia Nausea,
lexperience is limited to a small number of patients (aged 8 years and above). ggﬁ]om""a' during treatment with LYPOVAS tablets.
Iderly - -
he usual dose range applies. Hepatobiliary increased hepatic
‘Renal insufficiency disorders transaminases overweight and have high blood pressure.
No dose adjustment is necessary in patients with mild to moderate renal jaundice,
impairment. The recommended start dose is 5 mg in patients with moderate hepatitis Chlldren and adolescents:
renal impairment (creatinine clearance of <60 mL/min). The 40 mg dose is " —
ontraindicated in patients with moderate renal impairment. The use of Skin and Pruritis, Stevens-Johnson children younger than 10 years.
FVPOVAS tablets in patients with severe renal impairment is contraindicated subcutaneous rasn, syndrome
or all doses (see section 4.3 and section 5.2). tissue disorders urticaria for use in children and adolescents below 18 years of age.
Hepatic impairment - "
The usual starting dose applies in patients with mild to moderate hepatic Musculoskeletal Myalgia Myopathy Tendon disorders
impairment. Patients with severe hepatic impairment should start therapy and connective (including sometimes
with LYPOVAS 5 mg. Increased systemic exposure to rosuvastatin has been tissue disorders myositis), complicated by Other medicines and LYPOVAS:
observed in these patients, therefore the use of doses above LYPOVAS 10 rhabdomyolysis, | rupture,
g should be carefully considered. arthralgia immune- mc/udes
Race mediated Ciclosporin (used for example, after organ transplants)
IA 5 mg starting dose of LYPOVAS should be considered for Asian patients. necrotising
Increased plasma concentration of rosuvastatin has been seen in Asian myopathy . lower choleslerol (such asdezetlmlbe)v
atients. (See: section 4.4 and 5.2). The increased systemic exposure should - - L Enth l()use tor
Ee taken into consideration when treating Asian patients whose hypercholes- Renal and urinary Haematuria ! ’OmVC'" (an antibiotic)
erolaemia is not adequately controlled at doses up to 20 mg daily. disorders
IConcomitant therapy - -
LYPOVAS has been shown to have additive efficacy in lowering triglycerides Reproductive Gynaecomastia
wnen useg in con;)bination wi’t]h fenofibrate and in increasing HDL-C levels EYSfeg" and breast
en used in combination with niacin. lisorders : " >0
E\/IPOVAS can also be used in combination with ezetimibe or bile acid - - information regarding rhabdomyolysls in section 4.
equestrants. General disorders | Asthenia Oedema H | h
Ciclosporin: and administration ormone replacement therapy
site conditions

lIncreased systemic exposure to rosuvastatin has been observed in patients
ttaking concomitant LYPOVAS and ciclosporin. For the LYPOVAS dose range
(10-40 mg) this combination is not recommended. (See section 4.3)
Gemfibrozil:

ncreased systemic exposure to rosuvastatin has been observed in patients
ktaking concomitant LYPOVAS and gemfibrozil. Patients taking this
lcombination should start therapy with LYPOVAS 5 mg once daily and should
not exceed a dose of LYPOVAS 20 mg once daily.

aediatric population

aediatric use should only be carried out by specialists

lethod of administration

FFor oral use.
LYPOVAS tablets may be given at any time of day, with or without food.

1
.3 Contraindications
YPOVAS tablets is contraindicated:
in patients with hypersensitivity to rosuvastatin or to any of the
' excipients listed in section 6.1.
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 ciclosporin.
during pregnancy and lactation and in women of childbearing potential
not using appropriate contraceptive measures.
The 40 mg dose is contraindicated in patients with pre-disposing factors
for myopathy/ rhabdomyolysis. Such factors include:
moderate renal impairment (creatinine clearance < 60 mL/min)
hypothyroidism
personal or family history of hereditary muscular disorders
previous history of muscular toxicity with another HMG-CoA reductase
inhibitor or fibrate
alcohol abuse
situations where an increase in plasma levels may occur
Asian patients
concomitant use of fibrates. (see sections 4.4, 4.5 and 5.2)

h N
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 (see section 4.8). The reporting rate for serious renal events in
ost-marketing use is higher at the 40 mg dose. An assessment of renal
unction should be considered during routine follow-up of patients treated
with a dose of 40 mg.

[}

keletal Muscle Eff

ffects on skeletal muscle e.g. myalgia, myopathy and, rhabdomyolysis have
een reported in rosuvastatin -treated patients with all doses and in

Particular with doses > 20 mg. Rhabdomyolysis has been reported with the
use of ezetimibe in combination with HMG-CoA reductase inhibitors. A
pharmacodynamic interaction cannot be excluded (see section 4.5) and
(frauhon should be exercised with their combined use.

he reporting rate for rhabdomyolysis associated with rosuvastatin in
ost-marketing use is higher at the 40 mg dose.

reatine Kinase Measurement
ICreatine Kinase (CK) should not be measured following strenuous exercise
ior in the presence of a plausible alternative cause of CK increase which may
gonfound interpretation of the result. If CK levels are significantly elevated at

4.4 Special warnings and precautions for use
enal Effects

aseline (> 5 x ULN) a confirmatory test should be carried out within 5 - 7
ays. If the repeat test confirms a baseline CK > 5 x ULN, treatment should
hot be started.

ﬁ.eiQLelLea&mgm
LYPOVAS, should be prescribed with caution in patients with pre-disposing
Ifactors for myopathy/rhabdomyolysis. Such factors include:

renal impairment

hypothyroidism

personal or family history of hereditary muscular disorders

Description of selected adverse reactions

Renal Effects:

Proteinuria- A dose-related increase in liver 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 LYPOVAS. The
protein detected was mostly tubular in origin. In most cases, proteinuria
decreases or disappears spontaneously on continued therapy,

and is not predictive of acute or progressive renal disease.

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.
Liver Effects:

As with other HMG-CoA reductase inhibitors, a dose-related increase in
transaminases has been observed in a small number of patients taking
rosuvastatin; most cases were mild, asymptomatic and transient.

The following adverse events have been reported with some statins:

« Sexual dysfunction

« Exceptional cases of interstitial lung disease, especially with long term
therapy (see section 4.4)

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

Reporting suspected adverse

Reporting suspected adverse reactions after authorisation of the medicine is
important. It allows continued monitoring of benefit/risk balance of the
medicine. Health care providers are asked to report any suspected adverse
reactions to SAHPRA via the “6.04 Adverse Drug Reactions Reporting Form”,
found online under SAHPRA's publications: hppts://www.sahpra.or.za/Publi-
cations/Index/8

4.9 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. Liver function and CK levels should be
monitored. Haemodialysis is unlikely to be of benefit.

5.Pharmacological properties

5.1 Pharmacodynamic properties

Pharmacotherapeutic group:

HMG-CoA reductase inhibitors ATC code: C10A A07
Pharmacological Classification: A7.5 Serum-cholesterol reducers.

Mechanism of action:

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

Rosuvastatin produces its lipid-modifying effects in 2 ways; it 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.

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).

Summary of clinical studies:

rosuvastatin reduces elevated LDL-cholesterol, total cholesterol and
triglycerides and increases HDL-cholesterol. It also lowers ApoB, nonHDL-C,
VLDL-C, VLDL-TG and increases ApoA-I.

rosuvastatin also lowers the LDL -C/HDL-C, total C/HDL-C, nonHDL-C/HDL-C
and ApoB/ApoA-| ratio’s. A therapeutic response to rosuvastatin is evident
within 1 week of commencing therapy and 90 % of maximum response is
usually achieved in 2 weeks. The maximum response is usually achieved by
4 weeks and is maintained after that.

5.2 Pharmacokinetic properties

inhibitor or fibrate
alcohol abuse
age > 70 years
situations where an increase in plasma levels may occur (see sections
4.2,45and 5.2)
r  concomitant use of fibrates.
In such patients the risk of treatment should be considered in relation to
'gosmble benefit and clinical monitoring is recommended. If CK levels are
; ignificantly elevated at baseline (> 5 x ULN) treatment should not be started

L
k
r  previous history of muscular toxicity with another HMG-CoA red
1
I
L
1

Whilst on Treatment
[Patients should be asked to report inexplicable muscle pain, weakness, or
ramps immediately, panicularly if associated with malaise or fever. CK
revels should be measured in these patients. Therapy should be discontinued
if CK levels are markedly elevated (> 5 x ULN) or if muscular symptoms are
lsevere and cause daily discomfort (even if CK levels are <5 x ULN). If
'symptoms resolve and CK levels return to normal, then consideration should
be given to re-introducing LYPOVAS tablets or an alternative HMG-CoA
reductase inhibitor at the lowest dose with close monitoring. Routine
[Ponnonng of CK levels in asymptomatic patients is not warranted.
here have been reports of an immune-mediated necrotising myopathy
(IMNM) during or after treatment with statins, including LYPOVAS. IMNM is
kclinically characterised by proximal muscle weakness and elevated serum
ccreatine kinase, which persist despite discontinuation of statin treatment.
[There was no evidence of increased skeletal muscle effects in the small
uumber of patients dosed with rosuvastatin tablets and concomitant therapy.
lowever, an increase in the incidence of myositis and myopathy has been
lseen in patients receiving other HMG-CoA reductase inhibitors together with
ffibric acid derivatives including gemfibrozil, ciclosporin, nicotinic acid, azole
@ntifungals, protease inhibitors and macrolide antibiotics. Gemfibrozil
jncreases the risk of myopathy when given concomitantly with some
ziMG CoA reductase inhibitors. Therefore, the combination of LYPOVAS
ablets and gemfibrozil is not recommended. The benefit of further
lalterations in lipid levels by the combined use of LYPOVAS tablets with
fibrates or niacin should be carefully weighed against the potential risks of
such combinations. The 40 mg dose is contraindicated with concomitant use
f a fibrate (see sections 4.5 and 4.8).
EVPOVAS must not be co-administered with systemic formulations of fusidic
cid or within 7 days of stopping fusidic acid treatment. In patients where the
luse of systemic fusidic acid is considered essential, statin treatment should
be discontinued throughout the duration of fusidic acid treatment, Reports of
rhabdomyolysis (including some fatalities) in patients receiving fusidic acid
and statins in combination (see section 4.5). Patients should be advised to
cleek medical advice immediately if they experience any symptoms of muscle
eakness, pain or tenderness. Statin therapy may be re-introduced seven
ldays after the last dose of fusidic acid. In exceptional circumstances, where
prolonged systemic fusidic acid is needed, e.g. for the treatment of severe
infections, the need for co-administration of LYPOVAS and fusidic acid
ishould only be considered on a case by case basis and under close medical
upervision.

YPOVAS tablets should not be used in any patient with an acute, serious
kcondition suggestive of myopathy or predisposing to the development of
frenal failure secondary to rhabdomyolysis (e.g. sepsis, hypotension, major
surgery, trauma, severe metabolic, endocrine and electrolyte disorders; or
uncontrolled seizures).

Liver Effects

LYPOVAS tablets should be used with caution in patients who consume

lexcessive quantities of alcohol and/or have a history of liver disease.

it is recommended that liver function tests be carried out prior to, and 3

months following, the initiation of treatment. LYPOVAS tablets should be
iscontinued or the dose reduced if the level of serum transaminases is
reater than 3 times the upper limit of normal. The reporting rate for serious
epatic events (consisting mainly of increased hepatic transaminases) in

post-marketing use is higher at the 40 mg dose.

iIn patients with secondary hypercholesterolaemia caused by hypothyroidism
r nephrotic syndrome, the underlying disease should be treated prior to

'nitiating therapy with LYPOVAS tablets.

Race
Pharmacokinetic studies show an increase in exposure in Asian patients
compared with Caucasians (see sections 4.2, 4.3 and 5.2).

;Erotease inhibitors
ncreased systemic exposure to rosuvastatin has been observed in patients

freceiving LYPOVAS concomitantly with various protease inhibitors in
Icombination with ritonavir. Consideration should be given both to the benefit
of lipid lowering by use of LYPOVAS in HIV patients receiving protease
jnhibitors and  the potential for increased rosuvastatin plasma
foncentra'uons when initiating and up titrating LYPOVAS doses in patients
reated with protease inhibitors. The concomitant use with certain protease
inhibitors is not recommended unless the dose of LYPOVAS tablets is
ladjusted (see sections 4.2 and 4.5)

itial lun
xceptional cases of interstitial lung disease have been reported with some
statins, especially with long term therapy (see section 4.8). Presenting
ffeatures can include dyspnoea, non-productive cough and deterioration in
Igeneral health (fatigue, weight loss and fever). If it is suspected a patient has
developed interstitial lung disease, statin therapy should be discontinued.

e‘glahetes Mellitus
ome evidence suggests that statins, as a class, raise blood glucose and in

lsome patients, at high risk of future dlabetes 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
itherefore should not be a reason for stopping statin treatment. Patients at
gsk (fasting glucose 5.6 to 6.9 mmol/L, BMI > 30 kg/m2, raised triglycerides,
! ypertension) should be monitored both clinically and biochemically.

Paediatric population

The evaluation of linear growth (height), weight, BMI (body mass index), and

jsecondary characteristics of sexual maturation by Tanner staging in
aediatric patients taking LYPOVAS is limited to a two-year period. After two

gears of study treatment, no effect on growth, weight, BMI or sexual
aturation was detected (see section 5.1).

In a clinical trial of children and adolescents receiving LYPOVAS for 52

weeks, CK elevations > 10 x ULN and muscle symptoms following exercise or

increased physical activity were observed more frequently compared to

Pbservatlons in clinical trials in adults (see section 4.8).

LYPOVAS film-coated tablets contain lactose. Patients with rare hereditary
problems of galactose intolerance, total lactase deficiency or glucose
tgalactose malabsorption should not take LYPOVAS.

I
45 Interaction with other medicines and other forms of interaction

'Transporter protein inhibitors:

Rosuvastatin is a substrate for certain transporter proteins including the

hepatic uptake transporter OATP1B1 and efflux transporter BCRP.
oncomitant administration of LYPOVAS tablets with medicines that are
nhibitors of these transporter proteins may result in increased rosuvastatin

&JIasma concentrations and an increased risk of myopathy (see sections 4.2, 4.4)

Ciclosporin:
During concomitant treatment with rosuvastatin and ciclosporin,
fosuvastatin plasma concentration levels were on average 7 times hlgher

Maximum ro: in plasma concentrations are achieved
approximately 5 hours after oral admil The absolute
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.

Metabolism: 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.

Excretion: Approximately 90 % of the rosuvastatin dose is excreted
unchanged in the faeces (conslstlng 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 elimination
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.

Linearity: Systemic exposure of rosuvastatin increases in proportion to dose.
There are no changes in pharmacokinetic parameters following multiple daily
doses.

Special populations:

Age and sex:

There were no clinically relevant effect of age or sex on the pharmacokinetics

of rosuvastatin in adults. The exposure in children and adolescents with

heterozygous familial hypercholesterolemia appears to be similar to or lower

Lhaln t;) that of adult patients with dyslipidemia (see “Paediatric population”
elow).

Race:

Pharmacokinetic studies show a 1,26 - 2- 31fold elevation in median plasma
concentrations in Asian patients (Japanese, Chinese, Filipino, Vietnamese
and Koreans) compared with Caucasians; Asian-Indians show an
approximate 1.3-fold elevation in median AUC and Cmax. A population
pharmacokinetic analysis revealed no clinically relevant differences in
pharmacokinetics between Caucasian and Black groups.

Renal insufficiency:

In a study in patients with varying degrees of renal impairment, mild to
moderate renal disease had no influence on plasma concentration of
rosuvastatin or the N-desmethyl metabolite. Patients with severe impairment
(CrCl < 30 mL/min) had a 3-fold increase in plasma concentration and a
9-fold increase in the N-desmethyl metabolite concentration compared to
healthy volunteers. Steady-state plasma concentrations of rosuvastatin in
patients undergoing haemodialysis were approximately 50 % greater
compared to healthy volunteers.

Hepatic insufficiency:

In a study with patients with varying degrees of hepatic impairment there was
no evidence of increased exposure to rosuvastatin in patients with
Child-Pugh scores of 7 or below. However, two patients with Child-Pugh
scores of 8 and 9 showed an increase in systemic exposure of at least 2-fold
compared to patients with lower Child-Pugh scores. There is no experience in
patients with Child-Pugh scores above 9.

Genetic polymorphisms:

Disposition of HMG-CoA reductase inhibitors, including rosuvastatin, involves
OATP1B1 and BCRP transporter proteins. In patients with SLCO1B1 (OATP1B1)
and/or ABCG2 (BCRP) genetic polymorphisms there is a risk of increased
rosuvastatin exposure. Individual polymorphisms of SLCO1B1 ¢.521CC and
ABCG2 c.421AA are associated with a higher rosuvastatin exposure (AUC)
compared to the SLCO1B1 ¢.521TT or ABCG2 ¢.421CC genotypes. This specific
genotyping is not established in clinical practice, but for patients who are known
to have these types of polymorphisms, a lower daily dose of Rosuvastatin tablets
is recommended.

Paediatric population:

Two pharmacokinetic studies with rosuvastatin (given as tablets) in
paediatric patients with heterozygous familial hypercholesterolemia 10-17 or
6-17 years of age (total of 214 patients) demonstrated that exposure in
paediatric patients appears comparable to or lower than that in adult
patients. Rosuvastatin exposure was predictable with respect to dose and
time over a 2-year period.

6 Pharmaceutical particulars
6 1 List of excipients
Cellulose microcrystalline,
crospovidone,
lactose monohydrate,
magnesium stearate,
+ sodium hydrogen carbonate,
+  Opadry Il pink contains:
o Hypromellose,
o iron oxide red,
o lactose monohydrate
o titanium dioxide,
o triacetin.
6.2 Incompatibilities
Not applicable

6.3 Shelf life
24 months

6.4 Special precautions for storage
Store at or below 25 °C in original container. Protect from light and moisture.

6.5 Nature and contents of container

LYPOVAS 5, 10, 20 & 40

Blister packs of105 28's, 30's, 56's, 84's: tablets are packed in one blister of
cold forming base foil and aluminium lid foil

Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other handling
No special requirements

7 Holder of certificate of registration
Innovata Pharmaceuticals (Pty) LTD
Crownwood Office Park

100 Northern Parkway

Ormonde

Johannesburg

2091

South Africa

fhan those observed in healthy patients. LYPOVAS tablets is ¢
n patients receiving concomitant ciclosporin (see section 4.3). Concomnant
ladministration did not affect plasma concentrations of ciclosporin.

I

P -
Although the exact mechanism of interaction is unknown, concomitant
Pro&ease inhibitor use may strongly increase rosuvastatin exposure. The
concomitant use of LYPOVAS and some protease inhibitor combinations
may be considered after careful consideration of LYPOVAS tablets dose
fadjustments based on the expected increase in rosuvastatin exposure.

mfibrozil and other lipid-lowerin

Concomitant use of rosuvastatin and gemfil rozn resulted in a 2-fold increase
in rosuvastatin- plasma concentration levels. (see section 4.4). Gemfibrozil,
ffenofibrate, other fibrates and lipid lowering doses (> or equal to 1 g/day) of
hiacin (nlcotlmc acid) increase the risk of myopathy when given
rconcomitantly with HMG-CoA reductase inhibitors, probably because they
(can produce myopathy when given alone. The 40 mg dose is contraindicated
with concomitant use of a fibrate (see section 4.3 and section 4.4). These
}Jatiems should also start with the 5 mg dose.

Ezetimibe

8 . "
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Anti-viral medications such as ritonavir with lopinavir and/or atazanavir orI
simeprevir (used to treat infections, including HIV or hepatitis C infection -
please see warnings and precautions). The effects of these medicines!
could be changed by LYPOVAS tablets or they could change the effect ofl
LYPOVAS tablets. 1

Pregnancy and breastfeeding and fertility: !
If you are pregnant or breast-feeding, think you may be pregnant or arel
planning to have a baby, ask your doctor or pharmacist for advice before taking!
this medicine. I
Do not take LYPOVAS tablets if you are pregnant or breast feeding. If yog

become pregnant while taking LYPOVAS tablets stop taking it immediately ant
tell your doctor. Women should avoid becoming pregnant while takin:
LYPOVAS tablets by using suitable contraception. 1
1
Driving and using machines:
LYPOVAS may cause dizziness, which may affect your ability to drive and useI
machines.
It is not always possible to predict to what extent LYPOVAS may interfere with!
your daily activities. You should ensure that you do not engage in the abovel
activities until you are aware of the measure to which LYPOVAS affects you. |
LYPOVAS contains lactose: !
If you have been told by your doctor that you have an intolerance to some'
sugars, contact your doctor before taking this medicine.
1
3. How to take LYPOVAS: I
Do not share medicines prescribed for you with any other person. \

Always take this medicine exactly as your doctor has told you. You shoulo‘
check with your doctor or pharmacist if you are not sure.

I

The usual dose for: |
Adults:
If you are taking LYPOVAS tablets for high cholesterol: !
Your treatment with LYPOVAS tablets must start with the 5 mg. The choice oft
your start dose will depend upon:

Your cholesterol levels.
+  Thelevel of risk you have of experiencing a heart attack or stroke.

Whether you have a factor that may make you more sensitive to

Children and adolescents aged 10-17 years:
The dose range in children and adolescents aged 10 to 17 years is 5 to 20 mg
once daily. |
The usual start dose is 5 mg per day, and your doctor may increase your dose
gradually to find the right amount of LYPOVAS tablets for you.
The maximum daily dose of LYPOVAS tablets is 10 mg or 20 mg for chlldreri
aged 10 to 17 years depending on your underlying condition being treated.
Take your dose once a day. I
L\II:OIVAS tablets 40 mg lablet should not be used by children |
Elderl
Start treatmem with one 5 mg tablet taken once a day. !
Patients with kidney problems: I
Start treatment with one 5 mg tablet taken once a day 1
Patients with liver problems |
Start treatment with one 5 mg tablet taken once a day
Asian patients: !
Start treatment with one 5 mg tablet taken once a day I
ing the dose and i daily dose: 1
Your doctor may decide to increase your dose. This is so that you are taking the,
amount of Rosuvastatin tablets that is right for you. There will be a gap of four
weeks between every dose adjustment.
Swallow each tablet whole with a drink of water. !

I
Take LYPOVAS tablets once daily. You can take it at any time of the day with o
without food. Try to take your tablet at the same time every day to help you to,
remember it. h

If you take more LYPOVAS than you should: I
In the event of an overdosage, consult your doctor or pharmacist. If neither isi
available, contact the nearest hospital or poison control centre.

In the event of suspected overdose, seek supportive medical care.

I
I
If you forget to take a dose of LYPOVAS: !
Do not take a double dose to make up for the forgotten individual doses. I
If you forget to take a dose, take it as soon as you remember it. I
However, if it is nearly time for the next dose, skip the missed dose. |

I

If you stop taking LYPOVAS
Suddenly stopping your treatment with LYPOVAS may lead to your symptoms!
getting worse. Do not stop taking LYPOVAS unless your doctor tells you toy
Your doctor may tell you to reduce the dose over a few days before stopping
completely.
Talk to your doctor if you want to stop taking LYPOVAS tablets. You
cholesterol levels might increase again if you stop taking LYPOVAS tablets !
1
4. Possible side effects 1
LYPOVAS can have side effects.
Not all side-effects reported for LYPOVAS are included in this leaflet. Shoulo‘
your general health worsen while taking LYPOVAS, or if you experience any'
untoward effects while taking LYPOVAS please consult your doctor!
pharmacist, or other healthcare provider for advice.
If any of the following happens, stop taking LYPOVAS and tell your doctorI
immediately or go to the casualty department at your nearest hospital:
Allergic reaction (e.g. swelling in the mouth, tongue, face and &hroat'
itching)
Skin inflammation, peeling and blistering
These are all very serious side effects. If you have them, you may have had q
serious reaction to LYPOVAS. You may need urgent medical attention on
hospitalisation
Tell your doctor immediately or go to the casualty department at your neares(‘
hospnal if you notice any of the following:
unusual aches or pains in your muscles which go on for longer than you
might expect. Muscle symptoms are more common in children an
adolescents than in adults. As with other statins, a very small number of
people have experienced unpleasant muscle effects and rarely these hav
gone on to become a potentially life-threatening muscle damage known as'
rhabdomyolysis. 1
Tell your doctor if you notice any of the following: I
Frequent side effects: |
+ Headache
«  Stomach pain !
Constipation 1
Feeling sick 1
Feeling weak I
Dizziness
Diabetes. This is more likely if you have high levels of sugars and fats in'
your blood, are overweight and have high blood pressure. Your doctor will
monitor you while you are taking this medicine. 1
Less frequent side effects:
Rash, itching or other skin reactions.
A severe stomach pain (inflamed pancreas).
-+ Jaundice (yellowing of the skin and eyes).
»  Hepatitis (an inflamed liver).
Damage to the nerves of your legs and arms (such as numbness).
Joint pain.
Memory loss.
Breast enlargement in men (Gynecomastia)
Frequency unknown:
Diarrhoea (loose stools).
Steven-Johnson syndrome (serious blistering condition of the skin, moulh1
eyes and genitals). |
Cough.
Shortness of breath. !
+  Oedema (swelling). |
. 1
1

Sleep disturbances, including insomnia and nightmares.
+  Sexual difficulties.
+  Depression.
Breathing problems, including persistent cough and/or shortness o(’
breath or fever.
Tendon injury. |
+  Muscle weakness that is constant. I
Laboratory results:
LYPOVAS can cause the following changes to your lab results which your docrod
will inform you about:
An increase in the amount of protein in the urine - this usually returns tol
normal on its own without having to stop taking your LYPOVAS tablets
(only LYPOVAS tablets 40 mg) |
Less frequent
An increase in the amount of protein in the urine - this usually returns to'
normal on its own without having to stop taking your LYPOVAS tablets!
(only LYPOVAS tablets 5 mg, 10 mg and 20 mg). 1
Increase in liver enzymes in the blood. I
+  Low platelet count in blood (thrombocytopema)
If you notice any side effects not mentioned in this leaflet, please inform you|J
doctor or pharmacist.
Reporting of side effects 1
If you get side effects, talk to your doctor or pharmacist or nurse. You can also;
report side effects to SAHPRA via the “6.04 Adverse drug Reaction reportmgI
Form”, found online under SAHPRA's publications: https:/www.sah-
pra.org.za/Publications/Index/8. By reporting side effects, you can help'
provide more information on the safety of LYPOVAS.

5 How to store LYPOVAS
Keep out of reach and sight of children.
+  Store at or below 25 °C in original container. Protect from moisture.
»  This medication does not require any special storage conditions
Return all unused medicine to your pharmacist.
Do not) dispose of unused medicine in drains or the sewerage system (e.g;
toilets).

6. Contents of the pack and other information
What LYPOVAS 5, 10, 20, 40 mg contains:
The active substance: Rosuvastatin (as rosuvastatin calcium)
The other ingredients are:

Cellulose microcrystalline,

crospovidone,
+  lactose monohydrate,
* magnesium stearate,

sodium hydrogen carbonale,

Opadry Il pink contains:

o Hypromellose,

o iron oxide red,

o lactose monohydrate

o titanium dioxide,

o triacetin.

What LYPOVAS looks like and contents of the pack
Film-coated tablets

LYPOVAS 5

Pink, 4.50 mm, round, biconvex, bevelled edge, film-coated tablet, debossed,
with ‘'R5" on one side and plain on other side |
LYPOVAS 10
Pink, 5.50 mm, round, biconvex, bevelled edge, film-coated tablet, debosseo‘
with ‘R10’ on one side and plain on other side.

LYPOVAS 20

Pink, 7.00 mm, round, biconvey, film-coated tablet, debossed with ‘R20’ on one|
side and plain on other side.

LYPOVAS 40 !
Pink, 11.50 mm X 6.90 mm, oval, biconvex, film-coated tablet, debossed wnH
‘R40’ on one side and plain on other side.

LYPOVAS 5, 10, 20 & 40

Blister packs of 1 0's, 28's, 30's, 56's, 84’s: alurnpack-GDO cold forming base fol
198 mm (25 OPA/50p AJ/60|.| PVC) & aluminium lid foil 198 mm (Zeon 25
foil 7 esm HSL DSO).

Not all pack sizes may be marketed
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', NAAM VAN MEDISYNE:
LYPOVAS 5

LYPOVAS 10

LYPOVAS 20

LYPOVAS 40

2. KWALITATIEWE EN KWANTITATIEWE SAMESTELLING:
LYPOVAS 5 film-bedekte tablette
[Elke film-bedekte tablet bevat 5,20 mg rosuvastatien kalsium ekwivalent aan 5 mg
Fosuvastatien.
evat suiker: laktose monohidraat 21,13 mg
YPOVAS 10 film-bedekte tablette
[Elke film-bedekte tablet bevat 10,40 mg rosuvastatien kalsium ekwivalent aan
N0 mg rosuvastatien.
Bevat suiker: laktose monohidraat 42,25 mg
YPOVAS 20 film-bedekte tablette

hulle miopatie kan voortbr\ng wanneer al\een loegedlen word. Die 40 mg dosis
word teenaangedui met meegaande gebruik van ‘n fibraat (sien afdelings 4.3 en
4.4). Hierdie pasiénte moet ook begin met 'n 5 mg dosis.

Esetimieb

Meegaande gebrulk van 10 mg rosuvastatien tablette en 10 mg esetimieb het
tot gevolg gehad in ‘n 1,2-voudige toename in plasma-konsentrasie vlakke van
rosuvastatien in hlpercholesterolemlese pasiénte. n Farmakodinamiese
interaksie, in terme van ongunstige effekte, tussen LYPOVAS tablette en
esetimieb kan nie uitgesluit word nie (sien afdeling 4.4).

Teensuurmiddel:

Die gelyktydige dosering van rosuvastatien met n teensuurmiddel suspensie

wat aluminium en magnesiumhidroksied bevat kan tot gevolg hé in ‘n afname
ien plasma- ie van ongeveer 50 %.

Hlerdle effek word getemper wanneer die teensuurmiddel gedoseer word 2 uur na

LYPOVAS. Die kliniese betekenis van hierdie interaksie is nog nie bestudeer nie.

Eritromisien:

Ike film-bedekte tablet bevat 20,80 mg ro ien kalsium i 1t aan
0 mg rosuvastatien.
Bevat suiker: laktose monohidraat 84,50 mg
LYPOVAS 40 film-bedekte tablette
Elke film-bedekte tablet bevat 41,60 mg rosuvastatien kalsium ekwivalent aan
40 mg rosuvastatien.
'Bevat suiker: laktose monohidraat 169,00 mg

Nlr die volledige lys van eksipiénte, sien afdeling 6.1

Ié. FARMASEUTIESE VORM:
ilmbedekte tablette

LYPOVAS 5

LLigrooi, 4,50 mm, ronde, bikonvekse, afgeskuinste kante, film-bedekte tablet,
gebosseleer met ‘R5’ op een kant en glad op die ander kant.

YPOVAS 10

igrooi, 5,50 mm, ronde, bikonvekse, afgeskuinste kante, film-bedekte tablet,
lgebosseleer met ‘R10’" op een kant en glad op die ander kant.

LYPOVAS 20

\Ligrooi, 7,00 mm, ronde, bikonvekse, film-bedekte tablet, gebosseleer met ‘R20"
ﬁp een kant en glad op die ander kant.

YPOVAS 40

\_|groo|, 11,50 mm X 6,90 mm, ovaal, bikonvekse, film-bedekte tablet,
l;ebosseleer met ‘R40’ op een kant en glad op die ander kant.

|4 KLINIESE BESONDERHEDE:
4.1 Terapeutiese Indikasies

ir vermindering van die risiko van kardiovaskulére voorvalle:
By volwasse pasiénte met ‘n verhoogde risiko van aterosklerotiese
kardi lére siekte geb op die digheid van kardiovaskulére
iekte risiko merkers soos ‘n verhoogde hoé-sensitiwiteit C-reaktiewe proteien
hsCRP) vlak, ouderdom, hipertensie, lae HDL-C, rook of ‘n familie geskiedenis
an, of premature koronére hart-siekte, word LYPOVAS aangedui om die risiko
e verminder van nie-1 noodlomge beroerte, nie-noodlottige MI en die
nc reid vir arteriéle isasie.
By volwasse pasiénte met hipercholesterolemie:

YPOVAS word aangedui vir behandeling van pasiénte met primére
ipercholesterolemie, gemengde dislipidemie en geisoleerde hipertrigliseride-
ie (ins! nde Fredrickson Tipe lla, Ilb en IV; en heterosigotiese familiéle en
Inie-familiéle hipercholersterolemie) as ‘n adjunk tot dieet wanneer respons
ionvoldoende is met dieet en oefening.
LYPOVAS word aangedui vir behandeling van pasiénte met primére
disbetalipoproteinemie (Fredrlckson Tipe IIl hiperlipoproteinemie).
LYPOVAS word ook aangedui vir afname van Totale Cholesterol en LDL-C by
Ipasiénte met homopsigotiese familiéle hipercholesterolemie, of alleen of as n
manvulling tot dieet en ander lipied-verlagende behandelings (bv. LDL aferese).
&VPOVAS 40 mg moet slegs oorweeg word by pasiénte met ernstige

ipercholesterolemie en hoé kardiovaskulére risiko wie nie hulle doel bereik
et op 20 mg LYPOVAS of alternatiewe terapie nie.
1

Spesialis toesig word aanbeveel wanneer daar met die 40 mg dosering begin word
inders en adolessente 10-17 jaar oud:
YPOVAS word aangedui vir die vermindering van Totale Cholesterol, LDL-C en
IApo B in pasiénte met heteropsigotiese familiéle hipercholesterolemie (HeFH).

#.2 Posologie en metode van toediening
Posologie
Voordat daar begin word met behandeling moet die pasiént geplaas word op n
andaard cholesterol-verlagende dieet wat moet voortduur gedurende behandeling.
Posologie
IDie doseringsomvang vir LYPOVAS is 5 - 40 mg oraal een keer per dag. Die
@anbevole aanvangsdosis is 5 mg een keer per dag.
ie dosering van LYPOVAS moet individueel aangepas word volgens die
doelwit van terapie en die pasiént se respons. Die meeste pasiénte word
ekontrolleer met die 10 mg dosis. Nogtans kan daar, indien nodig,
Idoseringsaanpassings gemaak word met 2-4 week intervalle. (Sien afdeling 5.1).
Volwassenes
rimére hipercholesterolemie (insluitend heterosigose familiéle hipercholes-
erolemie), gemengde dislipidemie, disbetalipoproteinemie (Fredrickson Tipe
n hiperlipoproteinemie), en geisoleerde hipertrigliseridemie: Die aanbevole
laanvangsdosering is 5 een keer per dag.
\Vir pasiénte met ernstige hlpercho\esterolemle (insluitend  heteropsigotiese
amiliéle hiperct ie), kan 'n aanvangsdosis van 20 mg oorweeg word.
ir pasiénte met homopsigotiese familiéle hipercholesterolemie word ‘n
nvangsdosis van 20 mg een keer per dag aanbeveel.

By kinders en 1te met heter familiéle hiper

jmie is die gewone doseringsomvang 5-20 mg oraal per dag. Die dosering moet
oepaslik getitreer word om die behandelingsdoel te bereik. Veiligheid en
ffektiwiteit van doserings van meer as 20 mg is nog nie bestudeer in hierdie

bevolkingsgroep nie.

By kinders en familiéle hiperct ie is

ondervinding beperk tot ' n klein hoeveelheid pasiénte (van 8 jaar oud en ouer).

%geslale bevolkings:
ejaardes

IDie gewone doseringsomvang is van toepassing.
Wierontoereikendheid
(Geen doseringsaanpassing is nodig by pasiénte met ligte tot matige
Blerlnkomng nie.

ie aanbevole aanvangsdosering is 5 mg by pasiénte met matige nierinkorting
\(kreatinienopruiming < 60 mL/min). Die gebruik van LYPOVAS tablette by
Ipasiénte met ernstige nierinkorting is teenaangedui vir alle doserings. (Sien
@fdeling 4.3 en afdeling 5.2).
g‘epaliese inkorting

ie gewone aar ing is van by pasiénte met ligte tot

atige hepatiese inkorting. Pasiénte met ernstige hepatiese inkorting moet
kterapie begin met LYPOVAS 5 mg. Verhoogde sistemiese blootstelling tot
rosuvastatien is waargeneem by hierdie pasiénte, dus behoort die gebruik van
poserings van hoér as LYPOVAS 10 mg versigtig oorweeg te word.

n 5 mg Aanvangsdosis van LYPOVAS moet oorweeg word by Aslatlese
lpasiénte.  Verhoogde plasm: rost

waargeneem by Asiatiese pasiénte. (Sien: afdellngs 4 4en5.2). Die verhoogde
Elslem\ese blootstelling moet in ag geneem word wanneer Asiatiese pasiénte

ehandel word, wie se hipercholesterolemie nie voldoende gekontrolleer word
ie met doserings van tot 20 mg per dag.

IMeegaande terapie

LYPOVAS het gewys om additiewe effektiwiteit te hé om trigliseriede te laat afneem

wanneer gebruik word in kombinasie met fenofibrate en met toenemende HDL-C viakke

wanneer dit gebruik word in kombinasie met niasien.

LYPOVAS kan ook gebruik word in kombinasie met esetimieb of

lgalsuur-sekwestrante.

Siklosporien:

\Verhoogde sistemiese blootstelling aan rosuvastatien is waargeneem by

faslente wat meegaande LYPOVAS en siklosporien geneem het. Vir die

YPOVAS doseringsomvang  (10-40 mg) word hierdie kombinasie nie

laanbeveel nie. (Sien afdeling 4.3).

IGemfibrosiel:

Verhoogde sistemiese blootstelling tot rosuvastatien is waargeneem by
asiénte wat meegaande LYPOVAS en gemfibrosiel geneem het. Pasiénte wat
ierdie kombinasie neem moet 'n terapie begin met LYPOVAS 5 mg een keer
er dag en behoort nie 'n dosis van LYPOVAS 20 mg een keer per dag te

loorskry nie.

Pediatriese bevolking
ediatriese gebruik moet slegs gedoen word deur spesialiste.
letode van toediening
ir orale gebruik.

LYPOVAS tablette kan enige tyd gedurende die dag toegedien word, met of

isonder voedsel.

y .3 Kontra-indikasies
YPOVAS tablette word teenaangedui:
by pasiénte met hipersensitiwiteit vir rosuvastatien of vir enige van die
eksipiénte aangedui in afdeling 6.1 van LYPOVAS.
by pasiénte met aktiewe i insluitende ol 3
verhogings van serum-transaminase en enige serum-transaminase
verhogings van meer as 3 keer die boonste limiet van normaal (BLN).
by pasiénte met emstige nierinkorting (kreatinienopruiming < 30 mL/min).
by pasiénte met miopatie.
by pasiénte wat ook siklosporien ontvang.
gedurende swangerskap en laktasie en by vrouens van kinderbarende
potensiaal wat nie toepaslike kontraseptiewe maatreéls tref nie.
Die 40 mg dosis word teenaangedui by pasiénte met ontvanklike faktore vir
Imiopatie/rabdomiolise. Sulke faktore sluit in:

-

—m T ==

r  matige nierinkorting (kreatinienopruiming < 60 mL/min)
¢ hipotiroiedisme
+  persoonlike of familie geskiedenis van oorerflike muskulére afwykings
. vorige geskiedenis van muskulére toksisiteit met 'n ander HMG-CoA
| reduktase inhibeerder of fibraat
¢ alkohol misbruik
¢ situasies waar ‘n toename in plasmavlakke kan voorkom
N Asiatiese pasiénte
I~ meegaande gebruik van fibrate. (Sien afdelings 4.4, 4.5 en 5.2).
4.4 Spesiale i en vir gebruik
Renale Effekte
roteinurie, waargeneem deur meetstok toetse en meestal tubulér in

oorsprong, is waargeneem by pasiénte wat behandel was met hoér doserings

an rosuvastatien, veral 40 mg, waar dit kortstondig of afwisselend was in die
Imeeste gevalle. Proteinurie het nie gewys om voorspelbaar te wees van akute
©of progressiewe niersiekte nie (sien afdeling 4.8). Die gerapporteerde tempo
Vir ernstige renale voorvalle in na-bemarking gebruik is hoér as die 40 mg
dosis. 'n Skatting van nierfunksie moet oorweeg word gedurende roetine
bpvolg van pasiénte wat behandel was met 'n dosering van 40 mg.

ﬁkeletale Spiereffekte
[Effekte op die skeletale spier bv. mialgie, miopatie en rabdomiolise is
eerapponeer by rosuvastatien-behandeling pasiénte met alle doserings en
eral met doserings > 20 mg.

Rabdomiolise is gerapporteer met die gebruik van esetimieb in kombinasie
met HMG-CoA reduktase inhibeerders. ‘n Farmakodinamiese interaksie kan nie
itgesluit word nie (sien afdeling 4.5) en omsigtigheid is nodig met hulle
gleegaande gebruik.

ie gerapporteerde tempo vir rabdomiolise geassosieer met rosuvastatien in
Iha-bemarking gebruik was hoér met die 40 mg dosering.
I

reatien Kinase (KK) moet nie gemeet word na strawwe oefening of in die
leenwoordigheid van ‘n moontlike alternatiewe oorsaak van KK-toename nie,
lwat interpretasie van die resultate kan verwar. Indien KK-vlakke beduidend
Verhoog by basislyn (> 5 x BLN) moet 'n bevestigde toets gedoen word binne 5
7 dae. Indien die herhaalde toets 'n basislyn van KK > 5 x BLN bevestig, moet
ehandeling nie begin word nie.
‘oor Behandeling
YPOVAS moet versigtig voorgeskryf word by pasiénte met ontvanklike faktore
ir miopatie/rabdomiolise. Sulke faktore sluit in:
r nierinkorting
hipotiroiedisme
persoonlike of ‘n familie geskiedenis van oorerflike muskulére afwykings
vorige geskiedenis van muskulére toksisiteit met ‘n ander HMG-CoA
reduktase inhibeerder of fibraat
alkohol misbruik
ouderdom > 70 jaar
situasies waar n toename in plasma-vlakke kan voorkom (sien afdelings
4.2,45en5.2)
+  meegaande gebruik van fibrate.
By sulke pasiénte moet die risiko van behandeling oorweeg word in verband
imet die moontlike voordeel en kliniese monitering word aanbeveel. Indien
K-vlakke beduidend verhoog by basislyn (> 5 x BLN) moet behandeling nie
| egin word nie.

————

Mydens Behandeling

[Pasiénte moet versoek word om onverklaarbare spierpyn, swakheid of krampe

ﬁnmlddell\k te rapporteer, veral indien dit geassosieer word met swakheid of
oors. KK-vlakke moet gemeet word in hierdie pasiénte. Terapie moet gestaak

Word indien KK-vlakke merkbaar toeneem (> 5 x BLN) of indien muskulére

Isimptome ernstig is en daaglikse ongemak veroorsaak (selfs met KK-vlakke

van < 5 x BLN). Indien simptome opklaar en KK-vlakke terugkeer na normaal
oet daar oorweeg word om LYPOVAS tablette weer te begin, of 'n

alternatiewe HMG-CoA reduktase inhibeerder teen die laagste dosering, met
oukeurige monitering. Roetine monitering van KK-vlakke in asimptomatiese

Ipasiénte is nie geregverdig nie.

1

aar was verslae van ‘n immuun-gemedieerde nekrotiserende miopatie
H(IMNM) gedurende of na behandeling met statiene, insluitend LYPOVAS.
MNM word klinies gekenmerk deur proksimale spierswakheid en verhoogde
Iserumkreatienkinase, wat kan voortduur ten spyte van onttrekking van
istatien-behandeling.

aar was geen bewys van verhoogde skeletale spiereffekte in die klein

oeveelheid pasiénte wat gedoseer was met rosuvastatien tablette en

eegaande terapie nie. Nogtans was 'n verhoging in insidensie waargeneem
Van ‘miositis en miopatie by pasiénte wat ander HMG-CoA reduktase
inhibeerders ontvang het saam met fibriese suur derivate insluitende
gemfibrosiel, siklosporien, nikotiensuur, asool antifungusmiddels, protease
imhlbeerders en makrolied antibiotika. Gemfibrosiel verhoog die risiko van
iopatie wanneer toegedien word saam met HMG-CoA reduktase
linhibeerders. Dus word die kombinasie van LYPOVAS tablette en gemfibrosiel
Inie aanbeveel nie. Die voordeel van verdere veranderinge in lipiedvlakke deur
die gekombineerde gebruik van LYPOVAS tablette met fibrate of niasien moet
versigtig oorweeg word teenoor die potensiéle risikos van sulke komblnasles
ie 40 mg dosering is teenaangedui met meegaande gebruik van 'n fibraat
\(sien afdelings 4.5 en 4.8).
LYPOVAS moet nie toegedien word met sistemiese formulerings van
fusidiensuur of binne 7 dae na staak van fusidiensuur-behandeling nie. By
pasiénte waar die gebruik van sistemiese fusidiensuur oorweeg word om
essensieel te wees, moet statien-behandeling onttrek word regdeur die tydperk
an fusidiensuur-behandeling. Daar was verslae van rabdomiolise (insluitend
lsommige wat noodlottig was) by pasiénte wat fusidiensuur en statiene in
kombinasie ontvang het (sien afdeling 4.5). Pasiénte moet ingelig word om
mediese advies te verkry onmiddellik wanneer hulle enige simptome van
':plerswakheld pyn of teerheid ondervind. Statien-terapie kan ingestel word
ewe dae na die laaste dosis van fusidiensuur. In buitengewone
lomstandighede, waar verlengde sistemiese fusidiensuur benodig word, bv. by
die behandeling van ernstige moet die VII'
imeegaande toediening van LYPOVAS en fusidiensuur oorweeg word op 'n
ﬁevalle basis en onder noukeurige toesig.

YPOVAS tablette moet nie gebruik word by enige pasiént met n akute,
lernstige toestand suggestief van miopatie of ontvanklikheid vir die
lontwikkeling van nierversaking sekondér tot rabdomiolise nie (bv. sepsies,
hipotensie, major sjirurgie, trouma, ernstige metaboliese, endokrien- en
|elek\rolietafwykings; of ongekontrolleerde siekte-aanvalle).

Lewer-effekte

LYPOVAS tablette moet versigtig gebruik word by pasiénte wat uitermatige
hoeveelhede alkohol gebruik en/of 'n geskiedenis het van lewersiekte.

Dit word aanbeveel dat lewerfunksie toetse gedoen word vooraf en 3 maande
na die begin van behandeling. LYPOVAS tablette moet gestaak of die dosis
erminder word indien die vlak van serumtransaminase groter is as 3 keer die
boonste limiet van normaal. Die gerapporteerde tempo vir ernstige hepatiese
voorvalle (wat hoofsaaklik bestaan uit toename van hepatiese transaminase)
1:1 na-bemarking gebruik is hoér by die 40 mg dosis.

n pasiénte met sekondére hipercholesterolemie veroorsaak deur
ipotiroiedisme of nefrotiese sindroom, moet die onderliggende siekte

behandel word voor begin van terapie met LYPOVAS tablette.

1

Eas
armakokinetiese studies wys n toename in blootstelling in Asiatiese persone
h anneer vergelyk word met Kaukasiérs (sien afdelings 4.2, 4.3 en 5.2).

Protease inhibeerders
Verhoogde sistemiese blootstelling aan rosuvastatien was waargeneem by
faslente wat LYPOVAS ontvang het saam met verskillende protease
hibeerders in kombinasie met ritonavir. Oorweging moet geskenk word beide
laan die voordeel van lipied-verlaging deur gebruik van LYPOVAS in
MIV-pasiénte wat protease inhibeerders ontvang en die potensiaal vir
verhoogde rosuvastatien plasma-konsentrasies met aanvang en optitreer van
YPOVAS doserings by pasiénte wat behandel was met protease inhibeerders.
ie meegaande gebruik met sekere protease inhibeerders word nie aanbeveel nie
Iensy die dosis van LYPOVAS tablette aagepas word (sien afdelings 4.2 en 4.5).

Interstisiéle longsiekte
uitengewone gevalle van interstisiéle longsiekte was gerapporteer met
sommige statiene, veral met langtermyn terapie (sien afdeling 4.8). Kenmerke
at voordoen kan insluit dispnee, nie-produktiewe hoes en algemene
lgesondheid wat agteruitgaan (uitputting, massaverlies en koors). Indien dit
vermoed word dat ‘n pasiént interstisiéle longsiekte ontwikkel het, moet
jstatien-terapie onttrek word.

Diabetes Mellitus

Sommige bewyse suggereer dat statiene, as n klas, bloedglukose kan laat
ttoeneem en by sommige pasiénte ‘n hoé risiko van toekomstige diabetes, ‘n
r/lak van hiperglisemie kan produseer waar formele diabetiese sorg toepaslik
fs Hierdie risiko word egter oortref deur die afname in vaskulére risiko met
statiene en moet dus nie 'n rede wees vir die staak van statien-behandeling nie.
IPasiénte met 'n risiko (vastende glukose 5,6 tot 6,9 mmol/L, BMI > 30 kg/m2,
verhoogde trigliseriede, hipertensie) moet beide klinies en biochemies
gemonitor word.

Pediatriese bevolking
ie evaluasie van lineére groei (hoogte), massa, BMI (liggaamsmassa indeks)

len sekondére kenmerke van seksuele maturasie met Tanner fase in
pediatriese pasiénte wat LYPOVAS neem is beperk tot 'n twee-jaar periode. Na
{wee jaar van studie-behandeling was geen effek op groei, massa, BMI of

seksuele maturasie waargeneem nie (sien afdeling 5.1).

n ‘n kliniese studie van kinders en adolessente wat LYPOVAS vir 52 weke
lontvang het, was KK verhogings > 10 x BLN en spiersimptome meer dikwels
waargeneem na oefening of toename in fisiese aktiwiteit wanneer vergelyk
word tot waarnemings in kliniese studies (sien afdeling 4.8).

LVPOVAS film-bedekte tablette bevat laktose. Pasiénte met oorerflike
probleme van , totale laktase-tekort of glukose-galak-
tose wanabsorpsie moet nie LYPOVAS neem nie.

I4.5 Interaksie met ander medisynes en ander vorms van interaksie

Rosuvastatien is a substraat vir sekere transporter proteiene insluitend die
hepatiese opname transporter OATP1B1 en effluks transporter BCRP.
Meegaande toediening van LYPOVAS tablette met medisynes wat inhibeerders
Is van hierdie transporter proteiene kan tot gevolg hé in verhoogde
fosuvastatien plasma-konsentrasies en ‘n toename in die risiko van miopatie
(sien afdelings 4.2, 4.4).

%lklosponen
edurende meegaande behandeling met rosuvastatien en siklosporien, was
fosuvastatien plasma-konsentrasie vlakke 'n gemiddelde 7 keer hoér as die
Wwaargeneem in gesonde pasiénte wat meegaande siklosporien ontvang het.
(Sien afdeling 4.3).
leegaande toediening het nie die plasma-konsentrasies van siklosporien
einvloed nie.

PProtease inhibeerders:
Alhoewel die presiese meganisme van interaksie onbekend is, kan meegaande
jprotease inhibeerder gebruik sterk toename in blootstelling van rosuvastatien
veroorsaak. Die meegaande gebruik van LYPOVAS en sommige protease
Snhibeerder kombinasies kan oorweeg word na omsigtige oorweging van
LYPOVAS tablette doseringsaanpassings gebaseer op die verwagte toename
in rosuvastatien blootstelling.
s
emfi iel en ander lipied:

bemfbrosuel fenofibraat, ander fibrate en lipied-verlagende doserings (> of gelyk

an 1g/dag) of niasien (nikotiniensuur) verhoog die risiko van miopatie wanneer

ebruik van rosuvastatien en eritromisien het tot gevolg gehad in
‘n 20 % afname in AOK (0-t) en 'n 30 % afname in Cmaks van rosuvastatien.
Hierdie interaksie kan veroorsaak word deur toename in derm-beweeglikheid
veroorsaak deur eritromisien.

Vitamien K antagonis
Soos met ander HMG-CoA reduktase inhibeerders, kan die begin van
behandeling of dosering op-titrasie van LYPOVAS by pasiénte wat ook behandel
word met vitamien K antagoniste (bv. warfarien of ander kumarien antikoagulan-
te) tot gevolg hé in ‘n toename in Internasionale Genormallseerde Ratio (INR).
Onttrekking of af-titrasie van LYPOVAS kan tot gevolg hé in ‘n afname in INR. In
sulke situasies is toepaslike monitering van INR wenslik.

Orale kor iewe middels/hormoonver ie (HVT):
Meegaande gebruik vanr 1 en ‘n orale kor P middel het
tot gevolg gehad in ‘n toename van plasma-konsentrasie vlakke van etiniel
estradiol en norgestrel. Hierdie toename in plasma-vlakke moet oorweeg word
wanneer orale kontraseptiewe doserings oorweeg word. Daar is geen
farmakokinetiese data beskikbaar van pasiénte wat meegaande LYPOVAS en HVT
neem nie, en dus kan ‘n soortgelyke effek nie uitgesluit word nie. Hierdie
korgbinasie was ekstensief gebruik by vrouens in kliniese studies en was goed
verara.

Fusidiensuur:

Interaksie studies met rosuvastatien en fusidiensuur is nie gedoen nie.

Die risiko van miopatie insluitend rabdomiolise kan toeneem met die meegaande

toedlenlng van sistemiese fusldlensuur met statiene. Die meganisme van hierdie
(of dit farmr lies of farmakokineties, of beide is) is nog

onbekend. Daar was verslae van rabdomiolise (insluitend sommige noodlottig) by

pasiénte wat hierdie kombinasie ontvang het. Indien behandeling met fusidiensuur

nodig is, moet LYPOVAS behandeling gestaak word regdeur die tydperk van die

fusidiensuur behandeling. Sien ook afdeling 4.4.

4.6 Fertiliteit, swangerskap en laktasie

Vrouens van kinderbarende potensiaal

Vrouens van kinderbarende potensiaal moet toepaslike kontraseptiewe
maatreéls neem.

Swangerskap

LYPOVAS tablette is teenaangedui gedurende swangerskap. Diere studies
voorsien beperkte bewys van reproduktiewe toksisiteit. Indien ‘n pasiént
swanger word gedurende gebruik van hierdie produk, moet behandeling
onmiddellik gestaak word.

Borsvoeding
LYPOVAS tablet is teenaangedui gedurende laktasie. (Sien afdeling 4.3).

4.7 Effekte op die vermoé om te bestuur en gebruik van masjinerie

LYPOVAS kan duiseligheid veroorsaak en kan die vermoé om te bestuur of
masjinerie te gebruik beinvloed. Pasiénte moet aangeraai word om nie te
bestuur, komplekse masjinerie te hanteer, of deel te neem aan ander
potensiéle gevaarlike aktiwiteite nie, totdat dit bekend is of LYPOVAS hulle
vermoé beinvloed om aan hierdie aktiwiteite deel te neem nie.

4.8 Ongewenste effekte
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1
LYPOVAS 5 film-bedekte tablette !
Bevat suiker: laktose monohidraat 21,13 mg !
LYPOVAS 10 film-bedekte tablette 1
Bevat suiker: laktose monohidraat 42,25 mg 1
LYPOVAS 20 film-bedekte tablette |
Bevat suiker: laktose monohidraat 84,50 mg
LYPOVAS 40 film-bedekte tablette !
Bevat suiker: laktose monohidraat 169,00 mg I
Rosuvastatien I
I
I

Lees die volledige biljet noukeurig deur voordat u begin om LYPOVAS te neem
Hou hierdie biljet. U mag dit moontlik weer wil lees.
Indlen u verdere vrae het, raadpleeg asseblief u dokter, apteker'
of ander gesondheidsorg)
. LVPOVAS is vir u persoonlik voorgeskryf en u moet nie u medisyne meu
ander persone deel nie. Dit kan hulle kwaad aandoen, selfs indien hulle
simptome dieselfde is as dié wat u het.

I
Wat is in hierdie biljet !
1. Wat LYPOVAS is en waarvoor dit gebruik word 1
2. Wat u behoort te weet voordat u LYPOVAS neem I
3. Hoe om LYPOVAS te neem \
4. Moontlike newe-effekte
5. Hoe om LYPOVAS te bére !
6. Inhoud van die pakkie en ander inligting I
I

1. Wat LYPOVAS is en waarvoor dit gebruik word:
LYPOVAS tablette behoort aan ‘n groep van medisynes wat genoem wordl
HMG-CoA reduktase inhibeerders, algemeen bekend as 'statiene’. Dit bevat di
aktiewe bestanddeel wat genoem word rosuvastatien. LYPOVAS tablette word'
gebruik om die vlakke van vet-substanse in die bloed wat genoem word lipiede|
reg te stel, waarvan die mees algemene cholesterol is. Daar is verskillendg
tipes van cholesterol wat gevind word in die bloed - “slegte” cholesterol (LDL- C)II
en “goeie” cholesterol (HDL C). LYPOVAS tablette kan die “slegte” cholesterol
verminder en die “goeie” cholesterol laat toeneem. Dit werk deur die blokkeer
van u liggaam se produksie van “swak” cholesterol. Dit help ook om u liggaami
se vermoé te verbeter om dit uit u bloed te verwyder 1
was LYPOVA I Ve |
+ U 'n hoé cholesterol-vlak het. Dll beteken dat u ‘n risiko het van
hartaanval of beroerte. !
‘n Verandering in u dieet en meer oefening doen, nie genoeg was om u'
cholesterol-vlakke reg te stel nie. U moet voortgaan met u cholesterol-ver{
lagende dieet en oefening terwyl u LYPOVAS tablette neem. I
+  Uander faktore het wat veroorsaak dat u 'n toename in die risiko het van ‘nI
hartaanval, beroerte, of verwante gesondheidsprobleme.
n Hartaanval beroerte en ander probleme veroorsaak kan word deur ‘'
siekte wat genoem word aterosklerose. Aterosklerose is as gevolg van diel
opbou van vet-deposito’s in u are. I

2. Wat u behoort te weet voordat u LYPOVAS neem: !
Moenle LYPOVAS neem: !
indien u allergies is vir rosuvastatien of enige van die ander bestanddele‘
van LYPOVAS (aangedui in afdeling 6) nie.
indien u swanger is of borsvoed nie. Indien u swanger word terwyl q
LYPOVAS tablette gebruik, staak dit onmiddellik en raadpleeg u dokter]
Vrouens moet swangerskap vermy wanneer hulle LYPOVAS lablette
gebruik, deur geskikte kontrasepsie te gebruik.
indien u lewersiekte het. I
indien u ernstige nierprobleme het. I
indien u herhalende of onverklaarbare spierpyn of seerheid het. |
indien u siklosporien gebruik (byvoorbeeld na orgaanoorplanllngs)
ddrsloneel moet u_nie LYPOVAS 40 mg_tablette neem nie (die hoogste
doser/ng) I
mdlen]u matige nierprobleme het (indien u nie seker is nie, raadpleeg u
dokter)
indien u tiroiedklier nie behoorlik werk nie. !
indien u enige herhalende of onverklaarbare spierpyne of seerheid het, nI
persoonlike of familie geskiedenis daarvan.
spierprobleme, of ‘n vorige geskiedenis wanneer ander cholesterol- verlai
gende medisynes geneem word. 1
indien u gere€ld groot hoeveelhede alkohol drink.

torakale en
mediastinale

afwykings
Gastrointestinale HardIyW|gh Pankreatitis Diarree
afwykings
naarheld
abdominale
pyn
Hepato-biliére Verhoogde
afwykings hepatiese
transaminase,
geelsug, hepatitis
Vel-en Pruritis, uitslag, Stevens-Johnson
subkutaneuse urtikarie sindroom
weefselafwykings
Muskuloskeletale | Mialgie Miopatie Tendonafwykings
en bindweefsel- (insluitende ,soms
afwykings miositis), gekompliseerd
rabdomiolise, deur ruptuur,
artralgie immuun-
gemedieerde
nekrotiese
miopatie
Renale en urinére Hematurie
afwykings
Reproduktiewe Ginekomastie
stelsel en
borsafwykings
Algemene Astenie Edeem
afwykings en
administratiewe

situs toestande

Sisteem orgaan Dikwels Minder dikwels Frekwensie
klas onbekend indien u van Asiatiese oorsprong is (Japanese, Chinese, Flllpynse,I
Vietnamese, Koreaanse en Indiese afkoms).
Bloed en die Trombositopenie indien u ander medisynes neem wat genoem word fibrate om u cholesterol
limfatiese te verlaag. !
stelselafwykings . I
Immuunstelsel- Hipersensitiwiteit Neem spesiale sorg met LYPOVAS indien u: !
afwykings s-reaksies, probleme het met u niere. !
insluitende angio- +  probleme het met u lewer. ]
edeem « herhalende of onverklaarbare spierpyne of seerheid het, ‘n persoonlike of;
- - familie geskiedenis van spierprobleme, of 'n vorige geskiedenis het val
Endokrien- Diabetes spierprobleme wanneer ander cholesterol-verlagende medisynes gebrulk
afwykings mellitus word.
— - «  gereéld groot hoeveelhede alkohol drink. I
Psigiatriese Depressie «  utiroiedklier nie behoorlik werk nie.
afwykings + medisynes neem vir die gebruik van MiV-infeksie bv. kombinasies vanl
- - " ritonavir met atasanavir, lopinavir en/of tipranavir, sien ‘Ander medlsynes
Senuweestelsel- Hoofpyn, |Polineuropatie, Perifere en LYPOVAS tablette’.
afwykings duiselighei | geheue verlies neuropatie, gedurende die laaste 7 dae ‘n medisyne neem of geneem het wat genoem!
d slaapversteurings word fusidiensuur ('n medisyne vir bakteriéle infeksie), oraal of deun
(insluitende inspuiting. Die kombinasie van fusidiensuur en LYPOVAS kan ernstige
insomnie en spierprobleme tot gevolg hé (rabdomiolise), sien asseblief ‘Ander,
nagmerries) medisynes en LYPOVAS tablette’.
Respiratoriese, Hoes, dispnee ouer is as 70 jaar (omdat u dokter die regte aanvangsdosis van LYPOVASI

moet kies om u te pas).

ernstige asemhalingsprobleme het.

van Asiatiese oorsprong is - dit is Japanese, Chinese, F|I|pynse1
Vietnamese, Koreaanse en Indiese. U dokter behoort met die regte
aanvangsdosis van LYPOVAS tablette te begin om u te pas.

1
U dokter sal gewoonlik bloedtoetse doen (lewerfunksietoetse) voor en
gedurende behandeling met LYPOVAS tablette.
Terwyl u op LYPOVAS is sal u dokter u versigtig monitor indien u diabetes hetI
of indien daar ‘'n risiko is dat u diabetes kan ontwikkel. U het 'n groter risiko om
diabetes te ontwikkel indien u hoé vlakke suiker en vette in u bloed het/
oorgewig is en hoé bloeddruk het. I
1
Kinders en adolessente: |
Kinders onder 10 jaar oud: LYPOVAS tablette moet nie aan kinders van
jonger as 10 jaar toegedien word nie. !
Kinders onder die ouderdom van 18 jaar oud: Die LYPOVAS 40 mg tablet is niel
geskik vir gebruik by kinders en adolessente van jonger as 18 jaar oud nie. |
Kinders kan spierseerheid ondervind na fisiese aktiwiteit, terwyl hullg
LYPOVAS gebruik. |

Ander medisynes en LYPOVAS: I
Vertel altyd u gesondheldsurgvoorslener mdlen u emge ander medisynes!
gebrulk Dit sluit in of 1
Siklosporien (word byvoorbeeld gebruik na orgaan-oorplanting).
Fibrate (soos gemfibrosiel, fenofibraat) of enige ander medisyne wat
gebruik word om cholesterol af te bring (soos esetimieb).
+  Middels vir slegte spysvertering (word gebruik om suur in u maag td
neutraliseer).
Emromls|en (n antlbloﬂkum)
n ar Im - verwys na waarskuwings er;I
voorsorgmaatreels) Indien u benodig om ‘n orale fusidiensuur te neem vi
behandeling van ‘n bakteriéle infeksie, sal u tydelik die gebruik van'
LYPOVAS moet staak. U dokter sal u inlig wanneer dit veilig sal wees oml
weer LYPOVAS tablette te neem. Die gebruik van LYPOVAS tablette met
fusidiensuur kan spierswakheid, teerheid of pyn (rabdomlollse) tot gevolgI
hé. Sien meer inligting omtrent rabdomiolise in afdeling 4.
‘n Orale voorbehoedmiddel (die ‘pill’). !

Beskrywing van geselekteerde ongunstige reaksies
Renale Effekte:
Proteinurie  -n  Dosis-verwante toename in lewer-transaminase en
kreatien-kinase (KK) was waargeneem by pasiénte wat rosuvastien geneem
het. Abnormale urinalise toetse (meetstok-positiewe proteinurie met
hematurie) was waargeneem by pasiénte wat LYPOVAS geneem het. Die
proteien waargeneem was meestal tubulér in oorsprong. In die meeste gevalle,
het proteinurie afgeneem of spontaan verdwyn met voortgesette terapie en is
nie voorspelbaar van akute of progressiewe niersiekte nie.
Skeletale spiereffekte:
Effekte op skeletale spier bv. mialgie, miopatie (insluitend miositis) en
rabdomiolise met en sonder akute nierversaking is gerapporteer in
rosuvastatien-behandelde pasiénte met alle dosisse en veral met doserings
van >20 mg.
Lewereffekte:
Soos met ander HMG-CoA reduktase inhibeerders, was ‘n dosis-verwante
toename in transaminases waargeneem in 'n klein hoeveelheid pasiénte wat
rosuvastatien geneem het; die meeste gevalle was lig, asimptomaties en
kortstondig.
Die ige gevalle was teer met ige statiene:
Seksuele disfunksie

Bt gevalle van ir isiéle Ic
terapie (sien afdeling 4.4)
Die gerapporteerde tempos vir rabdomiolise, ernstige renale voorvalle, en
ernstige hepatiese voorvalle (behels hoofsaaklik van verhoogde
transaminase) is hoér by die 40 mg dosis.

, veral met langtermyn

Gerapporteerde vermoede/lke ongunstige voorvalle

teerde verl voorvalle na ing van die
medlsyne is belangrik. Dit laat toe vir volgehoue monitering van voordeel/risiko
balans van dier ‘gvoorsieners word versoek om enige
vermoedelike ongunstige reaksies te rapporteer aan SAHPRA via die “6.04
Adverse Drug Reactions Reporting Form”, wat aanlyn gevind word onder
SAHPRA se publikasies: hppts://www.sahpra.or.za/Publications/Index/8

4.9 Oordosering

Daar is geen spesifieke behandeling ingeval van oordosering nie. Ingeval van
oordosering, moet die pasiént simptomaties behandel word en
ondersteunende maatreéls ingestel word, soos benodig. Lewerfunksie en
KK-vlakke moet gemonitor word. Hemodialise sal waarskynlik nie van voordeel
wees nie.

5. Farmakologiese eienskappe

5.1 Farmakodinamiese eienskappe

Farmakoterapeutiese groep:

HMG-CoA reduktase inhibeerders ATC kode: C10A A07
Farmakologiese Klassifikasie: A7.5 Anti-serumcholesterolmiddels

Werkingsmeganisme:

Rosuvastatien is ‘n selektiewe, kompeterende inhibeerder van HMG-CoA
reduktase, die tempo-beperkende ensiem wat 3-hidroksi-3-metielglutariel
koénsiem A omskakel na mevalonaat, ‘n voorloper van cholesterol.

Rosuvastatien lewer sy lipied-modifiserende effekte op 2 maniere; dit
vermeerder die hoeveelheid van hepatiese LDL reseptore op die seloppervlak-
te, verhoog opname en katabolisme van LDL en sy inhibisie van die hepatiese
sintese van VLDL, wat daardeur die totale hoeveelheid van VLDL en LDL
partikels verminder.

Hoé densiteit lipoproteien (HDL) wat ApoA-1 bevat is betrokke, onder andere,
in verplasing van cholesterol van weefsels terug na die lewer (omgekeerde
cholesterol verplasing).

Opsomming van kliniese studies:
Rosuvastatien verminder verhoogde LDL- ol, totale

Hormoonvervar pie. I
+ Antivirale medisynes soos ritonavir met lopinavir en/of atasanavir ofi
simeprevir (wat gebruik word om infeksies te behandel, insluitend MIV- of;
hepatitis C-infeksie — sien waarskuwings en voorsorgmaalreels) Dls|
effekte van hierdie medisynes kan verander word deur LYPOVAS tablett
of dit kan die effek van LYPOVAS-tablette verander. !

1
Swangerskap en borsvoeding en fertiliteit:
Indien u swanger is of borsvoed, dink dat u swanger kan wees of 'n baba beplan
raadpleeg u dokter of apteker vir advies voordat u hierdie medisyne neem.
Moenie LYPOVAS-tablette neem indien u swanger is of borsvoed nie. Indien u
swanger geword het terwyl u LYPOVAS-tablette geneem het, staak die gebruiki
onmiddellik en raadpleeg u dokter. Vrouens moet swangerskap vermy terwy}
hulle LYPOVAS-tablette neem deur toepaslike kontrasepsie te gebruik. |
Bestuur en gebruik van masjinerie:
LYPOVAS kan duiseligheid veroorsaak, wat u vermoé om te bestuur erlI
masjinerie te gebruik kan beinvioed.
Dit is nie altyd moontlik om te voorspel tot watter mate LYPOVAS kan |nmeng
met u daaglikse aktiwiteite nie. U moet seker maak dat u nie aan enige van dig
boonste aktiwiteite deelneem nie, totdat u seker is tot watter mate LYPOVAS u
kan beinvloed.
LYPOVAS bevat latose: !
Indien u deur u dokter ingelig is dat u 'n intoleransie het vir sekere su|kers)
kontak u dokter voordat u hierdie medisyne neem.

3. Hoe om LYPOVAS te neem: I
Moenie medisynes wat vir u voorgeskryf is met enige ander persoon deel nie. !
Neem altyd hierdie medisyne presies soos u dokter aanbeveel het. U moet Ut
dokter of apteker raadpleeg indien u nie seker is nie. 1
I
I
I

Die gewone dosis vir:
Volwassenes:

Indien u LYPOVAS:-tablette neem vir hoé cholesterol.

U behandeling met LYPOVAS-tablette moet begin word met die 5 mg. Dla

keuse van hierdie aanvangsdosis sal afhang van:

+ U cholesterol-vlakke. |
Die vlak van risiko wat u het vir 'n hartaanval of beroerte.

+  Of u'nfaktor het wat u meer sensitief kan maak !

Kinders en adolessente van 10-17 jaar oud: I

Die doseringsomvang by kinders en adolessente van 10 tot 17 jaar oud is 5 ton

20 mg een keer per dag.

Die gewone aanvangsdosis is 5 mg per dag en u dokter kan u dosis geleldellkeI

verhoog deur die regte hoeveelheid LYPOVAS tablette vir u te bepaal.

Die maksimum daaglikse dosis van LYPOVAS tablette is 10 mg of 20 mg vir

kinders van 10 tot 17 jaar oud, afhangende van die onderliggende toestand wat!

behandel word. Neem die dosis een keer per dag. 1

LYPOVAS 40 mg tablette moet nie deur kinders gebruik word nie. |

Bejaardes:

Aanvangsbehandeling met een 5 mg tablet wat een keer per dag geneem word.

Pasiénte met nierprobleme:

Aanvangsbehandeling is met een 5 mg tablet wat geneem word een keer per dag. |

Pasiénte met lewerprobleme:

Aanvangsbehandeling is met een 5 mg tablet wat geneem word een keer per dag |

Asiatiese pasiénte:

Aanvangsbehandeling is met een 5 mg tablet wat geneem word een keer per dag. '

Verhoging van die dosis en maksimum daaglikse dosis:

U dokter kan besluit om u dosering te verhoog. Dit is sodat u die hoeveelhelcﬁ

rosuvastatien-tablette neem wat reg is vir u. Daar sal ‘n gaping van vier wekeI

wees tussen elke doseringsaanpassing.

Sluk elke tablet heel in met water. !

Neem LYPOVAS tablette een-keer per dag. U kan dit enige tyd van die dagl

neem met of sonder voedsoel. Probeer om u tablet dieselfde tyd elke dag te

neem, sodat dit u sal help om te onthou. |

Indien u meer LYPOVAS geneem het as wat u moes:

Ingeval van oordosering, raadpleeg u dokter of apteker. Indien albei nie'

is nie, kontak die naaste hospitaal of vergifting kontrole sentrum. |

0 ol e
trigliseriede en verhoog HDL-cholesterol. Dit verminder ook ApoB, nie-HDL- C
VLDL C, VLDL-TG en vermeerder ApoA-1.

{ respons tot ien is merkbaar binne 1 week na
aanvang van terapie en 90 % van maksimum respons word gewoonlik bereik
binne 2 weke. Die maksimum respons word gewoonlik bereik binne 4 weke en
word volgehou daarna. Rosuvastatien verminder ook die LDL-C/HDL-C, totale
C/HDL-C en nie-HDL-C/HDL-C en die ApoB/ApoA-l ratios. 'n Terapeutiese
respons tot rosuvastatien word verkry binne 1 week na aanvang van
behandeling en 90 % van die maksimum respons word bereik binne 2 weke. Die
maksimum respons word gewoonlik bereik binne 4 weke.

5.2 Farmakokinetiese eienskappe

Absorpsie: Maksimum  ro: i plasma-kor ord bereik
ongeveer 5 uur na orale toediening. Die absolute blobesklkbaarheld is
ongeveer 20 %.

Distribusie: Rosu ien word i deur die lewer wat die
primére situs van cholesterol sintese is en LDL-C opruiming. Die volume van
distribusie van rosuvastatien is ongeveer 134 L. Ongeveer 90 % rosuvastatien
is gebonde aan plasma- proteiene, hoofsaaklik tot albumien.

Metaboli : RosL i d beperkte metabolisme (ongeveer 10
%). In vitro metabolisme studies met gebruik van menslike hepatosiete dui
daarop dat rosuvastatien ‘n swak substraat is vir sif M P450- de

Ingeval van vermoedehke oordosering, verkry ondersteunende mediese sorg. I
Indien u vergeet het om ‘n dosis LYPOVAS te neem:

Moenie 'n dubbele dosis neem om op te maak vir die individuele dosisse wat u|
vergeet het nie.

Indien u vergeet het om n dosis te neem, neem dit so gou as wat u onthou. !
Indien dit egter amper tyd is vir die volgende dosis, slaan die dosis wat ul
vergeet het oor. |
Indien u ophou om LYPOVAS te neem

Skielike staak van u behandeling met LYPOVAS kan tot gevolg hé in S|mp&ometl
wat erger word. Moenie die neem van LYPOVAS staak nie tensy u dokter di
aanbeveel het. U dokter kan u aanraai om die dosis te verminder oor ‘n paar
dae voordat behandeling volledig gestaak word. 1
Raadpleeg u dokter indien u die gebruik van LYPOVAS tablette wil staak. U
cholesterolvlakke kan toeneem indien u die gebruik van LYPOVAS tablette slaai}

4. Moontlike newe-effekte !
LYPOVAS kan newe-effekte hé. I
Nie alle newe-effekte gerapporteer vir LYPOVAS is ingesluit in hierdie biljet niey
Indien u algemene gesondheid agteruitgaan terwyl u LYPOVAS neem, of indien
u enige ongewenste effekte ondervind terwyl u LYPOVAS neem, raadpleeg Y
dokter, apteker, of ander gesondheidsorgvoorsiener vir advies.

Indien enige van die volgende gebeur, staak die gebruik van LYPOVAS en vertel
u dokter onmiddellik of gaan na die ongevalle afdeling by u naaste hospitaal: |

metabolisme. CYP2C9 was die hoof isoénsiem betrokke, met 2C19, 3A4 en
2D6 betrokke tot ‘n mindere mate. Die hoof metaboliete geidentifiseer is die
N-desmetiel en laktoon metaboliete. Die N-desmetiel metaboliet is ongeveer
50 % minder aktief as rosuvastatien waar die laktoon vorm oorweeg word om
klinies onaktief te wees. Rosuvastatien is verantwoordelik vir meer as 90 % van
die sirkulerende HMG-CoA reduktase inhibeerder aktiwiteit.

Ekskresie: Ongeveer 90 % van die rosuvastatien dosering word onveranderd
uitgeskei in die fesies (wat bestaan uit geabsorbeerde en ongeabsorbeerde
aktiewe substanse) en die oorblywende deel word uitgeskei in uriene.
Ongeveer 5 % word onveranderd uitgeskei in die uriene.

Die plasma eliminasie halfleeftyd is ongeveer 1-9 uur. Die eliminasie
halfleeftyd neem nie toe met verhoogde doserings nie. Die geometriese
gemiddelde plasma-opruiming is ongeveer 50 liters/uur (ko-effisiént van
variasie 21,7 %). Soos met ander HMG-CoA reduktase inhibeerders, is die
hepatiese opname van rosuvastatien betrokke by die membraan transporter
OATP-C. Hierdie transporter is belangrik in die hepatiese eliminasie van
rosuvastatien.

Lineériteit: Sistemiese blootstelling van rosuvastatien verhoog in proporsie tot
dosering. Daar is geen veranderinge in farmakokinetiese parameters na
veelvuldige daaglikse doserings nie.

Spesiale bevolkings:

Ouderdom en geslag:

Daar was geen klinies relevante effek van ouderdom of geslag op d|e
farmakokinetika van by vo nie. Die blc g by
kinders en volwassenes met psigote familiéle hiper 0|ev|v|= blyk
om soortgelyk te wees of laer as die van pasiénte met dislipidemie
(sien “Pediatriese bevolking” hieronder).

Farmakoklnetlese studies wys 'n 1,26 - 2- 31 -voudige verhoging in mediaan
plasma-| in pasiénte (. Chinese, Filipyne,
Vietnamese en Koreaanse persone) wanneer vergelyk word met Kaukasiers;
Asiatiese-Indiérs wys ‘n ongeveer 1,3-voudige verhoging in mediaan AOK en
Cmaks. ‘n Bevolking farmakokinetiese analise het geen klinies relevante
verskille getoon in farmakokinetika tussen Kaukasiérs en Swart groepe nie.

Renale ontoereikendheid:

In ‘n studie by pasiénte met verskillende grade van niersiekte, het ligte tot
matige niersiekte geen invloed gehad op plasma-konsentrasie van
rosuvastatien of die N-desmetiel metaboliet nie. Pasiénte met ernstige
belemmenng (CrCl < 30 mL/min) het 'n 3-voudige toename in plasma-konsen-
trasie en ‘n 9-voudige toename in die N-desmetiel metaboliet-konsentrasie
wanneer vergelyk word met gesonde vrywilligers. Vaste vlak plasma-konsen-
trasies van rosuvastatien by pasiénte wat hemodialise ondergaan was
ongeveer 50 % groter wanneer vergelyk word met gesonde vrywilligers.

Hepat:ese ontoereikendheid:

In ‘n studie van pasiénte met verskillende grade van lewerinkorting, was daar
geen bewys van toename in blootstelling aan rosuvastatien by pasiénte met

Chl|d -Pugh telling van 7 of minder nle

Daar was egter twee persone met ‘n Child-Pugh telling van 8 en 9 wat ‘n

toename gewys het in sistemiese bIoolsKeIIng van ten minste 2-voudig

wanneer vergelyk word met pasiénte met ‘n Child-Pugh telling van meer as 9.

Genetiese polimorfisme:

Verplasing van HMG-CoA reduktase inhibeerders, insluitend rosuvastatien, is
betrokke by OATP1B1 en BCRP transporter proteiene. By pasiénte met
SLCO1B1 (OATP1B1) en/of ABCG2 (BCRP) genetiese polimorfisme is daar 'n
risiko van verhoogde rost pollmomsme van
SLCO1B1 ¢.521CC en ABCG2 c.421AA is geassosieer met ‘n hoér
rosuvastatien blootstelling (AOK) wanneer vergelyk word met die SLCO1B1
¢.521TT of ABCG2 ¢.421CC genotipes. Hierdie genotipe word nie vasgestel in
kliniese praktyk nie, maar vir pasiénte wat bekend is om hier tipes van
polirglorfislmes te hé, word 'n laer daaglikse dosis van rosuvastatien tablette
aanbeveel.

Pediatriese populasie:

Twee farmakokinetiese studies met rosuvastatien (toegedien as tablette) by
pediatriese tablette met heterosigote familiéle hipercholesterolemie 10-17 of
6-17 jaar oud (totaal van 214 pasiénte) het gedemonstreer dat blootstelling by
pediatriese pasiénte blyk om vergelykbaar te wees by volwasse pasiénte.
Rosuvastatlen blootstelling was voorspelbaar met respek tot dosis en tyd oor
‘n 2-jaar periode.

6 Farmaseutiese besonderhede

6 1 Lys van eksipiénte
Sellulose mikrokristallyn,
krospovidoon,

+  laktose monohidraat,
magnesiumstearaat,
natrium hidrogeen karbonaat,
Opadry Il ligrooi bevat:

o Hipromellose,

o ysteroksied rooi,

o laktose monohidraat,
o titaniumdioksied,

o triasetien.

6.2 Onverenigbaarhede
Nie van toepassing nie.

6.3 Rakleeftyd
24 maande

6.4 Spesiale voorsorgmaatreéls vir berging
Berg by of benede 25 °C in oorspronklike houer. Beskerm teen lig en vog.

6.5 Aard en inhoud van houer

LYPOVAS 5, 10, 20 & 40

Stolppakkies van 10, 28, 30, 56, 84: tablette word verpak in een stolp van koue
gevormde basis-foelie en aluminiumfoelie.

Nie alle pakgroottes sal bemark word word nie.

6.6 Spesiale voorsorgmaatreéls vir weggooi en ander hantering
Geen spesiale voorsorgmaatreéls nie.

7 Houer van sertifikate van registrasie
Innovata Pharmaceuticals (Pty) Ltd
Crownwood Office Park

100 Northern Parkway

Ormonde

Johannesburg 2091

Suid-Afrika
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Allergi reaksie (bv. opswel binne in die mond, tong, gesig en keel, jeuk);
«  Velinflammasie, afdop en afskilfering
Hierdie is almal baie ernstige newe-effekte. Indien u dit het, het u 'n baie
ernstige reaksie gehad met LYPOVAS. U kan moontlik dnngende mediese sorgl
of hospitalisering benodig.
Vertel u dokter onmiddellik of gaan na die ongevalle afdeling by u naasta
hospnaal indien u enige van die volgende opmerk |
ongewone pyn of seerheid in u spiere wat vir ‘n langer periode aanhou as wa
uverwag. Spiersimptome is meer by kinders en as
volwassenes. Soos met ander statiene, kan ‘n klein hoeveelheid persone'
ongewenste spier-effekte ondervind en soms het hierdie 'n potensiélel
lewensgevaarlike spierskade ontwikkel wat bekend staan as rabdomiolise. |
Vertel u dokter indien u enige van die volgende opmerk: |
Dikwelse newe-effekte:
Hoofpyn !
* Maagpyn I
Hardlymgheld 1
1
1

Gevoel van siek wees

Gevoel van swakheid

Duiseligheid
+  Diabetes. Dit is meer waarskynlik indien u hoé vlakke van bloedsuiker het!

en vette in u bloed, u oorgewig is en hoé bloeddruk het. U dokter sal u

monitor terwyl u hierdie medisyne neem. I
Minder dikwelse newe-effekte:

Uitslag, jeuk of ander velreaksies.

+  'nErnstige maagpyn (inflammasie van die pankreas).

Geelsug (geel word van die vel en 0é).

+  Hepatitis ('n inflammasie van die lewer).

Skade het aan die senuwees van u bene en arms (soos gevoelloosheid).

Gewrigspyn.

Geheue verlies.

Borsvergroting in mans (ginekomastie).

Frekwensle onbekend:

Diarree (los stoelgang).

Steven-Johnson se sindroom (ernstige afskilfering-toestand van die vel,

mond, oé en genitale areas).

Hoes.

Asemtekort.

Edeem (swelsel).

+  Slaapversteurings, insluitende insomnie en nagmerries.

- Seksuele probleme.

Depressie.

Asembhalingsprobleme, insluitend aanhoudende hoes en/of asemtekort oft

koors. I
+  Tendon-besering. I

Spierswakheid wat aanhoudend is. \
Laboratonum resultate:
LYPOVAS kan die volgende veranderinge veroorsaak in u Iaboratonum|
resultate en u dokter sal u in kennis stel daarvan:

‘n Toename in die hoeveelheid proteiene in die uriene - dit keer gewoonlllq

terug na normaal op sy eie sonder dat u die neem van LYPOVAS tabletteI

hoef te staak (slegs LYPOVAS tablette 40 mg).

Minder dikwels !
‘n Toename in die hoeveelheid proteiene in die uriene - dit keer gewoonlikl
terug na normaal op sy eie sonder om die gebruik van LYPOVAS tablette te
staak (slegs LYPOVAS tablette 5 mg, 10 mg en 20 mg). |

+ Toename in lewerensieme in die bloed.

Lae pIaaUle telling in bloed (trombosllopeme) !
Indlen u enige newe-effekte opmerk wat nie gemeld word in hierdie biljet n|e|
stel asseblief u dokter of apteker in kennis daarvan.

Rapporteer van newe-effekte

Indien u newe-effekte kry, raadpleeg u dokter or apteker of verpleegpersoneel

U kan newe-effekte ook rapporteer aan SAHPRA via die “6.04 Adverse drugI

Reaction reporting Form”, wat aanlyn gevind word onder SAHPRA s

publikasies: https://www.sahpra.org.za/Publications/Index/8. Deurd

newe-effekte te rapporteer kan u help om meer inligting te voorsien omtrent
die veiligheid van LYPOVAS.

5. Hoe om LYPOVAS te berg
Hou buite die bereik en sig van kinders.

+  Berg by of benede 25 °C in oorspronklike houer. Beskerm teen vog.
Hierdie medisyne benodig nie enige spesiale bergingstoestande nie.
Neem alle ongebruikte medisyne terug na u apteker.

Moenie ongebruikte medisyne weggooi in afvoerpype of die rioolsisteem
nie (bv. toilette).

1
1
1
1
1
|
1
1
6. Inhoud van die pakkie en ander i 1
Wat LYPOVAS 5, 10, 20, 40 mg bevat: |
Die aktiewe substans: Rosuvastatien (as rosuvastatien kalsium)
Die ander bestanddele is: !
+  Sellulose mikrokristallyn, I

krospovidoon, 1
+ laktose monohidraat, I

magnesiumstearaat, |

natrium hidrogeen karbonaat,

Opadry Il ligrooi bevat: !

o Hipromellose, 1

o ysteroksied rooi, 1

o laktose monohidraat, |

o titaniumdioksied,

o triasetien. !
Hoe LYPOVAS lyk en inhoud van die pakkie I
Filmbedekte tablette I
LYPOVAS 5 I
Ligrooi, 4,50 mm, ronde, bikonvekse, afgeskuinste kante, film-bedekte lablet
gebosseleer met ‘R5’ op een kant en glad op die ander kant.

LYPOVAS 10 Ligrooi, 5,50'
mm, ronde, bikonvekse, afgeskuinste kante, film-bedekte tablet, met ‘R10" opl
een kant en glad op die ander kant. 1
LYPOVAS 20 )
Ligrooi, 7,00 mm, ronde, bikonvekse, film-bedekte tablet, gebosseleer met RZO
op een kant en glad op die ander kant.

LYPOVAS 40 |
Ligrooi, 11,50 mm X 6,90 mm, ovaal, bikonvekse, film-bedekte tablet
gebosseleer met 'R40’ op een kant en glad op die ander kant. I
LYPOVAS 5, 10, 20 & 40

Stolppakkies van 10, 28, 30, 56, 84: tablette word verpak in een stolp van koue'
gevormde basis foelie en aluminiumfoelie.

Nie alle pakgroottes sal bemark word word nie.

5. Houer van Sertifikaat van Registrasie
Innovata Pharmaceuticals (Pty) LTD
Crownwood Office Park

100 Northern Parkway

Ormonde

Johannesburg 2091

Suid-Afrika

Hierdie biljet was hersien in
Nuut

Registrasienommers

LYPOVAS 5: A 55/7.5/0563
LYPOVAS 10: A 55/7.5/0564
LYPOVAS 20: A 55/7.5/0565
LYPOVAS 40: A 55/7.5/0566

Toegang tot die ooreenstemmende Professionele inligting.
‘n Kopie van die professionele inligting word bevat in die verpakking van
LYPOVAS. !
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