
COMPOSITION
RICHSTATIN 5mg
Each film-coated tablet contains:
Active ingredient: Rosuvastatin… 5mg

      (as Rosuvastatin Calcium)
Inactive ingredients: Avicel PH 102, Lactose Regular, Dibasic Calcium Phosphate
Anhydrous, Povidone K-30, Crospovidone, Magnesium Stearate, Methocel E-5
(HPMC 5CPs), Titanium Dioxide, P.E.G. 6000, Brilliant Blue Lake Color.
RICHSTATIN 10mg
Each film-coated tablet contains:
Active ingredient: Rosuvastatin… 10mg

      (as Rosuvastatin Calcium)
Inactive ingredients: Avicel PH 102, Lactose Regular, Dibasic Calcium Phosphate
Anhydrous, Povidone K-30, Crospovidone, Magnesium Stearate, Opadry II
Purple.
RICHSTATIN 20mg
Each film-coated tablet contains:
Active ingredient: Rosuvastatin… 20mg

      (as Rosuvastatin Calcium)
Inactive ingredients: Avicel PH 102, Lactose Regular, Dibasic Calcium Phosphate
Anhydrous, Povidone K-30, Crospovidone, Magnesium Stearate, Opadry II Green.
PHARMACODYNAMICS
Rosuvastatin is a selective and competitive inhibitor of HMG-CoA reductase,
the rate-limiting enzyme that converts 3-hydroxy-3-methylglutaryl coenzyme
A to mevalonate, a precursor for cholesterol. The primary site of action of
rosuvastatin is the liver, the target organ for cholesterol lowering.
In in vivo and in vitro studies, rosuvastatin produces its lipid-modifying effects
in two ways. First, it increases the number of hepatic LDL receptors on the
cell-surface to enhance uptake and catabolism of LDL. Second, rosuvastatin
inhibits hepatic synthesis of VLDL, which reduces the total number of VLDL
and LDL particles.
PHARMACOKINETICS
Absorption
Maximum plasma concentration is achieved approximately in 5 hours after
oral administration. The absolute bioavailability is approximately 20%. Both
peak concentration (Cmax) and area under the plasma concentration-time curve
(AUC) increased in approximate proportion to rosuvastatin dose. Administration
of rosuvastatin with food decreased the rate of drug absorption by 20% as
assessed by Cmax, but there was no effect on the extent of absorption as
assessed by AUC.
Distribution
Rosuvastatin is taken up extensively by the liver which is the primary site of
cholesterol synthesis and LDL-C clearance. Mean volume of distribution at
steady state of rosuvastatin is approximately 134 litres. Rosuvastatin is 88%
bound to plasma proteins, mostly albumin. This binding is reversible and
independent of plasma concentrations.
Metabolism
Rosuvastatin is not extensively metabolized (approximately 10%). The major
metabolite is N-desmethyl (50% less active than parent), which is formed
principally by cytochrome P450 2C9 and lactone metabolites (clinically
inactive). Rosuvastatin accounts for greater than 90% of the circulating HMG
CoA reductase inhibitor activity.
Excretion
Following oral administration, rosuvastatin and its metabolites are primarily
excreted in the feces (90%) and approximately 5% is excreted unchanged in
the urine. The elimination half-life (t1/2) of rosuvastatin is approximately 19
hours. The elimination half-life does not increase at higher doses.
INDICATIONS
RICHSTATIN (Rosuvastatin) is indicated:
- As an adjunct to diet to reduce elevated total-C, LDL-C, ApoB, and triglycedrides

levels and to increase HDL-C in patients with primary hypercholesterolemia
(heterozygous familial and nonfamilial) and mixed dyslipidemia
(Hyperlipoproteinaemias/Fredrickson Types IIa and IIb).

- As an adjunct to diet for the treatment of patients with elevated serum TG
levels (Hypertriglyceridaemia/Fredrickson Type IV).

- To reduce total-C, LDL-C and ApoB in patients with homozygous familial
hypercholesterolemia as an adjunct to diet and other non-pharmacological or
lipid lowering treatments or if such treatments are unavailable or inadequate.

DOSAGE AND ADMINISTRATION
- For statin group: it should be recommended that using lowest starting dose that

the drug has effect, then if necessary, the dose could be adjusted according to
the needs and response of each patient by increasing the dose intermittent no
less than 04 weeks and monitored adverse reactions of drug, especially adverse
effects on muscular system.

- For the relationship between the dose of Rosuvastatin and rhabdomyolysis, it
should be take note: all patients started with dose of 10 mg/ 1 time/ day and
increased to 20 mg if necessary after 4 weeks. Closely monitored in case of
using dose of 40mg.

- According to the pharmacokinetic study in American for Asian, absorption of
Rosuvastatin in Asian increased 2-fold compared with Whites, therefore it
should be considered when using initial dose of 5 mg for Asians.

- The patient should be placed on a standard cholesterol-lowering diet before
receiving RICHSTATIN (Rosuvastatin) and should continue on this diet during
treatment with RICHSTATIN (Rosuvastatin). RICHSTATIN (Rosuvastatin)
can be administered as a single dose at any time of day, with or without food.

- Hypercholesterolemia (Heterozygous Familial and Nonfamilial) and Mixed
Dyslipidemia (Fredrickson Types IIa and IIb)
The dose range for RICHSTATIN (Rosuvastatin) is 5mg to 40mg once daily.
Therapy with RICHSTATIN (Rosuvastatin) should be individualized according

to goal of therapy and response. The usual recommended starting dose of
RICHSTATIN (Rosuvastatin) is 10mg once daily. Initiation of therapy with
5mg once daily may be considered for patients requiring less aggressive LDL
C reductions or who have predisposing factors for myopathy. For patients with
marked hypercholesterolemia (LDL-C>190mg/dL) and aggressive lipid targets,
a 20mg starting dose may be considered. After initiation and/or upon titration
of RICHSTATIN (Rosuvastatin), lipid levels should be analysed within 2 to
4 weeks and dosage adjusted accordingly.
The 40mg dose of RICHSTATIN (Rosuvastatin) is reserved only for those
patients who have not achieved their LDL-C goal utilizing the 20mg dose of
RICHSTATIN (Rosuvastatin) once daily.

- Elevated serum TG levels (Hypertriglyceridaemia/Fredrickson Type IV).
The dose range for RICHSTATIN (Rosuvastatin) is 5mg to 40mg once daily.
Usual starting dosage is 10mg per day with adjustments based on lipid levels,
monitored once daily 2 to 4 weeks until desired level is achieved.

- Homozygous Familial Hypercholesterolemia
The recommended starting dose of RICHSTATIN (Rosuvastatin) is 20mg once
daily in patients with homozygous FH. The maximum recommended daily
dose is 40mg. RICHSTATIN (Rosuvastatin) should be used in these patients
as an adjunct to other lipid-lowering treatments.

The following Guidelines may be used to establish treatment goals:
NCEP Treatment Guidelines

*  CHD, coronary heart disease
 ** Some authorities recommend use of LDL-lowering  drugs in this category if
an LDL-C level of <100 mg/dL cannot be achieved by therapeutic lifestyle
changes. Others prefer use of drugs that primarily modify triglycerides and HDL-
C, e.g., nicotinic acid or fibrate.
*** Almost all people with 0-1 risk factor have a 10-year risk <10%; thus, 10-
year risk assessment in people with 0-1 risk factor is not necessary.
ADVERSE REACTIONS
Rosuvastatin is generally well tolerated. Adverse reactions have usually been
mild and transient.
- Common: Headache, dizziness, constipation, nausea, abdominal pain, myalgia,

asthenia.
- Uncommon: Pruritus, rash and urticaria.
- Rare: Hypersensitivity reactions including myopathy, rhabdomyolysis, arthralgia,

increased hepatic transaminases.
- Very Rare: Jaundice, hepatitis, polyneuropathy.
- Laboratory Abnormalities: Proteinuria has been observed in patients treated

with rosuvastatin. This finding was more frequent in patients taking rosuvastatin
40mg, when compared to lower doses of rosuvastatin. Other abnormal laboratory
values reported were elevated creatinine phosphokinase, dose related increase
in transaminases, glutamyl transpeptidase, alkaline phosphatase,
bilirubin and thyroid function abnormalities.

Other side effects include:
- Cognitive impairment (such as memory loss, confusion, forgetfulness)
- Increased HbA1c levels
- Hyperglycemia
Inform doctors with side effects when using medicines.
CONTRAINDICATIONS
Rosuvastatin is contraindicated:
- In patients allergic to any component of the product.
- In patients with active liver disease including unexplained persistent elevations

of serum transaminases and any serum transaminases elevation exceeding 3
fold the upper limit of normal (ULN).

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

- In patients with severe renal impairment (Creatinine clearance <30mL/min).
- In patients with myopathy.
- In patients receiving concomitant cyclosporine.
The 40mg dose is contraindicated in patients with pre-disposing factors for
myopathy/ rhabdomyolysis. Such factors include:
- Moderate renal impairment (Creatinine clearance <60mL/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.
- Concomitant use of fibrates
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PRECAUTION
- For statins group: patients with risk factors of muscle damage should consider

when taking statins drug. Drugs of statin group are likely to cause adverse
reactions to the muscular system such as muscular atrophy, myositis, especially
for patients at risk for example: over 65, patients with uncontrolled thyroid
insufficiency, patients with kidney disease. Need to closely monitor the adverse
reaction of the drug.

- For Rosuvastatin: Patients should inform doctor immediately for the treatment
of signs or symptoms of muscle pain, fatigue, fever, dark urine, nausea or
vomiting when using this drug.

- Before instituting therapy with rosuvastatin, an attempt should be made to
control hypercholesterolemia with appropriate diet, exercise and weight
reduction in obese patients and to treat other underlying medical problems.

- When initiating statin therapy or switching from another statin therapy, the
appropriate rosuvastatin starting dose should first be utilized and only then
titrated according to the patient's individualized goal of therapy.

- HMG-CoA reductase inhibitors, like some other lipid-lowering therapies, have
been associated with biochemical abnormalities of liver function. It is
recommended that liver enzyme tests be performed before starting statins
therapy  and thereafter when clinically indicated.

- Consider monitoring creatine kinase (CK):
Before treatment: CK level should be measured before starting treatment in
following situations: Impaired renal function, hypothyroidism, personal or
familial history of hereditary muscular disorders, previous history of muscular
toxicity with a statin or fibrate, previous history of liver disease and/or excessive
quantities of alcohol consumption, in elderly (age > 70 years) with a risk factor
of rhabdomyolysis, possibility of drug interactions where an increase in plasma
level may occur and special populations. In these cases should weigh the
benefits / risks and monitor patients clinically treated with statins. If  CK levels
are significantly elevated at baseline (> 5xULN), treatment should not be
started with statins.
Whilst on statin treatment: Patients should inform doctor if muscle pain
weakness, or cramps occur especially if accompanied by malaise or fever in
patients receiving statin. CK levels should be measured in these measured for
appropriate interventions.

- Paediatric use: Safety and efficacy have not been established in children.
DRUG INTERACTIONS
Increased risk of muscle injury when using statin drugs concomitant with the
following drugs:
- Gemfibrozil
- Other cholesterol-lowering drugs of fibrate group
- High doses of niacin (> 1g/day)
- Colchicine
Coadministration of human immunodeficiency virus (HIV) or hepatitis C virus
(HCV) protease inhibitors with certain statins can increase the risk of muscle
damage, especially myopathy/rhabdomyolysis, nephrosis, leading to renal failure
and may prove fatal.
Recommendations for drug-drug interactions between statins and protease
inhibitor of HIV and HCV

- Warfarin: Coadministration of rosuvastatin to patients on stable warfarin
therapy resulted in clinically significant rises in INR (international normalized
ratio)

- Coumarin: In patients taking coumarin anticoagulants and rosuvastatin
concomitantly, INR should be determined before starting rosuvastatin and
frequently enough during early therapy to ensure that no significant alteration
of INR occurs.

- Antacid: Coadministration of an antacid (aluminium and magnesium hydroxide
combination) with rosuvastatin (40mg) resulted in a decrease in plasma
concentrations of rosuvastatin by approximately 50%. The antacid should be
taken at least 2 hours after rosuvastatin administration.

- Cyclosporine: Coadministration of cyclosporine with rosuvastatin resulted in
11 and 7-fold increase in Cmax and AUC of rosuvastatin respectively, compared
with healthy subjects. The coadministration of cyclosporine with rosuvastatin
is contraindicated.

- Gemfibrozil: Coadministration of a single rosuvastatin dose to healthy volunteers
on gemfibrozil (600mg twice daily) resulted in 2.2 and 1.9 fold, respectively,
increase in mean Cmax and mean AUC of rosuvastatin.

- Oral contraceptives: Coadministration of oral contraceptives (ethinyl estradiol
and norgestrel) with rosuvastatin resulted in an increase in plasma concentrations
of ethinyl estradiol and norgestrel by 26% and 34%, respectively.

- Erythromycin: Concomitant use of rosuvastatin and erythromycin resulted in
a 20% decrease in AUC and a 30% decrease in Cmax of rosuvastatin.

USE IN PREGNANCY AND LACTATION
Rosuvastatin is contraindicated in pregnancy and lactation. Women of child
bearing potential should use appropriate contraceptive measures.
Since cholesterol and other products of cholesterol biosynthesis are essential for
the development of the fetus, the potential risk from inhibition of HMG-CoA
reductase outweighs the advantage of treatment during pregnancy.
It is not known whether rosuvastatin is excreted in human milk, caution should
be exercised when it is administered to a nursing woman.
EFFECTS ON ABILITY TO DRIVE AND OPERATE MACHINE
Rosuvastatin may cause dizziness during treatment. Therefore, caution should
be made when driving and operating machinery.
OVERDOSAGE
In the event of overdose, the patient should be treated symptomatically and
supportive measures instituted as required. Haemodialysis is unlikely to be of
benefit.

STORAGE: Store below 30°C. Protect from sunlight and moisture.
EXPIRY: 36 months from the manufacturing date.
SPECIFICATION: Manufacturer.
HOW SUPPLIED:
RICHSTATIN 5mg: 1 Blister x 10 Film-Coated Tablets/Box
RICHSTATIN 10mg: 1 Blister x 10 Film-Coated Tablets/Box
RICHSTATIN 20mg: 1 Blister x 10 Film-Coated Tablets/Box
WARNING:
- Keep out of reach of children.
- Read carefully the leaflet before use.
- For further information, please contact your doctor.
- This drug is used only by doctors' prescription.
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Statin Interacting protease
inhibitor(s)

Prescribing
recommendation

Rosuvastatin - Atazanavir
- Atazanavir + Ritonavir
- Lopinavir + Ritonavir

Maximum rosuvastatin
dose 10mg/day




