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Londalop (1, 2, 4)
F.C. tablets

DRUG DESCRIPTION :

Londalop is an inhibitor of HMG-CoA reductase. It is a synthetic lipid-lowering
agent for oral administration.

Each F.C tablet of Londalop1 contains 1.045mg of pitavastatin which is equivatent
to 1mg of free base.

Each F.C tablet of Londalop2 contains 209 mg of pitavastatin which is equivalent
to 2 mg of free base.

EachF.C tablet of Londalop4 contains 4.18 mg of pitavastatin which is equivalent
to 4 mg of free base.

MECHANISM OF ACTION :

LONDALQP competitively inhibits HMG-CoA reductase, which is an enzyme
invalved with biosynthesis of cholesterol, in a manner of competition with the
substrate so that it inhibits cholesterol synthesis in the liver. As a result, the
expression of LDL-receptors followed by the uptake of LDL from blood to liver
is accelerated and then the plasma TC decreases. Further, the sustained inhibition
of cholesterol synthesis in the liver decreases levels of very low density lipoproteins.
PHARMACOKINETICS :

Absorption : Pitavastatin peak plasma concentrations are achieved about 1 hour
after oral administration. The absolute bioavailabilify of pitavastatin oral
solution is 51%. Administration of LONDALOP with a high fat meal (50% fat content)
decreases pitavastatin Cmax but does not significantly reduce pitavastatin
AUC. The Cmax and AUC of pitavastatin did not differ following evening or
morning drug administration.

Distribution : LONDALOP is moare than 88% protein bound in human plasma,
mainly to aibumin and alpha 1-acid glycoprotein, and the mean volume of
distribution is approximately 148 L. Metabolism : LONDALOP is marginally
metabolized by CYP2C9 and to a lesser extent by CYP2C8. The major metabolite
in human plasma is the lactone which is formed via an ester-type pitavastatin
glucuronide conjugate.

Excretion : A mean of 15% of orally administered single 32 mg pitavastatin dose
was excreted in urine, whereas a mean of 79% of the dose was excreted in feces
within 7 days. The mean plasma elimination hali-life is approximately 12 hours.
INDICATIONS :

Drug therapy should be one component of multiple-risk-factor intervention in
individuals who require modifications of their lipid profile. Lipid-altering agents
should be used in addition to a diet restricted in saturated fat and cholesterol
only when the response to diet and other nonpharmacological measures has
been inadequate.

1.1. Primary Hyperlipidemia and Mixed Dyslipidemia

LONDALORP is indicated as an adjunctive therapy to diet to reduce elevated
total cholesterol (TC), low-density lipoprotein cholesterol (LDL-C), apolipoprotein
B (Apo B}, triglycerides {TG), and to increase HDL-C in adulf patients with primary
hyperlipidemia or mixed dysfipidemia.

LIMITATIONS OF USE :

Doses of Londalop greater than 4 mg once daily were associated with an increased
risk for myopathy in premarketing clinical studies. Do not exceed 4 mg
once daily dosing of Londalop. The effect of Londalop on cardiovascular morbidity
and mortality has not been determined.

Londalop has not been studied in patients with severe renal impairment
(glomerular filtration rate < 30 mL/min/1.73 m2) not on hemodialysis. Londalop
should not be used in this patient poputation.

Londalop has not been studied with the protlease inhibitor combination
fopinavir/ritonavir. Londalop should not be used with this combination of protease
inhibitors. Londalop has not been studied in Fredrickson Type I, lli, and V
dyslipidemias.

USE IN SPECIFIC POPULATIONS :

Pregnancy : Pregnancy Category X, LONDALOP is contraindicated in women
who are or may become pregnant. There are no adequate and well-controlled
studies of LONDALOP in pregnant women.

LONDALOP may cause fetal harm when administered to a pregnanf woman.
If the patient becomes pregnant while taking LONDALOP, the patient should
be apprised of the potential risks to the fetus and the lack of known clinical
benefit with continued use during pregnancy.

Nursing Mothers : It is not known whether LONDALOP is excreted in human
mitk. Women who require pitavastatin treatment should be advised not lo
nurse their infants or to discontinue LONDALQP.

PEDIATRIC USE :

Safety and effectiveness of LONDALOP in pediatric patients have not been

established.

CONTRAINDICATIONS : The use of LONDALOP Is contraindicated In the

following conditions :

» Patients with a known hypersensitivity to any component of this product.
Hypersensitivity reactions including rash, pruritus, and urticaria have been
reported with LONDALOP .

« Patients with active liver disease which may include unexplained persistent
elevations of hepatic trangaminase levels.

» Women who are pregnant or may become pregnant. Because HMG-CoA
reductase inhibitors decrease cholesterol synthesis and possibly the synthesis
of other biologically active substances derived from cholesterol, LONDALOP
may cause fetal harm when administered to pregnant women. If the patient
becomes pregnant while taking this drug, the patient should be apprisd of the
potential hazard to the fetus.

* Nursing mothers. Animal studies have shown that LONDALOP passes into
breast milk. Since HMG-CoA reductase inhibitors have the potential to cause
adverse reactions in nursing infants, pitavastatin, like other HMG-CoA reductase
inhibitors, is contraindicated in pregnant or nursing mothers.

= Co-administration with cyclosporine.
WARNINGS AND PRECAUTIONS :
Skeletal Muscle Effects :
Cases of myopathy and rhabdomyolysis with renal failure secondary to
myoglobinuria have been reporfed with HMG-CoA reductase inhibitors,
including Londalop.
The effect of Londalop on cardiovascular morbidity and mortality has not heen
determined.
These risks can occur at any dose level, but increase in a dose-dependent manner.
This drug should be prescribed with caution in patients with predisposing factors
for myopathy. These factors inciude advanced age> 65 years, renal impairment,
and inadequately treated hypothyroidism. The risk of myopathy may also be
increased with concurrent administration of fibrates or lipid-modifying doses
of niacin. Londalop therapy should be discontinued if markedly elevated
creatine kinase (CK) levels occur or myopathy is diagnosed or suspected.
Londalop therapy should also be temporarily withheld in any patient with an
acute, serious condition suggestive of myopathy or predisposing to the development
of renal failure secondary to rhabdomyolysis {e.g., sepsis, hypotension, detydration,
major surgery, trauma, severe metabolic, endocrine, and electrolyte disorders,
or uncontrolled seizures). Patients should be advised to promptly report
unexplained muscle pain, or weakness, particularly if accompanied by malaise
or fever.
Liver Enzyme Abnormalities and Monitoring :
Increases in serum transaminases have been reported with HMG-CoA reductase
inhibitors. In most cases, the elevations were transient and resolved or improved
on continued fherapy or after a brief interruption in therapy.
I is recommended that fiver enzyme tests be performed before and at 12 weeks
following both the initiation of therapy and any elevation of dose and periodically
thereafter.Patients who develop increased transaminase levels should be
monitored untif the abnormalities have resolved. Should an increase in ALT
or AST of >3 times upper limit of normal persist, reduction of dose or withdrawal
of drug is recommended.

SIDE EFFECTS :

The following serious adverse effects may occur when adminlistrated the drug :

- Rhabdomyolysis with myoglobinuria and renal failure and (including myositis).

« Liver Enzyme Abnormalities. Elevated creatine phosphokinase (which is the
most common reaction), transaminases, alkaline phosphate, bilirubin, and glucose.

+ Other adverse reactions reported from clinical studies were arthralgia,
headache, influenza, and nasopharyngitis.

» Back Pain, Constipation, Diarrhea, Myalgia , Pain in extremity .

DRUG INTERACTIONS :

= Cyclosporine: Cyclosporine significantly increased LONDALOP exposure.
Co-administration of cyclosporine with LONDALOP is contraindicated.
- Lopinavir/Ritonavir : Lopinavir/ritonavir, with LONDALOP may significantly
increase LONDALOP exposure. Therefore, LONDALOP should not be used

with this combination of protease inhibitors.

« Erythromycin : Erythromycin significantly increased LONDALOP expgstre,
In patients taking erythromycin, a dose of LONDALOP 1 mg once daily should _J

not be exceeded.

« Rifampin : Rifampin significantly increased LONDALOP exposure. In patients
taking rifampin, a dose of LONDALOP 2 mg once daily shouid not be exceeded.

=

» Fibrates : Because it is known that the risk of myopathy during treatment with
HMG-CoA reductase inhibitors may be increased with concurrent administration
of fibrates, LONDALOP should be administered with caution when used

concomitantly with gemfibrozif or other.

= Niacin : The risk of skeletal muscle effects may be enhanced when LONDALOP
is used In combination with niacin; a reduction in LONDALOP dosage should

be considered in this setting.

* Warfarin : LONDALOP had no significant pharmacokinetic interaction with

R- and S- warfarin. LONDALOP had no significant effect on prothrombin fime ]
(PT) and international normalized ratio when administered to patients receiving

chronic warfarin treatment.
DOSAGE AND ADMINISTRATION
General Dosing Information : The dose range for LONDALOP is 1 to 4 mg

==

orally
once daily at any time of the day with or without food. The recommended staltiﬂg%
dose is 2 mg and the maximum dose is 4 mg. The starting dose and maintenance
doses of LONDALOP should be individualized according to patient characteristics,
such as goal of therapy and response. After initiation or upon titration of LONDALOP,
lipid jevels should be analyzed after 4 weeks and the dosage adjusted accordingly.
Dosage in Patients with Renal Impairment : Patients with moderate renal impairment
(glomerular filtration rate 30 to < 60 mL/min/m2) and end -stage renal disease
receiving hemodialysis should receive a starting dose of LONDALOP 1 mg

once daily and a maximum dose of LONDALOP 2 mg once daily.

LONDALOP should not be used in patients with severe renal impairment
{glomerular filtration rate < 30 mL/min/1.73 m2) not yet on hemodialysis.
Use with Erythromycin : In patients taking erythromycin, a dose of LONDALOP

1 mg once daily should not be exceeded.

Use with Rifampin : In patients taking rifampin, a dose of LONDALOP 2 mg once

daily should not be exceeded
OVERDOSAGE :

There is no known specific treatment in the event of overdose of LONDALOP.
In the event of overdose, the patient should be treated symptomatically and
supportive measures instituted as required. Hemodialysis is unlikely to be of

benefit due to high protein binding ratio of LONDALOP.
STORAGE :

Store at room temperature between (15 - 30)°C. Protect from light, Keep away

from children.
PACKAGING :

- 2 x 10 F.C tablets packed in PVC/Aluminum blister inside a cartoon box with

e
:

a leaflet.
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THIS IS A MEDICAMENT

- A medicament i & product but unlike any other products .

- A medicement is a product which affects you health, and its consumption contrary lo
instruction is dangerous for you .

- Follow strictly the doctor's prescription, the meethed of use and the inetructions of the

who sold the The doctor and the pharmacist are experts in medicine,

its henefils and risks.

- Co nol by yoursel interrupt the periog of treatmen prescribed for you.

- Da not repeat the same precription without consulting your doctor.

KEEP MEQICAMENTS OUT OF REACH OF CHILDREN
{Council Arab Heaith Ministers) (Arab Pharmacists Assoclation;

Ultra Medica Parmaceutical Industries: Sednaya - Damascus - Syria

Tel.: +963 11 5955339 _ Fax:+963 115975174
E-mail: info@ultra-medica.net _ www.ultra-medica.net
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