Montelukast + Levocetirizine
dihydrochloride

STELIX 1 mg/5 mg Film-Coated Tablet
Leukotriene Receptor Antagonist/Antihistamine

NAME OF THE MEDICINAL PRODUCT

FORMULATION
Eachfilm-coated tablet contains:
Montelukast sodium equivalentto
Montelukast (as sodium)
Levocetirizine dihydrochloride....5 mg

PRODUCT DESCRIPTION:
I

INDICATIONS:
withasthma,

DOSING AND ADMINISTRATION:
Adults

Elderly

Patients with Renal Impairment
Inadults and children 12 years of age and older with:
Cr50-80mL 2
Icr30-50m, other day.
Patientswith hepatic disease

Childrenand Adolescents
Childrenaged 2
pe

Childrenaged
Oras prescribed by the physician.

PHARMACOLOGY
Montelukast

TC4,LTD4, and L] o

with 1nasthma, leuk vascular I cysteiny |
both early-and late-p! f cysteinyl leukotrienes has been sh " nasal

bstructi i i i i 1 their effects.

Levocetirizine

i i H1receptors.
PHARMACOKINETICS

Montelukast

Absorption

)is achi 210mg

d
c y 10-mg ingestion. C thesmg

Distribution
Montelukast is more than 9% bound to plasma proteins. Steady-state volume of distribution of Montelukast averages 8 -11 liters. Studies in rats with radio labeled Montelukast indicate minimal distribution across the blood-brain barrier. In addition,
i 4 tissu

Metabolism

3A4,2A6 and 2C furth microsomes, ,2€9,1A2, 246, 2C19, or 206. The contribution

Elimination
The plasma clearance of Montelukast averages 45 mi/min in healthy adults. Following an oral dose of radio labeled Montelukast, 86% of the radioactivity was recovered in 5-day fecal collections and <0.2% was recovered in urine. Coupled with estimates of

Elderly
d asingle I e I & elderly.
Patients with Renal Impairment
Since Montelukast and its metabolites are not excreted in the urine, the pharmacokinetics of Montelulast was not evaluated in patients with renal insufficiency. Due to the component of M PLUS L however, dosage

Patients with HepaticImpairment
Patients with mild-to-moderate hepatic insufficiency and clinical evidence of cirrhosis had evidence of decreased metabolism of Montelukast resulting in 41% (30% CT
10-mgdose. life, 7.4 hours).

%, 85%) higher mean Montelukast area under the plasma concentration curve (AUC)

Levocetirizine dihydrochloride

Absorption

Levocetirizine is rapidly and extensively absorbed following oral administration. Peak plasma concentrations are achieved 0.9 h after dosing. Steady state is achieved after two days. Peak concentrations are 270 ng/ml and 308 ng/m following a single and a
d respectivel but

Distribution

s brain-barrier.| d dogs, th thelowestinthe €

4l/kg.

Metabolism
The extent of fL izine i is less than 14% of the dose and i resulting or concomitant intake of enzyme inhibit ted to be negligible. i i
oxidation, N- and O- dealk d v CYP 380 CYPisoforms. L no effect on the activities of CYP isoenzymes
1A2,2C9,2C19, 206, 261 and 3A4 above peak following a 5 mg oral dose. Due to ts low d abs potential, ic
versa,isunlikely.
Elimination

p life in adultsis 7.9 £ 1.9 hours. /min/Kg. The major route of excretion of amean of 85.4% of the dose. Excretion via feces accounts for only
12.9% of the d ltrati Elder)
L d age), in

% 3 thanage. Therefor
Patients with Renal Impairment

The apparent body clearance of Levocetirizine s correlated to the creatinine clearance. It is therefore recommended to adjust the dosage and frequency of dosage of Levocetirizine, based on creatinine clearance in patients with moderate and severe renal
impairment (see Dosage and Administration).

Patients with HepaticImpairment

Levocetirizine has not been studied in patients with hepatic impairment. The non-renal clearance (indicative of hepatic contribution) was found to constitute about 28% of the total body clearance in healthy adult subjects after oral administration. As

chil
In children 6-11 years of age, Cmax and AUC I 1 lif
24%shorterthan adults.

CONTRAINDICATIONS:
MONTELUKAST + LEVOCETIRIZINE ki ) hild 1 years of ag
jrment,

WARNINGS AND PRECAUTIONS:
Montelukast:

AcuteAsthma
Montelukast is not indicated for use in th | in acute asthma attack be advised to have appropriate rescue medication available. Therapy with montelukast can be continued during acute
exacerbations of asthma.

-agonist.

Concomitant Corticosteroid Use

Aspirin Sensitivity
Patients with itivi aspirinor. dal i . i . it it
hasnot P

Eosinophilic Conditions
Patients on therapy present ch dition, whichis often therapy. These events
usually, but not always, it therapy. Physici be alert 3 ymptoms, their patients. A

Neuropsychiatric Events
Neuropsychiatric events have been reported in adult, adolescent, and pediatric patients taking montelukast. Post-marketing reports with montelukast use include agitation, aggressive behavior or hostiity, anxiousness, depression, disorientation, dream
ti i insomnia, irritabilit y imp: , restl ¢ idal thinking, and behavior ing suicide), and tremor. ils of some appear consistent

witha drug-induced effect.

prescriberif uchevents
oceur,

Phenylketonuria

Levocetiri
Somnolence
In clinical trials the occurrence of somnolence, fati therapy with i be cautioned i d mot
co-ordination such as operating machinery or driving a motor vehicle after ingestion of Concurrent use of i Icohol or other central reductions in alert d

Urinary Retention

12y Discontinu

OVERDOSAGE:

Montelukast:

uptoatleast 1000my
‘were consistent with the safety profile in adults and pediatric patients. There were no advese experiences in the majority of overdosage reports. The most frequently occurring advese experiences were consistent with the sakty profile of montelukast and
lence, thirst, headach

frequired.

Levocetir
Symptoms of overdose may include drowsiness in adults, and in children, initially agitation and restlessness occus followed by drowsiness. There is no known specific antidote to Should overdose supportive treatment is

ADVERSEREACTION:
Levocetirizine

Clinical studies

Adults and adolescents above 12 years of age:

12t071years, 15.1%of i 11 91.6%of

Length(139 mm) x Height(270mm)




thedropout 10%

8% 14/

Clinical therapeutic trials with levocetirzine included 935 subjects exposed to the medicinal product at the recommended dose of 5 mg daly. From this pooling, following incidence of adverse drug reactions were reported at rates of 1 % or greater

pl
Preferred Term Placebo Levocetirizine 5 mg
(WHOART) (n=771) (n=935)
Headache 25(32%) 2426 %)
11 (1.4 %) 49 (5.2 %)
Mouth dry 12(16%) 2426 %)
Fatique 9(12%) 23(25%)
Further 1000,<1/10
fatigu ) pl 1%).
Pediatricpopulation
y the dose of 1.25mg daily for 2 weeksand 1.
f1%orgs ol
System Organ Class and Preferred Term Placebo Levocetirizine
(n=83) (n=159)
Gastrointestinal disorder
Diarrhoea 0 3(1.9%)
Vomiting 101.2%) 1(0.6%)
Constipation 0 2(1.3%)
Nervous system disorders
e 2(2.4%) 3(1.9%)
Psychiatric disorders
Sleep disorders 0 2(1.3%)
In childs d 6-12 double blind placeb 243 childs to5mg for from less than 1week to 13 weeks. The following incidence of adverse drug
1% placebo.
Preferred Term Placebo (n=240) Levocetirizine 5 mg (n=243)
Headache 5(2.1%) 120.5 %)
Somnolence 1(0.4 %) 7(2.9 %)
Post-marketing experience
edDRA, System Organ Class and per frequency.

The frequencyis de-nedas follows:

very common (1/10);

common (1/100to<1/10):
uncommon (-1/1,000to<1/100);
rare(:1/10,000to<1/1.000)
veryrare(1/10,000)

+Immune system disorders:
Notknown: hypersensitivity including anaphylaxis

+Metabolismand nutrition disorders
Notknown:increasedappetite

+Psychiatricdisorders:

+Nervoussystemdisorders:
Notknown: convulsion, paraesthesia, dizziness, syncope, tremor, dysgeusia

~Earand labyrinthdisorders:
Notknown: vertigo

~Eyesdisorders

~Cardiac disorders:
Notknown: palpitations, tachycardia

+Respiratory, thoracic and mediastinaldisorders:
Notknown: dyspnoea

-Gastrointestinal disorders:
Notknown: nausea, vomiting diarrhoea

-Hepatobiliary disorders:
Notknown: hepatitis

+Renaland urinary disorders:
Notknown: dysuria, urinary retention

«Skinand subcutaneous tissue disorders:
pruritus, rash, urticaria

Notknown: myalgia,arthralgia

Notknown: oedema

~Investigations:

Description of selectedadversereactions

Levocetirizine:

FERTILITY, PREGNANCY AND LACTATION
Pregnan

oy
There are no or imited amount of data (ess than 300 pr y

from the use of preg:

parturition,

men. However,for cetirizine, the racemate of levocetirzine, a large amount of data (more than 1000 pregnancy outcomes) on

tion5.3).

Theuseof L

ifnecessary

Breast-feeding
Cetirizine,

mbryonal,

Fertility
Forlevocetirizine no clinical dataare available

DRUGINTERACTIONS

Therefore,

Therefore, caution

(ethinyl estradiol/

YP2C8.

Montelukast
In drug-interactions studies, the recommended clinical dose of Montelukast did not have clinically important effects on the pharmacokinetics of the following drugs: prednisone, oral

1), t di d warfarir i JC) for i
CYP3A4, ldren, wh CYP3A4, such i &
However, data fromacl Ldh g YP 2C CYP2C8invivo. Therefore,
A paclitaxel, )
Levocetirizine

In vitro data indicate that levocetirzine is unlikely to produce pharmacokin

etic interactions through inhit
twith

jon or induction of liver drug-metabolizing enzymes. No in-vivo druy

-drug interaction studies have been performed with Levocetirizine. In

401 UC, half-
SPECIALPRECAUTIONS FORSTORAGE:
Storeattemperatures notexceeding 30°C
ADRReporting Statement:
tothe FDA:www.fda govph
the rst

. 53%and 29% respectively.

DDOSAGE FORM AND PACKAGING AVAILABLE:
Film-Coatedtablet, Alu/PVCBlister pack x10's (Box of 100'sand 30's).

CAUTION

Foods, Drugs, Devicesand C
Mfg.Lic.No.: TNOO002269
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Manufactured by:

Bafna Pharmaceuticals Limited
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Imported by,
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Distributed by:
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Express Way, Parafaque,
Metro Manila
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