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Chewable tablets

Montelukast

Clear air® 10 mg tablets: Montelukast sodium 10 mg

Clear air® 4 mg chewable tablets: Montelukast sodium 4 mg

This information is infended for se by health professionals

1.Name of the medicinal product

Clear air® 10 mg lablets

Clear air® 4 mg chewable tablels.

2. Qualitative and quantitative composition

Clear air® 10 mg tablet

Active ingredient: Montelukast sodium 104 mg g to Montelukast 10 mg

Clear air® 4 mg Chewable tablet

Active ingredient: Montelukast Sodium 416 mg Eg to 4 mg Montelukast

3. Pharmaceutical form

Tablet, chewable tablet

4. Clinical particulars

41 Therapeutic indications

Clear air® 10 mg tablets:

Clear air® s indicated in the treatment of asthma as add-on therapy in those patients with mild to moderate persistent asthma who are inadequately
controlled on inhaled corlicosteroids and in whom “as-needed" short acting B-agonists provide inadequate dlinical control of asthma. In those asthmalic
patiens in whom Clear air® s indicated in asthma, Clear air® can also provide symptomaic rlef of seasonal alegic hinits.

Clear air®is also indicaled i the prophylaxis of asthma in which the pred componentis duced

Clear air® 4 mg chewable tablets:

Clear air® is indicated in the trealment of asthma as add-on therapy in those 2 o 5-year-old patients with mild lo moderale persistent asthma who
are inadequately controlled on inhaled corticosteroids and in whom ‘as-needed" short-acting B-agonists provide inadequate clinical control of asthma.
Clear air® may also be an allenative trealment opion to low-dose inhaled corticosteroids for 2o 5 year old patients with mild persistent asthma who
do ot have a recent history of serious asthma altacks that required oral corticosteroid use, and who have demonsirated that they are not capable of
using inhaled corticosteroids (see section 42)

Clear air® is also indicated in the prophylaxis of asthma from 2 years of age and older in which the predominant component is exercise-induced
bronchoconstriction.

4.2 Posology and method of administration

Posology

Clear air® 10 mg tablets:

The recommended dose for adults and adolescents 15 years of age and older with asthma, or with asthma and concomitant seasonal allergic rhinitis, is
one 10 g lablet dail to be taken n the evening,

Clear air® 4 mg chewable tablets:

This medicinal productis to be given to a child under adult supervision. For chidren who have problems consuming a chewable tablet, a granule
formulation s available (see Clear air® Paediaric 4 mg Granules SmPC). The recommended dose for paediatric patients 2-5 years of age is one 4 mg
chewable tablet daily to be taken in the evening If taken in connection with food, Clear air® should be taken 1 hour before or 2 hours after food. No
dosage adjustment wilhin this age group is necessary.

General recommendations

Clear air® 10 mg tablets:

The therapeutic effect of Clear air® on parameters of asthma control occurs within one day. Clear air® may be taken with or without food. Patients
should be advised to continue taking Clear air® even if their asthma is under control, as well as during periods of worsening asthma. Clear air®
should not be used concomitantly with other products containing the same active ingredient, montelukast

No dosage adjustment is necessary for the elderly,or for patients with renal insuffciency, or mild to moderate hepatic impairment. There are no data on
paients with severe hepatic impairment. The dosage is the same for both male and female patients.

Therapy vith Clear air®in relation to other trealmens for asthma

Clear air® can be added o a patient’s existing treatment regimen.

Inhaled corticosteroids: Treatment with Clear air® can be used as add-on therapy i patients when inhaled corticosteroids plus as needed” shortacling
B-agonists provide inadequate linical conrol. Clear ir® should not be abruptly substituted for inhaled corticosteroids (see section 44)

Pacdialric population

Do ot give Clear air 10 mg fim-coated tablets to children less than 15 years of age. The safety and effcacy of Clear air 10 mg film-coated tablets in
children less than 15 years has not been established.

4 mg chewable tablels are available for paediatic patients 2 to 5 years of age.

4 mg granules are available for pacdiatrc patients 6 months to 5 years of age

Clear air® 4 mg_chewable tablels:

The therapeutic effet of Clear air® on paramelers of asthma control occurs within one day: Patients should be adised to continue taking Clear air®
evenif their asthma is under control,as well as during periods of worsening asthma.

No dosage adjustment is necessary for palients with renal insufficiency, or mild lo moderate hepatic impairment. There are no dala on patients with
severe hepatic impairment. The dosage i the same for both male and female patients.

Clear air® as an altemaive treatment option to low-dose inhaled corlicosteroids for mild, persistent asthma. Montelukast is not recommended as
monotherapy in paients with moderate persistent asthma. The use of montelukast as an af option to low-dose inhaled

for chidren with mild persistent asthma should only be considered for paients who do not have a recent history of serious asthma altacks that required
oral corlicosteroid use and who have demonstrated that they are not capable of using inhaled corticosteroids (see section 41). Mid persistent asthma s
defined as asthma symptoms more than once a week but less than once a day, noctumal symptoms more than twice a month but less than once a week.
normal lung function between episodes. If satsfactory control of asthma is not achieved at follow-up (usually within one month), the need for an
additional or different ani-inflammatory therapy based on the slep system for asthma therapy should be evaluated. Patients should be periodically
evaluated for their asthma control.

Clear air® as prophylaxis of asthma for 2 to 5-year-old patients in whom the predominant component is exercise-induced bronchoconsiriction

in 2 to 5-year-old patients, exercise-induced bronchoconstriction may be the predominant manifestation of persistent asthma that requires treatment
wilh inhaled corticosteroids. Patients should be evalualed after 2 to 4 weeks of treatment with montelukasL. If satisfactory response is not achieved, an
additional or different therapy should be considered.

Therapy with Clear air® in relation to other freatments for asthma

When treatment with Clear air® is used as add-on therapy to inhaled corticosteroids, Clear air® should not be abruptly substituted for inhaled
corticosteroids (see section 4.4)

10 mg tablets are available for adults and adolescents 15 years of age and older.

Pacdiatric population

Do not give Clear air® 4 mg chewable tablets to children less than 2 years of age. The safety and efficacy of Clear air® 4 mg chewable tablets in
children less than 2 years of age has not been established.

4 mg granules are available for pacdlaric patients 6 months to 5 years of age.

Method of administration

Oral use.

For Clear air® 4 mg the lablets are to be chewed before swallowing

43 Contraindications

Hypersensitvity to the active substance or to any of the excipients lsted in section 6.1

44 Special warnings and precautions for use

Patients should be advised never to use oral montelukast to treat acule asthma altacks and to keep their usual appropriate rescue medication for this
purpose readily avalable. If an acute aack occurs, a short-acting inhaled B-agonist should be used. Patiens should seek their doctors' advice as soon
as possible if they need more inhalations of short-acting p-agonists than usual

Montelukast should not be substituted abruptly for inhaled or oral corticosteroids.

There are no data demonstraling that oral corlicosteroids can be reduced when montelukast is given concomilantly.

In rare cases, patients on therapy vith ant-asthma agents including montelukast may present with systemic cosinophilia, sometimes presenting with
clinical features of vasculitis with Chur di condition which is often treated with systemic therapy. These cases
have been somefimes associated with the reduction or withdrawal of oral therapy: Although a causal relationship with leuk

antagonism has not been established, physicans should be alrt to eosinophila, vascultic rash, worsening pulmonary symptoms, cardiac complications,
and or neurapathy presenting in thei patients. Patients who develop these symptoms should be reassessed and their treatment regimens evaluated.
Treatment with montelukast does not alter the need for patients with aspirin-sensitive asthma to avoid taking aspirin and other non-steroidal
ani-inflammatory drugs.

Patients with rare hereditary problems of galaclose intolerance, the Lapp lactase deficency or glucose-galactose malabsorption should ot take this
‘medicine.

Neuropsychiatric Events

Neuropsychiatric events have been reported in adull, adolescent, and pediaric patients taking "Clear air®"

Post-markeling reports with "Clear air®" use include, but are not fimited lo, agitation, aggressive behavior or hostilty, anxiousness, depression,
disorientation, disturbance in attention, dream abnormalites, dyspheria (stuttering), hallucinations, insomna iritabilty, memory impairment,obsessive
compulsive symploms, resllessness, somnambulism, suicidal thinking and behavior (incuding suicidetc and tremor. The dlnical detals of some
post-markeling reporis invohing "Clear air®" appear consistent with a drug-induced effect. Patients and prescribers should be alert for
neuropsychiaric events. Palients and or caregivers should be instructed to noify their prescriber i these changes accur, Prescribers should carefully
evaluate the risks and benefits of continuing treatment with "Clear air®" f such events occur.

4.5 Interaction with other medicinal products and other forms of interaction

Montelukast may be administered with other therapies routinely used in the prophylaxis and chronic treatment of asthma. In drugcinteractions studies,
the recommended clinical dose of montelukast did not have clinically important effects on the pharmacokinelics of the following medicinal products:
theophyline, prednisone, precisolone, oral coniraceptives ethinyl estradioknorethindrone 351}, terfenadine, digoin and warfarin

The area under the plasma concentration curve (AUC) for montelukast was decreased approximalely 40% in subjects with co-administraion of
phenobarbital. Since montelukast is metabolised by CYP 5A4, 2C8, and 2C9, caution should be exercised, particularly in children, when montelukast is
co-administered with inducers of CYP 3A4, 2C8, and 29, such as phenyloin, phenobarbital and rifampicin.

In vitro studies have shown that montelukast s a potent inhibitor of CYP 2C8. However, data from a clinical drug-drug interaction study involving
montelukast and rosigl be subs primaril y C that montelukast
does not inhibit CYP 2C8 in vivo. Therefore, montelukast is not anticipated to markedly alter the metabolism of medicinal products metabolised by this
enzyme (eg, pacitaxe, rosigitazone, and repaglinidel.

Invitr studies have shown that montelukast s a subsirate of CYP 28, and to aless significant extent, of 2C9, and 34, In a clinical drug-drug interaction
study involving montelukast and gemfibrozil (an inhibior of both CYP 2C8 and 2C9) gemfibrozil increased the systemic exposure of montelukast by
44-fold. No routine dosage adjustment of montelukast is required upon co-administration with gemfbrozil or other potent inhibitors of CYP 2C8, but
the physician should be aware of the potentia for an increase in adverse reactions.

Based on in vilro data, dlinically important drug interactions with less potent inhibilors of CYP 2C8 (eg, trimethoprim] are nol anticipated.
Co-administration of montelukast with itraconazole, a strong inhibitor of CYP 34, resulted in no significant increase in the systemic exposure of
montelukast

46 Fertilit, pregnancy and lactation

Pregnancy

Animal studies do not indicate harmiul effects with respect to effects on pregnancy or embryonalfoetal development.

Limited data from available pregnancy databases do not suggest a causal relationship between Clear ar and malformations (e imb defects) that have
been rarely reported in worldwide post-markeling experience.

Clear air® may be used during pregnancy only i itis considered to be dlarly essentil

Breast-feedin

Studies i rats have shown that montelukast is excreted in milk (see section 53). Itis unknown whether montelukast/metabolites are excreted in human
milk.

Clear air® may be used in breast-feeding only i it is considered to be dlearly essential

47 Effects on ability to drive and use machines

Clear air® has no o neglgible influence on the abiliy to drive and use machines. However, individuals have reported drowsiness o dizziness

48 Undesirable effects

Montelukast has been evaluated in clinical studies as follows:

+10 mg tablets in approximately 4000 adult and adolescent asthmatic patients 15 years of age and older.

+ 10 mg tablets in approximately 400 adult and adolescent asthmatic patients with seasonal allergic inits 15 years of age and older.

4 mg chewable lablels in 851 paedialric palients 2 lo 5 years of age.

Montelukast has been evaluated in a clinical study in patients with intermittent asthma as follows:

+ 4 mg granules and chewable tables in 1038 pacdiatric patients 6 months to 5 years of age

The following drug:related adverse reactions in clinical studies were reported commonly (1100 o <1110} in patients treated with montelukast and at a
grealer incidence than in palients treated wilh placebo:

The following drug-related adverse reactions in cinical studi ly (21100 o <110) in asthmatic patiens treated with montelukast
and al a grealer incidence than in patients realed with placebo

Body System Class Adult and Adolescent Patients Paediatric Patients Paediatric Patients 2 to 5 years old
15 years and older 610 14 years old (one 12-week study; n=461)
(two 12-week studies; n=795) (one 8-week study; (one 48-week study; n=278)
=201)
(two 56-week studies;
n=615)
Nervous system headache headache
disorders
Gastro-intestinal |abdominal pain abdominal pain
disorders
(General disorders and Thirst
administration site
lconditions

With prolonged treatment i linical tials with a imited number of patients for up 1o 2 years for adults, and up to 12 months for pacdiatic paients 6 (o
14 years of age,the safety profledid not change.

Cumulaively, 502 pacdiatic patients 2 to 5 years of age were treated with montclukast forat east 3 months, 338 for 6 months or fonger, and 534 patents
for 12 months or longer. With prolonged treatment, the safely profile id not change in thesc patients either

Tabulated lst of Adverse Reaclions

Adverse reactons reported in post-markeling use are lsted, by System Organ Class and specific Adverse Reactions, in the table below. Frequency
Calegories were estimated based on elevant cinicl trias

System Organ Class Adverse Reactions Frequency Category”

Infectons and infestations upper respiralory infeciont Very Common
Blood and lymphaic system disorders increased bleeding tenden Rare

Very Rare
Tmmune system disorders readtons induding anaphylaxls _Uncommon

hepalic eosinophilc nfration Very Rare

Psychiatric disorders dream abnomalies indluding mightmares, Uncommon
insomnia, somnambulism, anxiey, agitation

indluding aggressive behaviour or hostily,

depression, psychomotor hyperactiiy

fincluding iitaily, restessness, tremor)

disturbance in attention, memory impairmenl tic__Rare
hallucinalions, disorientation, suicidaltinking  Very Rare
and behaviour (suicidalty), obsessive-compulsive

symptoms, dysphemia

Nervous system disorders diziness, drowsiness, paracsthesia hypocsthesia,  Uncommon

seizure
Cardiac disorder: palpiations Rare
Respiratory, thoracic and epistaxis Uncommon
mediastinal disorders Churg:Strauss Syndrome (CSS) (see section 4] Very Rare
pulmonary eosinophilia Very Rare
Castro-intestinal disorders diarthoeat, nauseat, vomitingf Common
dry mouth, dyspepsia Uncommon

Hepatobiliary disorders elevated levels of serum {ransaminases (ALT, AST) _Common

hepatts (incuding cholestalic, hepatocellular,  Very Rare
and mixed-pattern e injury)
SKin and subculancous ssue disorders rashi Common
bruising urlicaia,pruritus Uncommon
Rare
erylhema nodosum, erythema mulforme Very Rare
and connective lisue disorders | arthralgia, myalgia including muscle cramps Uncommon
Renal and urinary disorders enuresi in chidren Uncommon
(General disorders and pyroiat Common
sle condiions Taligue. malase. oedema Uncommon
“Frequency Calegory: Defined for each Ad by d din the cinical ial data base: Very Common (= 10}, Common (= 100

1o.<110), Uncommon (= 11000 to <1100}, Rare 2110000 to <1/,000}, Very Rare (<1:10,000].

+This adverse experience, reported as Very Common in the patients who received montelukast, was also reported as Very Common in the patients who

received placebo i ciica ials,

£This adverse experience, reported as Common in the patients who received montelukast, was also reported as Common i the patients who received

placebo in clinical trils,

§ Frequency Category: Rare

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal productis important. It all tinued monitoring of the b

of the medicinal product Healthcare professionals are asked to report any suspected adverse reactions via

Email: pucenter@edamohealth goveg

Online reporting; hitp:#iwwwepvc goveginter

Mobile application: EgyVigilance istore’ igiD)

Facebook page: The Egyplian Pharmaceical Vigilance Center

49 Overdose

In chronic asthma studies, montelukast has been adminisered at doses up to 200 mgiday o adult patients for 22 weeks and n short term studies up to

900 mg/day to patients for approximately one week without clnically importan adverse experiences. There have been reports of acute overdose in

post-markeling experience and ciical studies with montelukast. These include repors inaduls and children with a dose as high as 1000 mg

{approsimately 61 mgkg in a 42 monih old chid). The dinical and laboratory findings observed were consistent with the safely profl in adults and

paediatric patients There were o adverse experiences in the majority of overdose reports

Symptoms of overdose

The most frequently occurring adverse experiences were consisent with the safey profil of montelukast and included abdominal pain, somnolence,

thist, headache, vomiting, and psychomolor hyperactiviy:

Management of overdose

No specificinformation s avalable on the treatment of overdose with montelukast, It s not known whether montelukast s ialysable by peritoneal- or

haemodialysis

5. Pharmacological properties

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Leukotriene receptor antagonist

Mechanism of action

The cysteinylleukolrenes (LTC4, LTD4, LTEA) are potent inflammatory eicosanoids reeased from various cell including mast cels and cosinopils. These

important pro-asthmatic mediators bind to cysteinyl leukotriene (CysLT) receptors. The CysLT type-1 (CysLTs) receptor s found in the human ainvay

fincuding airway smooth musce cels and ainway macrophages) and on other pro-inflammatory cels(including eosinophils and certain myeloid stem

celll. GystTs have been correlated with the pathophysiology of asthma and allergic rhints. In asthma, leukotrene-mediated effects include

bronchoconstricton, mucous secrelon, vascular permeabily, and cosinophil recritment. I allergic hiniis, CysLT are eleased from the nasal mucosa

after alergen expostre during both erly- and ate-phase reactions and are associated with symptoms of allrgicrhinii.Iiranasal challenge with CysLTs

has been shown to increase nasal ainvay reistance and symptoms of nasal obstruction

Pharmacodynamic effects

Montelukast s an oraly acive compound which binds with high affnity and selectvity o the CysLTs receptor.In clnical studis, montelukast inhibils

bronchoconstricton due to inhaled LTD4 at doses as low as 5 mg. Bronchodilation was observed wihin 2 hours of oral adminisration. The

d by ap-agonist was addiive o that Treatmen yited both eary- and late-phase

bronchoconstricton due to anigen challenge. Montelukasl, compared with placebo, decreased peripheral blood cosinophils in adult and paediatric

palients. I a separale study, treatment with montelukast significantly decreased eosinophilsin the ainvays (a5 measured in sputum) and in peripheral

blood while mproving ciical asthma conirol,

5.2 Pharmacokinetic properties

Absorption

Montelukastis rapily absorbed following oral adminisration. Fo the 10 mg table, the mean peak plasma concentration (Cmxis ahieved 3 hours (Tmax)

after adminisration in adults i the fasted state The mean oral bioavailabiity i 64%. The oral boavailabilty and Cax are not nfluenced by a standard

meal, Safety and effcacy were demonsirated n clinicltils where the 10 meg tablt was administered withou regard o the fiming of food ingestion

After adminisration of the 4 mg chewable tablet to pacdiatricpatients 2 {0 3 years of age n th fased stae, Cmxis achieved 2 hours afer administraton,

The mean Cmaxis 66% higher while mean Crmin i lower than in aduls receiving a 10 mg tabletr the 5 mg, chewable tablel,the Cmax s achieved in 2

ours after administraton i adults in the faste state The mean oral bioavailabilty s 73% and is decreased to 63% by a standard meal,

Distribution

Montelukastis more than 99% bound to plasma proteins. The steady-state volume of dstribution of montelukast averages -11 ftres.Stuies n ats with

radiolabelled montelukast inicale minimal distibution across the blood-brain barrie.In adion, concentrations of radiolabelled material a 24 hours

post-dose were minimal in all othertissues,

Biotransformation

Montelukastis extensively metabolised. I studies with thrapeviic doses, plasma concentrations of metabolies of montelukast e undetectableatsteady

state n adulls and children,

Cytochrome P450 2C8 is the major enzyme in the metabolism of montelukast. Additionally CYP 3A4 and 2C9 may have a minor contribution, although

iraconazole, an infibitor of CYP 34, was shown ot to change phammacokinetc variables of montelukast in healthy subjects tha received 10 mg

montelukast daiy. Based on in vitro reslts in human lver microsomes, therapeuic plasma concentrations of montelukast do not infibit cylochromes

P450 3A4, 209, 1A2, 2A6, 2C19, or 2D6. The contribution of metabolites to the therapeutic effect of montelukast is minimal.

Elimination

The plasma dlearance of montelukast averages 45 mimin n healthy adults. Following an oral dose of adiolabelled montelukast, 86% of the radioactivy
din 5-day faccal collctons and <02% «in urine. Coupled of montelukast oralbioavailabilty, this indicate that

montelukast and its metabolies ae excreled almost exclusvely v the bile,

Charadteristics in Patients

No dosage adjustment is necessary for the eldely or mild to moderate hepaic insufciency: Studies in patiens with renal impairment have not been

undertaken boliesare l y thebilry routc,no dose adjustment s anticpated patients with

renal impairment. There are no data on the pharmacokinelcs of montelukast n patiets with severe hepalic insufficency (Child-Pugh score >9)

With high doses of montelukast (20- and 60-old the recommended adult dose), decrease in plasma theophyline concentration was observed. This ffect

was notseen at the recommended dose of 10 mg once dal.

6. Pharmaceutical particulars

6.1 List of excipients

Clear air® 10 mg tablet

Inactive ingredients: Lactose compacted, Avicel 200, Povidone K30, PV.P XL, Croscarmellose Sodium, Talc purified, Magnesium stearate, Quinoline Yellow

Lake E104.

Clear air® 4 mg Chewable tablet

Inactive ingedients: Mannito, starch, carmine red, Acesuifame, methyl celllose, sodium steary fumarate, tuti ity flvor,

62 Incompatibilities

Not applcable.

63 shelflfe

Tablet: 3 years

Chewable ablet:2 years

6.4 Special precautions for storage

Keep on original package to protect from light,

Tablet: Store at temperature not exceeding 30°C in dry place.

Chewable tablet: Store at temperature not exceeding 25°C, in cy place.

6.5 Nature and contents of container

Tablet: Carton Box contains 12 or 3 (AL; Opaque PVC PVDC) strips enclosed in aluminium foil, each of 7 tablets with silica gel with insert leaflel.

Chewable tablet: Carton box contains 2 strips each of 7 tablets in (AL Opagque PVC;PVDO) bister enclosed in aluminium pouch with siica gel with insert

leafle

6.6 Special precautions for disposal and other handling

Any unused medicina produc or waste maerialshould be disposed of in accordance with localrequirements

fitjrisk balance

Keep all medicaments out of reach of children

| <Groud> |

Product of:
AMOUN PHARMACEUTICAL CoO.

El-Obour City, Al Qalyubia, Egypt. AL
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