Irish Medicines Board

IRISH MEDICINES BOARD ACT 1995

MEDICINAL PRODUCTS(LICENSING AND SALE)REGULATIONS, 1998

(S.I. N0.142 of 1998)

PA0577/046/003
Case No: 2031637

The Irish Medicines Board in exercise of the powers conferred on it by the above mentioned Regulations hereby grantsto
McDermott Laboratories Ltd t/a Gerard Laboratories

35/36 Baldoyle I ndustrial Estate, Grange Road, Dublin 13, Ireland

an authorisation, subject to the provisions of the said Regulations, in respect of the product

Histaclar 1 mg/ml Syrup

The particulars of which are set out in Part | and Part |1 of the attached Schedule. The authorisation is also subject to the general conditions as
may be specified in the said Regulations as listed on the reverse of this document.

This authorisation, unless previously revoked, shall continuein force from 07/02/2007 until 17/03/2010.

Signed on behalf of the Irish Medicines Board this

A person authorised in that behalf by the said Board.
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Part ||

Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Histaclar 1 mg/ml Syrup
2QUALITATIVE AND QUANTITATIVE COMPOSITION

Each ml of syrup contains 1 mg of loratadine.

For excipients, see section 6.1.
3PHARMACEUTICAL FORM

Syrup

Clear, dightly viscous solution.
4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications

Loratadine Syrup isindicated for the symptomatic treatment of alergic rhinitis (AR) and chronic idiopathic
urticaria (CIU).

4.2 Posology and method of administration

Adults and children over 12 years.
10mg once daily (10 ml (10 mg) of the syrup once daily). The syrup may be taken without regard to mealtime.

Children 2 to 12 years of age with:
Body weight more than 30 kg: 10mg once daily (10ml (10 mg) once daily).

Body weight 30 kg or less:
5 ml (5 mg) of the syrup once daily.

Efficacy and safety of Loratadine syrup in children under 2 years of age has not been established.
Patients with severe liver impairment should be administered alower initial dose because they may have reduced
clearance of loratadine. Aninitial dose of 10 mg every other day is recommended for adults and children weighing

more than 30 kg and for children weighing 30 kg or less, 5 ml (5 mg) every other day is recommended. No dosage
adjustments are required in the elderly or in patients with renal insufficiency.

4.3 Contraindications

Loratadine Syrup is contraindicated in patients who are hypersensitive to the active substance or to any of the
excipients in the formulation.

4.4 Special warnings and precautionsfor use

Loratadine Syrup should be administered with caution in patients with severe liver impairment (see 4.2).
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Loratadine syrup contains 600 mg of sucrose per ml. This should be taken into account in patients with diabetes
mellitus.

The administration of Loratadine syrup should be discontinued at least 48 hours before skin tests since antihistamines
may prevent or reduce otherwise positive reactions to dermal reactivity index.

4.5 Interaction with other medicinal products and other forms of interaction

When administered concomitantly with alcohol, Loratadine Syrup has no potentiating effects as measured by
psychomotor performance studies.

Due to the wide therapeutic index of loratadine no clinically relevant interactions are expected and none were observed
in the conducted clinical trials (see 5.2).

4.6 Pregnancy and lactation

L oratadine was not teratogenic in animal studies. The safe use of loratadine during pregnancy has not been established.
The use of Loratadine Syrup during pregnancy is therefore not recommended.

Loratadine is excreted in breast milk, therefore the use of loratadine is not recommended in breast-feeding women.
4.7 Effects on ability to drive and use machines

In clinical trials that assessed driving ability, no impairment occurred in patients receiving loratadine. However,
patients should be informed that very rarely some people experience drowsiness, which may affect their ability to drive
or use machines.

4.8 Undesirable effects

In clinical trialsin a paediatric population, children aged 2 through 12 years, common adverse reactions reported in
excess of placebo were headache (2.7%), nervousness (2.3%), and fatigue (1%).

In clinical trias involving adults and adolescents in arange of indicationsincluding AR and CIU, at the
recommended dose of 10 mg daily, adverse reactions with loratadine were reported in 2% of patientsin excess of
those treated with placebo. The most frequent adverse reactions reported in excess of placebo were somnolence
(1.2%), headache (0.6%), increased appetite (0.5%) and insomnia (0.1%). Other adverse reactions reported very
rarely during the post-marketing period are listed in the following table:

Immune disorders Anaphylaxis
Nervous system disorders Dizziness
Cardiac disorders Tachycardia, palpitation
Gastrointestinal disorders Nausea, dry mouth, gastritis
Hepato-biliary disorders Abnormal hepatic function
Skin and subcutaneous tissue disorders Rash, alopecia
Genera disorders and administration site conditions Fatigue

4.9 Overdose

Overdosage with loratadine increased the occurrence of anticholinergic symptoms. Somnolence, tachycardia, and
headache have been reported with overdoses.

In the event of overdose, general symptomatic and supportive measures are to be instituted and maintained for as long
as necessary. Administration of activated charcoal as a slurry with water may be attempted. Gastric lavage may be
considered. Loratadine is not removed by haemodialysis and it is not known if loratadine is removed by peritoneal
dialysis. Medical monitoring of the patient isto be continued after emergency treatment.
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5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Pharmacotherapeutic group: antihistamines -H, antagonist. ATC code: RO6A X13.
Loratadine, the active ingredient in Loratadine Syrup, is atricyclic antihistamine with selective, peripheral H,-receptor
activity.

Loratadine has no clinically significant sedative or anticholinergic propertiesin the majority of the population and
when used at the recommended dosage.

During long-term treatment there were no clinically significant changesin vital signs, laboratory test values, physical
examinations or electrocardiograms.

L oratadine has no significant H,- receptor activity. It does not inhibit norepinephrine uptake and has practically no
influence on cardiovascular function or no intrinsic cardiac pacemaker activity.

5.2 Pharmacokinetic properties

After oral administration, loratadine is rapidly and well absorbed and undergoes an extensive first pass metabolism,
mainly by CYP3A4 and CY P2D6. The mgor metabolite - desloratadine (DL) is pharmacologically active and
responsible for alarge part of the clinical effect. Loratadine and DL achieve maximum plasma concentrations (T .., )

between 1 - 1.5 hours, and 1.5 - 3.7 hours after administration, respectively.

Increase in plasma concentrations of loratadine has been reported after concomitant use with ketoconazole,
erythromycin, and cimetidine in controlled trials, but without clinically significant changes (including
electrocardiographic).

Loratadine is highly bound (97% - 99 %) and its active metabolite moderately bound (73% — 76%) to plasma proteins.

In healthy subjects, plasma distribution half-lives of loratadine and its active metabolite are approximately 1 and 2
hours, respectively. The mean elimination half-livesin healthy adult subjects were 8.4 hours (range = 3 to 20 hours) for
loratadine and 28 hours (range = 8.8 to 92 hours) for the magjor active metabolite.

Approximately 40 % of the dose is excreted in the urine and 42% in the faeces over a 10 day period and mainly in the
form of conjugated metabolites. Approximately 27% of the dose is eliminated in the urine during the first 24 hours.
Lessthan 1% of the active substance is excreted unchanged in the active form, asloratadine or DL.

The bioavailability parameters of loratadine and of the active metabolite are dose proportional .

The pharmacokinetic profile of loratadine and its metabolites are comparable in healthy adult volunteers and in healthy
geriatric volunteers.

Concomitant ingestion of food can delay slightly the absorption of loratadine but without influencing the clinical effect.

In patients with chronic renal impairment, both the area under curve (AUC) and peak plasmalevels (C,, ) increased
for loratadine and its metabolite as compared to the AUCs and peak plasmalevels (C, ) of patients with normal renal

function. The mean elimination half-lives of loratadine and its metabolite were not significantly different from that
observed in normal subjects. Haemodialysis does not have an effect on the pharmacokinetics of loratadine or its active
metabolite in subjects with chronic renal impairment.

In patients with chronic alcoholic liver disease, the AUC and peak plasmalevels (C ) of loratadine were double

while the pharmacokinetic profile of the active metabolite was not significantly changed from that in patients with
normal liver function. The elimination half-lives for loratadine and its metabolite were 24 hours and 37 hours,
respectively, and increased with increasing severity of liver disease.
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Loratadine and its active metabolite are excreted in the breast milk of lactating women.

5.3 Preclinical safety data

Preclinical datarevea no special hazard based on conventional studies of safety, pharmacol ogy, repeated dose toxicity,
genotoxicity, and carcinogenic potential.

In reproductive toxicity studies, no teratogenic effects were observed. However, prolonged parturition and reduced
viability of offspring were observed in rats at plasmalevels (AUC) 10 times higher than those achieved with clinical
doses.

No evidence of mucous irritation was observed after daily administration of up to 12 tablets (120 mg) of oral
lyophilisates into the hamster cheek pouch for five days.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Propylene glycol

Glycerol

Citric acid monohydrate

Sucrose

Methyl parahydroxybenzoate

Propyl parahydroxybenzoate

Purified water

Artificial strawberry flavour (V-1089)
Components of flavour:

Propylene glycol

Water

Aromatic substances equal to the natural ones
Benzyl acohol

Ethyl maltol

6.2 Incompatibilities

Not applicable.

6.3 Shelf Life

2 years.

6.4 Special precautionsfor storage
No special precautions for storage.

6.5 Nature and contents of container

Type 11 amber glass bottles with PE screw caps and EPE/LDPE disc.
Pack sizes of 60ml, 100ml and 120ml.

The measuring device is a polypropylene cup with graduations of 2.5, 5, 7.5, 10, 15 and 20 ml.
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6.6 Special precautionsfor disposal of a used medicinal product or waste materials derived from
such medicinal product and other handling of the product

No special requirements.

7TMARKETING AUTHORISATION HOLDER
McDermott Laboratories Limited

Trading as Gerard Laboratories

35/36 Baldoyle Industria Estate

Grange Road

Dublin 13
Ireland

8 MARKETING AUTHORISATION NUMBER

PA 577/46/3

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 18 March 2005

10 DATE OF REVISION OF THE TEXT

February 2007
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