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Rybrila is indicated for symptomatic treatment of severe sialorrhoea (chronic pathological drooling) in
children and adolescents aged 3 years and older with chronic neurological disorders
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GLYCOPYRRONIUM BROMIDE) 0.16 mg
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Glycopyrronium (AS BROMIDE) 0.16mg/ml-n e
Glycopyrronium bromide 0.2mg/ml-7 e
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2 QUALITATIVE AND QUANTITATIVE COMPOSITION

4.3 Contraindications

+ Hypersensitivity to the active substance or to any of the excipients listed in section
6.1.

In common with other antimuscarinics:

..SE?
) antagonise
enosis

* constipation

* urnary retention

* pneumomia _

» allergic reaction

* pyrexia _

= very hot weather

* changes in behaviour

Due to the low " otential benefit and the known adverse effect profile. Rybrila should not
be given to children with mild to moderate sialorthoea

Cardiac disorders
Rybrila should be used with caution in patients \Mth acute my oca.rdla.l infarction.

g hyperthyroidism. cardiac

2l !
insufficiency. cardiac surgegy because of the increase in heart rate produced by its
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admimistration. coronary arterv disease and cardiac arrh’flhmms
Due to the 1al change to normal heart 1 shcmldbcusadmthcammnm

patients receiving inhalation apaesthesia

Gastm intestinal d:s orders

Diarthoes may be an early svmptom fmmmplete mtﬁtmalobsuuc’tmn., especially in
patients with ileostomy or colostomy. In this instance treatment with this drue would be
mappropriate and possibly harmful.

" AsRybrila inhibits sweating, patients with increased temperature should be observed closely.
In the presence of a lugh environmental temperature. heat prostration (fever and heat stroke
due to decreased sweating) can occur with use of 1z oral solution.

Denial,.
Since reduced salivation can increase the risk of oral cavities and periodontal diseases. it is
important that patients receive adequate daily dental hyoiene and repular dental health checks

Respiratory d‘:sord@rs

discontinued if pnenmonia is present

CNS adverse events

Increased central nervous system effects have been reported in clinical trials including:;

unmhlhﬂ drowsiness: restlessness: Ol-‘l_‘.l'actl".?lll short attention span- frustration” mood
losive - excessive sensitivity: ser

sadness: uent 1sodes: fearfulness. 1 es should be monitored.

As a consequence of 1ts qua charge iym has hmited abilitv to penetrate the

blood brain barrier.althos the extent of penetration i1s unknown. Caution should be

exercised in children with ¢ romised blood bramn barmer 1 shuni_brain

tumour, encephalitis

Renal disarders
Because of prolongation of renal elimination, repeated or large doses of Rybrila should be
avoided in patients with yraemia
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Growth and development

The effects of mum on the ductive system have not been mvesii ated
Whilst chinical studies do not © any short or 1 term effect of o1
neurodeve ent or no studies have been cunducted to specifically address theze
issues.

Sorbitol

Patients with rare hereditary problems of fructose intolerance (HFI) should not take this
medicine. This 1s due to the presence of sorbitol (E420) in this medicine. Sorbitol may cause

gastrointestinal discomfort and mild laxative effect.

mcnntams . APASELL;
roxvbenzoate (E219). These ma:!,r cause a]lerglc reactions (possibly delayed).

This medicinal | product contains less than 1 mmol sedium (23 me) per maximum dose. 1e.
essentially 1s ‘sodium free”




Interaction with other medicinal products and other forms of interaction

No interaction studies have been preformed

-B. aediatric population

There are limited data available relating to interactions with other medicinal products in the
pacdiatric age group.

The following

product interaction information 1s relevant to glvcopvoronium

Contraindication of concomitant use

Concomitant use of the following medicinal products 15 coﬂtramdmated (see section 4.3)
Potassium chlonide selid oral dose : VOIOnINm ’ potentiate the risk of upper
gastromtestinal mjury associated with oral sol.td formulatmns of potassium chloride due to increased

astrointestinal transit time creating a high localized concentration of sium ions. An
association with upper GI bleeding and smallbowel ulceration. stenosis, perforation. and obstruction

has been observed.
Anticholinersic medicines: concomitant use of anticholinergics may increase the nisk of

anticholinergic side effects. Anticholinersics mav delav the sastrointestinal absorption of other
anticholinergics administered orally and also increase the risk of anticholinergic side effects.

Concomitant use to be considered with caution including dose adjustment

Class interactions

Many drugs have antimuscarinic effects; concomitant use of two or more of such
drugs can increase side-effects such as dry mouth, urine retention and constipation.
Concomitant use can also lead to confusion in the elderly. The Rybrila dosage may
need to be decreased 1n patients recerving two or more antimuscanme drugs
concomitantly.

Increased antimuscarinic side-effects: amantadine; tricyclic antidepressants;
antilustamines; clozapme; disopyramide; MAOIs; nefopam; memantine;
phenothiazines (increased antimuscaninic side effects of phenothiazines but reduced
plasma concentrations)

'brila dosage may need to be decreased in patients recerving two or more

antimuscarinic drugs concomitantly




Concurrent administration of anticholinergics and corticosteroids mav result in
icreased intraocular pressure.

Corticosteroids: Steroid-induced glaucoma may develop with topical. inhaled. oral or
intravenous, steroid administration. Concomitant use mav result in increased intraocular
pressure via an open- or a closed-angle mechanism (see contraindications)

sereasecnteaaanlarnesanies.

Concurrent use with slow-dissolving tablets of digoxin, atenolol or metformin may
result in increased serum levels of these medicines.

Skeletal muscle relaxants: Concurrent use of anticholinergics after admimistration of skeletal
muscle relaxants may potentiate svstemic anticholinergic effects.

Use of anticholinergics after administration of botulinum toxin may potentiate systemic
anticholhinergic effects;

Opioids: active substances such as pethidine and codeine may result in additive central
nervous system and gastrointestinal adverse effects, and increase the risk of severe
constipation or paralytic ileus and CNS depression. If concomitant use cannot be avoided,
patients should be monitored for potentially excessive or prolonged CNS depression and

constipation.

Huloperidol: effects of halopenidol possibly reduced

Nitrates: possibly reduced effect of sublingual nitrates (failure to dissolve under the
tongue owing to dry mouth)

Inhaled gngesthetics: potential change to normal heart rhythm

46 Fertility, pregnancy and lactation

" Women of child-bearing potential

Women of childbearing potential have to use effective contraception during the treatment.

Pregnancy |

There 15 limited amount of data (less than 300 pregnancy outcomes) from the use of

1la in pregnant women. The assessment of repreductive endpomnts for glv m
lmuted (see section 5.3). Amimal studies do not indicate direct or indirect ha.rmﬁll effects
with respect to re"prcductn e toxicity. As a precautlonan measure, 1t 1s preferable to avoid the
use of gly 1 1 g

N Breastfeeding
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Available toxicological data in ammals have shown excretion of glycopyrroniym bromide

and its mataboht&s mn rm]k A risk to the sucklmn ch_dd cannot be exy:luded A ds(:lsmn must

4.8 Undesirable effects

System Organ Class/ Adverse reaction | Frequency
Immune system disorder

Allergic reaction [ Uncommen
Nervous system disorder

Sommnolence Unknown .
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