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Each hard capsule contains 167 mg trientine, equivalent to 250 mg
trientine dihydrochloride.
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For the treatment of Wilson'’s disease in patient's intolerant of D-
Penicillamine therapy, in adults, adolescents and children aged 5 years or
older.
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Method of Administration

L]

There is no information about chewing, opening and dispersing the capsule

L]

4.4 Special warnings and precautions for use

When switching a patient from another formulation of trientine, caution is
advised because the doses expressed in-trientine-base-may not be equivalent
due to differences in bioavailability. Dose adjustment may be required (see
section 4.2).
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There is no evidence that calcium and magnesium antacids alter the efficacy
of trientine but it is recommended to separate their administration (see section

4.5).
L]

Monitoring
Patients receiving trientine should remain under regular medical supervision

and be monitored using all available clinical data for appropriate control of

Frequency of monitoring is recommended to be at least twice a year. More
frequent monitoring is advised during the initial phase of freatment and during
phases of disease progression or when dose adjustments are made as to be
decided by the treating physician -(see section 4.2).

The aim of maintenance treatment is to maintain free copper levels in the
serum-plasma (also known as non-ceruloplasmin plasma copper) and the
urinary copper excretion within the acceptable limits.

L]

Worsening of elinical-neurological symptoms; ircluding-neurelogical
deterieratien,-may occur at the beginning of chelation therapy due to excess

of free serum copper during the initial response to treatment. |t is possible that
this effect may be more evident in patients with pre-existing neurological
symptoms. It is recommended to monitor patients closely for such signs and
symptoms and to consider careful titration to reach the recommended
therapeutic dose and to reduce dose when necessary.

Dose adjustments in the trientine dose should be considered in case of signs
of reduced efficacy such as (persistent) increase in liver enzymes, and
worsening of tremor. When trientine doses are adjusted this should be done in
small steps. The trientine dose may also be reduced in case of side effects of
trientine, such as gastrointestinal complaints and haemaiological changes.
Irentine doses should be reduced to a more tolerable dose and may be
increased again, once side effects have been resolved.Clese-monitoringis




4.5 Interaction with other medicinal products and other forms of interaction
[

Other anti-copper agents

No interaction studies have been performed on the concomitant
administration of trientine with D-Penicillamine.

L]
Food

As-t[rientine is poorly absorbed following oral intake-and-the-prinsipal

e L e e L e S I
food further inhibits trientine absorption. Specific food interaction studies have
been performed with trientine in healthy subjects, showing a reduction of the
extent of absorption of trientine up to 45%. Systemic exposure is critical for its
principal mechanism of action, copper chelation (see section 5.1).

L]

Other products

Irientine has been found to reduce serum iron levels. Therefore, iron
supplements may be necessary in some cases. Concomitant oral iron or other
heavy metals should be administered at a different time than trientipe to
prevent the formation of complexes (see section 4.4).

4.8 Undesirable effects

Summary of the safety profile

treatment can commeonly occur on initial treatment and occasionally skin rash
can occur. Duodenitis and severe colitis have been reported. Neurological
deterioration can occur at the start of the treatment.

L]
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Blood and lymphatic system disorders

Notknewn-Uncommon: iren-deficiency
anasemia, aplastic anaemia. sideroblastic

Nervous system disorders

Uncommon: dystonia, tremor.

Not known: dysarthria, muscle rigidity,

neurological deterioration.

Immune system disorders

Not known: lupus-like syndrome, lupus
nephritis.

Gastrointestinal disorders

Common: nausea.

Not known: duodenitis, colitis-{including

Skin and subcutaneous tissue disorder

Uncommon. skin rash;-pruritds;

Description of selected adverse reactions

There have been reports of neurological deterioration at the start of treatment

in Wilson's disease patients treated with copper chelators including trentine.

with symptoms of, for example, dystonia, rigidity, tremor and dysarthria (see

section 4.2).
Paediatric population

Clinical trials with frientine including a limited number of children in the age

range of 5 to 17 years at the start of treatment indicate that frequency, type

and severity of adverse reactions in children are expected to be the same as

in adults.

4.9 Overdose

Occasional cases of trientine overdose have been reported. In cases up to

20-g of trientine base there were no apparent adverse effects reported. A

large overdose of 40 g of trientine base resulted in self-limiting dizziness and

vomiting with no other clinical sequelae or significant biochemical

St pelitle s, e s e e e e e e
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6.5 Nature and contents of container

White opaque HDPE bottle with a PP child-resistant closure in a pack size of
100 capsules, or in a blister pack of 30, 72, 96, 100, 240 or 300 capsules- Not
all pack sizes might be marketed.
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