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4.4 Special warnings and precautions for use

Uncommon cases of severe cerebral oedema and
hypermethioninemia were reported within 2 weeks

to 6 months of starting betaine anhydrous therapy in
patients with CBS deficiency (see section 4.8).
Complete recovery was seen after treatment
discontinuation:

- Plasma methionine level should be monitored, at start
of treatment and periodically thereafter. The plasma
methionine concentrations should be kept below 1000
UM,

4.4 Special warnings and precautions for use

Uncommon cases of severe cerebral oedema and
hypermethioninemia were reported within 2 weeks to
6 months of starting betaine anhydrous therapy (see
section 4.8). Complete recovery was seen after

treatment discontinuation:

Special Warnings
and Special
Precautions for Use




- If any symptoms of cerebral oedema like morning
headaches with vomiting and/or visual changes appear,
plasma methionine level and compliance to the diet
should be checked and treatment with Cystadane
interrupted.

- If symptoms of cerebral oedema recur after re-
introduction of treatment then betaine anhydrous
.therapy should be discontinued indefinitely

To minimise the risk of potential drug interactions, it is
advisable to leave 30 minutes between the intake of
betaine anhydrous and amino acids mixtures and/or
medicinal products containing vigabatrin and GABA
.analogues (see section 4.5)

- Plasma methionine level should be monitored, at
start of treatment and periodically thereafter. The
plasma methionine concentrations should be kept
below 1000 uM.

- If any symptoms of cerebral oedema like morning
headaches with vomiting and/or visual changes
appear, plasma methionine level and compliance
to the diet should be checked and treatment with
Cystadane interrupted.

- If symptoms of cerebral oedema recur after re-
introduction of treatment then betaine anhydrous
therapy should be discontinued indefinitely.

To minimise the risk of potential drug interactions, it
is advisable to leave 30 minutes between the intake of
betaine anhydrous and amino acids mixtures and/or
medicinal products containing vigabatrin and GABA

analogues (see section 4.5).

4.8 Undesirable effects

Description of selected adverse reactions

Description of selected adverse reactions

*Uncommon cases of severe cerebral oedema and

hypermethioninemia were reported within 2 weeks to

Adverse events




*Uncommon cases of severe cerebral oedema and
hypermethioninemia were reported within 2 weeks to 6
months of starting betaine anhydrous therapy in
patients with CBS deficiency, with complete recovery
after treatment discontinuation. Symptoms of cerebral
oedema include morning headaches with vomiting
and/or visual changes High increases in plasma
methionine levels in a range from 1,000 to 3,000 pM
were noted in these patients. As cerebral oedema has
also been reported in patients with
hypermethioninemia, secondary hypermethioninemia
due to betaine anhydrous therapy has been postulated
as a possible mechanism of action. For specific
recommendations, refer to section 4.4.

6 months of starting betaine anhydrous therapy, with
complete recovery after treatment discontinuation.
Symptoms of cerebral oedema include morning
headaches with vomiting and/or visual changes

High increases in plasma methionine levels in a range
from 1,000 to 3,000 uM were noted in these patients.
As cerebral oedema has also been reported in patients
with hypermethioninemia, secondary
hypermethioninemia due to betaine anhydrous
therapy has been postulated as a possible mechanism
of action.

For specific recommendations, refer to section 4.4.
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