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sentence to "Myleran may harm your
sperm or eggs"”

Was moved to section below.
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In the UK leaflet also included "..depend
on your blood problem or blood cancer”.
As we have only indication for Leukemia
only "..blood cancer" was included.
Please advise if acceptable
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For the palliative treatment of
chronic granulocytic leukaemia
(also called myeloid Ieukaemia).\

For the palliative treatment of
chronic granulocytic leukaemia.

4.1 Therapeutic
Indications

General:

The bioavailability of oral Busulfan
shows large intra-individual
variations ranging from 47% to
103% (mean 80%) in adults and from
22% to 120% (mean 68%) in
children (see section 5.2).

There are other formulations
available which may be more
suitable for paediatric patients. |
Myleran tablets are usually given
in courses or administered
continuously. The dose must be
adjusted for the individual patient
under close clinical and
haematological control.

General:

Myleran tablets are usually given
in courses or administered
continuously. The dose must be
adjusted for the individual patient
under close clinical and
haematological control. Should a
patient require an average daily
dose of less than the content of
the available Myleran tablets, this
can be achieved by introducing
one or more Busulfan free days
between treatment days.

4.2 Posology and
method of
administration

Hyperuricaemia and/or
hyperuricosuria are not uncommon
in patients with chronic
granulocytic leukaemia and
should be corrected before starting
treatment with Myleran. During
treatment, hyperuricaemia and
the risk of uric acid nephropathy
should be prevented by adequate
prophylaxis, including adequate
hydration and the use of
allopurinol.

Studies in renally impaired patients
have not been conducted, however,
as busulfan is moderately excreted in
the urine, dose modification is not
recommended in these patients.
However, caution is recommended.

Hyperuricaemia and/or
hyperuricosuria are not uncommon
in patients with chronic
granulocytic leukaemia and
should be corrected before starting
treatment with Myleran. During
treatment, hyperuricaemia and
the risk of uric acid nephropathy
should be prevented by adequate
prophylaxis, including adequate
hydration and the use of
allopurinol.

4.4 Special
warnings and
precautions for
use

Page 5 of 10




mwa[LD23]: According to UK approved

leaflet

mw[LD24]: According to UK approved

leaflet

mwn[LD25]: According to UK approved

leaflet

mwr[LD26]: According to UK approved

leaflet

MYPIIND MIINNN

v vopo

NN LYPL

Moya 79

Busulfan has not been studied in
patients with hepatic impairment.
Since busulfan is mainly metabolized
through the liver, caution should be
observed when busulfan is used in
patients with pre-existing impairment
of liver function, especially in those
with severe hepatic impairment.

The medicinal product contains
lactose. Patients with rare hereditary
problems of galactose intolerance,
the Lapp lactase deficiency or
glucose-galactose malabsorption
should not take this medicine. |

Safe Handling of Myleran
Tablets:

See Section 6.6—tnstructions—for
Use—and—Handhng:. tastruetions
respond=opnding:

Myleran is genotoxic in non-
clinical studies (see section 5.3). |

Safe Handling of Myleran
Tablets:

See Section 6.6 Instructions for
Use and Handling.

A reduced incidence of hepatic
veno-occlusive disease and other
regimen-related toxicities have
been observed in patients treated
with high-dose Myleran and
cyclophosphamide when the first
dose of cyclophosphamide has
been delayed for >24 hours after
the last dose of Busulfan.

Paracetamol is described to decrease
glutathione levels in blood and
tissues, and may therefore decrease
busulfan clearance when used in
combination. |

A reduced incidence of hepatic
veno-occlusive disease and other
regimen-related toxicities have
been observed in patients treated
with high-dose Myleran and
cyclophosphamide when the first
dose of cyclophosphamide has
been delayed for >24 hours after
the last dose of Busulfan.

4.5 Interaction
with other
medicinal
products and
other forms of
interaction

Busulfan can lead to suppression of
ovarian function and amenorrhoea in
women and suppression of
spermatogenesis in men (see section
4.8and5.3).

Pregnancy:

As with all cytotoxic
chemotherapy, adequate

Pregnancy:
As with all cytotoxic

4.6 Fertility,
pregnancy and
lactation
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mwa[LD27]: According to UK approved
leaflet

mwn[LD28]: Was removed as not
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contraceptive precautions should
be advised when either partner
is receiving Myleran.

The use of Myleran should be
avoided during pregnancy
whenever possible. In animal
studies (see section 5.3) it has the
potential for teratogenic effects,
whilst exposure during the latter half
of pregnancy resulted in impairment

of fertility in offspring. during

first-trimester—-In every

individual case the expected
benefit of treatment to the mother
must be weighed against the
possible risks to the foetus.

Toroteceniene
Teratogenicity:

A few cases of congenital
abnormalities, not necessarily
attributable to Busulfan, have
been reported and third trimester
exposure may be associated with
impaired intra-uterine growth.
However, there have also been
many reported cases of apparently
normal children born after
exposure to Myleran in utero,
even during the first trimester.

chemotherapy, adequate
contraceptive precautions should
be advised when either partner
is receiving Myleran.

The use of Myleran should be
avoided whenever possible during
pregnancy, particularly during the
first trimester. Inevery individual
case the expected benefit of
treatment to the mother must be
weighed against the possible risks
to the foetus.

Teratogenicity:

A few cases of congenital
abnormalities, not necessarily
attributable to Busulfan, have
been reported and third trimester
exposure may be associated with
impaired intra-uterine growth.

However, there have also been
many reported cases of apparently
normal children born after
exposure to Myleran in utero,
even during the first trimester.

Studies of Busulfan treatmentin
animals have shown reproductive
toxicity (see Section5.3). The
potential risk for humans is largely
unknown.

The folowing is inclouded in table:

Neoplasms benign, malignant and
unspecified (including cysts and
polyps), Common:

Leukaemia secondary to oncology
chemotherapy (see section 4.4)

................

Neoplasms benign, malignant
and unspecified (including
cysts and polyps)

Common:

Secondary acute leukaemia (see

4.8 Undesirable
effects
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Gastrointestinal disorders,Rare:
At conventional dose: nausea,
vomiting, diarrhoea, mouth
ulceration, which may possibly be
ameliorated by using divided doses.
Dry mouth

Hepatobiliary disorders *, Very
common:

At-high-dose: hyperbilirubinaemia,
jaundice, venoocclusive liver disease
(see section 4.4 and 4.5) and biliary
fibrosis with hepatic atrophy and
necrosis

Rare:

Jaundice and abnormal hepatic
function, at conventional dose.
Biliary fibrosis

Skin and subcutaneous tissue
disorders *, Rare:

Alopecia at conventional dose, skin
reactions including urticaria,
erythema multiforme, erythema
nodosum, porphyrianon-acute, rash,
dry skin and fragility of the skin with
complete anhydrosis cheilosis,
Sjogren’s syndrome. An increased
radiation skin injury in patients
receiving radiotherapy soon after
high-dose Busulfan

section 4.4; Carcinogenicity).

Gastrointestinal disorders
Rare:

Gastro-intestinal effects such as
nausea and vomiting, diarrhoea
and oral ulceration at conventional
dose, may possibly be ameliorated
by using divided doses.

Hepatobiliary disorders
Very common:
Hyperbilirubinaemia, jaundice,
hepatic veno-occlusive disease
(see 4.4 Special Warnings and
Precautions for Use and 4.5
Interaction with Other Medicinal
Products and Other Forms of
Interaction) and centrilobular
sinusoidal fibrosis with
hepatocellular atrophy and
necrosis at high-dose (see 4.9
Overdose).

Rare:

Cholestatic jaundice and liver
function abnormalities, at
conventional dose. Centrilobular
sinusoidal fibrosis.

Skin and subcutaneous tissue
disorders

Rare:

Alopecia at conventional dose,
skin reactions including urticaria,
erythema multiforme, erythema
nodosum, porphyria cutanea
tarda, an allopurinol-type rash
and excessive dryness and
fragility of the skin with
complete anhydrosis, dryness of
oral mucous membranes and
cheilosis, Sjorgen's syndrome.
An increased cutaneous radiation
effect in patients receiving
radiotherapy soon after high-dose
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Reproductive system and breast
disorders *, Very common:
Ovarian disorder and amenorrhoea
with menopausal symptoms in pre-
menopausal patients at high-dose;
severe and persistent ovarian failure,
including failure to achieve puberty
after administration to young girls
and pre-adolescents at high-dose.
Male infertility, azoospermia and
testicular atrophy in male patients
receiving Busulfan

Busulfan (see 4.9 Overdose).

Reproductive system and
breast disorders

Very common:

Ovarian suppression and
amenorrhoea with menopausal
symptoms in pre-menopausal
patients at high-dose; severe and
persistent ovarian failure,
including failure to achieve
puberty after administration to
young girls and pre-adolescents at
high-dose.

Sterility, azoospermia and
testicular atrophy in male patients
receiving Busulfan.
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