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For the treatment of acute Leukemia and also in cases of chronic myelogenous Leukemia.
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4.2 Posology and Method of Administration
Medicinal product interaction:

When xanthine oxidase inhibitors, such as allopurinol, oxipurinol or thiopurinol
and mercaptopurine are administered concomitantly it is essential that only
25 % of the usual dose of mercaptopurine is given since these agents
decreases the rate of catabolism of mercaptopurine. Concomitant
administration of other xanthine oxidase inhibitors, such as febuxostat, should
be avoided (see section 4.5 Interaction with other medicinal products and
other forms of interactions).

4.3 Contraindications
Lactation.

4.4 Special warnings and precautions for use

Immunisation using a live organism vaccine has the potential to cause
infection in immunocompromised hosts. Therefore, immunisations with live
organism vaccines are not recommended in patients with ALL or AML. In all
cases, patients in remission should not receive live organism vaccines until
the patient is deemed to be able to respond to the vaccine. The interval
between discontinuation of chemotherapy and restoration of the patient's
ability to respond to the vaccine depends on the intensity and type of
immunosuppression-causing medications used, the underlying disease, and
other factors.
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Monitoring

Bone marrow suppression

Treatment with mercaptopurine causes bone marrow suppression leading to
leukopenia and thrombocytopenia and, less frequently, to anaemia. Full blood
counts must be taken frequently during remission induction. During
maintenance therapy, complete blood counts, including platelets, should be
regularly monitored and more frequently if high dosage is used or if severe
renal and/or hepatic disorder is present.

Increased haematological monitoring of the patient is advised when switching
between different pharmaceutical formulations of mercaptopurine.

The dosage of mercaptopurine may need to be reduced when this agent is
combined with other drugs whose primary or secondary toxicity is
myelosuppression (see section 4.5 Interaction with other medicinal products
and other forms of interactions: Myelosuppressive agents).Hepatotoxicity
mercaptopurine is hepatotoxic and liver function tests should be monitored
weekly during treatment. Gamma glutamyl transferase (GGT) levels in
plasma may be particularly predictive of withdrawal due to hepatotoxicity.
More frequent monitoring may be advisable in those with pre-existing liver
disease or receiving other potentially hepatotoxic therapy. The patient should
be instructed to discontinue mercaptopurine immediately if jaundice becomes
apparent.

TPMT Deficiency

There are individuals with an inherited deficiency of the enzyme thiopurine
methyltransferase (TPMT) who may be unusually sensitive to the
myelosuppressive effect of mercaptopurine and prone to developing rapid
bone marrow depression following the initiation of treatment with
mercaptopurine. This problem could be exacerbated by co-administration
with medicinal products that inhibit TPMT, such as olsalazine, mesalazine or
sulfasalazine. Also a possible association between decreased TPMT activity
and secondary leukaemias and myelodysplasia has been reported in
individuals receiving mercaptopurine in combination with other cytotoxics (see
section 4.8 Undesirable effects). Approximately 0.3% (1:300) of patients have
little or no detectable enzyme activity. Approximately 10% of patients have
low or intermediate TPMT activity and 90% of individuals have normal TPMT
activity. There may also be a group of approximately 2% who have very high
TPMT activity. Some laboratories offer testing for TPMT deficiency, although
these tests have not been shown to identify all patients at risk of severe
toxicity. Therefore close monitoring of blood counts is still necessary.

Hypersensitivity
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Patients suspected to have previously presented with a hypersensitivity
reaction to mercaptopurine should not be recommended to use its pro-drug
azathioprine, unless the patient has been confirmed as hypersensitive to
mercaptopurine with allergological tests, and tested negative for azathioprine.
As azathioprine is a pro-drug of mercaptopurine, patients with a previous
history of hypersensitivity to azathioprine must be assessed for
hypersensitivity to mercapopurine prior to initiating treatment.

Mutagenicity and carcinogenicity

Patients receiving immunosuppressive therapy, including Puri-Nethol are at
an increased risk of developing lymphoproliferative disorders and other
malignancies, notably skin cancers (melanoma and non-melanoma),
sarcomas (Kaposi's and non-Kaposi's) and uterine cervical cancer in situ. The
increased risk appears to be related to the degree and duration of
immunosuppression. It has been reported that discontinuation of
immunosuppression may provide partial regression of the lymphoproliferative
disorder.

A treatment regimen containing multiple immunosuppressants (including
thiopurines) should therefore be used with caution as this could lead to
lymphoproliferative disorders, some with reported fatalities. A combination of
multiple immunosuppressants, given concomitantly increases the risk of
Epstein-Barr virus (EBV)-associated lymphoproliferative disorders.

Macrophage activation syndrome

Macrophage activation syndrome (MAS) is a known, life-threatening disorder
that may develop in patients with autoimmune conditions, in particular with
inflammatory bowel disease (IBD) (unlicensed indication), and there could
potentially be an increased susceptibility for developing the condition with the
use of mercaptopurine. If MAS occurs, or is suspected, evaluation and
treatment should be started as early as possible, and treatment with
mercaptopurine should be discontinued. Physicians should be attentive to
symptoms of infection such as EBV and cytomegalovirus (CMV), as these are
known triggers for MAS.

Paediatric population

Cases of symptomatic hypoglycaemia have been reported in children with
ALL receiving mercaptopurine (see Section 4.8 Undesirable Effects). The
majority of reported cases were in children under the age of six or with a low
body mass index.

Infections

Patients treated with mercaptopurine alone or in combination with other

immunosuppressive agents, including corticosteroids, have shown increased
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susceptibility to viral, fungal and bacterial infections, including severe or
atypical infection, and viral reactivation. The infectious disease and
complications may be more severe in these patients than in non-treated
patients.

Prior exposure to or infection with varicella zoster virus should be taken into
consideration prior to starting treatment. Local guidelines may be considered,
including prophylactic therapy if necessary. Serologic testing prior to starting
treatment should be considered with respect to hepatitis B. Local guidelines
may be considered, including prophylactic therapy for cases which have been
confirmed positive by serologic testing. Cases of neutropenic sepsis have
been reported in patients receiving mercaptopurine for ALL.

Lesch-Nyhan syndrome

Limited evidence suggests that neither mercaptopurine nor its pro-drug
azathioprine are effective in patients with the rare inherited condition
complete hypoxanthine-guanine-phosphoribosyltransferase deficiency
(Lesch-Nyhan syndrome). The use of mercaptopurine or azathioprine is not
recommended in these patients.

UV exposure

Patients treated with mercaptopurine are more sensitive to the sun. Exposure
to sunlight and UV light should be limited, and patients should be
recommended to wear protective clothing and to use a sunscreen with a high
protection factor.

Xanthine oxidase inhibitors

Patients treated with the xanthine oxidase inhibitors allopurinol, oxipurinol or
thiopurinol, and mercaptopurine should only receive 25 % of the usual dose
of mercaptopurine since allopurinol decreases the rate of catabolism of
mercaptopurine (see Section 4.2 Posology and method of administration and
Section 4.5 Interaction with other medicinal products and other forms of
interaction).

Anticoagulants

Inhibition of the anticoagulant effect of warfarin and acenocoumarol has been
reported when co-administered with mercaptopurine; therefore higher doses
of the anticoagulant may be needed (see section 4.5).

4.5 Interaction with other medicinal products and other forms of
interaction

Vaccinations with live organism vaccines are not recommended in
immunocompromised individuals (see section 4.4 Special warnings and
precautions for use).

n"ya NIrndIo XY 1219
6083705 nniw ,1 N9 2N
6085001 nniw ,944 .1.n
03-5773545 70
03-5773730 :0y79



Perrigo

Israel

The administration of mercaptopurine with food may decrease systemic
exposure slightly. Mercaptopurine may be taken with food or on an empty
stomach, but patients should standardise the method of administration to
avoid large variability in exposure. The dose should not be taken with milk or
dairy products since they contain xanthine oxidase, an enzyme which
metabolises mercaptopurine and might therefore lead to reduced plasma
concentrations of mercaptopurine.

Allopurinol/oxipurinol/thiopurinol and other xanthine oxidase inhibitors

Other xanthine oxidase inhibitors, such as febuxostat, may decrease the
metabolism of mercaptopurine. Concomitant administration is not
recommended as data are insufficient to determine an adequate dose
reduction.

Infliximab

Interactions have been observed between azathioprine, a pro-drug of
mercaptopurine, and infliximab. Patients receiving ongoing azathioprine
experienced transient increases in 6-TGN (6-thioguanine nucleotide, an
active metabolite of azathioprine) levels and decreases in the mean leukocyte
count in the initial weeks following infliximab infusion, which returned to
previous levels after 3 months.

4.6 Fertility, pregnancy and lactation

Pregnancy

mercaptopurineThe use of mercaptopurine should be avoided whenever
possible during pregnancy, particularly during the first trimester. In any
individual case the potential hazard to the foetus must be balanced against
the expected benefit to the mother.

As with all cytotoxic chemotherapy, adequate contraceptive precautions
should be advised if either partner is receiving mercaptopurine tablets, during
treatment and for at least three months after receiving the last dose.

Studies of mercaptopurine in animals have shown reproductive toxicity (See
section 5.3 Preclinical safety data). The potential risk for humans is largely
unknown.

4.8 Undesirable Effects

Body System Side effects

Infections and infestations | Uncommon | Bacterial and viral infections, infections
associated with neutropenia
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Neoplasms Benign, Rare Neoplasms including lymphoproliferative
Malignant and Unspecified disorders, skin cancers (melanomas and
(including cysts and non-melanomas), sarcomas (Kaposi's
polyps) and non-Kaposi's) and uterine cervical
cancer in
situ (see section 4.4).

Very Rare Secondary Leukaemia and
myelodysplasia (see section 4.4 Special
warnings and precautions for use);
hepatosplenic T-cell lymphoma in
patients with IBD (an unlicensed
indication) when used in combination
with anti-TNF agents (see section 4.4.
Special warnings and precautions for
use).

Blood and Lymphatic Very Bone marrow suppression; leucopenia
System Disorders common and thrombocytopenia.
Uncommon | Anaemia
Immune System Disorders | Rare Hypersensitivity reactions with the
following manifestations have been
reported: Arthralgia; skin rash; drug
fever.

Very rare Hypersensitivity reactions with the
following manifestations have been
reported: Facial oedema

Metabolism and nutrition Uncommon | Anorexia

disorders Not known Hypoglycaemia#

Gastrointestinal Disorders | Common Nausea; vomiting; pancreatitis in the IBD
population (an unlicensed indication)

Rare Oral ulceration; pancreatitis (in the
licensed indications)

Very rare Intestinal ulceration

Hepatobiliary Disorders Common Biliary stasis; hepatotoxicity

Rare Hepatic necrosis

Skin and Subcutaneous Rare Alopecia
Tissue Disorders Not known Photosensitivity
Reproductive system and | Very Rare Transient oligospermia

breast disorders
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