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For the treatment of acute Leukemia and also in cases of chronic myelogenous Leukemia.
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4.3 Contraindications

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

Concomitant use with yellow fever vaccine (see section 4.5)

4.4 Special warnings and precautions for use
*kk

Monitoring

*%k%

Cytotoxicity and haematological monitoring

Treatment with mercaptopurine causes bone marrow suppression leading to leucopenia and
thrombocytopenia and, less frequently, to anaemia. Careful monitoring of haematological parameters
should be conducted during therapy. The leucocyte and platelet counts continue to fall after treatment
is stopped, so at the first sign of an abnormally large fall in the counts, treatment should be
interrupted immediately. Bone marrow suppression is reversible if mercaptopurine is withdrawn early
enough.

*kk

Substantial dose reductions are generally required for homozygous-TPMT deficiency patients to
avoid the development of life-threatening bone marrow suppression.

*%%

Renal toxicity

During remission induction when rapid cell lysis is occurring, uric acid levels in blood and urine
should be monitored as hyperuricaemia and/or hyperuricosuria may develop, with the risk of uric acid
nephropathy. Hydration and urine alkalinisation may minimize potential renal complications.

*%%

Renal and/or hepatic impairment

*k%k

Pancreatitis in off-label treatment of patients with inflammatory bowel disease

Pancreatitis has been reported to occur at a frequency of =2 1/100 to < 1/10 (“common”) in patients
treated for the unlicensed indication inflammatory bowel disease.

Mutagenicity and carcinogenicity

*k%

In view of its action on cellular deoxyribonucleic acid (DNA) mercaptopurine is potentially carcinogenic
and consideration should be given to the theoretical risk of carcinogenesis with this treatment.

*k%

Reports-of-hepatosplenic Hepatosplenic T-cell ymphoma has inthe-inflammatory-bowel disease
{BB)population-have been reported in patients with inflammatory bowel disease* treated with
azathioprine (the prodrug to mercaptopurine) or mercaptopurine , either with or without concomitant

treatment received-when-mercaptopurine-is-used-in-combination-with anti-TNF alpha antibody. This

rare type of T cell ymphoma has an aggressive disease course and is usually fatal agents-(see also
section 4.8-Undesirable-Effects).
*inflammatory bowel disease (IBD) is an unlicensed indication.

*%k%
Infections

K%k

If the patient is infected during treatment appropriate measures should be taken, which may include
appropriate antimicrobial therapy and supportive care.

K%k



Z)\ Padagis

Anticoagulants

When oral anticoagulants are co-administered with mercaptopurine, a reinforced monitoring of INR
(International Normalised Ratio) is recommended (see section 4.5)

*k%

4.5 Interactions with other medicinal products and other forms of interaction

*k%

Effects of mercaptopurine on other medicinal products

Concomitant administration of yellow fever vaccine is contraindicated, due to the risk of fatal disease
in immunocompromised patients (see section 4.3)

*%k%

Anticoagulants

Inhibition of the anticoagulant effect of warfarin, and-acenocoumarot-has-been+reported-when—co-
administered given with mercaptopurine has been reported:-therefore-higherdoses-ofthe-anticoagulant
may-be-heeded-{see-section—4-5). Monitoring of the INR (International Normalised Ratio) value is

recommended during concomitant administration with oral anticoagulants.

Antiepileptics

Cytotoxic agents may decrease the intestinal absorption of phenytoin. Careful monitoring of the
phenytoin serum levels is recommended. It is possible that the levels of other anti-epileptic medicinal
products may also be altered. Serum antiepileptic levels should be closely monitored during treatment

with mercaptopurine, making dose adjustments as necessary.
*k%k

Infliximab
*k%k

Therefore, close monitoring of haematological parameters is necessary if mercaptopurine is

administered with concomitant Infliximab therapy.
*k%

4.6 Fertility, pregnancy and lactation

Contraception in males and females

Evidence of the teratogenicity of mercaptopurine in humans is equivocal. Both sexually active men
and women should use effective methods of contraception during treatment and for at least three
months after receiving the last dose. Animal studies indicate embryotoxic and embryolethal effects
(see section 5.3).

Pregnancy

Mercaptopurine should not be given to patients who are pregnant or likely to become pregnant without

careful assessment of risk versus benefit.
*k%k

There have been reports of premature birth and low birth weight following maternal exposure to
mercaptopurine. There have also been reports of congenital abnormalities and spontaneous abortion
following either maternal or paternal exposure. Multiple congenital abnormalities have been reported
following maternal mercatopurine treatment in combination with other chemotherapy agents.
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A more recent epidemiological report suggests that there is no increased risk of preterm births, low
birth weight at term, or congenital abnormalities in women exposed to mercaptopurine during
pregnancy.

It is recommended that newborns of women exposed to mercaptopurine during pregnancy are
monitored for haematological and immune system disturbances.

Breast-feeding
Mercaptopurlne has been eleteeted—ldentlfled in the colostrum and breast mllk of transplant-patients
receiving

azath|opr|ne treatment and thus women receiving mercaptopurine should not breast-feed.

Fertility

*k*k

Transient profound oligospermia has been reported following exposure to mercaptopurine in
combination with corticosteroids

*%%

4.8 Undesirable Effects

*%%

Body System Side effects

Neoplasms Benign, Unknown Hepatosplenic T-cell
Malignant and Very-Rare lymphoma in patients with
Unspecified (including inflammatory bowel disease
cysts and polyps) (IBD) (an unlicensed

indication) when used in
combination with anti-TNF
agents (see Section 4.4.)

*kk

Blood and Lymphatic Common Anaemia

System Disorders Uneommeon

*kk

Immune System Uncommon Hypersensitivity reactions with
Disorders Rare the following manifestations

have been reported: Arthralgia;
skin rash; drug fever.

Rare Hypersensitivity reactions with
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Veryrare the following manifestations
have been reported: Facial
oedema

Metabolism and nutrition | Common Anorexia

disorders Uneommeon

*kk

Gastrointestinal Common Nausea; vomiting; pancreatitis

Disorders in the IBD population (an
unlicensed indication),
stomatitis

*kk

Hepatobiliary Disorders | Uncommon Rare Hepatic necrosis

*k%k

Reproductive system Rare Very-Rare Transient oligospermia

and breast disorders

*%%k

5.3 Preclinical safety data

Genotoxicity

Mercaptopurine in common with other antimetabolites, is petentiall-mutagenic inman-and causes
chromoseme chromosomal damage-has-been+reportedaberrations in vitro and in vivo in mice and
rats-and-man-

*%%

6.6 Instructions for Use/Handling

*%%

Safe handling

*%%

Anyone handling Puri-Nethol should wash their hands before and after administering a dose. To
decrease the risk of exposure, parents and care givers should wear disposable gloves when handling
Puri-Nethol.

Puri-Nethol contact with skin or mucous membrane must be avoided. If Puri-Nethol comes into
contact with skin or mucosa, it should be washed immediately and thoroughly with soap and water.

Women who are pregnant, planning to be or breast-feeding should not handle Puri-Nethol. (See
section 4.6).

Parents / care givers and patients should be advised to keep Puri-Nethol out of the reach and sight of
children, preferably in a locked cupboard. Accidental ingestion can be lethal for children.

Disposal
Puri-Nethol is cytotoxic. Any unused product or waste material should be disposed of in accordance
with local requirements.
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