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(PURINETHOL)

8.1 Pregnancy
Risk Summary

8 USE IN SPECIFIC POPULATIONS

PURINETHOL can cause fetal harm when administered to a pregnant woman [see Clinical Pharmacology
(12.1)]. Pregnant women who receive mercaptopurine have an increased incidence of miscarriage and

stillbirth (see Data). Advise pregnant women of the potential risk to a fetus.
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(PURINETHOL)

The estimated background risk of major birth defects and miscarriage for the indicated population(s) is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data

Human Data

Women receiving mercaptopurine in the first trimester of pregnancy have an increased incidence of
miscarriage; the risk of malformation in offspring surviving first trimester exposure is not known. In a series
of 28 women receiving mercaptopurine after the first trimester of pregnancy, 3 mothers died prior to
delivery, 1 delivered a stillborn child, and 1 aborted; there were no cases of macroscopically abnormal
fetuses.

Animal Data

Mercaptopurine was embryo-lethal and teratogenic in several animal species (rat, mouse, rabbit, and
hamster) at doses less than the recommended human dose.

8.2 Lactation

Risk Summary

There are no data on the presence of mercaptopurine or its metabolites in human milk, the effects on the
breastfed child, or the effects on milk production. Because of the potential for serious adverse reactions in
the breastfed child, advise women not to breastfeed during treatment with PURINETHOL and for 1 week
after the last dose.

8.3 Females and Males of Reproductive Potential

PURINETHOL can cause fetal harm when administered to pregnant women [see Use in Specific
Populations (8.1)].

Pregnancy Testing

Verify the pregnancy status in females of reproductive potential prior to initiating PURINETHOL /see Use
in Specific Populations (8.1)].

Contraception

Females

Advise females of reproductive potential to use effective contraception during treatment with
PURINETHOL and for 6 months after the last dose.

Males

Based on genotoxicity findings, advise males with female partners of reproductive potential to use effective
contraception during treatment with PURINETHOL and for 3 months after the last dose /see Nonclinical
Toxicology (13.1)].

Infertility

Females and Males

Based on findings from animal studies, PURINETHOL can impair female and male fertility /see
Nonclinical Toxicology (13.1)]. The long-term effects of mercaptopurine on female and male fertility,

including the reversibility have not been studied.

e
(Hanixol)

4. Clinical particulars
4.6 Fertility, pregnancy and lactation
Fertility
The effect of 6-mercaptopurine monohydrate therapy on human fertility is largely unknown but there are

reports ofsuccessful fatherhood/motherhood after receiving treatment during childhood or adolescence.
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Transient oligospermia has been reported following exposure to 6- mercaptopurine monohydrate.
Pregnancy

Substantial transplacental and transamniotic transmission of 6-mercaptopurine monohydrate and its
metabolites from themother to the foetus have been shown to occur.

The use of 6-mercaptopurine monohydrate should be avoided whenever possible during pregnancy,
particularly duringthe first trimester. In any individual case the potential hazard to the foetus must be
balanced against the expected benefitto the mother.

As with all cytotoxic chemotherapy, adequate contraceptive precautions should be advised if either
partner is receiving 6-mercaptopurine monohydrate Tablets, during treatment and for at least three
months after receiving the last dose.

Studies of 6-mercaptopurine monohydrate in animals have shown reproductive toxicity (see Section 5.3
Preclinicalsafety data). The potential risk for humans is largely unknown.

Maternal exposure: Normal offspring have been born after 6-mercaptopurine monohydrate therapy
administered as asingle chemotherapy agent during human pregnancy, particularly when given prior to
conception or after the firsttrimester.

Abortions and prematurity have been reported after maternal exposure. Multiple congenital abnormalities
have beenreported following maternal 6-mercatopurine monohydrate treatment in combination with
other chemotherapy agents.

Paternal exposure: Congenital abnormalities and spontaneous abortion have been reported after paternal
exposure to 6-mercaptopurine monohydrate.

Breastfeeding

6-mercaptopurine monohydrate has been detected in the breast milk of renal transplant patients
receivingimmunosuppressive therapy with a pro-drug of 6-mercaptopurine monohydrate. It is

recommended that mothersreceiving 6-mercaptopurine monohydrate should not breast feed.

(2023 A& 11 H 30 HFFS)

gl 25 S OBE

A=A 707

Drugs which have caused, are suspected to have caused or may be expected to cause,

D an increased incidence of human fetal malformations or irreversible damage. These

Sy FEFLYE (mercaptopurine) drugs may also have adverse pharmacological effects. Accompanying texts should be

consulted for further details.

(2023 A& 11 H 30 HHFFS)
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8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use

K[E Safety and effectiveness of PURINETHOL has been established in pediatric patients. Use of
(PURINETHOL) PURINETHOL in pediatrics is supported by evidence from the published literature and clinical experience.
Symptomatic hypoglycemia has been reported in pediatric patients with ALL receiving mercaptopurine.

Reported cases were in pediatrics less than 6 years of age or with a low body mass index.

4. Clinical particulars
4.2 Posology and method of administration
Populations
Adults and children
For adults and children, the usual dose is 2.5 mg/kg bodyweight per day, or 50 to 75 mg/m? body surface

s area per day, but the dose and duration of administration depend on the nature and dosage of other
HE

) cytotoxic agents given inconjunction with 6-mercaptopurine monohydrate.
(Hanixol)

The dosage should be carefully adjusted to suit the individual patient.

6-mercaptopurine monohydrate has been used in various combination therapy schedules and the literature
should beconsulted for details.

Studies carried out in children with acute lymphoblastic leukaemia suggested that administration of 6-

mercaptopurinemonohydrate in the evening lowered the risk of relapse compared with morning

administration.

(2023 45 11 A 30 HFFS)
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