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WARNINGS

Pregnancy: Pregnancy Category D. Busulfan may cause fetal harm when administered to a pregnant woman.
Although there have been a number of cases reported where apparently normal children have been born after
busulfan treatment during pregnancy, one case has been cited where a malformed baby was delivered by a mother
treated with busulfan. During the pregnancy that resulted in the malformed infant, the mother received x-ray
therapy early in the first trimester, mercaptopurine until the third month, then busulfan until delivery. In pregnant
rats, busulfan produces sterility in both male and female offspring due to the absence of germinal cells in testes
and ovaries. Germinal cell aplasia or sterility in offspring of mothers receiving busulfan during pregnancy has not
been reported in humans. There are no adequate and well-controlled studies in pregnant women. If this drug is
used during pregnancy, or if the patient becomes pregnant while taking this drug, the patient should be apprised
of the potential hazard to the fetus. Women of childbearing potential should be advised to avoid becoming

pregnant.

PRECAUTIONS

Carcinogenesis, Mutagenesis, Impairment of Fertility: See WARNINGS section. The World Health
Organization has concluded that there is a causal relationship between busulfan exposure and the development of
secondary malignancies.

Pregnancy: Teratogenic Effects: Pregnancy Category D. See WARNINGS section.

Nonteratogenic Effects: There have been reports in the literature of small infants being born after the mothers
received busulfan during pregnancy, in particular, during the third trimester. One case was reported where an
infant had mild anemia and neutropenia at birth after busulfan was administered to the mother from the eighth
week of pregnancy to term.

Nursing Mothers: It is not known whether this drug is excreted in human milk. Because of the potential for
tumorigenicity shown for busulfan in animal and human studies, a decision should be made whether to discontinue

nursing or to discontinue the drug, taking into account the importance of the drug to the mother.

eS|
(Busulfan)

4 CLINICAL PARTICULARS

4.6 Fertility, pregnancy and lactation

Fertility

Busulfan can lead to suppression of ovarian function and amenorrhoea in women and suppression of

spermatogenesis in men (see section 4.8 and 5.3).




4

M CEOFANE

Pregnancy

As with all cytotoxic chemotherapy, adequate contraceptive precautions should be advised when either partner is
receiving Busulfan.

The use of Busulfan 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. In every individual case the expected benefit of treatment to the mother must

be weighed against the possible risk to the foetus.

(Bj:uan) 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 Busulfan in utero, even during the first
trimester.

Breastfeeding
It is not known whether Busulfan or its metabolites are excreted in human breast milk. Mothers receiving Busulfan
should not breast-feed their infants.
(2023 4F 11 A 30 HFRfA)
Es 2% OB
Drugs which have caused, are suspected to have caused or may be expected to cause,
F—ANZV7T D an increased incidence of human fetal malformations or irreversible damage. These
SRS YE (busulfan) drugs may also have adverse pharmacological effects. Accompanying texts should be
consulted for further details.
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