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KEDRMNE 8 USE IN SPECIFIC POPULATIONS
(20194 11 A) | 8.1 Pregnancy

Risk Summary
Available data on the use of ACTONEL in pregnant women are

insufficient to inform a drug-associated risk of adverse maternal
or fetal outcomes. Discontinue ACTONEL when pregnancy is
recognized.

In animal reproduction studies, daily oral administration of
risedronate to pregnant rats during organogenesis decreased
neonatal survival and body weight at doses approximately 5 and
26 times, respectively, the highest recommended human daily
dose of 30 mg (based on body surface area, mg/m?). A low
incidence of cleft palate was observed in fetuses of dams treated
at doses approximately equal to the 30 mg human daily dose.
Delayed skeletal ossification was observed in fetuses of dams
treated at approximately 2.5 to 5 times the 30 mg human daily
dose. Periparturient mortality due to maternal hypocalcemia
occurred in dams and neonates upon daily oral administration
of risedronate to pregnant rats during mating and/or gestation
starting at doses equivalent to the 30 mg daily human dose.
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Bisphosphonates are incorporated into the bone matrix, from
which they are gradually released over a period of years. The
amount of bisphosphonate incorporated into adult bone and
available for release into the systemic circulation is directly
related to the dose and duration of bisphosphonate use.
Consequently, based on the mechanism of action of
bisphosphonates, there is a potential risk of fetal harm,
predominantly skeletal, if a woman becomes pregnant after
completing a course of bisphosphonate therapy. The impact of
variables such as time between cessation of bisphosphonate
therapy to conception, the particular bisphosphonate used, and
the route of administration (intravenous versus oral) on this risk
has not been studied.

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

: < https://www.accessdata.fda.gov/drugsatfda_docs/la
bel/2019/020835s052lbl.pdf > (2020/2/13 77 & A)

A=A +Z V755

paE
ADEC : Pregnancy Category
(An Australian categorisation of risk of drug use in B3
pregnancy)

S% | TROBE

B3 : Drugs which have been taken by only a limited number of pregnant women
and women of childbearing age, without an increase in the frequency of
malformation or other direct or indirect harmful effects on the human fetus
having been observed.

Studies in animals have shown evidence of an increased occurrence of fetal
damage, the significance of which is considered uncertain in humans.

< https://www.tga.gov.au/prescribing-medicines-pregnancy-database >
(2020/2/13 77 1£R)
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