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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no adequate and well-controlled studies of LUMIGAN® (bimatoprost

ophthalmic solution) 0.01% administration in pregnant women. There is no
increase in the risk of major birth defects or miscarriages based on
bimatoprost postmarketing experience.

In embryofetal developmental studies, administraton of bimatoprost to pregnant
mice and rats during organogenesis, resulted in abortion and early delivery at
oral doses at least 33 times (mice) or 94 times (rats) the human exposure to
bimatoprost 0.03% dosed bilaterally once daily (based on blood area under the
curve [AUC] levels). These adverse effects were not observed at 2.6 times
(mice) and 47 times (rats) the human exposure to bimatoprost 0.03% dosed
bilaterally once daily (based on blood AUC levels)

In pre/postnatal development studies, administration of bimatoprost to pregnant
rats from organogenesis to the end of lactation resulted in reduced gestation
length and fetal body weight, and increased fetal and pup mortality at oral
doses at least 41 times the human systemic exposure to bimatoprost 0.03% dosed
bilaterally once daily (based on blood AUC levels). No adverse effects were
observed in rat offspring at exposures estimated at 14 times the human exposure
to bimatoprost 0.03% dosed bilaterally once daily (based on blood AUC levels).
Because animal reproductive studies are not always predictive of human response
LUMIGAN® 0. 01% should be administered during pregnancy only if the potential
benefit justifies the potential risk to the fetus.




Data

Animal Data

In an embryofetal development rat study, abortion was observed in pregnhant
rats administered bimatoprost orally during organogenesis at 0.6 mg/kg/day
(94 times the human systemic exposure to bimatoprost 0.03% dosed bilaterally
once daily, based on AUC). The No Observed Adverse Effect Level (NOAEL) for
abortion was 0.3 mg/kg/day (estimated at 47 times the human systemic exposure
to bimatoprost 0.03% dosed bilaterally once daily, based on AUC). No
abnormalities were observed in rat fetuses at doses up to 0.6 mg/kg/day.

In an embryofetal development mouse study, abortion and early delivery were
observed in pregnhant mice administered bimatoprost orally during
organogenesis at doses greater than or equal to 0.3 mg/kg/day (33 times the
human systemic exposure to bimatoprost 0.03% dosed bilaterally once daily,
based on AUC). The NOAEL for abortion and early delivery was 0.1 mg/kg/day
(2.6 times the human systemic exposure to bimatoprost 0.03% dosed bilaterally
once daily, based on AUC). No abnormalities were observed in mouse fetuses at
doses up to 0.6 mg/kg/day (72 times the human systemic exposure to bimatoprost
0.03% dosed bilaterally once daily, based on AUC).

In a pre/postnatal development study, treatment of pregnant rats with
bimatoprost orally from gestation day 7 to lactation day 20 resulted in
reduced gestation length, increased late resorptions, fetal deaths, and
postnatal pup mortality, and reduced pup body weight at doses greater than or
equal to 0.3 mg/kg/day. These effects were observed at exposures at least 41
times the human systemic exposure to bimatoprost 0.03% dosed bilaterally once
daily, based on AUC. The NOAEL for postnatal development and mating
performance of the offspring was 0.1 mg/kg/day (estimated at 14 times the
human systemic exposure to bimatoprost 0.03% dosed bilaterally once daily,
based on AUC).

A=A NZ U T DA
An Australian categorisation of risk of B3 [LUMIGAN® Eye Drops 202348 H]
drug use in pregnhancy

2E  pEHOME
F—=A M7 VT DN
Category 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
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8.4 Pediatric Use

Use in pediatric patients below the age of 16 years is not recommended because
of potential safety concerns related to increased pigmentation following long—

term chronic use.
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