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8.1 Pregnancy

Risk Summary

Available pharmacovigilance data with LUNESTA use in pregnant women are insufficient to
identify a drug—associated risk of major birth defects, miscarriage, or adverse maternal
or fetal outcomes. In animal reproduction studies conducted in pregnant rats and rabbits
throughout organogenesis, there was no evidence of teratogenicity. Administration of
eszopiclone to rats throughout pregnancy and lactation resulted in offspring toxicities
at all doses tested; the lowest dose was approximately 200 times the maximum recommended
human dose (MRHD) of 3 mg/day based on mg/m? body surface area (See Data).

The estimated background risk of major birth defects and miscarriage for the indicated
population 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

Animal Data

Oral administration of eszopiclone to pregnant rats (62.5, 125, or 250 mg/kg/day) and
rabbits (4, 8, or 16 mg/kg/day) throughout organogenesis showed no evidence of
teratogenicity up to the highest doses tested. In rats, reduced fetal weight and increased
incidences of skeletal variations and/or delayed ossification were observed at the mid
and high doses. The no—observed—effect dose for adverse effects on embryofetal development
is 200 times the MRHD of 3 mg/day on a mg/m? basis. No effects on embryofetal development



were observed in rabbits; the highest dose tested is approximately 100 times the MRHD on
a mg/m’ basis. Oral administration of eszopiclone (60, 120, or 180 mg/kg/day) to pregnant
rats throughout the pregnancy and lactation resulted in increased post—implantation loss,
decreased postnatal pup weights and survival, and increased pup startle response at all
doses. The lowest dose tested is approximately 200 times the MRHD on a mg/m® basis.
Eszopiclone had no effects on other developmental measures or reproductive function in
the offspring.

8.2 Lactation

Risk Summary

There are no data on the presence of eszopiclone in either human or animal milk, the effects
on the breastfed infant, or the effects on milk production. The developmental and health
benefits of breastfeeding should be considered along with the mother’ s clinical need for
LUNESTA and any potential adverse effects on the breastfed infant from LUNESTA or from
the underlying maternal condition.
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8.4 Pediatric Use

Safety and effectiveness of LUNESTA have not been established in
pediatric patients.

LUNESTA failed to demonstrate efficacy in controlled clinical studies
of pediatric patients with Attention-Deficit/Hyperactivity (ADHD)
associated insomnia.

In a 12-week controlled study, 483 pediatric patients (aged 6-17 years)
with insomnia associated with ADHD (with 65% of the patients using
concomitant ADHD treatments) were treated with oral tablets of LUNESTA
(1, 2 or 3 mg tablets, n=323), or placebo (n=160). LUNESTA did not
significantly decrease latency to persistent sleep, compared to placebo,
as measured by polysomnography after 12 weeks of treatment. Psychiatric
and nervous system disorders comprised the most frequent
treatment—emergent adverse reactions observed with LUNESTA versus
placebo and included dysgeusia (9% vs. 1%), dizziness (6% vs. 2%),
hallucinations (2% vs. 0%) and suicidal ideation (0.3% vs. 0%). Nine
patients on LUNESTA (3%) discontinued treatment due to an adverse
reaction compared to 3 patients on placebo (2%).

In studies in which eszopiclone (2 to 300 mg/kg/day) was orally
administered to young rats from weaning through sexual maturity,
neurobehavioral impairment (altered auditory startle response) and
reproductive toxicity (adverse effects on male reproductive organ
weights and histopathology) were observed at doses >5 mg/kg/day. Delayed
sexual maturation was noted in males and females at >10 mg/kg/day. The
no—effect dose (2 mg/kg) was associated with plasma exposures (AUC) for
eszopiclone  and metabolite (S) —desmethylzopiclone [ (S)-DMZ]
approximately 2 times plasma exposures in humans at the MRHD in adults
(3 mg/day).

When eszopiclone (doses from 1 to 50 mg/kg/day) was orally administered
to young dogs from weaning through sexual maturity, neurotoxicity
(convulsions) was observed at doses >5 mg/kg/day. Hepatotoxicity
(elevated liver enzymes and hepatocellular vacuolation and
degeneration) and reproductive toxicity (adverse effects on male
reproductive organ weights and histopathology) were noted at doses >10
mg/kg/day. The no—effect dose (1 mg/kg) was associated with plasma
exposures (AUC) to eszopiclone and (S)-DMZ approximately 3 and 2 times,
respectively, plasma exposures in humans at the MRHD in adults
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