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Carcinogenesis, mutagenesis, impairment of fertility: Long-term animal studies have not been conducted to evaluate the carcinogenic
potential of loteprednol etabonate. Loteprednol etabonate was not genotoxic in vitro in the Ames test, the mouse lymphoma tk assay,
or in a chromosome aberration test in human lymphocytes, or in vivo in the single dose mouse micronucleus assay. Treatment of male
and female rats with up to 50 mg/kg/day and 25 mg/kg/day of loteprednol etabonate, respectively, (1500 and 750 times the maximum
clinical dose, respectively) prior to and during mating did not impair fertility in either gender.

Pregnancy: Teratogenic effects: Pregnancy Category C. Loteprednol etabonate has been shown to be embryotoxic (delayed os-
sification) and teratogenic (increased incidence of meningocele, abnormal left common carotid artery, and limb flexures) when
administered orally to rabbits during organogenesis at a dose of 3 mg/kg/day (85 times the maximum daily clinical dose),
a dose which caused no maternal toxicity. The no-observed-effect-level (NOEL) for these effects was 0.5 mg/kg/day (15 times
the maximum daily clinical dose). Oral treatment of rats during organogenesis resulted in teratogenicity (absent innominate
artery at =5 mg/kg/day doses, and cleft palate and umbilical hernia at =50 mg,/kg/day) and embryotoxicity (increased post-
implantation losses at 100 mg/kg/day and decreased fetal body weight and skeletal ossification with =50 mq,/kg/day). Treatment of rats
with 0.5 mg/kg/day (15 times the maximum clinical dose) during organogenesis did not result in any reproductive toxicity. Loteprednol
etabonate was maternally toxic (significantly reduced body weight gain during treatment) when administered to pregnant rats during
organogenesis at doses of =5 mg/kg/day.

Oral exposure of female rats to 50 mg/kg/day of loteprednol etabonate from the start of the fetal period through the end of lactation, a
maternally toxic treatment regimen (significantly decreased body weight gain), gave rise to decreased growth and survival, and retarded
development in the offspring during lactation; the NOEL for these effects was 5 mg/kq/day. Loteprednol etabonate had no effect on
the duration of gestation or parturition when administered orally to pregnant rats at doses up to 50 mq/kg/day during the fetal period.

Nursing Mothers: It is not known whether topical ophthalmic administration of corticosteroids could result in sufficient systemic absorption to
produce detectable quantities in human milk. Systemic steroids appear in human milk and could suppress growth, interfere with endogenous
corticosteroid production, or cause other untoward effects. Caution should be exercised when ALREX is administered to 3 nursing woman.

Pediatric Use: Safety and effectiveness in pediatric patients have not been established.

ADVERSE REACTIONS:

Reactions associated with ophthalmic steroids include elevated intraocular pressure, which may be associated with optic nerve damage,
visual acuity and field defects, posterior subcapsular cataract formation, secondary ocular infection from pathogens including herpes
simplex, and perforation of the globe where there is thinning of the cornea or sclera.

Ocular adverse reactions occurring in 5-15% of patients treated with loteprednol etabonate ophthalmic suspension (0.2% - 0.5%) in clinical
studies included abnormal vision/blurring, burning on instillation, chemosis, discharge, dry eyes, epiphora, foreign body sensation, itching,
injection, and photophobia. Other ocular adverse reactions occurring in less than 5% of patients include conjunctivitis, corneal abnormalities,
eyelid erythema, keratoconjunctivitis, ocular irritation/pain/discomfort, papillae, and uveitis. Some of these events were similar to the
underlying ocular disease being studied.

Non-ocular adverse reactions occurred in less than 15% of patients. These include headache, rhinitis and pharyngitis.

In 3 summation of controlled, randomized studies of individuals treated for 28 days or longer with loteprednol etabonate, the incidence
of significant elevation of intraocular pressure (=10 mm Hg) was 2% (15/901) among patients receiving loteprednol etabonate, 7%
(11/164) among patients receiving 1% prednisolone acetate and 0.5% (3/583) among patients receiving placebo. Among the smaller
group of patients who were studied with ALREX, the incidence of clinically significant increases in 10P (=10 mm Hg) was 1% (1/133)
with ALREX and 1% (1/135) with placebo.

DOSAGE AND ADMINISTRATION:
SHAKE VIGOROUSLY BEFORE USING.
One drop instilled into the affected eye(s) four times daily.

HOW SUPPLIED:
ALREX® (loteprednol etabonate ophthalmic suspension, 0.2%) is supplied in a plastic bottle with a controlled drop tip in the following
sizes:
5 mL (NDC 24208-353-05) - AB35307
10 mL (NDC 24208-353-10) - AB35309

[DO NOT USE IF NECKBAND IMPRINTED WITH "Protective Seal" AND YELLOW * IS NOT INTACT. I

Storage: Store upright between 15°-25°C (59°-77°F). DO NOT FREEZE.

KEEP OUT OF REACH OF CHILDREN.
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