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predict clinical ocular exposure 0 5 7 . $ 0 3 ¥ - : Figure 2: OCAT model validation: Concentration-time course following administration of Lev solution in a rabbit eye. Study designs are presented in Table 1:
Time (h) Time (h) (Study B, C, D, E, F). AH: Aqueous humor. Data points are observed mean = SD and lines are simulated concentration time courses.
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 To develop and validate a MAM-PBPK for levofloxacin
(Lev) administered as an ophthalmic solution in rabbits
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All simulati f d usine GastroPlus® mean =*= SD and lines are
SiIMulations were perrormea using Gdastrorius sirulated concentration fime

(Version 9.8 Simulation Plus Inc., Lancaster, CA, USA) courses.
Ocular Compartmental Absorption and Transit (OCAT™)
model was used to build a MAM for Lev ophthalmic /

solution. The OCAT accounts for nasolacrimal drainage, FU N DI NG G RANTS
ocular absorption, and distribution in the eye

Cornea epithelium and conjunctiva permeabilities were
optimized to capture rabbit data. External validations
were performed using five additional ocular PK datasets

in rabbits

The OCAT model was subsequently used to predict Lev Figure 3: Human extrapolation for patients undergoing cataract surgery: Concentration- Disclaimer: This poster reflects the views of the authors and should not be
exposure in humans by adjusting the physiological time course following the unilateral administration of 39 uL of Lev solution 0.5 % in construed to represent the FDA’s views or policies.

parameters to match human ocular physiology. All of Lev patients (Study A, B, C). Figure 5: Human extrapolation for patients undergoing virectomy surgery following topical

Data points are observed mean =* SD and lines are simulated concentration time (Study G) or PO administrations (Study H, ). Si mu Ia tiO ns PIUS =I/N U S. FOOD & DRUG

specific parameters were kept constant between rabbit CoUrses. , , , o
Data points are observed mean = SD and lines are simulated concentration time courses.
and human simulations P SCIENCE + SOFTWARE =SUCCESS ADMINISTRATION

impact on ophthalmic generic drug product development
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