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Figure 4: Impact of mean PS (0.5< D50 <10
um) and viscosity (0.1< DR <1 min-') on Dex
Cmax and AUC,,in A) aqueous humor and B)
plasma, following the unilateral administration
of 30 pl ophthalmic suspension 0.05% in a
rabbit eye.

Baseline values for TOBRADEX ST © are
presented by the grey dots (DR=0.1 min-! and
D50=5 um).
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» In vivo analysis of Dex ocular disposition following the unilateral -
administration of 30 uL of TOBRADEX ST® (Dex, 0.05%/tobramycin, 0.3%,
n=72.7 cP) in rabbit eye.

» OCAT-PBPK verification (GastroPlus™ 9.5) > TOBRADEX ST®n vivo data.

> Analysis of PS (literature data®) and viscosity (TOBRADEX® (Dex, 0.1%/
tobramycin, 0.3%, n= 1.67 cP, NDA 50-818 Pharmacology review#)) impact T
on Dex ocular disposition.

» Sensitivity analysis was conducted to understand the impact of PS and
viscosity on Cmax and AUC in aqueous humor and plasma.
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because the rate and extent of Dex appearing in the systemic circulation do | the authors and should not be construed to ADMINISTRATION

not reflect the rate and extent of Dex delivery to the ocular tissues. represent the FDA's views or policies.

Figure 1: A) Rabbit eye anatomy. B) Model structure used to describe pharmacokinetics of Dex.
OCAT: Ocular Compartmental Absorption & Transit ; ACAT: Advanced Compartmental and Transit
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