Optimized pharmacokinetic profile of intravitreal axitinib implant (AXPAXLI™):
a comparison of first- and second-generation implants
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CONCLUSIONS

METHODS

In the second study, Dutch-Belted rabbits received one
300-pg (n=10) or 600 pg (n=10) optimized OTX-TKI. Animals
from each group were sacriticed at 6 (n=3), 13 (n=3), and 24

weeks (n=4) for analysis. The results were compared with a prior
study using OTX-TKI.

PURPOSE

The intravitreal (IVT) axitinib implant (OTX-TKI) is
designed to deliver axitinib for 9-12 months using

a bioresorbable hydrogel platform. Neovascular
age-related macular degeneration (nAMD) clinical
studies using the 600-ug OTX-TKI" showed evidence
of biological activity with no drug-related ocular or
systemic serious adverse events.'?

An optimized OTX-TKIT was developed

to improve synchronization of total drug release
with the durability of the hydrogel while increasing
daily dose delivery.

In the first study, Cynomolgus monkeys received one

300-ug optimized OTX-TKI (n=6) via IVT injection. Bioanalysis
was performed at 3, 6, and 9 months. The results were compared
with a prior study in which monkeys received either three 200-ug
or one 600-ug OTX-TKI (n=4 per timepoint).3

Results highlight the promising
pharmacokinetic profile of optimized OTXTKI
in treating retinal vascular diseases

OPTIMIZED OTX-TKI

» Rapidly achieved higher initial axitinib concentrations
in the target tissues, suggesting a potential earlier onset
of action
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* Maintained steady-state concentrations better than
OTX-TKI due to drug left behind tollowing hydrogel

Two preclinical studies were , ,
bioresorption at 6 months

designed to assess the intraocular

pharmacokinetics of the
optimized OTXTKI

* These findings, along with the rapid decrease in
axitinib levels following hydrogel bioresorption (~8-9
months in humans), indicate improved synchronization
of drug release with hydrogel durability, in addition to
maintaining the daily dose delivered that may support
evidence of biological activity in nAMD

Image shown is for illustrative purposes only. Drawings show the implant behavior over time. As drug is depleted, a peripheral clear zone develops and grows inward. Hydrogel remains intact until final resorption event,
which occurs over a span of about 3-4 weeks. In humans, the resorption occurs 8-2 months after implantation.

RESULTS

*"OTX-TKI" refers to first-generation implant
1"Optimized OTX-TKI" refers to second-generation implant
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optimized OTX-TKI groups achieving consistent
axitinib levels in the retina and Chr/RPE
through 6 months

» Chr/RPE axitinib concentration trends were
generally similar between optimized
OTX-TKI-treated rabbit and monkey groups
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Figure 1. Retina tissue concentrations of axitinib in non-human primates
(NHPs). Optimized OTX-TKl is bioresorbed ~5-6 months (in NHPs).

Geometric mean £ geometric SD.
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Figure 2. Chr/RPE tissue concentrations of axitinib in NHPs. Optimized
OTX-TKl is bioresorbed ~5-6 months (in NHPs). Geometric mean +
geometric SD.
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