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Purpose

Background

* Dry eye disease (DED) is a highly prevalent chronic ocular
surface condition associated with ocular inflammation that
results in ocular discomfort and conjunctival redness*2

« Currently there are few substantive treatments for relieving
the symptoms of DED?3

« Reproxalap, a novel reactive aldehyde species (RASP)
inhibitor, targets ocular inflammation and is currently in
development for the treatment of DED

Objective

» To evaluate the efficacy of reproxalap in preventing the
exacerbation of conjunctival redness in DED patients
during exposure to a 90-minute dry eye chamber

1. Stapleton F, Alves M, Bunya VY, et al. TFOS DEWS Il Epidemiology Report. Ocul Surf. 2017;15(3):334-365. doi:10.1016/j.jtos.2017.05.003
2. Rao SK, Mohan R, Gokhale N, et al. Inflammation and dry eye disease-where are we?. Int J Ophthalmol. 2022;15(5):820-827. doi:10.18240/ij0.2022.05.20
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@ Methods

e Study Design
« This post-hoc analysis evaluated pooled data from patients across two randomized,
double-masked clinical trials investigating the efficacy of reproxalap in patients with DED
% ADX-102-DED-024: a multicenter Phase 2 clinical trial conducted in the United States

ADX-102-DED-027: a two-period crossover, single-site, Phase 2b clinical trial conducted in
Canada and adjusted by the intra-patient correlation across periods?

« Investigator-assessed conjunctival redness was measured in patients treated with 0.25%
reproxalap or vehicle 4 times on Day 1, followed by 1 treatment dose before and 1 dose during a
90-minute dry eye chamber on Day 2
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aData from the second period of trial ADX-102-DED-027 were adjusted by the first period to account for within-patient correlation across periods



@ Methods

Assessment of Conjunctival Redness
@ Investigator-assessed conjunctival redness was evaluated using standardized digital
photography in the dry eye chamber

ST Changes from baseline in conjunctival redness over 90 minutes was scored using a
“— modified validated bulbar redness grading scale*
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4. Schulze MM, Jones DA, Simpson TL. The development of validated bulbar redness grading scales. Optom Vis Sci. 2007;84(10):976-983. doi:10.1097/0OPX.0b013e318157ac9%e




» Relative to baseline, exacerbation of conjunctival redness score was significantly lower in
reproxalap-treated patients than in vehicle-treated patients

* The least squares mean difference (reproxalap minus vehicle) for the overall change from
baseline was -0.15 (95% confidence interval: -0.26, -0.05)
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Reproxalap exhibited rapid-onset activity, significantly reducing conjunctival redness within
10 minutes of administration, the first timepoint assessed in the chamber
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Reproxalap Vehicle
Event, n (%) (N=140) (N=137)
Patients with =1 TEAE 109 (77.9) 11 (8.0)
Pooled Safety Data Mild 108 (77.1) 11 (8.0)
Moderate 0 (0) 0 (0)
« The most common TEAE in Severe 1(0.7)° 0(0)
reproxalap-treated patients was | p,tients with 21 Ocular TEAE 109 (77.9) 9 (6.6)
mild instillation site irritation Patients with =1 Non-Ocular TEAE 3(2.1) 2 (1.5)
following administration (76.4%), SARS-CoV-2 Test Positive 1(0.7) 1(0.7)
which most commonly lasted DyerEusE 2 (1.4) 0(0)
one minute or less Headache 0(0) 1(0.7)
General Disorders & Administration 107 (76.4) 5 (3.6)
« No TE-SAEs or TEAEs leading | S'te Conditions
to death were observed Instillation Site Irritation 107 (76.4) 5 (3.6)
Patients with 21 TE-SAE 0 (0) 0 (0)
TEAEs Leading to Study 1(0.7) 1(0.7)
Discontinuation
TEAEs or SAEs Resulting in Death 0 (0) 0 (0)

30ne adverse event was erroneously classified as severe prior to database lock; following this, the adverse event was subsequently corrected to mild
SAE, serious adverse event; TEAE, treatment-emergent adverse event; TE-SAE, treatment-emergent serious adverse event



Conclusions

In patients with DED, reproxalap significantly reduced conjunctival redness versus vehicle
throughout 90 minutes of exposure in a dry eye chamber

Reproxalap demonstrated rapid onset of action compared with vehicle, with reductions in
conjunctival redness observed as early as 10 minutes of administration, the first timepoint assessed

Treatment with reproxalap was safe and well tolerated; the most common adverse event was mild
and transient instillation site irritation
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