Improved Low Contrast Visual Acuity, Reduction in Retinal Ganglion Cell Loss, and
Neurofilament-light with Privosegtor in Acute Optic Neuritis: Results from a Multicenter,
Randomized, Placebo-Controlled, Double Masked Trial

Pablo Villoslada' - Celine Louapre? - Sophie Bonnin® - Louise-Laure Mariani2* - Mikael Cohen® - Caroline Froment® - Mark Kupersmith” - Leonard A Levin® - Sabri Markabi®
Caroline Papeix'® - Valerie Touitou'" - Rossella Medori'2 - Marion R Munk'® - Martin S Zinkernagel'® - Sebastian Wolf!3

'Dept. Neurology, Hospital del Mar Research Institute, Barcelona, Spain; 2Dept. Neurology, APHP Pitié-Salpétriere and Sorbonne University, Paris Brain Institute, CIC Neurosciences, Paris, France; Centre Ophtalmologique Sorbonne-Saint Michel, Paris, France; “Dept. Neurology and Pharmacology, CIC Neurosciences, APHP, Pitié-Salpétriere Hospital,
Sorbonne University, Paris Brain Institute, ICM, Inserm, CNRS, Paris, France; °CRCSEP Neurologie Pasteur 2, Nice, France; ®Neuro-Ophthalmology Dept., Hospices Civils de Lyon, Lyon, France; “New York Eye and Ear Infirmary, New York, US; 8Dept. Ophthalmology & Visual Sciences and Neurology & Neurosurgery, McGill University, Montreal, Canada;
9Health R&D LLC, Miami, US; °Dept. Neurology, Foundation A. de Rothschild Hospital, Paris Cite University, Paris, France; ""Dept. Ophthalmology, APHP Pitié-Salpétriere and Sorbonne University, Paris, France; "?Prexton Therapeutics SA, Geneva, Switzerland; "*Dept. Ophthalmology, University Hospital Bern, Bern, Switzerland.

Background Results Safety
» Acute optic neuritis (ON) is an inflammatory demyelinating disorder of the optic nerve that can Demographic and Baseline characteristics » Adverse event (AE) rates were similar between groups (Table 2).

result in permanent visual impairment. Characteristic Privosegtor + sterold |  Placebo + sterold *+ No AEs leading to drug withdrawal or study discontinuation.
3 mg/kg/day (N = 15) (N =14) .
* No drug-related serious adverse events (SAEs).

c gir;\é(;sse;itgr is a novel neuroprotective candidate with broad potential for neuro-axonal Age, years 33.7 (9.8) 32.7 (10.3)
' Female 9 (60.0%) 10 (71.4%) Table 2: Safety
 In vivo data show neuro-axonal survival in models of ON and multiple sclerosis.2 GCIPL thickness, um 89.3 (8.3) 84.3 (13.8) ; :
o ENFL hicknose. am 1046 (15.1) 115.5 (541 Placebo +
Objective i - . - . Event, n (%) 2 mg/kg/day 3 mg/kg/day Pooled steroid
T uate i oty and eff co or i o ON HCVA, ETDRS 54.1 (34.5) 42.6 (34.5) (N=4) (N = 14) (N =19) (N=14)
» To evaluate the safety and efficacy of privosegtor in acute ON.
y yorp 9 LCVA, ETDRS . 194 (22.3) 17.8 (24.3) >1 TEAE 4 (100.0%) 12 (80.0%) 16 (84.2%) 14 (100.0%)
Visual field mean deviation, dB -14.1 (11.9) -14.5 (12.5) Related to study treatment 4(100.0%) 6 (40.0%) 10 (52.6%) 6 (42.9%)
Time since first visual loss symptoms at date of first dose, days 9.5(2.7) 9.6 (2.5) 21 grade 22 TEAE 2 (50.0%) 9 (60.0%) 11 (57.9%) 6 (42.9%)
Methods Multiple sclerosis at baseline 10 (66.7%) 9 (64.3%) Related to study drug 0 2(13.3%) 2(10.5%) 0
Disease Modifying Therapies 10 (66.7%) 9 (64.3%) 21 serious TEAE 0 1 (6.7%) 1(5.3%) 1(7.1%)
Design o N . Related to study drug 0 0 0
. . . Results are mean (SD) or n (%). ETDRS, Early Treatment Diabetic Retinopathy Study
Randomized, double-masked, placebo-controlled trial (NCT04762017; Figure 1). =1 SAE leading to death 0 0 0 0
Multi-center, 6-month trial with 36 patients randomized (modified intent-to-treat [mITT]: 33). Visual function, retinal structure, and serum-based biomarkers 21 TEAE leading:
. Dose reduction 0 0 0 0
Intervention & comparator . S .
Once-daily IV infusion of privosegtor + steroid vs. placebo + steroid for 5 days. Figure 2. Change from baseline in 2.5% ETDRS LCVA n the affected eye Dose interruption 0 0 0 0
Participants @ Letters « Patients in the privosegtor 3 mg/kg/day arm Drug withdrawal 0 0 0 0
e . P . . . 2 ; i ; ; ; Premature study discontinuation 0 0 0 0
Patients diagnosed with a unilateral acute ON. ge0 achieved clinically meaningful improvement in
Onset of visual loss symptoms in the last 12 days before randomization. g LCVA vs. placebo. SAE, serious adverse event; TEAE, treatment-emergent adverse event
. %an Improvement in LCVA with privosegtor vs.
Key endpoints _ g placebo was 18.2 letters at Month 3 and 14.8
Primary endpoint: Safety _ , 5 ) letters at Month 6 (Figure 2). _
Secondary endpoints: Visual function and retinal structural anatomy §o o Pivoseqior S mgliay » skerod (= 15) Conclusions
* 2.5% ETDRS low-contrast visual acuity (LCVA) Ry A ‘ . )
+ Ganglion cell and inner plexiform layer (GCIPL) thickness as assessed by OCT e Vieh v 1. Safety: Well tolerated, with no treatment-related SAEs.
* Retinal nerve fiber layer (RNFL) thickness as assessed by OCT _ o _ _ 2. Visual Function: Clinically meaningful and sustained improvements in visual function,
Exploratory endpoint: Plasma neurofilament-light chain (NfL) levels, measured centrally Figure 3. Change from baseline in GCIPL thickness in the affected eye with an 18-letter mean difference vs. placebo.
using Single Molecule Array technology c° . . . ) ,
5, et e (= ) 15 * Patients in the privosegtor 3 mg/kg/day arm 3. Retinal Structure: Greater preservation of GCIPL and RNFL.
%5 . showed less GCIPL and RNFL thinning vs. 4. Di Biol . - NiL I ith ori "
Figure 1. Trial design o2 placebo. - Disease Biology: Increases in plasma were smaller with privosegtor,
280 J20 2 . o particularly at early timepoints close to acute ON onset.
YVYVYYVYY Se .| * There was a 43% reduction in GCIPL thinning
08" 7z 2 (Figure 3), and a 28% and 30% reduction in PIONEER-1 (NCT07623668) will further evaluate privosegtor as a potential

- v s vio RNFL thinning at the respective timepoints. neuroprotective therapy for ON.
Visit

Randomization
Figure 4. Change from baseline in plasma NfL levels
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