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Market Landscape & Commercial Opportunity

Disease
Overview

U.5.
Frevalence

Prognosis

Treatments

Pipeline

HCP [ Patient
Adoption Rate*

Suggested
Price

Coverage
Rate

Most early-onset and severe form of all IRDs;
severe vision loss during infancy or at an early
age

~200 patients

Onset of profound vision loss typically during
infancy, with 100% legally blind at an early age

Mone
Mone

99% [ 83%

~$500K per eye (all cases are bilateral)

92%; Premium price to Luxturna®, with limited
restrictions due to urgent need/small patient
population

“Burd on Arget produsi praila suggealing ingrsved visicn,
Leatima® b d reghilared Idenis of Spam Therapeutci, ihe
2 BESTI, bawimznin 1 GV, chovodal recvasculnsation. D, istetied reing disans; LCAS, Labar cangasinl amaurasis & VEGF, vescsinr asdothelnl growth e
1. dore ot ol Opbheimsgy. 00T 126 4151, 2 Triesghe insigeis Or cup marice ress arch, sorcucoed Augus 2033

Most common bestrophinopathy; presents in first

two decades of life and causes progressive
hilateral vision loss

~9,000 patients

Slow and progressive vision loss, with some
progressing to legal blindness

None (small proportion who develop CNV as a
complication are treated with anti-VEGF therapy)

MNone

82% / 61%

~5450K per eye (majority of cases are bilateral)

92%:; Limited restrictions, with Luxturna as
henchmark for price/coverage




One-year Results from a

Phase 1/2 Study of OPGx-LCAS
Gene Therapy for LCAS

LICAS, Leber congenitsl smaurnsss 5 @




Easing the Answer to a Regulatory Need: Functional Vision Assessment

with a Multi-Luminance Orientation and Mobility Test (MLoMT)

MLoMT utilizes a readily available VR headset
with body trackers to navigate a virtual course

Household objects are presented at increasing
illumination while the subject follows a path of red
arows

Subject identifies and “touches” obstacles while
following the path

Establishes a threshold of functional vision that
may be used to assess impact of disease and
treatmenis

Enormous amount of data automatically collected

Relates well with clinical readouts (visual acuity,
visual fields, and visual sensitivity)

MLotT, Wuli-uminance orerfation and mobllty test V&, virual reaily,
Bernedi J, et al. Transi s 2o Techool 20231228,
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MLoMT Builds Upon the Success of MLMT®

Leverages VR to Provide Flexible Testing with Automatic Scoring

« Automatic randomization of dozens of I
MLMT Physical

configurations Course l
+ Delivers test in a relatively short time (20 mins) .__'l,, :
« Equipment/space affordable = e : ,-‘;_5_"."‘5
+ Easy to deploy and duplicate at multiple sites > = :;’-.. :‘-c'. o
* No physical obstacles that could cause harm in “"
a collision

+ Aftractive to digital-savvy pediatric population LT O TATE]

Course

» Quantitative information (timing, direction of
gaze, acceleration, deceleration, collisions)
captured automatically as digital data

« Data obtained instantaneously and analyzed
objectively (no need for reading center)

MLUSST® and hutHLuminance MoblRy Tests are mgistensd rademans of Spas Therapeutes, Inc.
MLoMT, Mufi-uminance crienation and Mobilty Test, MUMT, Muti-Luminance Mooy Test V3, virual reaily.
5 1.BennetJ, etal Tmns \is 50 Technod 20031225 2. Aleman etal Cin Ophtharmal 2021;15:533




I MLoMT: All Treated Subjects Identified More Objects Through
12 Months Compared to Baseline

Subject 01-03

Normar-sighted subjects

Subject D1-01
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——& Average CFB to 6 months at -0.7 luminance was 4 objects identified;

This will be the possible primary endpoint in the FDA registrational study |

£  CFE, change fram bassine; FOA, Food and Dnag Adminisration; MLOMT, Mul-Luminance orentaton and Moblity Tess.




Mean CFB in FST

2 )~ Conrrol Eyes |
—C Sludy Eyes
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Mean CFB: 0.86 log improvement in
study eyes vs 0.16 in control eyes

Study eyes showed |arger change from
baseline, demonstrating improvement in
vision

' Full-field Stimulus Testing: Demonstrated an Overall Improvement in
Vision in Treated Eyes

Mean IOD in FST
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Baseline: |OD average of 0.3 log better
sensitivity in control eyes

Post-treatment: 10D switched, with
average of 0.7 log better sensitivity in
study eyes

7 EL, bassine; CFE, changs fmm bassine: F5T, fulHeid stimul s esiing; 100, Intemcular dfierence; SE, stancand evorof the mean.




FST: Retinal Sensitivity Gains Comparable to Adult Patients
Treated with Luxturna

Subject 01-03

Subject 01-01*

Subject 01-04

Dark-adapted red Light-adapted red Dark-adapted red
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*Subject 01-01 was measured in light-adapted conditions; Remaining rod funcion was sireng encugh fhat it interfered with measuring cone function; to isdlate and measure

cone responses, rods had to be desensitized by adapling the eye to white Rght
Mote: Subject 01-03 and 01-04 are cone-mediated disease and Subject 01-01 = rod-medated disease.
B EL, baselne; FST, ful-isid smubus tesing: M, month.
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FST: Improvement in Cone-mediated Vision in Treated Patients

FST data with red stimuli at Baseline and Month 12:

Subject 01-03 Subject 01-01 —H—.+ ﬁ;
Dark-adapted Light-adapted D
Control Eye Study Eye Control Eye Study Eye Controd Eye Study Eye
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= Study eyes: At 12 months, the proportion of stimuli seen shifted left toward
lower luminance in all treated eyes, demonstrating better vision

= Control eyes: Minimal to no change

O BEL, haseine; FET, ful-fei stimusus sting M, monih @




I Pupillary Light Reflex: Results Supportive of Improved
Cone-Mediated Vision Through 12 Months

10

Pupillary Contraction Amplitude [mm]
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3. Improsamet

= Pupil responses were larger in study eyes
(green lines) compared to control eyes (black
lines) and baseline (gray lines)

« Treated eyes demonstrated a shift toward
dimmer intensities compared to baseline

- Subjects 01-03 and 01-04 showed clear
shift to the left confirming sensitivity gains




Visual Acuity: Overall Improvements in Treated Patients

=~ Control eyas
A2 | =& Studyeyes

T : . CFB in Visual Acuity

= 09

E’_ua_ = Study eyes improved to 0.48 logMAR

Q_na | (~5 lines on VA chart) at 6 months

T = Control eyes fluctuated within 0.18 logMAR,

o
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11 CFE, change fram bassine; |00, Infracaular dtirence; loghAR, ingarinm of the minimum anghe of sesclution; YA, visual aculy.




Visual Acuity: Improvements from Baseline Demonstrated
in Two Patients Over 12 Months

Subject 01-03 Subject 01-01

Improvemant

2 21 —r—t—, 20—t
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= VA improvements over 12 months in patients 01-03 and 01-04

= Formed vision possible for the first time in the most severely affected
patient (most advanced disease), 01-03

12 CFE, change fram baseline; WA, visual aculy.

Conmirol gyes
Stutyeyes —r




I M

icroperimetry Confirms Foveal Improvement: Subject 01-04 had
Greater than 18-Fold Improvement in Macular Sensitivity

Control Eye Study Eye

Sansitivity Fixation Sensiinty
R . # -

Control Eye *—| ., i %\

Small area of
severely reduced
sensitivities at

Fixation

Study Eye

+ Baseline: Measurable only in
scattered points of barely
detectable sensitivity; Fixation
unsteady, over area of ~10

5 points with no degrees
change through
12 months —= 1 Month: Improvement with

detectable sensitivities in 19
points over area of ~15
degrees

Fixation stabilized and
shifted toward foveal
center, suggesting
improved central vision

13 Wote: Microperimetry only possible in one subject; Two subjects could not fixate. @
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Possible FDA Registrational Endpoint

i Difference at
Baseline Day 90 select loci

7dB difference in the same 5 prespecified loci at two or more
timepoints may be a standalone registrational endpoint

14 FODA, Food & Drug Adminksraton.
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Uneventful Subretinal Injections and Unchanged Retinal Structure

01403 o101 o104

* Uneventful subretinal injections
« Unilateral injection; 300 pl volume
«  Retinotomies (black dots) and resulting
subretinal blebs (white dashes)
« Blebs coalesced near foveal center (arrows)

. + Functional retinal pigment epithelium
12

« No major changes in retina post-treatment
Months ! E

« Retina reattached post-injection
R T T M'uh.l.mu
45 5L, bassine; :CT, opfical cohErence komograpiy. @

BL

« OCT images through foveal center of treated
eye at BL and 1 year after procedure




OPGx-LCAS was Safe and Well-Tolerated Through One Year

* No dose-limiting toxicities
* No serious adverse events

» Anticipated adverse events were mild and unrelated to
treatment

- Mostly related to use of systemic steroid or with surgical procedure

« All early AEs resolved within 30 days of the procedure

16 AE, adverse eent; LCAS, Leter congenital samaurnss 5




Independent Data Safety Monitoring Committee Recommendation

» Data from first three adult patients presented to IDSMC
— Compelling data demonstrating efficacy
— Signal akin to Luxturna

» No toxicity
— OPGx-LCAS5 low dose = 1E10 vg/eye

— Luxturna dose = 1.5E11 vg/eye, with some cases of post-approval
inflammation

» Unanimous recommendation to push for a seamless 1/2/3
design with data-driven dose escalation

17 IDSMC, Intependent Data Sataty Monlinsng Commisies; LCAS, Leber congenital amaurnses 5




I A Patient’s Journey in the OPGx-LCAS Trial: Helping Others and
Life-changing Moments

) ‘ ‘ “l initially agreed to participate in trial to help people, including a child in
our own neighborhood who also has LCAS5. | wanted this research to
advance understanding and treatments that could make a difference for him
and so many others.

After surgery and recovery, I've found the trial and treatment has also helped
me find more joy in the little things—now I'm able to see fireworks light up
the sky and appreciate the food on my plate—and improve my ability to do
daily tasks that those without retinal diseases may take for granted like
spotting my Uber and using utensils. | look forward to the possibility of
treating my other eye once the trial advances to Phase 2.7

- OPGx-LCAS5 Clinical Trial Participant , ,

18 LoAs, Lebercongentsl amauncsts 5. @




OPGx-LCAS Clinical
Development Plan

LICAS, Leber congenitsl smaurnsss 5 @




OPGx-LCAS Primary and Secondary Endpoints

+ Primary endpoint: MLoMT ORT; Change from baseline in

- FDA meeting: March 3, 2025 total number of objects recognized

- Final FDA minutes: April 3, 2025 - FDA pre-meeting feedback indicates openness to new primary
- Pre-Type D meeting comments: endpoint

Elg]?cgﬁ'i‘a}”dzgﬁ‘”fupg:;s 1213 - Must provide to IND: Justification of endpoint relevance in LCAS,
gn prop tools intended for assessing study outcomes, interview guide for

- Primary control is change from
baselinwe assessments gf planned cognifive interviews supporting MLoOMT measure in LCAS,

MLoMT (6-month run-in guantitative assessment of reliability and construct validity for
compared to 6-month post- interviews, scoring algorithm, and plans for handling missing data
treatment) o + Secondary endpoints:
- FDA open to potentially skipping i . . i i

further dose escalation if 3 * Composite MLOMT measure incorporating orientation, total number

adolescent LCAS subjects show of objects recognized, along with luminance

response of MLoMT ORT of 3 or - FSTis a key secondary endpoint

. more J *  Pupillometry as additional secondary endpoint

FOA, Food and Drug Adminisiration; FET, ful-fieid stimuius testing IND, Investgational New Drug LCAE, Leber congenital amaurcsls 5;
30 MLoMT, mut-uminance odentation and mobl By kesting: ORT, object recogniion fireshald,




Rationale for Adaptive Design for OPGx-LCAS Clinical Trial

-

Lower Clinical
Costs

SMvs TM
30% reduction

\-

a

21 LCAS, Lebercongenital smaurss 5.

\

Quicker Time
to Approval

2028 vs 2031

4 )

A Precedent for
Future Trials

o vy




FDA Approves Adaptive Phase 1/2 Trial Design and Streamlined

CMC Package

Phase 1/2 Cohort 1

{Low Dose: 1E10 vgleye)

+30RT in
+Dar 30 www MLoMT at  Achieved
2 Ped — 6 Months in ———
3 Adult iatric i
Treated, 1.5 yr Q1-Q2 202 35Pec!m|c
Follow Up Dosing ubjects

CMC: Requesting FDA to allow manufacture of
only 1 batch
= 1 hatch will provide enough vector to freat entire
U.S. LCA3 population
* In Pre-Type D comments, FDA seems open o path
‘o BLA without new batch, batch production may
only be for post-approval (commercial) use

SLA, Bloiogics Licenss Anplication; CME, chemisty, mansfactuing, and conbois; FOA, Food and Deug Asmnisiaton
22 LCAS, Leter congeniial amaurnss; MLoMT, Mull-uminance orentation and Mobl by Test ORT. object recogniion threshoid.

Convert to Pivotal in Pediatric Subjects

(Low Dose: 1E10 vgleye)
X EE LIS L)
[041 gé?ia(ggc$g$i5$ng}

Includes 6-month run-in to collect pnmary
endpoint data, allowing:
- Establishment of an L CAS5-specific MLoMT
reference data set
= Subjects to be used as their own controls




OPGx-LCA5 Timelines

Today

2028

Full GMP Commitment 4 N ¢y B releaze

ey D30 data 6 dats:
[ _
Enrollment ’ . ’
Enroll & Treat 3 data
cor2 Submit MR
= Prepare B0 I - EOPZ meeting

[N Protocol, site contracting
Prosocod to FDA & IRB zpproval
I Encoll 16 patients & &M dataalipes
Sptsenrolled #  6M dats on 5 pts @

Rurrin

Submit revised protocol @ 4 IRB approval
Treat 16 patient: [N & M6 data
Prepare BLA IS ¢ File BLA

ELA, Biingics Licenss ; CMC, chemistry, mer and comols; EOF, end of phase; FOA, Food and Dng Adminisimation; GMP, Good
Mamachiring Practces; IRE, instistons) Board




I OPGx-LCA5 Use of Funds

$i000s) Pre-fNon-clinical Clinical

ai 50 §25 §244 $269

@z 30 25 3244 §259

2025 Q3 $800 560 5244 904
Assumptions . EEEn $1.600 $170 $975 $2.745
IND Complete a $2.600 $30 5388 $2.998
o Pl resteay Nov2uzs, az $2.600 530 5388 $2.998
LPI July 2027 2026 a3 $1.600 530 5388 $1.998

ELA Q2 2028 o4 §100 0 5388 $498
- et . BN s $120 $1470 $8.490

CMC 1 commercial batch Qi 5125 $30 §352 $507

MNonclnical: Gene expression- az §125 20 §352 507

and function-based potency 2027 a3 5125 20 $352 $507

i e s i 4 s125 s sa82 ss07
aCRO) m $500 $120 $1.410 $2.030

ai $125 30 5300 $434

a2 §125 30 3308 §434

2028 Q3 $125 50 5300 §434

o4 §125 30 3308 §434

50

S e, R, i researencrganaen £, o atent 20252028 Total $9,500 $5,090 $15,000
24 IND, Imvesgationsl New Drugs LPL last pabient e




OPGx-BEST1

Phase 1/2-Ready Gene Therapy for
BEST1-associated Disease

EESTY, bestrophin 1. @




OPGx-BEST1 Strategy

DUOC-1001

OPGx-BEST1 « Traditional 5x3 dose escalation is partially skipped
if evidence of full-fluid resolution within 6 months

after treatment is seen in Cohort 1 (or Cohort 2)

- Design: Phase 1b/2a, open-
label, non-randomized, single

ascending dose escalation, « At first occurrence of full fluid resolution in majority
safety and tolerability study of (2/3) of a dose cohort, converts to pivotal study
OPGx-BEST1 in subjects with extension with 1:1 randomization with crossover

BVMD or ARB (Basket approach

with traditional 3x3 design) Hov dast = IE 1R va/eve)

» . _ « Becomes adaptive Ph 1/2/3 approach like the
* Initial dosing: ARE patients only proposed OPGx-LCAS adaptive design

« Up to 3 doses evaluated: 1.4 E9
vgleye (cohort 1), 4.5 E9 vgleye
{cohort 2), and 2.25 E10 vgleye
(cohort 3); unilaterally injected

O5  ARE, autosomal meressive BESTY; BEST1, besimphin 1; EVMD, best wReiFom manar dysiophy.




OPGx-BEST1 Clinical Development Assumptions

= Subjects: 5 Pediatrics at low dose,
no escalation

« Trial sites: 3 (1 EU, 2US)
« FPI: Oct 2025
« Pl Jan 2026

27  BESTY, bestrophin 1; ELA, Bliogics License Apgiicafion; 7P, Airst palient in; UFY, Last patient In.

= Design: 1:1 drug vs control (with
Crossover)

» Subjects: 30, 6-month endpoint to file
= Trial sites: 8 (TBD)

= FPI2Q1 2027

= LFI: Q1 2028

= 6-month data: Q2 2028

» File BLA: Q3 2028
. J
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OPGx-BEST1 DUO-1001 Clinical Design

XE LT

2025
Convert to pivotal Phase 3 extension of pediatric patients

1% Cohort will include Autosomal (low dose — 1.4E9 vgleye)
Recessive BEST1 [(ARB) subjects

OCT Shows

6 Months

30 Subjects
28 BESTI, besirophin 1; IDME, Independent Dala Monloring Commities; OCT, oplical oohensnce fomography. @




OPGx-BEST1 Timelines

Current DP N C=velop & test inine filter
Full GMP Commitment 4 N g & release

“ submit IND 4 4 IND clearance due

Dage M3 data MG data

Pl Scraen

D30 data
Dose M3data MEdata
Screan w
D30 data
Dase M3data M6 data
F3 Screan W
D3Ddata
EOP2 Submit MR
Prepare B0 Ml 4 EOF2 meeting
0 c| M Satup, Treat & . - ' Protocol to FOA W6 data
Dats QU rotocol site cantracting (NN S0 Treat3opatients

IRB approval

Prepare 615 (NI 4§ i BLA

EEET, besirophin 1; BLA, Eliogics License Applicafion; CHC, chemisiry, manufaciuring, and cniols; CRO, contract research ogantzation; D, day; DP, drug product,
EOl 'phase; FDA, Food and Drug Administration; FU, Tollow-us; GMF, Good Manufaciuing Fraclices; IND, Hew Drug; IRE, Resiew
29 EBoand; M. monty; P, patient.




I OPGx-BEST1 Use of Funds

30

Key Program
Assumptions

IND File Aug 2025

FPL Oct 2025

Fhase 1 | gy Jan 2028

) FPE @1 2027

Fivelal | gy @120
BLA Q3 2028

Inifiate full GMP lot after human
POC

Monclinical: gene expression
Cther and function-based potency
assay development

*includes $1,000 license milestone
"inchudes 33,250 license milesions

BESTY, besirophin 1; BLA, Edoingics Licenss Applicaion; CMC, chemistry,

Franutacturing, and comrois; SR, conimd ressarch organimtion; FRI,
Airst patent In; GMP, Good Manufacturing Pactices; IND, investigational
Mew Drug; LPY, lsst palient In; FOC, proof of concept.

$(000s) Pre-Non-clinical Clinical Total
a1 5400 538 5271 §730
a2 5200 538 5271 §590
2025 (o] $200 528 5271 $1.590"
Q4 5200 $38 5271 §490
m $300 §144 $1.085 $3.129
at $3.000 $30 5476 $3.708
Q2 52200 530 5476 $2.908
2026 a3 $3.600 530 5476 $4.308
o4 5100 530 5476 $4,058%
B $8.900 $120 $1.903 $14.173
a1 5100 530 5443 $693
az §100 $30 5443 §693
2027 [+2] $100 E=0] 5443 4693
Q4 §100 530 5443 §693
. - T 120 s22m 22
at §100 50 5412 $647
Q2 5100 50 5412 $647
2028 a3 5100 50 5412 $2.147
o4 5100 50 5412 $647
50

2025-2028 Total §10,600




Timing and Use of Funds
OPGx-LCAS and OPGx-BEST1

BESTY, bestrophin 1; LCAS, Leber congenilal amaurosts 5. @




OPGXx-LCAS & OPGx-BEST1 Timing and Use of Funds

Cash runway to 2 approvals

FDA meesting ME data
LTl B Run-inphase * pivotal Trial (=16 *

LCAS S cataon s o

# submitBLn

LEdcic) FOPT meeting

& Ph 1/2 Trial {r. 5] & Pivotal Trial (n=30 M6 data ¢ aprs
BEST1 submit IND
[ _nine fiter | [ Preparena B

Submit BLA

BIEET, besirophin 1; BLA4, Biokoglcs Licenss Applicadion; ECF, end of phase; G&A, general and adminl sirative; G, Good Manufaduring Fradices,
32 INDL Investigational New Drug; LCAS, Leber congenial amaurcsis S; M, month. Confidentlal. Do Mot Distribute. | March 20235




Every
patient’s

eyes tell




OPGx-LCAS Phase 1/2 Study: Summary of Patient Demographics

Age - 26 - M - 19
Sex + Male +  Female +  Female
Study eye - 05 « 05 - 0D
Date of dosing «  AugT, 2023 + Sep11, 2023 + Nov 13,2023
LCAS variants; : : ]
Allele 1/Allele 2 GIn279/GIn279 Arg255Gin/del Exon1 Arg255/Arg255
Visual - OD:HM - OD: 20/300 - OD: 204200
acuity « 05 HM « 05 20v400 « 08 200200

: - OD:+3.00 - OD:-1.50 - OD:+2.25
4 e I . 0S+300 . 0S -2.50 . 08 +200

gL © OD:121 - 0OD:1235 - 0D:2322

Foveal - OS:NA - 081271 - 082265
Ahickness 0OD: 136 0D: 127.1 oD:170.8
(pum) M . ps 1335 . 0% 1193 . 0S 2051

MNull or non-functional proteins, poor VA, and severe photoreceptor loss (thin retinas/foveas)

34 5L, bassine: HM, hand molion; LCAS, Leber congentsl amaurcsts 5; OO, dght eye; 05, lf eye; SR, subreinal Infschion.




OPGx-LCAS Phase 1/2 Study: Study Endpoints
Primary: Safety/Tolerability Exploratory: Efficacy

- DLT events - Dark-adapted FST - Visual functionffunctional vision
- Procedure-related AES - BCVA - Microperimetry
- Numberfseverity of AES - Oculomoter control and fixation - Kinetic perimetry
- OCT: Changes in total and outer e - VR-O&M test (or DMLMT)
e e - Dark-adapted TPLR _
. mVFQ-25 R
. MLCVA " LATRLR

+  Additional methods as warranted

+  Immunogenicity

*  Neutralizing and binding antibodies
to AAVE

= Viral shedding

*  Antibodies to LCAS protein
*  ELISpot assay for T cell responses

AE, atfverse svent; BOVA, Best omected visus ansy; DUT, dose-imiling towicity; DMUMT, dighsl musHuminance mabitty test; FOT, frequency sousing
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OPGx-LCAS Phase 1/2 Study: Ocular Adverse Events

= Sign or Date of Date of Surgery Oral steroid- Action
Subject Symptoms Eye Unexpected AE onset resolution related? related?iTaper onset taken
Evepan  Study (OS) No Septl  Sep12 Yes No C"me"g."“_“”‘
01-01
Comeal Topical antibiotic
s Study (0S) Yes Sep 18 Sep18 No No and eye patching
01-03 Eyepan  Study (0S) Yes Aug7  Augs Yes No C"me";“"" l'.“'”‘
Subretinal Oral
01-04 hyper Study (OD) Yes Nov 13 Ongoing Yes No .
reflexives prednisone
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