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Forward-Looking Statements

Any statements in this presentation about future expectations, plans, and prospects for the Company, including statements regarding the development and regulatory status of the Company’s
or its competitors’ product candidates, including statements regarding the SOL-1 Phase 3 superiority trial being conducted under a Special Protocol Assessment (SPA) agreement with the
U.S. FDA and aligned with FDA draft guidance for neovascular AMD drug development; the timing, design, enrollment, randomization, conduct and retention of subjects in the Company’s
clinical trials, including the Company’s SOL-1 trial and its SOL-R Phase 3 non-inferiority trial and SOL-X open-label extension trial of OTX-TKI for the treatment of wet age-related macular
degeneration (wet AMD), also known as neovascular age-related macular degeneration (hnAMD); statements regarding the potential utility or adoption of OTX-TKI or its competitors, if
approved; statements regarding the Company’s intention to submit a new drug application for OTX-TKI, based on data from the Company’s SOL-1 trial in wet AMD, subject to planned formal
discussions with the FDA; and other statements containing the words “anticipate”, “become”, “believe”, “estimate”, “expect”, “intend”, “designed”, “goal”, “may”, “might”, “plan”, “position”,

“predict”, “project”, “target”, “potential”, “will”, “would”, “could”, “should”, “continue”, and similar expressions, constitute forward-looking statements within the meaning of The Private
Secur|t|es Litigation Reform Act of 1995. Actual results may differ materially from those indicated by such forward-looking statements as a result of various important factors. Such forward-
looking statements involve substantial risks and uncertainties that could cause the Company’s development programs, future results, performance, or achievements to differ significantly from
those expressed or implied by the forward-looking statements. Such risks and uncertainties include, among others, the design, timing, conduct and outcomes of ongoing and planned clinical
trials, including the SOL-R trial, the second year of the SOL-1 trial and the SOL-X trial; the risk that the FDA will not agree with the Company’s interpretation of the written agreements under
the Special Protocol Assessments for OTX-TKI, including for the SOL-1 trial; uncertainty as to whether the FDA will accept a new drug application for OTX-TKI on the basis of a single pivotal
clinical trial, namely SOL-1; uncertainty as to the minimum clinical data required to demonstrate the safety of a proposed product candidate such as OTX-TKI, even if the FDA recognizes that
only one pivotal clinical trial may be required to demonstrate efficacy; the risk that even though the FDA has agreed with the overall design of the SOL-1 trial, the FDA may not find that the
data generated by the trial and submitted by the Company are sufficient to demonstrate the safety and efficacy of OTX-TKI to the degree necessary to support marketing approval for wet
AMD; uncertainty as to whether the Company will be able to timely satisfy the FDA’s other requirements for regulatory approval of OTX-TKI, including the FDA’s Chemistry, Manufacturing and
Control’s requirements, even if the Company can satisfy the FDA'’s clinical requirements to demonstrate safety and efficacy; uncertainty as to what restrictions, if any, may be imposed on the
label for OTX-TKI, if approved, pending the receipt of additional clinical data or otherwise; the risk that the FDA might not agree to the Company’s design, protocol, and statistical analysis plan
of the SOL-R trial; the risk that the Company and the FDA may not agree on the registrational pathway for any of its product candidates, including OTX-TKI; uncertainty as to whether the data
from earlier clinical trials will be predictive of the data of later clinical trials, particularly later clinical trials that have a different design or utilize a different formulation than the earlier trials;
uncertainty as to whether preliminary or interim data from a clinical trial will be predictive of final data from such trial; uncertainty as to whether data from the Company’s SOL-X trial will
demonstrate additional clinically meaningful, long-term benefits; uncertainties regarding the potential commercial advantages and/or position of the Company’s product candidates; availability
of data from clinical trials and expectations for regulatory submissions and approvals; the Company’s scientific approach and general development progress; uncertainties inherent in
translating, or in the applicability of, laboratory results to clinical applications; uncertainties inherent in estimating the Company’s cash runway, future expenses and other financial results,
including its ability to fund future operations, including clinical trials; and other factors discussed in the “Risk Factors” section contained in the Company’s quarterly and annual reports on file
with the Securities and Exchange Commission. In addition, the forward-looking statements included in this presentation represent the Company’s views as of the date of this presentation. The
Company anticipates that subsequent events and developments may cause the Company’s views to change. However, while the Company may elect to update these forward-looking
statements at some point in the future, the Company specifically disclaims any obligation to do so, whether as a result of new information, future events or otherwise, except as required by
law. These forward-looking statements should not be relied upon as representing the Company’s views as of any date subsequent to the date of this presentation.
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The following presentation discusses OTX-TKI - an
investigational product candidate that has not been
approved by the FDA or any other regulatory body;
safety and effectiveness have not been established
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DiIsher S DhOOt + Consultant: 4DMT, Abbvie, Adverum, Alcon Pharmaceuticals, Alimera Sciences, Inc., Alkeus, Allergan, ANI Pharmaceuticals, Amgen,
- Annexon, Apellis Pharmaceuticals, Inc., Astellas, Bausch and Lomb, Bayer Healthcare Pharmaceuticals, Inc., Biocryst, Coherus, EyePoint
Pharmaceuticals, Genentech, Harrow, Novartis, Ocular Therapeutix, Oculis, Optos, Inc., Opthea, Outlook Therapeutics, Oxular, Regeneron,
REGENXBIO, RetinaAl, Roche, Sanofi, Santen, Inc.

+ Research Support: 4DMT, Adverum, Annexon Biosciences, Eyebio, Eyepoint Pharma, Genentech, Kodiak Sciences, Ocular Therapeutix, Inc,
Oculis, Ceryvyn Therapeutics, Regeneron, RegenxBio, Sanofi.

+ Speaker: Amgen, ANI Pharmaceuticals, Apellis, Genetech, Regeneron

Arshad M Khanani + Consultant: Abbvie, ADARx Pharmaceuticals, Adverum, Alcon, Alkeus, Allgenesis, Amgen, Annexin, Annexon, Apellis Pharmaceuticals,
- Ashvattha, Therapeutics, Astellas, Aviceda Therapeutics, Beacon Therapeutics, Boehringer Ingelheim, Clearside Biomedical, Complement
Therapeutics, Ceryvyn Therapeutics, 4DMT, Entarada, Exegenesis, EyePoint Pharmaceuticals, Fronterra Therapeutics, Genentech, Harrow, i-
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Agenda

i Opening Remarks ® SOL-1 Clinical Evidence
Arshad M. Khanani, MD, MA, FASRS Dilsher S. Dhoot, MD, FASRS
® The Unmet Need ® Key Insights
Adnan Tufail, MBBS, MD, FRCOphth Adnan Tufail MBBS, MD, FRCOphth
® Science Behind the Therapy Clinical Program Update
Dilsher S. Dhoot, MD, FASRS Arshad M. Khanani, MD, MA, FASRS
® SOL-1 Trial Design & Baseline Characteristics Panel Discussion
Arshad M. Khanani, MD, MA, FASRS Moderator: Arshad M. Khanani, MD, MA,
FASRS

® SOL-1Results
Patricio G. Schlottmann, MD
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Anti-VEGF has Transformed Our Management of Neovascular AMD
Delivering anti-VEGF in clinical practice and achieving optimal outcomes remain challenging

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Ranibizumab versus Verteporfin for
Neovascular Age-Related Macular Degeneration

David M. Brown, M.D., Peter K. Kaiser, M.D., Mark Michels, M.D.,
Gisele Soubrane, M.D., Jeffrey S. Heier, M.D., Robert Y. Kim, M.D., Judy P. Sy, Ph.D.,
and Susan Schneider, M.D., for the ANCHOR Study Group*

ABSTRACT
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o, experience Brown DM, et al. N Engl J Med. 2006;355(14):1432-1444,

LIYYYY I THERAPEUTIX redefined™ Anti-VEGF, anti-vascular endothelial growth factor; AMD, age-related macular degeneration



However, Real World Outcomes Do Not Reflect Clinical Trial Results

Report1 Ophthalmology 2014

12,951 eyes; 11,135 patients; 92,976 ranibizumab injections. PRN regimen. Mean VA: baseline 55 — yr1 +2 (57)

— yr2 +1 (566) — yr3 —2 (53). Median injections: 6/4/4 per year. 90%/84%/82% avoided moderate vision loss. 1 4 1 2 ] 951
UK NHS centers Treatment-naive
contributing data nAMD eyes

Study FVF2598g (MARINA) 0.31
B 15 +2
o . 2]
g . +6.6 > 0.5 ... l _ _
2 E = ‘f far ‘1“1
% g 0 "‘-B E? ............................ SR Pz agrccocee
i g‘s q"‘p“hp 215 S 974
= by, 92,976 79.7 yrs
2 45 PPEbpppb 140 -
§ 0 2 4 6 8 10 12 14 16 18 20 22 24 0 52 104
= Month Time (weeks)
Ranibizumab injections Mean patient age
3-year follow up analysed (63% female)
- 2=-year follow up
-=-- 1-year follow up

'_.......'1 1. Writing Committee for the UK Age-Related Macular Degeneration EMR Users Group. Ophthalmology. 2014;121(5):1092-1101. 2. Johnston R, et al. Ophthalmology. 2016;123(11):2386-2392. 3. European Medicines Agency. Lucentis: EPAR -
o C U L Retina Product information. Published November 2016. Updated October 2023. Accessed September 24, 2026.
A R . https://www.ema.europa.eu/en/documents/product-information/lucentis-epar-product-information_en.pdf
0...“ . experience Visual Acuity Outcomes & UK Caregiver Burden | Based on published literature up to 2025
ooe

®0000ec"’ THERAPEUTIX redefined™ PRN, pro re nata; VA, visual acuity; SE, standard error, UK NHS, United Kingdom National Health Services; AMD, age-related macular degeneration



Visual Acuity Outcomes in the Real World
Evidence Base: Pivotal Trials, UK EMR Users Group, FRB & IRIS Registries

Pivotal RCTs UK EMR data FRB Registry AAO IRIS® Registry

Gold-standard efficacy data UK EMR. - NOD AMD Fight Retinal Blindness! — International USA National Registry

* 14 UK NHS centres, Reports 1-4
* MARINA/ANCHOR (ranibizumab)?2

. 12,951 eyes; 92,976 injections » 150+ practitioners, 20+ countries « 254,655 eyes (226,767 patients)'®
’ gg,ziifr:i:éz)?mab e « Tufail et al. 2014-16 » Real-world T&E and PRN outcomes? » Up to 6-year longitudinal data
+ VIEW 1 & 2 (aflibercept 2mg)* (Gphthalmology)** + 2,000+ nAMD eyes >2 years * Anti-VEGF exposure analysis
« HAWK & HARRIER (brolucizumab)? 0 RIS S ISR i 1 == 9 e « European sub-analyses available'3 » 3.7 yrs mean length of follow-up
« TENAYA & LUCERNE (faricimab)? . ;irév;%nz AR L G, WA  Faricimab switch data 2023-25" « 7.2injyr1 —>4.6injyr3
« PULSAR (aflibercept 8mg)” « NOD AMD Audit: national + 25% high treatment burden at 2 yrs + Real-world injection-VA correlation
benchmarks!

1. Rosenfeld PJ, et al. N Engl J Med. 2006;355(14):1419-1431.2. Brown DM, et al. N Engl J Med. 2006;355(14):1432-1444. 3, CATT Research Group, et al. N Engl J Med. 2011;364(20):1897-1908. 4. Heier JS, et al. Ophthalmology.
2012;119(12):2537-2548. 5. Dugel PU, et al. Ophthalmology. 2020;127(1):72-84. 6. Heier JS, et al. Lancet. 2022;399(10326):729-740. 7. Lanzetta P, et al. Lancet. 2024;403(10432):1141-1152. 8. Writing Committee for the UK Age-Related

AL Macular Degeneration EMR Users Group. Ophthalmology. 2014;121(5):1092-1101. 9. Johnston R, et al. Ophthalmology. 2016;123(11):2386-2392. 10.Schwartz R, et al. Ophthalmol Retina. 2021;5(8):e11-e22. 11. National Ophthalmology

.',.noo..
. Retina Database Audit. NOD AMD Audit Full Annual Report 2025. The Royal College of Ophthalmologists; 2025. Accessed March 2025. 12. Debourdeau E, et al. Ophthalmol Ther. 2024;13(9):2343-2355. 13. Boudousq C, et al. Ophthalmol Retina.
A . 2024;8(6):527-536. 14. Hunt A, et al. Clin Exp Ophthalmol. 2025;53(9):1156-1167. 15. Wykoff CC, et al. Ophthalmol Sci. 2023;4(2):100421. Published 2023 Oct 31.
.0...“._. experience EMR, electronic medical record; FRB, Fight Retinal Blindness, RCT, randomized controlled trial, AAO IRIS Registry, American Academy of Ophthalmology Intelligent Research in Sight Registry; UK NHS, United Kingdom National Health Services;

L IYYYY X I THERAPEUTIX redefined™ PRN, pro re nata; AMD, age-related macular degeneration; T&E, treat and extend, VEGF, vascular endothelial growth factor, VA, visual acuity; inj, injection; yr,(s) year(s) 10



Injections per Year: Clinical Trials vs Real-World Practice
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g m . = - - - - - - - 11
Every additional injection in Year 1 was associated with a +0.68 ETDRS letter gain from baseline (IRIS Registry)
- - - - -
Under-treatment in real-world practice is a major driver of worse outcomes
1. Brown DM, et al. Ophthalmology. 2009;116(1):57-65.e5. 2. Dugel PU, et al. Ophthalmology. 2020;127(1):72-84. 3. Dugel PU, et al. Ophthalmology. 2021;128(1):89-99. 4. Canadian Agency for Drugs and Technologies in Health. Clinical Review Report: Brolucizumab
(Beovu): Indication: Treatment of Neovascular (Wet) Age-Related Macular Degeneration (AMD). Canadian Agency for Drugs and Technologies in Health; July 2020. Accessed September 29, 2026.
https://www.ncbi.nlm.nih.gov/books/NBK565330/pdf/Bookshelf_NBK565330.pdf. 5. Heier JS, et al. Lancet. 2022;399(10326):729-740 6. Khanani AM, et al. Ophthalmology. 2024;131(8):914-926. 7. Lanzetta P, et al. Lancet. 2024;403(10432):1141-1152. 8. Korobelnik JF,
et al. Ophthalmology. 2026;133(1):39-50. 9. Gillies MC, et al. Ophthalmology. 2015;122(9):1837-1845. 10. Gillies MC, et al. Invest Ophthalmol Vis Sci. 2013;54(8):5754-5760. Published 2013 Aug 27. 11. Wykoff CC, et al. Ophthalmol Sci. 2023;4(2):100421. Published
.. ° 2023 Oct 31. 12. Writing Committee for the UK Age-Related Macular Degeneration EMR Users Group. The neovascular age-related macular degeneration database: multicenter study of 92 976 ranibizumab injections: report 1: visual acuity. Ophthalmology.
oe® %o . 2014;121(5):1092-1101. 13. Gruszka-Goh MH, et al. The Third Report of Age-Related Macular Degeneration Audit (AMD): Patients Starting Treatment for Neovascular AMD in the 2022 NHS Year (01 April 2022 to 31 March 2023). National Ophthalmology Database
Retina Audit, Royal College of Ophthalmologists; 2025.
° experience AVA was defined as the study-reported change in ETDRS letter score from baseline to the end of each treatment year. Values represent the mean or median change, as reported by each study; positive values indicate visual-acuity improvement and negative values
o, N indicate worsening.

.0.....-.0.' ° THERAPEUTIX redefined™ ETDRS, Early Treatment Diabetic Retinopathy Study; VA, visual acuity; FRB, Fight Retinal Blindness!; IRIS, Intelligent Research in Sight; EMR, electronic medical records; NOD; National Ophthalmology Database; T&E, treat-and-extend; RCT, randomized controlled trial
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Injections per Year: Clinical Trials vs Real-World Practice
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Under-treatment in real-world practice is a major driver of worse outcomes
1. Brown DM, et al. Ophthalmology. 2009;116(1):57-65.e5. 2. Dugel PU, et al. Ophthalmology. 2020;127(1):72-84. 3. Dugel PU, et al. Ophthalmology. 2021;128(1):89-99. 4. Canadian Agency for Drugs and Technologies in Health. Clinical Review Report: Brolucizumab
(Beovu): Indication: Treatment of Neovascular (Wet) Age-Related Macular Degeneration (AMD). Canadian Agency for Drugs and Technologies in Health; July 2020. Accessed September 29, 2026.
https://www.ncbi.nlm.nih.gov/books/NBK565330/pdf/Bookshelf_NBK565330.pdf. 5. Heier JS, et al. Lancet. 2022;399(10326):729-740 6. Khanani AM, et al. Ophthalmology. 2024;131(8):914-926. 7. Lanzetta P, et al. Lancet. 2024;403(10432):1141-1152. 8. Korobelnik JF,
et al. Ophthalmology. 2026;133(1):39-50. 9. Gillies MC, et al. Ophthalmology. 2015;122(9):1837-1845. 10. Gillies MC, et al. Invest Ophthalmol Vis Sci. 2013;54(8):5754-5760. Published 2013 Aug 27. 11. Wykoff CC, et al. Ophthalmol Sci. 2023;4(2):100421. Published
.. ) 2023 Oct 31. 12. Writing Committee for the UK Age-Related Macular Degeneration EMR Users Group. The neovascular age-related macular degeneration database: multicenter study of 92 976 ranibizumab injections: report 1: visual acuity. Ophthalmology.
.t %o . 2014;121(5):1092-1101. 13. Gruszka-Goh MH, et al. The Third Report of Age-Related Macular Degeneration Audit (AMD): Patients Starting Treatment for Neovascular AMD in the 2022 NHS Year (01 April 2022 to 31 March 2023). National Ophthalmology Database
Retina Audit, Royal College of Ophthalmologists; 2025.
® experience AVA was defined as the study-reported change in ETDRS letter score from baseline to the end of each treatment year. Values represent the mean or median change, as reported by each study; positive values indicate visual-acuity improvement and negative values
O .. . N indicate worsening.
° o THERAPEUTIX redefined ETDRS, Early Treatment Diabetic Retinopathy Study; VA, visual acuity; FRB, Fight Retinal Blindness!; IRIS, Intelligent Research in Sight; EMR, electronic medical records; NOD; National Ophthalmology Database; T&E, treat-and-extend; RCT, randomized controlled trial
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Eyes with Excellent Baseline Vision Decline on Average in Real-World Studies

Visual Acuity

Over Time

0.3 N=92,976 - 70
F65
I o
< 0.5 8
5 2z
= m
g (50 O
9 0.7 -50 9
[ &

L 45

0.9 T T 40

0 52 104 156
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Despite initial gains, eyes
showed a sustained decline in
VA over 3 years

3-year follow up
—— 2-year follow up
..... 1-year follow up

Lieesneg®
Lee® °
o C U L A R Retina Writing Committee for the UK Age-Related Macular Degeneration EMR Users Group. The neovascular age-related macular degeneration database: multicenter
o experience study of 92 976 ranibizumab injections: report 1: visual acuity. Ophthalmology. 2014;121(5):1092-1101.
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Eyes with Excellent Baseline Vision Decline on Average in Real-World Studies

Change in Vision

Stratified by Baseline VA

Worst
baseline vision

¥
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Change in vision is dependent on
baseline status with eyes starting
with better vision showing
greater decline

—— Baseline -0.29-0.00 (n=166)  —— Baseline 0.61-0.90 (n=2905)
Baseline 0.01-0.30 (n=2166) —+— Baseline 0.91-1.20 (n=1843)
Baseline 0.31-0.60 (n=3729) -e— Baseline 1.21-1.50 (n=411)

Writing Committee for the UK Age-Related Macular Degeneration EMR Users Group. The neovascular age-related macular degeneration database: multicenter
study of 92 976 ranibizumab injections: report 1: visual acuity. Ophthalmology. 2014;121(5):1092-1101.
ETDRS, Early Treatment Diabetic Retinopathy Study; VA, visual acuity; RWE, real world evidence
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Actual Visual Acuity, NOT Change, is What is Meaningful to Patients

Change in Vision

Stratified by Baseline VA
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Change in vision is dependent on
baseline status with eyes starting
with better vision showing
greater decline

Mean Vision

Stratified by Baseline VA
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3-year follow up —— Baseline -0.29-0.00 (n=166) —— Baseline 0.61-0.90 (n=2905) —+— Baseline -0.29-0.00 (n=166) —— Baseline 0.61-0.90 (n=2905)
2-year follow up Baseline 0.01-0.30 (n=2166) —+— Baseline 0.91-1.20 (n=1843) Baseline 0.01-0.30 (n=2166) —+— Baseline 0.91-1.20 (n=1843)
1-year follow up Baseline 0.31-0.60 (n=3729) -e— Baseline 1.21-1.50 (n=411) Baseline 0.31-0.60 (n=3729) —e— Baseline 1.21-1.50 (n=411)
Retina Writing Committee for the UK Age-Related Macular Degeneration EMR Users Group. The neovascular age-related macular degeneration database: multicenter

experience study of 92 976 ranibizumab injections: report 1: visual acuity. Ophthalmology. 2014;121(5):1092-1101.

redefined™ ETDRS, Early Treatment Diabetic Retinopathy Study; VA, visual acuity; RWE, real world evidence
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Recent Data Supports Similar Association

Characteristics and Outcomes of Patients
with Neovascular Age-Related Macular
Degeneration by Anti-VEGF Exposure in
United States Clinical Practice

« Visual outcomes were evaluated by treatment
exposure

« =7 or <7 intravitreal anti-VEGF injections
295,561 eligible eyes
« 184,258 actively treated

L.ec0000g
_..0000...
Retina
o O C U L A R experience Barikian et al. Ophthalmology Retina 2026;10:71-80
900000
L IYYYL

THERAPEUTIX  redefined™ BCVA, best-corrected visual acuity; VEGF, vascular endothelial growth factor;

A

Mean BCVA Change at Year 1

Mean BCVA Change at Year 1

20

16 4

12 4

8 -
3.4
4 -
0
-0.1
-4 — = 7 Anti-VEGF Injections < 7 Anti-VEGF Injections
(n = 109,696) (n = 109,696)

,BO -

O = 7 Anti-VEGF Injections 0O < 7 Anti-VEGF Injections

19.9
20
16 :l
121 10.2
8.9
8 -
h 3.1
4 2.3
n=24,225 n=19,061 n = 37,556
0- ———
n = 58,462 07 n=20,953 n=13,266 n=6056 n=4679
-4 -
3.6 43
-80 -
= 20/40 20/40 to 20/80 20/100 to 20/200 < 20/200 to = 20/400

Baseline BCVA
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The Injection—-Outcome Relationship: More Injections = Better Vision

Mean VA
Change (Letters)

Linear relationship

Between 4-10 injections, each additional injection
adds ~0.6 ETDRS letters
(n=49,485 eyes)

Under-treatment threshold

<5 injections associated with mean letter loss.

Ceiling effect

Gains plateau at >10 injections — excess treatment

.OCULAR

000000,
%0000’

THERAPEUTIX

Retina
experience
redefined™

# Injections in First Year

1. Ciulla TA, et al. Ophthalmol Retina. 2020;4(1):19-30.
VA, visual acuity; ETDRS, Early Treatment Diabetic Retinopathy Study

10

without additional benefit beyond this point

11 12 13
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Why do Patients Discontinue Anti-VEGF Treatment?

» Multi-centre study of nAMD patients (n=2,302 patients)
« 655 (28.5%) discontinued intravitreal anti-VEGF therapy
» Early discontinuers were older and had higher baseline VA

Reported reasons for discontinuation Contributing factors in the nAMD population
Patient decision against clinical advice — often driven Elderly age and frailty
by perceived treatment burden, anxiety about Caregiver availability and fatigue

injections, or difficulty attending appointments
. . . Multiple hospital appointments for other conditions
Systemic disease or intercurrent illness —

hospitalisation, acute cardiovascular events, falls Polypharmacy and adverse drug events

Clinical decision — poor prognosis, end-stage disease, Anxiety and psychological distress from repeated
or insufficient response intravitreal injections

Transfer of care to another clinic Transport and mobility limitations

Treatment burden is the common denominator - amplifies every other risk factor for

discontinuation in this frail, elderly population

LYY
...00000..
OCULAR =
L% A experience Borrelli E et al. Br J Ophthalmol. 2025;109(8):875-881. | Varano M, et al. Clin Ophthalmol. 2016;10-257-267.
000e ",

®eqeoec® THERAPEUTIX redefined™ RCOphth AMD Commissioning Guidance Evidence Base. May 2024.
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Greater Retinal Thickness Variability During Anti-VEGF Therapy is Associated
with Suboptimal Anatomic and Visual Outcomes

Repeated cycles of fluid resolution and

i I ' ions in retinal
Retinal Thickness recurrence are reflected in fluptuato S etina
thickness over time

Fluctuations .
nti-
Injection @"@"@' --------------------------------
8

Weeks 0 4 12 16 20 24 28 32 36 40 44 48 52
0 1 1 1 ] ] 1 ] ] 1 1 ] 1 I

Development of
Fibrosis and Atrophy

&
o
1

-100 —

.
L%
.
e

.
""""
.* “
.* ",

Poorer Long-Term
Visual Outcomes

-150 —

Mean Change from
Baseline in CRT, pm

==-&+= Aflibercept 2mg Q8W

-200 -

L.es000eg,
e Reti Figure adapted from Heier JS, et al. Ophthalmology. 2012;119(12):2537-2548.

o C U L A R € In? VIEW 1 and VIEW 2 were similarly designed, randomized, double-masked, active-controlled Phase 3 trials in patients with nAMD (N=2419) comparing aflibercept dosing regimens with ranibizumab
%oy, experience Q4W; figure illustrates mean CRT change through Week 52 with aflibercept 2mg Q8W following 3 monthly doses.
®0eceee’’ THERAPEUTIX redefined™ CRT, central retinal thickness; NnAMD, neovascular age-related macular degeneration; Q, every; VEGF, vascular endothelial growth factor; W, week



Greater Retinal Thickness Variability During Anti-VEGF Therapy is Associated

with Suboptimal Anatomic and Visual Outcomes

Retinal Thickness
Fluctuations

Development of
Fibrosis and Atrophy

JAMA Ophthalmology | Original Investigation

Associations of Variation in Retinal Thickness With Visual Acuity
and Anatomic Outcomes in Eyes With Neovascular Age-Related
Macular Degeneration Lesions Treated With Anti-Vascular
Endothelial Growth Factor Agents

Poorer Long-Term
Visual Outcomes

Reduced odds : Increased odds Reduced odds : Increased odds

of developing ~ of developing of developing : of developing
FCPT SD OR (95% Cl) fibrosis ~ fibrosis FCPTSD OR (95% CI) GA  GA
Quartile 1 1 [Reference] ] Quartile 1 1 [Reference] l
Quartile 2 1.40(1.03-1.91) —a— Quartile 2 1.32(0.90-1.92) —l—
Quartile 3 1.50 (1.10-2.05) L Quartile 3 1.38(0.94-2.03) |
Quartile 4 1.95 (1.42-2.68) L Quartile 4 2.10 (1.45-3.05) —.
P value for interaction with trial=.14 P value for interaction with trial=.13 :

0.5 | ‘l I 3 0.5 o I1 5
OR (95% Cl) OR (95% CI)

Highest retinal thickness variability had approximately
double the odds of developing fibrosis/macular atrophy

,..-.-.-.-:.-.. Post hoc analysis of 1731 previously untreated nAMD eyes from CATT (Comparison of Age-Related Macular Degeneration Treatment Trials) and IVAN (Inhibition of VEGF in Age-related Choroidal
© . Neovascularization) randomized trials. Retinal thickness variability was defined as the SD of FCPT measurements and categorized into quartiles. Adjusted analyses evaluated associates with BCVA,
o C U L A R Retlna.) development of fibrosis, and development of macular atrophy at Month 24 or the last available visit.
[ experience Evans RN, et al. JAMA Ophthalmol. 2020;138(10):1043-1051.
®eqecect’ THERAPEUTIX  redefined”

BCVA, best-corrected visual acuity; Cl, confidence interval; FCPT, foveal center-point thickness; GA, geographic atrophyOR, odds ratio; VEGF, vascular endothelial growth factor; SD, standard deviation
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Greater Retinal Thickness Variability During Anti-VEGF Therapy is Associated
with Suboptimal Anatomic and Visual Outcomes

Retinal Thickness
Fluctuations

Development of
Fibrosis and Atrophy

Poorer Long-Term
Visual Outcomes

_OCULAR ..

LYY THERAPEUTIX  redefined™

Adjusted Mean BCVA Change

(+SE [ETDRS Letters])

- -
w0 o -
1 1

o = N W s~ OO DX N @®
N N I TN TN N S T—

EFFECT OF RETINAL THICKNESS VARIABILITY ON VISUAL OUTCOMES
AND FLUID PERSISTENCE IN NEOVASCULAR AGE-RELATED MACULAR

DEGENERATION
A Post Hoc Analysis of the HAWK and HARRIER Studies

SD (CST) quartile, pm . Q1<26 --e- Q2(26-43) - e - Q3([43-67) —e— Q4>67

Vision deteriorates
by ~9 letters

between patients
 with most and least
stable retinal

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96
Week

thicknesses

Post hoc, treatment-agnostic analysis of pooled HAWK and HARRIER data from 1752 patients with nAMD treated with brolucizumab or aflibercept. Patients were categorized into quartiles based on
the SD of CST measurements from baseline through Week 96, and adjusted BCVA change was evaluated using a repeated measure model.
Dugel PU, et al. Retina. 2022;42(3):511-518.

BCVA, best-corrected visual acuity; CST, central subfield thickness; ETDRS, Early Treatment Diabetic Retinopathy Study; SE, standard error; SD, standard devliation; Q, quartiles
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Clinical Trials to Real-world Management with New Agents

Limitation of recent

= = - . Di Activity A ent* Primary Endpoint!
CIlnlcaI trlal deSIQns1 At weeks 20 and 24, based on Change in BCVA from

Final
BCVA and CST criteria, baseline averaged over the Visit
and investigator’s evaluation week 40, 44, and 48 visits

Clinical trials aimed to get regulatory approval

6.0 mg EO—O—O—.—O—O—O'._O_O_O ®
. . up to Q16W g l
+ Suggest extended interval in subgroups R | e

Investigational drug subgroup extended but s L 6=6-620-0-0-0-0-0-0--0-8-0—e—o-Conime

Q8w dosi

not active control

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60

Non-inferiority

L.ece00eg
...-0000..
Retina
o o C U L A R experience 1. Talks J, et al. Eye (Lond). 2026;40(8):1128-1137. 2. Heier JS, et al. Lancet. 2022;399(10326):729-740.
000000 "
LYY YL

THERAPEUTIX  redefined™

108 112
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Clinical Trials to Real-world Management with New Agents

Limitation of recent

clinical trial designs

Clinical trials aimed to get regulatory approval

Suggest extended interval in subgroups

Investigational drug subgroup extended but
not active control

Non-inferiority

Real-world evidence suggests similar VA outcomes with
faricimab at 12 months since initiation
(mean BCVA gain of 3.6 letters)’

ce0000g
LXI LT
Retina
o C U L A R experience 1. Talks J, et al. Eye (Lond). 2026;40(8):1128-1137. 2. Heier JS, et al. Lancet. 2022;399(10326):729-740.
0000’

L)
0.0 ...... THERAPEUTIX  redefined™

Di Activity A ent* Primary Endpointt
At weeks 20 and 24, based on Change in BCVA from Final
BCVA and CST criteria, baseline averaged over the Visit
and investigator’s evaluation week 40, 44, and 48 visits
!
Faricimab Initial dosing
6.0 mg E‘O_O_O_._O_O_O—.—O—O—O' ®
up to Q16W At l
Rit)  dscasest | oo e 0o 8| P
week 24 ongoing
Active
disease at —O0—0—O0—0—0O0—0—0O0—0—0—0
week 20
Aflibercept Continue
- ?)g‘vs dosing
Initial dosing
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 . 108 112
Treatment-Naive Eyes:
Faricimab Injections
n= 1856
1 -
5w 10 '
5 5 8 |
0.7
S5 61 ©7) 22 |
£ ? a1 |70
2% 4] (14
= E |
£ 2] |
Q5 .
E — 0 ]
Months Months | Months
1-6 7-12 112

Time since faricimab initiation (months)
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Summary: Current Status of nAMD Treatment

Real-world outcomes do not match clinical trials
We are not getting much better since their inception

Visual acuity change from baseline dependent on starting acuity

|deally, more treatment should be given BUT limited by patient/caregiver/healthcare system
factors

New agents have not robustly shown superior durability due to clinical trial design limitations,
and so far have not translated into significantly superior outcomes

NEED MORE DURABLE THERAPY

THERAPEUTIX  redefined™
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Current Anti-VEGF Therapies Selectively Target Only Extracellular VEGF

Allea e - Ranibizumab

Bevacizumab

- VEGF-C VEGF-C

Current Anti-VEGF agents act -
extracellularly by binding |
selective ligands, like VEGF-A,

Extracellular

preventing receptor binding and e m e

il U éJ VEGFR1

|. 1)

. . ang | | ‘
activation??2 LAEASSSRIPSSSSSS
A — @ [ D — @ , [ ®
Intracellular @l © @}
Select extracellular target binding of VEGF, PIGF and Ang-Il to inhibit angiogenesis. Adapted from Zhao et al. 2015.24
“' Retina 1. Hu-Lowe DD, et al. Clin Cancer Res. 2008;14(22):7272-7283. 2. Zhao Y, et al. Oncologist. 2015;20(6):660-673. 3. Tan CS, et al. Clin Ophthalmol. 2022;16:917-933. 4. Khachigian LM, et al. J Trans/ Med.
i 2023;21(1):133.
.,.O C U L A R experience PIGF, placenta growth factor; VEGF(R), vascular endothelial growth factor (receptor); P, phosphate; grb2, growth factor receptor-bound protein 2; SOS, son of sevenless; RAS, rat sarcoma viral oncogene

®ecoes THERAPEUTIX  redefined™ homolog; RAF, rapidly accelerated fibrosarcoma; PI3K, phosphatidylinositol 3-kinase; TKI, tyrosine kinase inhibitor; Ang 2, angiopoietin-2 26



Tyrosine Kinase Inhibitors Act Intracellularly to Inhibit Receptor Signaling

Tyrosine Kinase Inhibitors (TKI)
bind at the intracellular tyrosine
kinase domains of VEGF
receptors, inhibiting ATP binding
and preventing activation of pro-

angiogenic signaling™-2

VEGF-A VEGF-A
VEGF-B VEGF-C VEGF-C
PIGF VEGF-E VEGF-D

Extracellular o
\’I_ﬁr\nllf_\q:l(\rp_a X ﬂ)ﬁ
| VEGFR 2

axitinib

Select angiogenesis intracellular targets of inhibition for tyrosine kinase inhibitors. Adapted from Zhao et al. 2015.24

L.e00000g,
"'.B.C U L R Retina 1. Hu-Lowe DD, et al. Clin Cancer Res. 2008;14(22):7272-7283. 2. Zhao Y, et al. Oncologist. 2015;20(6):660-673. 3. Tan CS, et al. Clin Ophthalmol. 2022;16:917-933. 4. Khachigian LM, et al. J Trans/ Med.
A X 2023;21(1):133.
®000eny. . exper.lencf PIGF, placenta growth factor; VEGF(R), vascular endothelial growth factor (receptor); P, phosphate; grb2, growth factor receptor-bound protein 2; SOS, son of sevenless; RAS, rat sarcoma viral oncogene
%000 THERAPEUTIX  redefined homolog; RAF, rapidly accelerated fibrosarcoma; PI3K, phosphatidylinositol 3-kinase; TKI, tyrosine kinase inhibitor. 27



OTX-TKI: Axitinib via Hydrogel Allows for Tunable Sustained Release

AXITINIB HYDROGEL TECHNOLOGY

Multi-target Tyrosine Kinase Inhibitor (TKI) Bioresorbable, Sustained Drug Delivery

Intracellular

Highly selective pan VEGF inhibitor? Proprietary hydrogel
Highly potent TKI? Versatile, biocompatible, tunable platform3

OTX-TKI

is being developed with the aim to provide:

Continuous and consistent Complete and predictable
delivery up to 12 months3° bioresorption3?°

A single hydrogel insert3#

OTX-TKI is an investigational product candidate which has not been approved by the FDA or any regulatory authority.

o C U L A R Retma.) 1.Zhao Y, et al. Oncologist. 2015;20(6):660-673. 2. Gross-Goupil M, et al. Clin Med Insights Oncol. 2013;7:269-277. 3. Blizzard CD, et al. Ocular Implant Containing a Tyrosine Kinase Inhibitor. US Patent
o experience 11,439,592 B2. September 13, 2022. 4. Tan CS, et al. Clin Ophthalmol. 2022;16:917-933. 5. Data on File 033. Ocular Therapeutix. 2026.
®eqecect’ THERAPEUTIX  redefined” TKI, Tyrosine Kinase Inhibitor; VEGF, Vascular Endothelial Growth Factor 28



Axitinib: Highly Selective, Very Potent VEGFR Inhibitor

IC;, for VEGF Receptor 2 (nM)'-3

100 1

Lower IC;, values
indicate higher

potency 10 4

0.1

0.01

VEGF Challenge Rabbit Model?

5 . Bevacizumab OTXTKI
4
VEGFR-2 VEGFR-2
2.9nM 3.3nM 0 Bevacizumab
. . 85 3 Score 2 and above
N indicates active leakage Untreated
_ t L4
E _\zm 8 J R T ks Gl AshuERE L DEEEEECEE bt
Axitinib Axitinib 02
90Xtm0::’e 100Xtm0tre - 14 OTX'TKI
poten poten
{  VEGFR-2 045mg
0.032nM l l 0 +—8—8 T T T T T y
_______________________________ 0 10 20 30 40 5 60 70 8 90
Time (days)
Axitinib Sunitinib Vorolanib

»>)

Highly selective for all VEGF
receptors, ~100x more potent
for VEGFR-2'3

Sustained leakage control
in repeat VEGF challenge
animal model?

Q?
O

.OCULAR
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1. Patel C, et al. Target and Selectivity Profiling of Axitinib in Cell-Based and Biochemical Assays. Presented at Association in Vision and Ophthalmology. May 4, 2025. Salt Lake City, UT. 2. Blizzard, C et al.

Pharmacodynamic efficacy of optimized intravitreal axitinib implant (OTX-TKI) in a VEGF challenge rabbit model. Presented at the Association in Vision and Ophthalmology. May 9, 2024. Seattle, WA, US. 3.

Reaction Biology, Germany; Cellular Phosphorylation Assay Service. (https://www.reactionbiology.com) CHO Cellular assay data demonstrated no TIE2 inhibition within physiological drug solubility range at

normal cellular ATP levels via the gold standard cell phosphorylation assay; Ocular Therapeutix. Data on File 042. 2026. 29
VEGFR, vascular endothelial growth factor receptor; IC50, inhibitory concentration 50%; SEM, standard error of mean



Axitinib demonstrates strongest inhibition of all VEGF/PDGF/FGF Receptors

( AssayQuant (Fluorescence Assay)* > (Reaction Biology (Radiometric Assay)**)

1 mM ATP ( Physiologic Testing Conditions ) 1 mM ATP ( Physiologic Testing Conditions )

g = Axitinib intraocular conc = 1.03 to 1.13 uyM Axitinib intraocular conc = 1.03 to 1.13 uM
L l‘lM Axitinib* m ( Vorolanib intraocular conc = 0.23 to 0.95 pM346 ) m ( Vorolanib intraocular conc = 0.23 to 0.95 pM?346 )
Kinase'2 Axitinib Vorolanib3-5 Sunitinib

VEGF RECEPTORS VEGF RECEPTORS
VEGFR1 99% VEGFR1

VEGFR2 97% VEGFR2 6% 14%
VEGFR3 95% VEGFR3 63% 27% 18%

OTHER RECEPTORS OTHER RECEPTORS

PDGFRa PDGFRa 54% 37% 37%

FGFR1 0% 45% FGFR1 69% 12% 28%
FGFR2 16% 54% FGFR2 62% 17% 28%

FGFR3 67% 15% 63% FGFR3 40% 58%

. /| JAK1 18% 21% 52% JAK1 5% 14% 0%

Inhibition Key: <50% 50-70% [ 70-85% [l 85-100% Not tested

Kinase'2 Axitinib Vorolanib3-5 Sunitinib

42%

VEGFR2

VEGFR1

R
Retina *Kinome Tree inhibition analysis conducted in collaboration with AssayQuant. PhosphoSens® assay (AssayQuant®) conducted at 1mM ATP and 1uM drug concentrations. **Reaction Biology HotSpot kinase screening (Radiometric Assay) conducted at 1mM ATP
o C U L A R . and 1pM drug concentrations. 1. Data on file, Ocular Therapeutix. 2. Patel C, et al. Target and Selectivity Profiling of Axitinib in Cell-Based and Biochemical Assays. Presented at the Association for Research in Vision and Ophthalmology. May 8, 2025, Salt Lake City,
.0...“. .- experience UT. 3. Singh RP, et al. A 12-Month, Ocular Pharmacokinetic Study of EYP-1901, a Sustained-release, Intravitreal Formulation of the Tyrosine Kinase Inhibitor Vorolanib. Presented at the American Society of Retina Specialists Annual Meeting; July 28-August 1,

®0¢000°° THERAPEUTIX redefined™  2023; Seattle, WA; 4. Kupperman BD, et al. Poster B0301. Presented at ARVO 2024 Annual Meeting, May 5-9, 2024; Seattle, WA; 5. Xiu X, et al. Organic Process Research & Development. 2024;28(2):492-499; 6. Saim, S., Howard-Sparks, M., Paggiarino, D., 30
Karzoun, B. and Chen, J., Eyepoint Pharmaceuticals Inc, 2026. Bioerodible ocular drug delivery insert and therapeutic method. U.S. Patent 12,551,368.; TKI, tyrosine kinase inhibitor; ATP, adenosine triphosphate; VEGFR, vascular endothelial growth factor receptor;
PDGFR, platelet-derived growth factor receptor; FGFR, fibroblast growth factor receptor; JAK, janus kinase. TIE2, tyrosine kinase with immunoglobulin-like and epidermal growth factor-like domains-2.



Comparison of Hydrogel vs Other Retinal Polymer Implants

Implant Implant Dimensions Needle Matrix Degradation Polymer Implant Remnants
(Full View) (Length x Diameter) Size & Release™" Byproduct at 12 Months
OZURDEX 06‘{?52:]* 22-gauge' Lactic acid and Remnant
. ' glycolic acidt lasts ~12 months *
obbvie —
Two
EYP-1901 implants with >75 KDa Two remnants
_ IZ “ath of 22-gauge” polyvinyl last 18-24
@ EYEPOINT . gthot alcoholl months™
@ Lactic acid and
- T
graybug /A 27-gauge glycolic acidtt i

OTX-TKI Inert hydrogel

PEG chains” No remnants

OTX-TKIl is an investigational product candidate which has not been approved by the FDA or any regulatory authority.

Schematic drawings, not drawn to scale or color, for illustrative purposes only; yellow or gray dots/spheres depict therapeutic agents released by implants. Images of EYP-1901 implants from Abbey, AM. Topline Data
from DAVIO 2: a Phase 2 Study of a Single Injection of DURAVYU (Vorolanib Intravitreal Insert). Presented at Retina World Congress. Fort Lauderdale, FL; May 9-12, 2024.
*. Li M, et al. Heliyon. 2022;8(12):e12219. t. Pellegrini GABP, et al. Int J Retina Vitreous. 2025;11(1):7. }. Kim JT, et al. Retina. 2020; 40(11):p 2226-2231. §. Schmit-Eilenberger VK. Clin Ophthalmol. 2015;9:801-811. {.
L.eee000e, Diameter of EYP-1901 unconfirmed; EyePoint Pharmaceuticals. Clinical Study Protocol. Protocol No. EYP-1901-201. Published January 25, 2024. ClinicalTrials.gov identifier: NCT05381948.. #. EyePoint
eeseot®e . Pharmaceuticals DAVIO2 Topline Results Conference Call, December 4, 2023. ||. Wykoff CC, et al. J Vitreoretin Dis. 2024;8(5):577-586. **EyePoint Pharmaceuticals. TD Cowen 44 Annual Health Care Conference.
O C U L A R Retm:?\ March 5, 2024. https://investors.eyepointpharma.com/events-and-presentations. 1. Graybug Vision Inc. Clinical Study Protocol. Protocol No. GBV-102-002. Published September 8, 2020. ClinicalTrials.gov identifier:
oo, experience NCT03953079. A. Blizzard CD, et al. Ocular Implant Containing a Tyrosine Kinase Inhibitor. US Patent 11,439,592 B2. September 13, 2022. * Data on File 044. Ocular Therapeutix. 2026.
®0eesee’’ THERAPEUTIX  redefined™ PEG, polyethylene glycol



OTX-TKI is Designed to Release Axitinib and Maintain Intraocular Drug Levels
Over Time

Axitinib concentrations following a single OTX-TKI in NHPs'

OTX-TKI In Vivo Delivery Profile?

Hydrogel Drug
Zero-order kinetics Bioresorption  Clearance
S [ @ L @
: : : L : 5 100000
Rapid, continuous and consistent axitinib delivery £ o000
28 —o
28 1000 —0
< 100 —
Targeted drug delivery to retina and choroid g 4 —O—Retina
S =O=Chr/RPE
1

Months 0 1 2 3 4 5 6 7 8 9

s
. °
Retina
o o C U L A R experience 1. Data on File 033. Ocular Therapeutix. 2. Li J, et al. Nat Rev Mater. 2016;1(12):16071. 3. Miller DA, et al. J Orthop Surg Res. 2016;11(1):111.
%0, .

..:. ....... THERAPEUTIX redefined™ Chr, choroid; RPE, retinal pigment epithelium; NHP, non-human primate. 32



DY AT THERAPEUTIX  redefined™

OTX-TKI is Designed to Release Axitinib and Maintain Intraocular Drug Levels
Over Time with Complete Bioresorption

Axitinib concentrations following a single OTX-TKI in NHPs'

OTX-TKI In Vivo Delivery Profile?

Hydrogel Drug
Zero-order kinetics Bioresorption  Clearance
S - @ L a
: : : L : 5 100000
Rapid, continuous and consistent axitinib delivery £ o000
28 —o
25 1000 —
< 100 —
Targeted drug delivery to retina and choroid g 4 —O—Retina
S =O=Chr/RPE
1

Months O 1 2 3 4 5 6 7 8 9

Hydrogel bioresorbs completely and predictably via hydrolysis for potential redosing'-3

Dry OTX-TKI Dimensions
7mm length, 0.4mm diameter
mm

Day 1
R
Retina
o o C U L A R experience 1. Data on File 033. Ocular Therapeutix. 2. Li J, et al. Nat Rev Mater. 2016;1(12):16071. 3. Mdiller DA, et al. J Orthop Surg Res. 2016;11(1):111.
o X . )

Chr, choroid; RPE, retinal pigment epithelium; NHP, non-human primate. 33




Histology of Ocular Tissues Demonstrates Axitinib Elution
with No Inflammatory Cells

Histology of Ocular Tissues from 0.7 mg OTX-TKI in NHPs ] s

5002 [ 7 5603
7

=
e
e

White, refractile, basophilic,
granular axitinib in the vitreous

No inflammatory cells in
vitreous, retina, or AC

&l
4
: A ’;"( e e 2 ;7 i g

=l 4 5002

e

» o, . Sy " 6 B
> Gl P T 0y
N B v
: ol 4
o_&- "
g 2

S Retina
'°-...O... C U L A R experience Data on File 043. Ocular Therapeutix; 2026 From NHP Toxicity Study, not human picture

........ THERAPEUTIX  redefined™ AC, anterior chamber; NHP, non-human primates 34
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OTX-TKI is Designed for Seamless, Inmediate Adoption

Ideal Target

Single Bioresorbable Optimizing for
Product Profile

Hydrogel Retina Practices

Pan-VEGF and PDGF
inhibitory activity'

Familiar IVT

3
No remnants injection with 25g needle®

Predictable
schedule for patients?

Axitinib has best-in-class

4
(TKI) potency’ Tunable hydrogel

Extended durability Hydrogel used Designed for improved
up to 12 months? in over 5 million patients® treatment adherence?

OTX-TKl is an investigational product candidate which has not been approved by the FDA or any regulatory authority.

_.'.'.'-’-'o'c.o':' 1. Gross-Goupil M, et al. Clin Med Insights Oncol. 2013;7:269-277. 2. Eichenbaum, DA, et al. American Academy of Ophthalmology Annual Meeting; October 18-21, 2024; Chicago, IL. 3. Data on File 044. Ocular
Retina Therapeutix. 2026.. 4. Blizzard CD, et al. Ocular Implant Containing a Tyrosine Kinase Inhibitor. US Patent 11,439,592 B2. September 13, 2022. 5. Stuart M. Instylla: An easy, predictable, and simpler way to embolize
° experience tumors. MedTech Strategist. 2021.. 6. Aimony A. Am J Manag Care. 2023;29(suppl 6):S81-S89 .
®00000e: ", VEGF, vascular endothelial growth factor; PDGF, platelet-derived growth factor; IVT, intravitreal.
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SOL: OTX-TKI Phase 3 Clinical Program in nAMD
Evaluating the efficacy, durability and safety of OTX-TKI in nAMD

Registrational Trials

SOL-1 SOL-R

Phase 3 Phase 3
Superiority Trial Non-Inferiority Trial
Durability of a single Repeat dosing

OTX-TKI injection every 6 months

Complementary studies designed to
provide a comprehensive characterization of
OTX-TKI across patient populations

o000
e000g,

"OCULAR ==,

........ THERAPEUTIX redefined nAMD, neovascular age-related macular degeneration; VEGF, vascular endothelial growth factor

Extension Study

SOL-X

Open-Label Extension

Long-term safety and disease
modifying potential of continuous
VEGF suppression

Eligible patients who
complete end of Year 2 visit
in SOL-1 or SOL-R

37



SOL: OTX-TKI Phase 3 Clinical Program in nAMD
Evaluating the efficacy, durability and safety of OTX-TKI in nAMD

4 N

SOL-1

Phase 3
Superiority Trial

Durability of a single
OTX-TKI injection

THERAPEUTIX d fined nAMD, neovascular age-related macular degeneration; VEGF, vascular endothelial growth factor



OTX-TKI Evaluated in a Superiority nAMD Trial Designed to Align with FDA

Guidance

-

Dosing Schedule

Sham Injections

Superiority
Endpoint

FDA Guidance for nAMD Trials

One comparator arm should have the same dosing
schedule as the investigational drug’

Sham injections are not recommended,;
considered inadequate masking?3

>15-Letter!’

Decrease @ Increase @ Difference

v

v

v

SOL-1 Trial Design

Both study arms have
same dosing schedule

No sham injections

>15-Letter Decrease

Proportion with <15 ETDRS letters of BCVA loss
from baseline at Week 36

/

Compares a single OTX-TKI (0.45 mg) dose to a single aflibercept (2 mg) dose

Designed to show superiority on efficacy and durability

SOL-1 is being conducted under a Special Protocol Assessment

Lec0000g
cee000g

_OCULAR ==,

LY THERAPEUTIX redefined

ClinicalTrials.gov. identifier: NCT06223958

1. U.S. Food and Drug Administration. Neovascular AMD: Developing Drugs for Treatment Guidance for Industry. Updated February 2023. Accessed April 1, 2026. https://www.fda.gov/regulatory-
information/search-fda-guidance-documents/neovascular-age-related-macular-degeneration-developing-drugs-treatment. 2. Type C WRO [written response only] Aug 2024. 3. Weiss J, Boyd B, Event: Q&A with

FDA, at the American Academy of Ophthalmology Annual Meeting, October 20, 2024

BCVA, best-corrected visual acuity; ETDRS, early treatment diabetic retinopathy study; nAMD, neovascular age-related macular degeneration



Eligibility and Enrollment Criteria S

Key Inclusion Criteria

Week -8 -4 R1:1

‘ Aflibercept 2 mg

OTX-TKI*
(0.45 mg) O study visit

@ OTX-TKI 0.45 mg

Aflibercept
(2 mg)

Randomization
(Day 1)

Enrollment Criteria Randomization Criteria

Screening Visit (Week -8) Baseline Visit (Day 1)

Treatment naive CNV due to nAMD BCVA gain >10 ETDRS letters
-OR -
BCVA >84 ETDRS letters
(~20/20 Snellen equivalent)

BCVA >54 ETDRS letters
(~20/80 Snellen equivalent)

CSFT of <500 ym

Lese00
.,'.---0.0:: *No aflibercept injection is given at baseline
o (: U L A R Retina ClinicalTrials.gov. identifier: NCT06223958
% . experience CNV, choroidal neovascularization; nAMD, neovascular age-related macular degeneration; BCVA, best-corrected visual acuity; ETDRS, early treatment diabetic retinopathy study; CSFT; central subfield thickness,
o .'.'.'.'-- THERAPEUTIX redefined measured from the internal limiting membrane to the retinal pigment epithelium

L-1

40



Strong Subject Retention Maintained through Week 52 Si.L-1

Subject Disposition

Adverse event (n=1)

Mis-randomized (n=2)"
Death (n=1)
Lost to follow-up (n=1)

Discontinued before Week 52 (n=11) )

Subject withdrew consent® (n= 6)

Randomized
N=344

OTX-TKI 0.45 mg
N=172

J

"OCULAR ==..

: THERAPEUTIX redefined

v

Completed through
Week 52

n=161@

J

N

Aflibercept 2 mg
N=172

Discontinued before Week 52 (n=5)

Adverse event (n=2)

Subject withdrew consent* (n=1)
Death (n=1)

Lost to follow-up (n=1)

N

Completed through

* Reasons included: personal reason, no reason, travel, offered another treatment at a different practice; only Day 1 completed, subject refused week 52 assessment

1 Subjects did not receive study treatment and were not included in the full analysis set

41




Excellent Vision at Baseline; Majority Demonstrated >10-letter Gain  §: ] -]

from Screening
Best-Corrected Visual Acuity

Screening Visit (Week -8)

_y OTX-TKI 0.45 mg Aflibercept 2 mg
Study Eye Characteristics N = 172 N =172

BCVA, ETDRS letter score, mean (SD) 70.9 (11.3) 69.5 (10.8)
Snellen Equivalent ~20/40 ~20/40

Baseline (Randomization)

y OTX-TKI 0.45 mg Aflibercept 2 mg
Study Eye Characteristics N =172 N =172
BCVA, ETDRS letter score, mean (SD) 80.8 (7.6) 79.2 (7.9)
Snellen Equivalent ~20/25 ~20/25

Change from Screening to Baseline, n (%)
> 10 ETDRS letter gain 107 (62.9) 114 (67.1)
>84 ETDRS letters (~20/20) 63 (37.1) 56 (32.9)

THERAPEUTIX  redefined™ BCVA, best-corrected visual acuity; ETDRS, Early Treatment Diabetic Retinopathy Study; SD, standard deviation. 42



Anatomic Improvement Observed After Two Aflibercept Injections Si.L-1

Central Subfield Thickness

Screening Visit (Week -8)

Study Eye Characteristics

OTX-TKI 0.45 mg Aflibercept 2 mg
N=172 N=172

BCVA, ETDRS letter score, mean (SD)
Snellen Equivalent

CSFT, um, mean (SD)

70.9 (11.3) 69.5 (10.8)
~20/40 ~20/40

303.6 (72.5) 302.7 (78.3)

Baseline (Randomization)

Study Eye Characteristics

OTX-TKI 0.45 mg Aflibercept 2 mg
N=172 N=172

BCVA, ETDRS letter score, mean (SD)
Snellen Equivalent

CSFT, um, mean (SD)

80.8 (7.6) 79.2 (7.9)

~20/25 ~20/25

219.3 (37.1) 226.8 (42.1)

Jiveeres®

’ Retina

’Q.Q C U L A R experience BCVA, best-corrected visual acuity; ETDRS, Early Treatment Diabetic Retinopathy Study; CSFT, central subfield thickness, measured from the internal limiting membrane to the retinal pigment epithelium; SD,
LI TYYIIAN

THERAPEUTIX redefined standard deviation
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SOL-1 Evaluated a Distinct nAMD Cohort with Excellent Baseline Vision SiEL-1
Baseline BCVA Across nAMD Trials

Baseline BCVA

85
80
75
70
I— ———————————————————————————————————— —
65 I () TENAYA & :
! LUGANOS " @ LUCERNE? |
' oo ° !
I ]
60 : e PULSARS o*® ! nAMD Trials
( N )
I ® )
| B 00 GhngSmf Ak iiaiaiieiieiek ke 11 mean BCVA: 52 to 66 letters
° HAWK &
1 VIEW1 & ® o CEDAR & HARRIERS 1 20/100 to 20/50
' VIEW 2 ¢
I o o SEQUOIA* :
50 . I
|
! |
N
45
150 200 250 300 350 400 450 500
Baseline CSFT
. 1. Heier JS, et al. Ophthalmology. 2012;119(12):2537-2548. 2. Heier JS, et al. Lancet. 2022;399(10326):729-740. 3. Lanzetta P, et al. Lancet. 2024;403(10432):1141-1152. 4. Kunimoto D, et al. Ophthalmology.
Retlnz:x 2020;127(10):1331-1344. 5. Dugel PU, et al. Ophthalmology. 2020;127(1):72-84. 6. Regillo CD. LUGANO Phase 3 trial of bioerodible EYP-1901 (vorolanib intravitreal insert) vs aflibercept in patients with neovascular
experience age-related macular degeneration (nAMD): first-time vision and anatomic outcomes. Presented at: The Retina Society 59th Annual Scientific Meeting. Los Angeles, California. September 24, 2026.
THERAPEUTIX  redefined BCVA, best-corrected visual acuity; CSFT, central subfield thickness; nAMD, neovascular age-related macular degeneration 44



SOL-1 Evaluated a Distinct nAMD Cohort with Excellent Baseline Vision S L-1
Baseline BCVA Across nAMD Trials

85 -
Baseline SOL-1
80
mean BCVA: 81 letters (~20/25)
75 _ mean CSFT: 219 uM
S L 1 Screening
< —
3 70
(01] e e e e R
() I o TENAYA & I
c 65 s |
= ! LUGANO LUCERNE? 1
[ : ' ° | i
2 &0 | S & PULSAR® o ! nNAMD Trials
| o
@ | B 00 GhngSmf Ak iiaiaiieiieiek ke 11 mean BCVA: 52 to 66 letters
55 | . L HAWK & I ~
1 VIEW1 & ® o CEDAR & HARRIERS 1 (~20/100 to 20/50)
1 1 o
| VIEW2 o o SEQUOIA* !
50 i :
1
cle e i L 2 I
45
150 200 250 300 350 400 450 500
Baseline CSFT
-""":..::::. . 1. Heier JS, et al. Ophthalmology. 2012;119(12):2537-2548. 2. Heier JS, et al. Lancet. 2022;399(10326):729-740. 3. Lanzetta P, et al. Lancet. 2024;403(10432):1141-1152. 4. Kunimoto D, et al. Ophthalmology.
o C U L A R Retlnz:x 2020;127(10):1331-1344. 5. Dugel PU, et al. Ophthalmology. 2020;127(1):72-84. 6. Regillo CD. LUGANO Phase 3 trial of bioerodible EYP-1901 (vorolanib intravitreal insert) vs aflibercept in patients with neovascular
...oo... experience age-related macular degeneration (nAMD): first-time vision and anatomic outcomes. Presented at: The Retina Society 59th Annual Scientific Meeting. Los Angeles, California. September 24, 2026.

[ L YYYYIN THERAPEUTIX redefined BCVA, best-corrected visual acuity; CSFT, central subfield thickness; nAMD, neovascular age-related macular degeneration 45
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Primary Endpoint Successfully Met

Statistically Significant Higher Proportion of Subjects Maintained Visual Acuity* with
OTX-TKI vs. Aflibercept 2 mg at Week 36

100% - (_P=0.0006 )

74.1%

75% -

50% -

Proportion of Subjects, %
o

0% A

Week 36

M OTX-TKI0.45 mg (n=170) M Aflibercept2 mg (n=172)

THERAPEUTIX redefined *Maintenance of vision defined as proportion of subjects who maintain visual acuity, a loss of <15 ETDRS letters of BCVA from baseline



Difference in Proportion of Subjects Maintaining Visual Acuity Qe -1

Sustained Through Week 52
Key Secondary Endpoint: Maintenance of Visual Acuity* at Week 52

o 100% 7 ( P<0.0001 )
o~ ]
"‘9: I
S 75% - 0
2 ] 65.9%
s _
w -
S 50% -
2 _
o
)
— i
g_ 25% -
S _
[ -
a
0%

Week 52

M OTX-TKI0.45 mg (n=170) M Aflibercept2 mg (n=172)

THERAPEUTIX redefined *Maintenance of vision defined as proportion of subjects who maintain visual acuity, a loss of <15 ETDRS letters of BCVA from baseline 48



Most Subjects (~75%) in the OTX-TKI Arm Did Not Receive Rescue Sl -1
Injections at Week 36

Proportion of Rescue-Free Subjects Time to First Rescue Treatment

Post Hoc Analysis Key Secondary Endpoint
100% -
- P = 0.0006* 1.0 4
80.6% 0.9 +
1 i 72.1% 74.7% 08 P =0.00057
Ll o . -
X 75% - g’
- . 'S 0.7 -
: £z
_-GQ_)‘ ] "6 .‘8 0.6 A
3 1 Zz.9 5 -
& 50% _ 22 05
(T
[e} Q 0.4
c 2 3
) ] =@ 034
g 25% - S 0.2 -
-3 1| 80.6% 72.1% 74.7% 56.4% g :
g ] Rescue free Rescue free Rescue free Rescue free E 0.1 -
] | — @
I I 0-0 L i i T 1 I I I T I T T I I T 1

0% - 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
Week 24 . . oy
ee Time from Baseline Injection (Weeks)

B OTX-TKI 0.45 mg (n=170)

Lec0000g
_',.oc.o.
. Retina Eredefined statistica.I rules were applied tq gdqut for treatm.e.nt discontinuation or deviation as per the pre-specified statistical analysis plan. Full analysis set. Rescue-free subjects - Aﬂibercept 2 mg (n=1 72)
. include those who did not require rescue injections as specified by the protocol.
o experience At \eek 52, the proportion of rescue-free subjects was 68.8% in the OTX-TKI arm and 47.7% in the aflibercept 2mg arm

LYY YA THERAPEUTIX redefined *Descriptive p-values; tNominal P value 49



Faricimab
TENAYA/LUCERNE"2 Phase 3 - to Week 48

Aflibercept 8mg

PULSAR3# Phase 3 — up to Week 48

4D-150

PRISM?® Phase 2b (3E10 dose)* - through Week 52

ADVM-022

LUNAS Phase 2 (2E11 dose)*

RGX-314

Subretinal Phase 2 Study”-8 (Low dose/High dose

14% (6.4 vs 7.4)

29% (5.49 vs 7.7)
(weighted mean Q12 and Q16 arms)

50% (3.97 vs 8)

vs projected on-label aflibercept 2 mg control

65% (2.8 vs 8)

vs projected on-label aflibercept 2 mg control

58 - 60% (3.2/3.4 vs 8)

vs projected on-label aflibercept 2 mg control

Treatment Burden Reduction vs 2 mg Aflibercept Q8W at ~1 Year

LOADING DOSES INCLUDED

LOADING DOSES NOT INCLUDED

45% (2.4 vs 4.4)

47% (2.49 vs 4.7)
(weighted mean Q12 and Q16 arms)

51% (2.97 vs 6)

vs projected on-label aflibercept 2 mg control

70% (1.8 vs 6)

vs projected on-label aflibercept 2 mg control

60 - 63% (2.2/2.4 vs 6)

vs projected on-label aflibercept 2 mg control

annualized)t

EYP-1901 2.7mg

LUGANQS? Phase 3 — up to Week 56

27% (6.1 vs 8.3) 42% (3.1 vs 5.3)

OTX-TKI 56% (3.95 vs 9)t

72% (1.95 vs 7)

Post hoc analysis of estimated treatment burden reduction in vs projected on-label aflibercept 2 mg control

SOL-1 Phase 3 (using SOL-R supplemental injection criteria) vs projected on-label aflibercept 2 mg control

*Previously treated wet age-related macular degeneration population; 1 Does not include the subretinal surgery as a treatment; £ OTX-TKI durability measured over 60 weeks to include loading doses at Week-8 and Week-4.

The data presented here include a comparison of results from distinct clinical trials. These studies featured varying inclusion and exclusion criteria, baseline characteristics, and patient
demographics which may significantly impact clinical outcomes. Because comparisons between these trials may not be generalizable, this overview is for informational purposes only and does not
constitute a head-to-head evaluation or definitive proof of relative therapeutic value.

Treatment burden calculations use reported treatment counts in the investigational arms relative to a projected on-label aflibercept (2 mg) dosing schedule. Actual on-label aflibercept (2 mg) dosing schedules were used where available. For
cececee aflibercept 8mg, results from the Q12 and Q16 arms were combined using a sample-size-weighted mean. Loading doses were defined as regimen-specific administrations occurring before the maintenance or durability phase and were included
'.'..u...' or excluded as indicated.
Retina 1. Heier JS, et al. Lancet. 2022;399(10326):729-740. 2. FDA. Vabysmo clinical review. BLA 761235. 2021. 3. Lanzetta P, et al. Lancet. 2024;403(10432):1141-1152. 4. FDA. Eylea HD (aflibercept): BLA 761355 Summary Review. 2023. Table 31.
experience 2024. 5. Pieramici D. Presented at: Angiogenesis, Exudation, and Degeneration 2025; February 8, 2025. https://4dmoleculartherapeutics.com/wp-content/uploads/Angiogenesis-2025-PRISM-Ph2b-Dante_vF_08-Feb-2025.pdf 6. Wykoff CC.
00000 . Presented at: FLORetina 2025; December 4-7, 2025; Florence, Italy. https://adverum.com/wp-content/uploads/FLORETINA-2025_LUNA-2-year-Results.pdf 7. Tuli R. Subretinal delivery of investigational ABBV-RGX-314 for nAMD. Canadian Retina
LYYy THERAPEUTIX redefined Society; 2025. 8. Data on File. Ocular Therapeutix. 9. EyePoint Inc. LUGANO phase 3 clinical trial: DURAVYU in wet AMD—expanded results and analyses. Investor presentation. Published September 2026. Accessed September 16, 2026. 50
https://investors.eyepoint.bio/static-files/7e8b3b5e-2f94-4f34-8d97-586752ec3cb2



On Average, OTX-TKI Subjects Maintained Vision and Anatomy, with  §: ‘] -]
Most Remaining Rescue-Free

Post Hoc Analysis: Mean Change in BCVA and CSFT from Screening
10 ~

Baseline

————¢ ¢+ 0 @D

(o)
[ 50.3 | 74.7%
Rescue free
12 16 20 24 28 32 n
Baseline
-100 -

CSFT
Primary
] i Outcome

Mean (+SE) Change
from Screening BCVA,
ETDRS Letters

o

(5]
)
L3
7
1
')
1
N
o
N
(00]

R
(6}
1

-75 -

Mean (+SE) Change
from Screening CSFT,
um
o)

o

Lev00000g, . . . L . . . . L
LJeeec00gy Full analysis set. For subjects who received any rescue injections, their observed BCVA and CSFT values after the 1st rescue injection are set to missing
o C U L A R Retina Baseline measurements are the last non-missing measurement prior to the study drug injection on Day 1 . OTX'TKI 0.45 mg (n_1 70)
%oy, experience BCVA, best-corrected visual acuity; CSFT; central subfield thickness, measured from the internal limiting membrane to the retinal pigment epithelium; ETDRS, Aflib t2 ( 172)
WA -"-' loercep mg (n= 51

®00ceec’ THERAPEUTIX redefined Early Treatment Diabetic Retinopathy Study; SE, standard error



On Average, OTX-TKI Subjects Maintained Vision and Anatomy,
with Most Remaining Rescue-Free

Post Hoc Analysis: Mean Change in BCVA and CSFT from Screening

S

L-1

56.4%

Rescue free

10 -~
w‘>f 1 ’I’~~
1T ’ Rt
Sod Z ," .
852 5| 4 ‘oom $dep 4t @D
= E 1/ 79.2
(= _’I
0‘ T T T T T T T T T
Weeks -8 -4 0 8 12 16 20 24 28 32
0
‘\\
251\ I
\ TS S ¢ < @
\ ,aé‘

-75 -

Mean (+SE) Change
from Screening CSFT,
um
o)

o

-100 -

Aflibercept ’\)

"OCULAR ==

®00cecc’ THERAPEUTIX redefined

R

D¢

% 4

Full analysis set. For subjects who received any rescue injections, their observed BCVA and CSFT values after the 1st rescue injection are set to missing
Baseline measurements are the last non-missing measurement prior to the study drug injection on Day 1

BCVA, best-corrected visual acuity; CSFT; central subfield thickness, measured from the internal limiting membrane to the retinal pigment epithelium; ETDRS,
Early Treatment Diabetic Retinopathy Study; SE, standard error

Primary
Outcome

—®— OTX-TKI 0.45 mg (n=170)
- 4= Aflibercept 2 mg (n=172) s



On Average, OTX-TKI Subjects Maintained Vision and Anatomy, with  §: ‘] -]
Most Remaining Rescue-Free

Post Hoc Analysis: Mean Change in BCVA and CSFT from Screening
10 ~

Baseline
BCVA

80.8

o0s)
;

74.7%

Rescue free

Mean (+SE) Change
from Screening BCVA,
ETDRS Letters

o

=
®
(1]
=
»
|
0]
1
N

56.4%

Baseline Rescue free

CSFT

R
(6}
1

-75 -

Mean (+SE) Change
from Screening CSFT,
um
o)

o

-100 -

OTX-TKI ) D Primary
: Outcome
Aflibercept l\)

Lec000
'.--'“::' Full analysis set. For subjects who received any rescue injections, their observed BCVA and CSFT values after the 1st rescue injection are set to missing OTX TKI 0.45 ( 170)
+ - . mg (n=

o ‘ : U L A R Retina Baseline measurements are the last non-missing measurement prior to the study drug injection on Day 1
o, experience BCVA, best-corrected visual acuity; CSFT; central subfield thickness, measured from the internal limiting membrane to the retinal pigment epithelium; ETDRS, .
== Aflibercept 2 mg (n=172) s53

""" N THERAPEUTIX redefined Early Treatment Diabetic Retinopathy Study; SE, standard error



OTX-TKI Delivered Sustained Fluid Control SizL-1

Prespecified Exploratory Analysis: Mean Change in Intra-Retinal and Sub-Retinal Fluid Volume

Week 24 Week 36
Mean Volume Mean Volume
70 -
54 nL 59 nL Total Fluid Volume: 60 nL
60 -
() ,—+—
- - =
m -
0
O c
oo
N &
Hm
[
8 g 32 nL 31 nL
s =

S 200 pm

0 20 24 28 32 n
=B OO0 Weeks
—@— OTX-TKI 0.45 mg (n=170)

Aflibercept A\) S\Q '\)
= 49— Aflibercept 2 mg (n=172)

o 0 C ULAR 5.

i Full analysi
...... THERAPEUTIX  redefined Ul @nalvsis set 54

SE, standard error



No Treatment or Procedure Related SAEs
Non-Ocular and Ocular Adverse Events in the Study Eye

. . OTX-TKI 0.45 mg Aflibercept 2 mg
o
Subjects with AEs Through Week 52, n (%) n=170 n=172
Non-ocular AEs
>1AE 84 (49.4) 73 (42.4)
> 1 SAE 19 (11.2) 21 (12.2)
> 1 treatment-related AE 0 0
> 1 treatment-related SAE 0 0
> 1 study procedure-related AE 1 (0.6) 0
> 1 study procedure-related SAE 0 0
AE leading to study discontinuation 3 (1.8) 3 (1.7)
AE leading to death* 2(1.2) 1 (0.6)
Ocular AEs in the study eye
>1AE 90 (52.9) 58 (33.7)
> 1 SAET 1 (0.6) 0
> 1 treatment-related AE 15 (8.8) 1 (0.6)
> 1 treatment-related SAE 0 0
> 1 study procedure-related AE 15 (8.8) 7(4.1)
> 1 study procedure-related SAE 0 0
Ocular AE leading to study discontinuation 0 0

eee ‘
°
Retina *Stroke (day 103); worsening of metastatic melanoma (day 319); lung cancer metastatic (day 503)
o experience tSevere vision loss due to 3+ PSC cataract, 78 ETDRS letters at baseline, recovered to 70 ETDRS letters after cataract surgery
o,

®0¢0ec°” THERAPEUTIX redefined AE, adverse event; SAE, serious AE; PSC, posterior subcapsular cataract; ETDRS, Early Treatment Diabetic Retinopathy Study



OTX-TKI was Generally Well Tolerated
Ocular Adverse Events in the Study Eye

Subjects with Ocular AEs (> 2%)
Through Week 52, n (%)

OTX-TKI 0.45 mg

n=170

Vitreous floaters

Cataract

Conjunctival hemorrhage
Retinal hemorrhage

Dry eye

Vitreous detachment
Punctate keratitis
Vitreous opacities

Eye pain

Anterior chamber opacity

Posterior capsule opacification

21 (12.4)
12 (7.1)
11 (6.5)
10 (5.9)
7 (4.1)
7 (4.1)
6 (3.5)
6 (3.5)
5 (2.9)
4 (2.4)
4 (2.4)

Aflibercept 2 mg
n=172

2 (1.2)
5 (2.9)
5 (2.9)
17 (9.9)
2 (1.2)
3 (1.7)

0

0
1(0.6)

6 (3.5)

"OCULAR ...

®00cecc’ THERAPEUTIX redefined

AE, adverse event; |OI, intraocular inflammation

Si.-L-1

Nine IOl events observed in study
eyes of 7 subjects in the OTX-TKI
arm

 All cases were mild or
moderate in severity and
resolved

There were no cases of
endophthalmitis, occlusive or
non-occlusive retinal
vasculitis

56



Appearance of Floaters May Correspond to Hydrogel Dissolution S
and Drug Elution

L-1

Evaluation of Vitreous Floaters

.OCULAR

THERAPEUTIX

Retina
experience
redefined

Time to Onset

OTX-TKI Aflibercept
0.45 mg 2mg
n=23* n=2 ° ®
Time to onset, days ‘
Mean (SD) 187.9 (64.0) 164.5 (164.8) ‘
Median 207.0 164.5 ®
BCVA change from prior () O @
visit before onset of ‘ o
floaters, ETDRS letters
Mean change (SD) -0.4 (5.0) -5.5(6.4) :
Median change 0.0 -5.5 o ‘
e B\ ® ®
*  All cases were mild to moderate in severity ®
*  No evidence of IOl associated with floaters @) ®
*  Onset of vitreous floaters AE coincides with drug O ®
elution stage of OTX-TKI hydrogel bioresorption L L L
process 0 12 24 36 48
*  For all subjects with vitreous floaters AE reported, Weeks
drug particles are no longer visible @ O7x-TKI0.45mg

. Aflibercept 2 mg

*23 events in the study eye, 21 subjects; No case observed to be associated with cataract formation
Optos images on day of onset of AE of vitreous floaters

OTK-TKI: Mean change from baseline (SD) in BCVA, -3.3 (8.2) ETDRS letters; median change from baseline, -1.0 ETDRS letters
Study is ongoing until Year 2

SD, standard deviation; BCVA, best-corrected visual acuity; ETDRS, Early Treatment Diabetic Retinopathy Study; AE, adverse events; IO, intraocular inflammation 57



Incidence of Macular Atrophy in SOL-1
Safety Analysis

40%

35% 1
L .
& 30%
O .
0 ]
g 25%
N ]
5 20%
- .
= .
S 15%
) ]
o
© 10%
o

5%

0%

Any Macular Atrophy

Percent Change from Baseline 10% -
] OTX-TKI 0.45mg: 1.2% .
] Aflibercept 2 mg: 2.7% 9%
X 8%
] )
8 7%
] (% 6%
; S 5%
c
; S 4%
: 0,10.3% g 3%
| 8.2%7.6% 9.4% 8
] o 2%
: 0%
Baseline Week 52

B OTX-TKI 0.45 mg (n=170) m Aflibercept 2 mg (n=172)

Retina
experience 'cRORA measured by the reading center

THERAPEUTIX redefined cRORA, complete retinal pigment epithelium and outer retinal atrophy

Si.-L-1

Macular Atrophy in the Central 1mm?

Percent Change from Baseline

OTX-TKI0.45mg: 0.7%
Aflibercept 2 mg: 0.6%

_ 1.9% 1.8%
1.2% 1.2%

Baseline Week 52

H OTX-TKI 0.45 mg (n=170) | Aflibercept 2 mg (n=172)
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SOL-1 Results Demonstrate Potential Treatment Benefit of OTX-TKI SisEL-1

Superiority Primary Endpoint Successfully Met

OTX-TKI Demonstrated Superior Maintenance of Vision* Compared to Aflibercept 2mg at Week 36

OTX-TKI demonstrated a
well-tolerated safety profile
through Week 52

First trial to demonstrate Visual and anatomic stability
durability > 9 months with OTX-TKI

In a post hoc analysis, OTX-TKI subjects
maintained visual and anatomical
outcomes, with most remaining rescue-
free through Week 36

There were no cases of
endophthalmitis, occlusive or non-
occlusive retinal vasculitis

In a post hoc analysis, 74.7% of
subjects treated with OTX-TKI did not
receive rescue treatments by Week 36

Unmatched Sustained Disease

Durability Control Well-Tolerated

OTX-TKIl is an investigational product candidate which has not been approved by the FDA or any regulatory authority.

Le00000g
LJeeec00gy
Retina
' o C U L A R experience *Maintenance of vision defined as proportion of subjects who maintain visual acuity, a loss of <15 ETDRS letters of BCVA from baseline
®00000 "

®0cvpes® THERAPEUTIX redefined Rescue-free subjects include those who did not require rescue injections as specified by the protocol 50
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OTX-TKI Case 1
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Screening OTX-TKI

Aflibercept (2mg) (0.45mgq)

o C U L A R Retlnz:) Case study of one subject; individual results may vary
. experience BCVA, best-corrected visual acuity; CSFT, central subfield thickness; ETDRS, Early
LITERN

THERAPEUTIX  redefined Treatment Diabetic Retinopathy Study; Ltrs, letters

BCVA: 74 Ltrs (-10)
CSFT: 467 um

BCVA: 84 Ltrs
Snellen: 20/20
CSFT: 285 um

BCVA (A): 83 (-1) Ltrs
CSFT (A): 320 (+35) um

BCVA (A): 82 (-2) Ltrs
CSFT (A): 295 (+10) um

BCVA (A): 82 (-2) Ltrs
CSFT (A): 296 (+11) um

BCVA (A): 85 (+1) Ltrs
Snellen: 20/20
CSFT (A): 293 (+8) um

BCVA (A): 78 (-6) Ltrs
CSFT (A): 285 (0) ym

BCVA (A): 77 (-7) Ltrs
Snellen: 20/32
CSFT (A): 282 (-3) ym
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Screening OTX-TKI Per-Protocol Rescue
e Aflibercept (2mg) (0.45mgq) Aflibercept (2mg)
. OC U L A R Retinz:) Case study of one subject; individual results may vary
%, . experience BCVA, best-corrected visual acuity; CSFT, central subfield thickness; ETDRS, Early
PR THERAPEUTIX redefined Treatment Diabetic Retinopathy Study; Ltrs, letters

BCVA: 75 Ltrs
CSFT: 344 um

BCVA: 86 Ltrs
Snellen: 20/20
CSFT: 247 ym

BCVA (A): 84 (-2) Ltrs
CSFT (A): 254 (+7) um

BCVA (A): 85 (-1) Ltrs
CSFT (A): 262 (+15) um

BCVA (A): 80 (-6) Ltrs
CSFT (A): 277 (+30) um

BCVA (A): 83 (-3) Ltrs
Snellen: 20/25
CSFT (A): 279 (+32) ym

BCVA (A): 78 (-8) Ltrs
CSFT (A): 301 (+54) um

BCVA (A): 80 (-6) Ltrs
Snellen: 20/25
CSFT (A): 253 (+6) um
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OTX-TKI Case 3
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BCVA T8 BCVA: 74 Lirs
s @) € ﬂ ﬂ 3 CSFT: 448 ym
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o 807 20125 L3l CSFT: 261 ym
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E 70 -
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8 -4 0 4 8 12 16 20 24 28 36 40 44 48 52
Time (Weeks)
CSFT BCVA (A): 84 (-1) Ltrs
s00 () © ﬂ e CSFT (A): 253 (-8) um
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S 4007 BCVA (A): 85 (0) Ltrs
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= 304
—O~~0=—0—=0==0—0—0—0~0—0—0—0 BCVA (A): 79 (-6) Ltrs
Snellen: 20/25
200 T T T T T T T T T T T T T 1 CSFT (A): 256 (_5) pm
8 -4 0 4 8 12 16 20 24 28 36 40 44 48 52
Time (Weeks)
G Screening e OTX-TKI BCVA (): 82 (-3) Ltrs
Aflibercept (2mg) (0.45mg) Snellen: 20/25
R CSFT (A): 246 (-15) pm

o ‘ U L A R Retlne') Subject missed Week 32 visit
%0q experience Case study of one subject; individual results may vary
LIT RN

°
LLIYYY I THERAPEUTIX  redefined BCVA, best-corrected visual acuity; CSFT, central subfield thickness; ETDRS, Early Treatment Diabetic Retinopathy Study; Ltrs, letters



OTX-TKI Case 4

ETDRS Letters

Microns
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Time (Weeks)
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200 T

4 8 12 16 20 24 28 32 36 40 44 48 52
Time (Weeks)

G Screening e OTX-TKI
Aflibercept (2mg) (0.45mq)

OCULAR

THERAPEUTIX

Retlne') Case study of one subject; individual results may vary
experience BCVA, best-corrected visual acuity; CSFT, central subfield thickness; ETDRS, Early
redefined Treatment Diabetic Retinopathy Study; Ltrs, letters

o
=
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)
@
o

BCVA: 64 Ltrs
CSFT: 363 um

BCVA: 85 Ltrs
Snellen: 20/20
CSFT: 273 ym

BCVA (A): 82 (-3) Ltrs
CSFT (A): 274 (+1) uym

BCVA (A): 83 (-2) Ltrs
CSFT (A): 277 (+4) pm

BCVA (A): 86 (+1) Ltrs
CSFT (A): 278 (+5) pm

BCVA (A): 79 (-6) Ltrs
Snellen: 20/26
CSFT (A): 269 (-4) um

BCVA (A): 85 (0) Ltrs
CSFT (A): 281 (+8) pm

BCVA (A): 90 (+5) Ltrs
Snellen: 20/16
CSFT (A): 292 (+19) pm
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Aflibercept Case 1
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0 i?lirs:rrgggt Study Per-Protocol Rescueﬂ Investigator = g
(2mg) P Aflibercept (2 mg) Aflibercept (2mg) Discretion Rescue x§ BCVA (A): 66 (-18) Ltrs
Ry §§ CSFT (A): 421 (+148) um
i~
S

o C U L A R Retms.) Case study of one subject; individual results may vary
®00e, experience BCVA, best-corrected visual acuity; CSFT, central subfield thickness; ETDRS, Early
oo

LYY THERAPEUTIX redefined Treatment Diabetic Retinopathy Study; Ltrs, letters




Discretion Rescue

Afl i be rce pt C ase 1 e igirsgpciggt Study Per-Protocol Rescue ﬂ Investigator

Aflibercept (2 m Aflibercept (2m
(2mg) pt (2 mg) pt (2mg)

BCVA: 78 Ltrs
CSFT: 389 ym

BCVA (A): 74 (-10) Ltrs §
CSFT (A): 335 (+62) um |
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BCVA: 84 Ltrs
Snellen: 20/20
CSFT: 273 um

BCVA (A): 74 (-10) Ltrs
CSFT (A): 389 (+116)
um

Baseline

BCVA (A): 83 (-1) Ltrs
CSFT (A): 282 (+9) um

BCVA (A): 65 (-19) Ltrs |,
Snellen: 20/50

CSFT (A): 436 (+163)
pum

BCVA (A): 62 (-22) Ltrs |
CSFT (A): 429 (+156)
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BCVA (A): 66 (-18) Ltrs
CSFT (A): 421 (+148)
pum

BCVA (A): 70 (-14) Ltrs
Snellen: 20/40
CSFT (A): 369 (+96) um
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o ‘ U L A R Retlne.) Case study of one subject; individual results may vary
%, experience BCVA, best-corrected visual acuity; CSFT, central subfield thickness; ETDRS, Early Treatment Diabetic Retinopathy Study; Ltrs, letters
®oeeves" THERAPEUTIX  redefined
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Aflibercept Case 2

ETDRS Letters

Microns

Lec0000g
RYYLIT TS
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.OCULAR
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(15 letter loss)
8 4 0 4 16 20 24 28 32 36 40 44 52
Time (Weeks)
CSFT
9 G 0 Gradual fluid ﬂ 0
build-up
8 4 0 4 16 20 24 28 32 36 40 44 52

Time (Weeks)
Per-Protocol Rescue ﬂ
Aflibercept (2mg)

Subject missed W8/W12/W48 Visits
Case study of one subject; individual results may vary

Screening
Aflibercept

(2mg)

Study
Aflibercept (2 mg)

Retina
experience

THERAPEUTIX redefined

Treatment Diabetic Retinopathy Study; Ltrs, letters

Investigator
Discretion Rescue

BCVA, best-corrected visual acuity; CSFT, central subfield thickness; ETDRS, Early

BCVA: 80 Ltrs
CSFT: 394 pm

BCVA: 89 Ltrs
Snellen: 20/16
CSFT: 328 ym

BCVA (A): 78 (-11) Lirs
CSFT (A): 349 (+21) um

BCVA (A): 83 (-6) Ltrs
CSFT (A): 410 (+82) ym

BCVA (A): 56 (-33) Ltrs
CSFT (A): 406 (+78) ym

BCVA (A): 83 (-6) Ltrs
CSFT (A): 332 (+4) pm

BCVA (A): 82 (-7) Ltrs
CSFT (A): 421 (+93) ym

BCVA (A): 81(-8) Ltrs
Snellen: 20/25
CSFT (A): 403 (+75) um




Aflibercept Case 2

Aflibercept (2 mg)
administration

Screening Aflibercept ﬂ Stgdy Per-Protocol Rescue a Investigator
Aflibercept (2mg)

(2mg) injection Discretion Rescue

BCVA: 80 Ltrs
CSFT: 394 um

-8 Weeks

BCVA: 89 Ltrs
Snellen: 20/16
CSFT: 328 ym

BCVA (A): 82 (-7) Ltrs
CSFT (A): 421 (+93) ym

o
=
[
)
©
11]

BCVA (A): 81(-8) Ltrs
Snellen: 20/25
CSFT (A): 403 (+75) um

BCVA (A): 78 (-11) Ltrs
CSFT (A): 349 (+21) ym

BCVA (A): 83 (-6) Ltrs

E CSFT (A): 410 (+82) um

BCVA (A): 75 (-14) Ltrs
CSFT (A): 391 (+63) ym

BCVA (A): 56 (-33) Ltrs

BCVA (A): 84 (-5) Ltrs
CSFT (A): 406 (+78) um

CSFT (A): 400 (+72) um

BCVA (A): 79 (-10) Ltrs
Snellen: 20/25
CSFT (A): 395 (+67) um

BCVA (A): 83 (-6) Ltrs
CSFT (A): 332 (+4) um

(i | [ | s | [ | [

Lec0000g
RYYLIT TS

o U L A R Retina Subject missed W8/W12/W48 Visits
%, experience Case study of one subject; individual results may vary
oo.n.- THERAPEUTIX  redefined BCVA, best-corrected visual acuity; CSFT, central subfield thickness; ETDRS, Early Treatment Diabetic Retinopathy Study; Ltrs, letters 69
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SOL-1 Evaluated a Distinct nAMD Cohort with Excellent Baseline Vision

Baseline BCVA Across nAMD Trials

Si.-L-1

SOL-1 : Mean Change in BCVA from Screening

85

Baseline
o0 S L-1
® Screening
<
8 70
Q@ 65 ° TENAYA &
£ LUGANOS " ® LUCERNE?
)
2 60 ®® o PULSAR? °
m X
55 e ° - HAWK &
Ve S e, CEDAR&  HARRIERS
VIEW 21 e o SEQUOIA*
50
45
150 200 250 300 350 400 450
Baseline CSFT
Ry
CULAR =
%, experience
Cocveee” THERAPEUTIX  redefined™

Mean (+SE) Change from
Screening BCVA, ETDRS

Letters

10

Post Hoc Analysis

Baseline
BCVA

D

o_ 9

12

Weeks

16 20 24 28

2 -

1. Heier JS, et al. Ophthalmology. 2012;119(12):2537-2548. 2. Heier JS, et al. Lancet. 2022;399(10326):729-740. 3. Lanzetta P, et al. Lancet. 2024;403(10432):1141-1152. 4. Kunimoto D, et al. Ophthalmology.
2020;127(10):1331-1344. 5. Dugel PU, et al. Ophthalmology. 2020;127(1):72-84. 6. Regillo CD. LUGANO Phase 3 trial of bioerodible EYP-1901 (vorolanib intravitreal insert) vs aflibercept in patients with
neovascular age-related macular degeneration (NAMD): first-time vision and anatomic outcomes. Presented at: The Retina Society 59th Annual Scientific Meeting. Los Angeles, California. September 24, 2026.
BCVA, best-corrected visual acuity; CSFT, central subfield thickness; nAMD, neovascular age-related macular degeneration
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Does Reduced Potential for Visual Acuity Gain Occur in Pivotal Trials?

Sub-Analysis of ANCHOR and MARINA

Visual benefit versus visual gain: what is the effect of
baseline covariants in the treatment arm relative to
the control arm? A pooled analysis of ANCHOR

and MARINA

Adnan Tufail

,! Philippe Margaron,? Tadhg Guerin,® Michael Larsen’

>

Change from baseline (EDTRS letters)

0 2 4 6 8 10 12 14 16 18 20 22
Month

64+ Control [BCVA 270 to <85]

0+ Control [BCVA 255 to <70]

-a-e-¢ Control [BCVA 235 to <55]

s Ranibizumab [BCVA 270 to <85]
s Ranibizumab [BCVA 255 to <70]
0-0-0 Ranibizumab [BCVA 235 to <55]

.. o
CULAR =
R . experience Tufail A, et al.. Br J Ophthalmol. 2020;104(5):672-677.
®ceceeet’ THERAPEUTIX  redefined™

Mean BCVA (ETDRS letters)

In good VA group (baseline 70-85 letters),
~4 |letter loss at M6 from peak

80

— —H— 3

" e - Py

30 +

20 I I 1 I I I I I I I I I

0 2 4 6 8 10 12 14 16 18 20 22 24

Month
44 Control [BCVA 270 to <85]

000 Control [BCVA 255 to <70]
-+ Control [BCVA 235 to <55]

+#- Ranibizumab [BCVA 270 to <85]
+-w- Ranibizumab [BCVA 255 to <70)
©-0-0 Ranibizumab [BCVA 235 to <55]

BCVA, best-corrected visual acuity; ETDRS, Early Treatment Diabetic Retinopathy Study; M, month
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Does Reduced Potential for Visual Acuity Gain Occur in Pivotal Trials?
Sub-Analysis of ANCHOR and MARINA

Visual benefit versus visual gain: what is the effect of
baseline covariants in the treatment arm relative to A
the control arm? A pooled analysis of ANCHOR
and MARINA g
Adnan Tufail @ ," Philippe Margaron,? Tadhg Guerin,® Michael Larsen® E
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1]
2
2
3]
12
Month
64+ Control [BCVA 270 to <85] s Ranibizumab [BCVA 270 to <85]
0+ Control [BCVA 255 to <70] s Ranibizumab [BCVA 255 to <70]
---# Control [BCVA 235 to <55] ©-0-0 Ranibizumab [BCVA 235 to <55]
veesees® e
etina
%, C U L A R experience Tufail A, et al.. Br J Ophthalmol. 2020;104(5):672-677.
PR THERAPEUTIX  redefined™ BCVA, best-corrected visual acuity; ETDRS, Early Treatment Diabetic Retinopathy Study; M, month
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ARTICLE Aseet

Contextualizing single-arm trials with real-world data: An
emulated target trial comparing therapies for neovascular age-
related macular degeneration

Darren S. Thomas' | Aaron Y. Lee? | Philipp L. Miiller>*® | Roy Schwartz*>® |

Abraham Olvera-Barrios*> | Alasdair N. Warwick®” | Praven J. Patel® | Tjebo

F.C. Heeren*® | Catherine Egan*>® | Paul Taylor' | Adnan Tufail*>® | on behalf of the UK
AMD EMR Users Group7

Using a similar methodology, we
emulated SOL-1 entry criteria to
the IRIS Registry

LTS
[ ]
OCULAR =
X experience Thomas DS, et al. Clin Transl Sci. 2021;14(3):1166-1175.
LIRS

TRIAL ARM

SYNTHETIC ARM

ABC randomized trial of

131 eyes randomly
’H assigned to bevacizumab

u

(n 65) or standard of
care (n 66) arms

Medisoft EHRs for
31,151 eyes being
treated with
aflibercept

((

Exclude SOC
arm

l

Apply ABC trial
eligibility criteria

l

Bevacizumab trial arm
(n 65)

Aflibercept synthetic
arm (n 4,471)

uc IPTW

l

EM PSM

l

A p R
L—»A y [L A—»y [Lf—>2—>»Y A—>Y
B N N N /’

M

M M M

EMULATED TARGET TRIALS

L TYYYYYIN THERAPEUTIX redefined™ EHRs, electronic health records; EM, exact matching; IPTW, inverse probability of treatment weighting; PSM, propensity score matching; SOC, standard of care; UC, unconditional
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SOL-1 Clinical Trial

Post Hoc Analysis

How Does SOL-1 Data Align with Real World Outcomes?

SOL-1 Emulated Population
IRIS Registry

10 1

80.8

(6]
Screening BCVA,
ETDRS Letters

[¢)]

ETDRS Letters
Mean Change from

Mean (+SE) Change
from Screening BCVA,

Screening CSFT, um
Mean Change from

Screening CSFT, ym
N
(3]
~
g

Mean (+SE) Change from

=@ OTX-TKI 0.45 mg (n=170) Subjects (N=6178)
Aflibercept 2 mg (n=172)

XIS
. °
OCULAR =
o experience
o, ee® . - . .
Goeveest” THERAPEUTIX  redefined Data on File. Ocular Therapeutix. 2026 75



How Does SOL-1 Data Align with Real World Outcomes?

SOL-1 Emulated Population

SOL-1 Clinical Trial
IRIS Registry

Post Hoc Analysis
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How Does SOL-1 Data Align with Real World Outcomes?

Mean (+SE) Change
from Screening BCVA,
ETDRS Letters

Mean (+SE) Change from
Screening CSFT, um

%0000’

SOL-1 Clinical Trial

10 1

(6]
1

Post Hoc Analysis

'OCULAR

THERAPEUTIX

Retina
experience
redefined™

=@ OTX-TKI 0.45 mg (n=170)
Aflibercept 2 mg (n=172)

Data on File. Ocular Therapeutix. 2026

28

32

Screening BCVA,
ETDRS Letters

s Mean Change from
8
F3
"]

Mean Change from
Screening CSFT, ym

SOL-1

Emulated Population
IRIS Registry
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257.4 508 J
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Injections with
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lllustrative injections
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Mean number of injections

Subjects (N=6178)
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How Does SOL-1 Data Align with Real World Outcomes?
UK Dataset (2022 -2025)

Change in Visual Acuity (ETDRS Letters) Over Time

Eyes: 1/182

40

Change in Visual Acuity (ETDRS Letters) Over Time
n =182 eyes
15 T Week 32 T Week 44

Change in ETDRS Letters from Baseline

Change in ETDRS Letters from Baseline

0 8 16 24 32 40 48 56
Weeks from First Injection

=~ LOESS =-#= Mean -® Median 20

Age, mean = 78.9 years
Screen VA, mean = 65 letters
Baseline VA, mean = 78 letters

L.ececoeq,
. ..oc....
Retina
LI C U L A R experience Analysis of a UK real-world cohort (2022-2025): 182 nAMD eyes selected using key SOL-1 entry criteria
Py THERAPEUTIX  redefined™ ETDRS, Early Treatment Diabetic Retinopathy Study; LOESS, locally estimated scatterplot smoothing; VA, visual acuity

0 8 16 24 32

Weeks from First Injection

Blug lines = Individual &

40

yes

48 56

Blug rbban = mean + 5E | Red lines = smoothad minimax envelope
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Timeline to OTX-TKI NDA Submission Package for nAMD

Feb 2026 Positive SOL-1 Week 52 results announced on February 17, 2026

Early Alignment at Type C Meeting:

May 2026 FDA agreed in writing on NDA submission with SOL-1 trial plus confirmatory evidence
Pre-NDA meeting:
Sept 2026 Aligned on format and content of information to be submitted in NDA
4Q 2026 SOL-R interim safety database lock to reach >300 patients who received OTX-TKI
planned
4Q 2026 Complete OTX-TKI NDA package to be submitted to FDA
Post-NDA Year 2 Safety from SOL-1

Intended to support repeat dosing to be submitted at 120-day safety update

THERAPEUTIX  redefined™ NDA, New Drug Application 80



SOL: OTX-TKI Phase 3 Clinical Program in nAMD
Evaluating the efficacy, durability and safety of OTX-TKI in nAMD

gor

SOL-R

Phase 3
Non-Inferiority Trial

Repeat dosing
every 6 months

\_ /

THERAPEUTIX  redefined™ nAMD, neovascular age-related macular degeneration; VEGF, vascular endothelial growth factor



SOL-R: Evaluation of with OTX-TKI relative to aflibercept 2 mg and 8 mg

S...L-R

Primary Safety Key Secondary
Endpoint follow-up* Endpoint
Week -24 -20 -16 -12 -8 -4 R 2:2:1 0 4 8 12 16 20 24 28 32 36 40 44 48 SZB 72 H
Evaluation OTX-TKI
Visits
o O
| %_@_O_O_._ Aflibercept __ _ __ _ End of
o) 2 ma) o o o @ @ o O Qsw- - @ - -qew---» 10
7p) Loading ;
- Aligersept - O-O-0-0-0- -O0-O-0-0-0- -O-Or------ === ===
(8 mg) >
Randomization | Monthly Visits |

Primary analysis:

OTX-TKI dosed Q24W vs.
aflibercept 2mg Q8W

Retina
experience
redefined™

THERAPEUTIX

(Day 1)

Aflibercept 8mg dosing identical with no sham injections

Key Secondary Endpoint: Secondary Endpoint:

Superiority comparison at Year 2
vs. aflibercept 8mg

Evaluating prevention of fibrosis
& atrophy vs. aflibercept 2mg

2 gvaluation
& Aflibercept 2mg

Screening Dose,
Any Anti VEGFt

Qo

. OTX-TKI 0.45mg ‘ Aflibercept 2 mg Aflibercept 8 mg O Study visit

ClinicalTrials.gov identifier: NCT06495918
1 Any anti-VEGF except Beovu

Q24W, every 24 weeks; Q8W, every 8 weeks; VEGF, vascular endothelial growth factor; 82



SOL: OTX-TKI Phase 3 Clinical Program in nAMD
Evaluating the efficacy, durability and safety of OTX-TKI in nAMD

[ e

Open-Label Extension

Long-term safety and disease
modifying potential of continuous
VEGF suppression

Eligible patients who

complete end of Year 2 visit
in SOL-1 or SOL-R

LOCULAR :=..

THERAPEUTIX  redefined™ nAMD, neovascular age-related macular degeneration; VEGF, vascular endothelial growth factor 83




SOL-X: Unlocking Long-Term Value with OTX-TKI
Designed to evaluate safety and disease modifying potential of OTX-TKI

Primary Trials SOL-X

Initial Treatment Arms Three-year additional follow-up

SOL-1
OTX-TKI —

Aflibercept (2 mg) Time (weeks) 0 4 12 24 36 48 60 72 84 96 108 120 132 144

SOL-R A oTX-TK OO0 O O O O-0
: 24W
OTX-TKI ] L YEAR1 Il YEAR 2 Il YEAR3 ———

Aflibercept (2 mg) —

Aflibercept (8 mg) —

otx-Tkl () Study visit

L.ev0000g
_Jeseetegy
Retina
o experience ClinicalTrials.gov Identifier: NCT07516132
900000

........ THERAPEUTIX  redefined Q24W, every 24 weeks 84



Diabetic Retinopathy Program HELI:,:
HELIOS-3 Study Design

Evaluation of only Q12M OTX-TKI regimen vs Sham

Design Primary Endpoint (Week 56)
Superiority study of OTX-TKI in ~620 subjects with Ordinal DRSS 2-step change status at Week 56 from baseline
moderately-severe to severe NPDR without CI-DME (= 2 step improvement, > 2-step worsening, < 2-step change in either direction)
Primary
Endpoint
Week R1:1 0 4 8 12 16 20 24 28 32 36 40 44 48 52 ﬂ 64 72 80 88 96
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Screening Randomization L Monthly Visits |
(Weeks -6 to -1) (Day 1)
Oolé-;gl . Sham injection O Study visit
.-......::: . ClinicalTrials.gov Identifier: NCT07235085
o C U L A R Retlns.) CI-DME, center involved diabetic macular edema; DR, diabetic retinopathy; NPDR, non-proliferative DR; DRSS, Diabetic Retinopathy Severity Score; Q12M, every
experience 12 months
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OTX-TKI Development Program Summary

OTX-TKI

OTX-TKI demonstrated
superior maintenance of
vision* to aflibercept 2 mg
at Week 36 in nAMD

o

nAMD Program DR Program
PHASE 3 PHASE 3 PHASE 3
Superiority Trial Non-Inferiority Trial Superiority Trial
Durability of a single Repeat dosing Evaluating

OTX-TKI injection

Primary endpoint
met

SOL-1

every 6 months

Randomization complete -
topline data expected
in Q128

SOL-R

L.ese00eg,
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Retina
....O C U L A R experience *Maintenance of vision defined as proportion of subjects who maintain visual acuity, a loss of <15 ETDRS letters of BCVA from baseline
LTTTEN
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THERAPEUTIX redefined DR, diabetic retinopathy; nAMD, neovascular age-related macular degeneration; VEGF, vascular endothelial growth factor;

yearly dosing

Enrollment in HELIOS-3
is underway

HELIOS-3

86



OCULAR

%,
THERAPEUTIX

Retina
experience
redefined

L\t % -&'

wﬁ?

87



Prof. Arshad M. Khanani

Managing Partner, Director of Clinical
Research, Director of Fellowship at
Sierra Eye Associates, and Clinical
Associate Professor at University of

Leec000g
o0 .uoo....

L TYYY I

MD, MA, FASRS

Nevada, Reno, NV, USA

_OCULAR

THERAPEUTIX

Retina
experience
redefined

Prof. Adnan Tufail
MBBS, MD, FRCOphth

Consultant Ophthalmic Surgeon at
Moorfields Eye Hospital NHS
Foundation, London, UK

Prof. Dilsher S. Dhoot
MD, FASRS

Adjunct Clinical Assistant Professor at
Keck School of Medicine, University of
Southern California and Vitreoretinal
Specialist at California Retina Consultants
Santa Barbara, CA, USA

Dr. Patricio G. Schlottmann

MD

Director of Research,

Charles Ophthalmic Center and
Ophthalmology Department Director at
Organizacion Médica de Investigacion,

Buenos Aires, Argentina

88



Redefining the Management of nAMD

The Impact of Durability and Sustained Disease Control

October 2, 2026

Euretina | Vienna, Austria

W..
'o

0 CULAR ..

ALY THERAPEUTIX redefined



	Redefining the Management of nAMD �The Impact of Durability and Sustained Disease Control
	Forward-Looking Statements
	Disclaimer
	Faculty
	Disclosures
	Agenda
	The Unmet Need� 
	Anti-VEGF has Transformed Our Management of Neovascular AMD
	However, Real World Outcomes Do Not Reflect Clinical Trial Results
	Visual Acuity Outcomes in the Real World
	Injections per Year: Clinical Trials vs Real-World Practice
	Injections per Year: Clinical Trials vs Real-World Practice
	Eyes with Excellent Baseline Vision Decline on Average in Real-World Studies
	Eyes with Excellent Baseline Vision Decline on Average in Real-World Studies
	Actual Visual Acuity, NOT Change, is What is Meaningful to Patients
	Recent Data Supports Similar Association
	The Injection–Outcome Relationship: More Injections = Better Vision
	Why do Patients Discontinue Anti-VEGF Treatment?
	Greater Retinal Thickness Variability During Anti-VEGF Therapy is Associated with Suboptimal Anatomic and Visual Outcomes
	Greater Retinal Thickness Variability During Anti-VEGF Therapy is Associated with Suboptimal Anatomic and Visual Outcomes
	Greater Retinal Thickness Variability During Anti-VEGF Therapy is Associated with Suboptimal Anatomic and Visual Outcomes
	Clinical Trials to Real-world Management with New Agents
	Clinical Trials to Real-world Management with New Agents
	Summary: Current Status of nAMD Treatment
	Science Behind the Therapy� 
	Current Anti-VEGF Therapies Selectively Target Only Extracellular VEGF 
	Tyrosine Kinase Inhibitors Act Intracellularly to Inhibit Receptor Signaling
	OTX-TKI: Axitinib via Hydrogel Allows for Tunable Sustained Release
	Axitinib: Highly Selective, Very Potent VEGFR Inhibitor 
	Axitinib demonstrates strongest inhibition of all VEGF/PDGF/FGF Receptors
	Comparison of Hydrogel vs Other Retinal Polymer Implants
	Slide Number 32
	Slide Number 33
	Histology of Ocular Tissues Demonstrates Axitinib Elution �with No Inflammatory Cells
	OTX-TKI is Designed for Seamless, Immediate Adoption
	SOL-1: Trial Design and Baseline Characteristics
	SOL: OTX-TKI Phase 3 Clinical Program in nAMD
	SOL: OTX-TKI Phase 3 Clinical Program in nAMD
	OTX-TKI Evaluated in a Superiority nAMD Trial Designed to Align with FDA Guidance
	Eligibility and Enrollment Criteria
	Strong Subject Retention Maintained through Week 52
	Excellent Vision at Baseline; Majority Demonstrated ≥10-letter Gain from Screening
	Anatomic Improvement Observed After Two Aflibercept Injections 
	SOL-1 Evaluated a Distinct nAMD Cohort with Excellent Baseline Vision
	SOL-1 Evaluated a Distinct nAMD Cohort with Excellent Baseline Vision
	SOL-1: Results
	Primary Endpoint Successfully Met
	Difference in Proportion of Subjects Maintaining Visual Acuity Sustained Through Week 52
	Most Subjects (~75%) in the OTX-TKI Arm Did Not Receive Rescue Injections at Week 36
	Treatment Burden Reduction vs 2 mg Aflibercept Q8W at ~1 Year
	On Average, OTX-TKI Subjects Maintained Vision and Anatomy, with Most Remaining Rescue-Free
	On Average, OTX-TKI Subjects Maintained Vision and Anatomy, with Most Remaining Rescue-Free
	On Average, OTX-TKI Subjects Maintained Vision and Anatomy, with Most Remaining Rescue-Free
	OTX-TKI Delivered Sustained Fluid Control 
	No Treatment or Procedure Related SAEs
	OTX-TKI was Generally Well Tolerated 
	Appearance of Floaters May Correspond to Hydrogel Dissolution and Drug Elution
	Incidence of Macular Atrophy in SOL-1
	SOL-1 Results Demonstrate Potential Treatment Benefit of OTX-TKI
	Clinical Evidence
	OTX-TKI Case 1
	OTX-TKI Case 2
	OTX-TKI Case 3
	OTX-TKI Case 4
	Aflibercept Case 1
	Aflibercept Case 1
	Aflibercept Case 2
	Aflibercept Case 2
	�Key Insights
	SOL-1 Evaluated a Distinct nAMD Cohort with Excellent Baseline Vision
	Does Reduced Potential for Visual Acuity Gain Occur in Pivotal Trials?
	Does Reduced Potential for Visual Acuity Gain Occur in Pivotal Trials?
	Slide Number 74
	How Does SOL-1 Data Align with Real World Outcomes?
	How Does SOL-1 Data Align with Real World Outcomes?
	How Does SOL-1 Data Align with Real World Outcomes?
	How Does SOL-1 Data Align with Real World Outcomes?
	�Clinical Program Update
	Timeline to OTX-TKI NDA Submission Package for nAMD
	SOL: OTX-TKI Phase 3 Clinical Program in nAMD
	SOL-R: Evaluation of with OTX-TKI relative to aflibercept 2 mg and 8 mg
	SOL: OTX-TKI Phase 3 Clinical Program in nAMD
	SOL-X: Unlocking Long-Term Value with OTX-TKI
	Diabetic Retinopathy Program
	OTX-TKI Development Program Summary
	Panel Discussion
	Faculty
	Redefining the Management of nAMD �The Impact of Durability and Sustained Disease Control

