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DIABETES IS INCREASING IN PREVALENCE IN
THEU.S.

By 2030, p revale nce of
diab ete sin the S is
expe dedtorie ©13.9%

of aduits (39.7 millio n) to
17.9% (606 mill ion) in
2060




» of diabetic retinopathy was 33.4% in

182% in Whites!

Native Ameri cans have one of the highest
prevalence rates of diabetic retinopathy,

» with a rate of 453% compared with non-
Native American populations*

DIABETIC RETINOPATHY-RACIAL AND ETHNIC
DISPARITIES

Among those with diabetes, the prevalence

Hispanics and 265% in Blacks compared to

Blacksalso had anincreased risk of
developing moderate/severe
retinop athy compared to Caucasi ans?

Compared 1o Caucasians, Blacksand
Hispanics hawe increased ins ulin
resistance and augmented ins ulin
secreti on/hyperinsulin emia independ ent
of adiposity®

DIABETES-ASSOCIATED CO-MORBIDITIES

V! of diabet
Diabetic
retinopathy*
28.5% of diabetes
patients 240 years old have
R

(DY
]

Diabetic
nephropathy® f( & k\
29.9% of patients o

with diabetes

Diabetic
neuropathy®

60%-70%of pecie with ‘o

diabetes have some form of nervous ' %

pecialties

Stroke*
'&\ “\ 9.1% of disbetes patients

£ 235 years old

Coronary heard
3 disease*
[ &
21.9% of aiabetes
i v e
ik ooy T

angina or have had a
myocardial infarction
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Healthcare Utilization Among Diabetic Patients
With & Without DME: Comorbid Conditions

Di abetes-related Comorbid Conditions Over 3-Year Follow-up Period

The DMVE population
exhibited more
comorbid condifionsat
baseline compared with
the non-DME diabetic

.
i L -
= . ' .
cohort, and the disparity i a . .
widened after 3 years of . o - .~
i | | -

]

follow-up.

rasy
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Demographic, Non-demographic & Social Factors
in Health Disparity

“A healthdisparity is a particular type of health difference that is closely
linked with socialor economic disadvantage.” —US government

Socioeconomic

+ Sexor gender « Comorbidities ¢
« Race or ethnicity + Disability . ;‘r?ltjl::zliziﬁlin:rac
+ Age « Environmental factors o (e s:alusy
+ Geography + Adherence > FalEm
(ruralvs urban) - Canbe historically, > Bl .
+ Genetics socially, and culturally CoCh e el
determined * Includes those

within SDOH

U~ Unite 8 ge5 DO e saaldeta rinats of halth

The Domains of SDOH

Minority ethnicity, low er educational

Education Hedthare attainment, lower income, and lack of
accessand accessand . : N
quality. quality insurance are all associated with
greatervisualimpairmentinthe
- United States
Economic - ' Neighborhood Addressing SDOH will promote
" and built . .
stability environment attainment of full potential for health
and well-being for all
Sodd and
community context

-
D503 Suont 0te 7 00d &lominsiohain




Associations of Social Determinants of Health and

Self-Reported Visual Difficulty: Analysis of the 2016
National Health Interview Survey

Non-White race, lower educational
atainment, lower income, and being
unins ured were associated with higher
rates of visual impairment

Male gender were @sociated with
decreased risk of visual impaiment
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Disparities in Self-
United States

Reported Difficulty Seeing in the|

Difficulty

el seeingwas
reported at

f higher rates in

ey unemployed,
lower

) educated,
poor income,

e and lower
tiered
insurance

Significant Visual Disparities Exist Across Race,

Income & Comorbidities
Data from 2018 Behavioral Risk Factor Surveillance Syste m (N = 426,302)
0Odds for visual impairment (95% Q, P< .001)

* Minorityraceand
lower income arealso
associated with higher

Anrual househd dincome <$25k
Annual househd dincome $25k-50k
Annual househd di ncome $50k-75k

rates of visual Predisbetes —
. . Diabetes -
impairment Former smoker n

. . smoke -

* Causes of disparity are ;ale’ .
complex and likely Other race -
influenced by patient-, Multiracial -
provider-, and Hispanic
Black -

healthcare systems- “Ageas-sayears o

level factors

Age 35-44years

Mubvarbte b tcreges on; *P-.01% al otha Pvdue <00

U ets1 Ot B2 BB 1O




Dis proportionate Burden of Chronic lliness for
Racial & Ethnic Minorities

Proportion of adults aged 250 years with » OlderAfrican Americans and Latinos are more

chronic conditions,* by race/ethnicity I\kelytg have2>1ofcostliest chronic
conditions*

P‘“A::z: » Higher morbidity and mor tality
Latino PB> Consequences can rangefrom greater
White finandal burden to higher activity limitations
. J2> African Americans an d American Indians/Alaska
Asian Natives ae more likely to be imitedin activity
American

0 20 ) ) ) 100 » Poorly controlled and long-standing diabetes,
Percent obesity, and hypertension are known risk
factors for DR, AVID, and/or RVO
“Digms o with 10t 7ehrnic condons (x hrm, e, et dlms, dabias, oy,

hperiambn, @ andety do:
AMD -3 rela0dma wlz demnaation RVO <retind wino s on
ot
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P facs s
e PR S
Delaying treatmentwith LUCENTIS Mean Change inBCVA
resulted in worse VAgainsafter 12months Through Week 100
compared toprompt treatment
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Real World Data Study (2021)

Rl Erve, i iniurirsce-Baried Do Lipon iniaton of Ast-E0F Thatagy
bor Dbt Maculr Edoma in B Unded Sl

Hiata A Mahcira, MPH, Tyler [ (evenies, D0, Amcghl hpw 5, Tham F. Coni
MO Areirgea X Chan, BSE. s P Sangh, M

« Using IRIS registry data from 2012-2020
* n= 203,707 patients
« Black and Hispanics present with worse Baseline DR Severity




Race & Ethnicity Have Impact on Treatment
Efficacy: Retrospective Cohort Study of

Bevacizumab for DME

+ Black patients had asigni ficartly lower likelihcod
ofvisualacuity improve mentollowing 3
injections of intravitreal bevacizumab (OR= 0.342)

* Nodfierenceon QVT reductioms after 1or 3
injectiors inanygroup

+ If o improvementafter fist injection, likelioodof
improvingafter 3 was | ow

+ Race can potentiallyimpact Tx resporse
+ Further researchis needed  understand the
effect of mceand ethnicity for optimal treatment

ofeach indvidual patient

Improved visual acuity (%)

)
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Improved visual acuity

m White « Black m Hispanic
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5000

2039
na
60 I

Linjection 3injections
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Disparities in
Retinal Clinical Trials

Disparities in DME trials

Protocol T L/E/A 156 N/A 6.1
RIDE /RISE2 L 22 23* n4
BOULEVARD> L 185 17.2% %9
YOSEM ITE/RHIN E F/E 65 166 BS
VIVID /VISTAS 3 61 N/A 87




Minarity populations have been largely underrepresented in clinical trials that led to
FDA-approved ophthalmology therapies
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Elevatum Study Design and Rationale:
APhase 4 Trial of Faricimab (VABYSMO) in
Underrepresented Patients With DM

GLOBAL SITE w
MAP : *4

Elevatum: Key Eligibility Criteria

VEGFs
oids

V Patients 2 18 years who self-idertify as:
aan ( orary VT or perioaular cor

/ BCVAOf 20-73 ETDRS letiers (~20/40-20/400
Naiive Sneller) both ind usive) at the initial testing distance
0% of4 meters at baseline (day 1)

v CSTof2325umt

or 2 diabetes mellit

v Patients with type

who are regu aly using insulin, other irj ectable
CuasloRlart esidvcecEenE Key Ocular Exclusion Criteria
HbAlc < 10% duing screening x for the Fellow Eye

Key General Inclusion Criteria Key Ocular Inclusion Criteria for the Sudy Eye

v Patients*with DMEwithout prior MTanii

Onging r

ofenrdled patents
HbAlc up to 12% l




ELEVATUM Preliminary Results (presented at AAC 2024)

« Of the 124 U.S. participants, 48% self-identified as Black and/or
African American, and 45% selff-identified as Hispanic and/or
Laino

« Initid results showed clinically meaningful improvementin vision
and reduction inretinal fluid

« Efficacy and safety results were consistent with data fromthe
Faricimab-svoa Phase Il DME studies.

« Atter oneyear of treatment with , Faricimab-svoaadministered
every eight weeks, participants could read an additonal 12.3
letters on average
—Hispanicand Latino participants started the study with the most severe

disease and had an average vision gain of 14.1 letters atone year

— African American and Black participants gained 11.3 letters at one year
« Faricimab-svoawas well blerated, with no newsafety events
identified
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Key Takeaways

Diabetes is"apandemic of unprecedented magnitude" now affecting one in 10 adults worldwide
Disparitiesin diabetes are associated with age, race, ethnicity, socioeconomic status and aceess to
healt hcare.

Racial and ethnic minorities with more SDOH hae higher rate s of morbidity and mortality
Understand the differential responses to treatment

Minority populations have been largely underrepresented in clinical trials thatled to FDA-
approved ophthalmology therapies

Continue to develop safe, efficadous medications with better durability to decrease treatment
burden

AL A




Improving Outcomes in Patients With RVO:
Tailoring Treatment

Carl J. Danzig, MD
Rand Eye Institute
Deerfield Beach, FL
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RVO: The Second Most Prevalent Retinal Vascular
Disease

© RVOis estimated to affect 28 million adults © The most common reason for vision loss in
warldwide RVO is macular edema

© RVOis the second most common cause o BRVO is 3to 10 times more common than
vision loss due to retind vascular dsease (after CRVO

diatetic retnopathy)

Prewal enceinaeases

withage Preval ence may be
>1 million people >55 yr Avcfoe;t:nr;zr:‘;r';d . higherin Asanand
oy e cureray lfected Hispani ¢ populations

(0.7% prevalence)

anio.org/ cbwnloadsfnfor mit bnal_Guide-Sdence_of CRVO i euretina.org. laouri. Eye (Lord). 201151981, Mby. Codvrane
Database Syt Rev 2013;1:CD00B10. Roga'sS, et al. Cphthalmology. 2010;117:313. Hng. ) Gob Health.2019,9:01087.

Epidemiology

* Retinal vein occlusions (RVOs) are a leading cause of retinal vascular disease
and include:
+ Central RVO (CRVO)
* Hemi RVO (HRVO)
* Branch RVO (BRVO)
* BRVOs account for nearly 80% of RV Os
* Average age: 65 yr
* VA andage are predictors of outcomes
* RVO risk factorsinclude hypertension, diabetes mellitus, atherosclerosis, and
open-angle glaucoma




Evaluation and Treatment RVO

« Systemic risk factors

* Address macular edema

* Unabletoresolve ischemia ...
ischemia may progress
independent of treatment
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Systemic Evaluation

* Patients aged >50 yr with risk factors:
« Refer back to primary care provider
* Optimize blood pressure, lipids, and blood glucose

* Patients aged <50 yr without risk factors
* Consider evaluation forinborn or acquired causes of hypercoagulability

Yauntemal Med 1. 208;38:904.

Diagnosis of RVO

* Clinical diagnosis
« Typically, dilation +tortuosity retinalveins AND
retinal hemorr hages
* Usually sufficient for diagnosis of acute cases

+ Utility of multimodal imaging

Atypical/ equivo cal features /youn g patients

Chronic

Confirm diagno sis /pr esence of CM E

Evaluate for coe xisting feature s: PAMM, DRIL,

outerretinal disruption, FAZ integrity

* OCT bio markers for prognosis

* Quantify ischemia: p eriph eral or FAZ

« Evaluate response to therapy and need for
furth er th erapy, dir ect treat-and-extend

« Betterunderstand pathogene sis

Tatott K. Revew. Imge
coutesy of: Av FinaM D, MBA




Options for Multimodal Imaging in RVO

* Clinical examination® treat * OCT angiography
.ocrm « Exploration of pathogen esis, redu ce need for
i on ot p
« Confirm CME, tailoring tr eatment r egimen biEEEsCIRETEEI Y 17

* Ruleout/inother pathology

* Explinvisual fieldd eficits

« Evaluate new therapies

+ OCT biomarkers: prognostic features, Al

Relhan N Retina Tod. 208 7
of: AuniFinn MD, MBA

Image coutesy.
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Options for Multimodal Imaging in RVO

* Fluorescein angiography

« Confirm diagnosis especially atypical RVO,
young patie nts.

« Ischemic index, predict neo\as cular response

« Identify retinalartery occlusion (RAO), other
vascular disease

* Widefield and multimodal imaging:

individualized, machine learning, entire
picture

Relhn N.Retina Tody. 208 Image courtes;

OCT Biomarkers — Disorganization of the Retinal
Inner Layers

Increasing DRILcorrd ate with worse VA T “I - vy
at6and 12 mo in HRVO/CRVO

‘Suny KJA VA Ophthalmol 2014;132:1209.




Factors That Affect Visual Prognosis

Baseline BCVA

* While IJOOTEI' baseline VA ~ greater VA
gains (likely ceiling effect), overall VA
outcomes ~ initial VA

* BRVO natural history

« Of eyes with initial VA 220/60, >75%
main tained or improved vision

« Of eyes with initial VA <20/60, over half
had improvedvision

* CRVO natural history

« Of eyes with initial VA 220/40, 6 5%
main tained vision in that range

« Of eyes with initial VA <20/200, 80%
stayed in that range

Hoyreh s, etal phthalmobey.
1995;2:1434, Mmage wurt syof A Fhn MD, VBA
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Factors That Affect Visual Prognosis

Age

* Older patients fare worse thanyounger p atients, possibly r elated to the ability of photo receptors
to recover

Ischemicstatus

Type of RVO (CRVO versus BRVO)

* BRVO has better prognosisthan CRVO; over half of eyeswill return to VA 220/40

* Innonischemic CRVO, app roximately half return to baseline or near-baseline vision

Prompt treatment

* Shorterdurationof CME is associated with b etter VA outcomes, especialy in BRVO
Thecentrd ahthalmolog. Cphthalmolog. 2011118:345. o AC. Raim
ST i D2, 2052 A md Sepemie 5 J3, Pl ZOIABEL3. Bk

hitps:f/waw.rcb 02/, Yeh W5.0phthanology. 2012;119:1190. phthalmobgy.
2011;18:2041. Brown DMA mI Ophthalmd. 2013;55:425.

Interventions in Retinal Vein Occlusion

Dexamethasone

inrviree implant
SCORE?¢ approved
BrOS ERVO (1=411) CRED
Laseras SOC CRVO (r=271) .
Supporing improved
Otsenvaionas SOC e oucomes
(=155) e
) mvoat arry
vireaony .
——y wscomy R e
nemorage Las AL GALILED and
anasomosis® o COPERNICUS!3
c . e (=)
Opte neve mestn euriamy 508




Laser Treatment for Macular Edema (ME) following

RVO

* Macular laser photocoagulation became standard of care for treatment of ME
following RVOin BRVO due to findings in the Branch Vein Occlusion Study

* Laser was not beneficial for ME following RV O in the Central Vein Occlusion Study

Branch Vén Ocd usion Study® S S
Centrd Vein Ccdusion Study?

1. he BranchV dn OccLsionStudy Goup. Am J Oph falmol. 154,15 98:271
2. he Central VeinOluson Study G- oup.Ophthanology. 1995;102:425.
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Phase Il BRAVO: Results

* The phase Il BRAVO study established the efficacy of ranibizumab for
treatment of ME from BRVO

= Ran ibizumab 05 mg (n=131)

'g Ran ibizumab 0.3 m g (n=134)
20 T Sham (n=132)
2 E o
= <]
8815 _/-/-—_-/ 2 50
Bl g -100
g8 & -150 -157.2m
-] £ 200
21y 3 £ 250
s
S § 5 & 300
g S -350
Z 0 § 400
07 1 2 3 4 5 6 €07 1 2 3 4 5 6
Day Mo 2 py Mo

Campodhiaro. Cphthalmolog. 200;117:1102.

Phase Ill CRUISE: Results

* Phase Ill CRUISE study established efficacy of ranibizubmab for
treatment of ME from CRVO

5 L, Thamume g St otz
fon zumal 03 mg (1= 132) E "
0 gm0 £ S0 Sham (n-129)
2 & o
E i 2 50
2% . s =100
225 : % 150 1677
£d & 200 kD
=2 £ -250
g8 5 £ 300
I35
B = 0.8 & 350
S o & -400
5 & 0 [ |
g = & -500
2 T7 1 2 3 4 5 6 E%7 1 2 3 4 5 &6
Day Mo 2 py Mo
Sown, Cpthalmobgy. 20011711124




Phase Il BRAVO: 12-Mo Results

* Monthly ranibizumab@PRN ranibizumab shows sustained effecs

* Sham@ra nibizumab anatomical outcomes similar at 12 mo, but vision outcomes lag

#-m- Ran bizumab 05mg (=13 1)
50 - Fanibizumab 0.3 m g (0= 134)
- Sham 05mg (n=132)

um)

§
3 E O
]
£E ‘s 50
E 2
88 i 100
£g & 150
23 £ -200
B3 S
S E -350
B3 o © 400
] 07 2 4 6 8 10 12 &
bayomos MosMot . Dayomos WosMo i1
MonthlyTreatment 1 PR Taatment Monthy Treatment 1 PRN Teatment

Bown. Cphthalmobgy. 2011,118:1594
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Phase 11l CRUISE: 12-Mo Results

* Monthly ranibizuma bZPRN ranibizumab shows sustained effeds

* Sham@ ranibizumab anatomical outcomes similar at 12 mo, but vision outcomes lag

< B fan bizumab 05 mg (1=130) = - Raniizumab 05 mg (1= 130)
1g - Ranibizumab 03mg n=132) £ 100 - Ran ibizumab 03 me (n=131)
§"’716 B Sham 05mg (n=130) = B sham 05mg(n=129)
2 § )
2 s |8 0
51 AT = =
i 7 . " 5 10
£ o g -167.7
sk 8 w23 200
£9 6 .| £
%8 4 » &£ -300
B 5 0.8 i _
5 g F) E‘ -400 - —q
55 5 <00 a2
2 7 2 4 6 8 10 12 § 07 2 4 6 8 10 12
bayomos Wosmots 2 Dayomos wos o1t
Moy Treatment 1 PRN Trstmens Monthiy Treatment 1 PRN Teatment

Campodiaro PA, et d. Qphthalmology: 2011;118(10):2041-2049.

Phase Il VIBRANT: Aflibercept for ME from BRVO: 6- and 12-Mo
Results

o0& A =Laser(n=90) 2 B
33 1AI(n =91) 57 .
e 7+« Monthly aflibercept
ngé b R s G2 14 Eq8 aflibercept
22 -
Hid 411 5 19 w2 shows sustained
S E 267 B g o Laser
£HE 20 8g 4 o LserfAl effects
8T 2 1Al
5 .
BE2 ° wam  wem £ Cfssumoumwwessn  © Laser@aflibercept
c . Time (Wl anatomical outcomes
0ol # © 1215202428323 8048 4852 similar at 12 mo, but
S0 elaser vision mes |
. e o sion outcomes lag

1Al

249 3

Mean ChargeFrom
BaselineCentral
Retinal Thickness (jm)
8

2839

Clark Ophthatnology 2016;123:30-336.




Phase IIl COPERNICUS: Aflibercept for ME from
CRVO: 12-Mo Results

=1A1204 +PRN —m- 1A1204+PRN g - A12Q4+ PRN
1D Stam +IAI PRN 2 20 Stem+WPRN B o, Stam + 1Al PRN
g 18 62 £
216 3
£ 80 @ 14 £ -100
2 & 12 } =
2 12,4 leter
5 60 561 553 510 aterence = 20
5 £ ¢ 2
£ 40 301 o 4 £ 300
8 E 2 38 gy 3818
82 123 S 9 & 40 ]
B3 Alpatienspry O Al patientsp o
0 S 6

500
Wk 24 Wk 52 0 4 81216202428323640444852 g 0 4 81216202428323640444852

W
« Monthly afiib erce ptEPR N aflibercept shows sustaine d effects at Wk 52, alth ough there was attrition
of gains by Wk 102

+ ShamBPRN aflibercept anatomical outco mes similar at 12 mo, but vision outcomes lag

Brown. Am | Ophthalmol.2013;155425. Copyght 2013. Ued with par mision from Elsevier, el Ophthalmobgy.2014;121:144

2/18/2025

SCORE: Evaluated Triamcinolone for ME
Following RVO

* The SCORE studies were 2 SCORE-CRVO 0CEn
phase Il trials comparing e
triamcinolone (1 or 4mg) vs
standard of care for BRVO
and CRVO-associated CME

* For CRVO, triamcinolone was
superior to observation

* For BRVO, triamcinolonedid
not show a difference in
primary endpoint over laser

photocoagulation i I I I I I I
o I I
4 8 1 1 2 2w s n %

Ip. ArchOphthalml. 2009;17/:1101. Sott. Arch Ophthalmol, 09;127:115

ORE 15
100 e iy 1 mgof tr iancinobne:
gt vaneinoone

Part dp antsWith Gainin VA Letter Sore 0215 ,%

GENEVA: Evaluation of Dexamethasone for ME
Following RVO ,2

8- DEXImp lant 0.7 mg (n=427)

s P00l DEXImp ant 0.35 mg (n=414)
« The GENEVA studies were two i . D ™ e NN
6-mo, randomized controlled trials ¢ § 07 mgvssham
including 1267 patients with BRVO Ei 6 PG
and CRVO it .
* Patients were randomly assigned g o /
to dexamethasone (DEX) 0.7 or
0.35 mg vs sham © Baseline Day30 Dayo Day90 Day 120 Day150 Day 180

Study Day
Mean Change in CentralRetind Thickness
DEXimplant  DEXImplant PValuevs

mg. 35 mg. ) sham
(n =427) (n = 414) 035 me/07 me

* Primary outcome was time to
achieve a 15-letter BCVA
improvement

* Time was signifiantly lessin
both DEX groups vs sham

y 90
Alleyes(um+D)  -208 £201 477 £197 5173 <0001/<0001
Day 180
Alle yes um + SD) 119 + 203 212 119 = 188 NSNS

Haller, Qphthalmology. 200117:1134




GENEVA and SCORE: Cataract and IOP Events

* In GENEVA, there was no significant differencein cataract rate between groups
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over180days

* In MEAD, cataract rate was about 65% over 3 yr for patients treated with DEX
* Atday 60in GENEVA, <16% of eyes had IOP 225 mm Hg; increases
weretypically transient, with no difference between groups by Day 180
* Nearly all cases of elevated IOP were managed with observation or topical

medications

* In SCORE studies, the rates of elevated IOP and cataract weresimilar forthe
observation and 1-mg groups, but higher in the 4-mg group

Burden of RVO

)

Regular

ilisat on (HQRU)
and increased casts
« 53% of working patients take21 Patients withRVO:
dayoff workpper appantment
- Have highe r1-yrHCRU than patie s

+ 71% of patients requirecargiver with hyperte nsion or glaucom a

b

Frequent injections.

Patients withRVOundego
intersivetreatment regimens
thatrequirefrequert long-term
injections

assistance forappointments * Incur gre ater healthcare expend itures
over the course of 1and 3yrcom pared « "75% ofpatients reported
with tensiono ing inj ectiona i
glaucoma 54% reported anxiety for atl east

This increase isp Aimarily driven byuse of

2 days beforetheinjection’

ima ging services and tre atme nts

Patierts pimaly desire fewer irj ectiors and fewer appd tments in ther treaimert regimen for the same vistal results

*Exept OCT. Thisst gy vith DM E[n = 86)

RVO(n = 45), ovE

it

havng dsease vith g 184 and haing agreater

Real-world Outcomes for Patients With RVO

b

Frequent irjections

Worse vision gains and ma ntenance of vis il gains

of

i d
vistal gairs with therapies in the

- In the real world, patierts with RO cortinte
require frequ 1-VEGF injectio i
significantburden onpatients

Apersanalized treatmert aporoachmay help reduce
the frequency ofanti-VEGF injections and reduce
patient burden

real world compared with clinical trials, in which there are
high s oftreatment adherence
e quen tof fice visis asociated with ant -VE GF therapy are
often n o easible In the real world
Patientsr eceive fe werin ection sthan are nee ded n the real
world, which resultsin worse vision ga nsa nd m ante nance of
visual gins

Devel gping RVO therzpies thatim prove visual outcomes and require |ess-frequent intravitreal injections are
needed to reduce the burden of RVO and may im prove com pliance in the red world




Vision Gains in RVO Clinical Trials Often
Unsustained
Over Longer Term

* Patients with CRVO experienced significant visian lossin the HORIZONOLE study

+ Patientswith CRVO who completed the CRUISE trial (12-mo ptase |1l trid to assessthe efficacy and safety of
ibi injections) were inthe HORIZON OLE study

+ In HORIZON, ! gterm safetyand y for an additional 12 mo
<7 CRUISE HORIZON OLE
32 20 PRNinjedionswith miimum GMvists Mean change in BCVA during
28 s 462" HORIZON OLE:
3 . 2o a1
pE 10 :epd o
8% s o4 e 4
Sa g 42
SE
H
227 waiine vz v vz Sham fanib 2 mab 0.5
Patientswith VA <ore,n o5 9 2’ 76 51 & Ran ibizumab 0.3 m g/. 5 mg

—&— Ran ibizumab 05 mg,

*Valies Bselne. 'Valus relatie
Veticalbars a e41 € of the mean
‘Adapted from Hefer. Cphthalmology. 202;119:802with pemis onfrom s ever
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Patients With BRVO in LTE and Real-world Studies Received Fewer
Mean Injections Over 12 Mo Than Those in Clinical Trials
Mean injection number during Yr 1 Memglli'el:li;;!’r;unhu

85

g g s =
3 -
= 3
g 8 6 6 E R
§o 49 52
tz 4 37 4 =E
22 - 23
1
g 2 21 2 é
0 0
Ciinical Trids Real-world Studies LTE Studies
(BL-Mo12) (BL:-Mo12) (Mo 12-Mo 24y

Bhistkul. hvest Ophthalrol. Vs Sd. 2020;611304.

Patients With BRVO in Real-world Studies Achieved Smaller Gains Than in Clinical Trials,
While Patients Maintained the Initial Vision Gains Achieved in Clinical Trials During LTE
Studies

Mean vision improvemert duingYr 1 Mean vision mai rtenance duringYr 2

20 20
171 2
= 3
EIET) s 8

- 131

s g
e 5
s 810 0 92
2 g 77 as
E®
8 s B2
gt 5
E o — . o §
H 07 R
Clinical Trials Real-world Studies LTEStudies -~

s (BL-Mo 12) (BL-Mo 12) (Mo12-Mo24)* g

Bhistkul. hvest Ophthalrol. Vis Sd. 2020,611304.




Patients With CRVO in LTE and Real-world Studies Received Fewer
Mean Injections Over 12 Mo Than Those in Clinical Trials

Mean
Mean injection number during ¥ 1 injecton
number
1 duringYr2 14
12 118 -
g 111 108 108 z
g " 5 0_§
B o 8.7 =
PO 81 ;g B EE
g2 B
336 , 58
2 5.1 =
= 45 28
] 4 35 36 35 33 4 §
= 2
2 2
® 0
Clinical Trials Realwarld Studies LTEStudes
(B-Mo 12) (B-Mo 12) (Mo 12-Mo 24)*

Bhistkul. hvest Ophthalnol. Vis Sd. 2020611304,
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Patients With CRVO in Real-world Studies Achieved Smaller Gains Than in
Clinical Trials, While Patients Did Not Maintain the Initial Vision Gains
Achieved in inical Trials During LTE Studies

25
. 25 2 z
s 2 20 §
2
2 15 15 §
$io 038
29 7 a3
-3 BEo
S8 5 a1 5 3=
< E )
g% o 0o "R
& 2
£ s L s 3
2
e =
-10 Clin ical Tr als Reakwo rd Studies * LTE Studies. -10
BL-Mo12) (B8L-Mo12) Mo12-Mo24)*
CRVO Case Study
29 May 2012
59-yr-old woman Laboraory workup

in rightey

. Lefteye,
Ranibizumab Injected

.I‘n — \\
-

>
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CRVO Case Study

6 November 2012
Patient switched to aflibercept

Stawsafter ranibi zumab x 5 Stawsafter aflibercept x 1
Visi on 207200 Vision 20/50

2/18/2025

CRVO Case Study

8 Febr uary 2013
Afibercept (4th injection 22 1) 2

Stawsafter aflibercept x 3 Visi on decreased 10 20/60 and recument edema
Vision 20/30 and paiientextended to6-wk interval Aflibercept reinjec ted

CRVO Case Study
25 October 2013

Patient\inable iolex 1end] past 5w k(had been coming + The pat ent sill had edera but was tired of continuous inections and

monthly sinceMay 2012) refused i eatment on this occason

Vision droppedfrom 2040the previous mo o 20/80 8 November 2013

Afiibe ce pt Bth injection)on this date; dexamethasone

intravitrealimplant 2w K later « Alter dexamethasone intravitreal implant, edemaimpr o d, but new
PN

haemor hages
+ Nowwith presumed ischeric GRVO
+ Albercept x9injected
« Patent retumed 22 Nov 2013 for repeat FA folloved by PFP.
Ongoing treatment
+ Muliple dexamethasone
intzviteal Implant njectons:
+ More a bercept inections.
FRP

+ Cataract surgery

+ Patént uldnolonger keep up wih a ppont ments.
+ Patent bumout after a ppoi tments every 4-6 wk for 3yr
i edenn
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Recent/Ongoing Clinical Trials in RVO

* KSI-301 (tarcocimab tedromer)
* BEACON phase Ill trial in BRVO/CRVO
« Study met the primary endpoint, but tarccimab developmentdiscontinued
* Faricimab
* COMINO phase Il trial in HRVO/CRVO
* BALATON phase llltrialin BRVO
* approved for usein RVO
* Aflibercept 8 mg (vs Aflibercept 2 mg) for CRVO/BRVO
* QUASARstudy
 Finished enrolling and recently met primary endpoint

2/18/2025

Phase 3 Study Design (BALATON, N =553; COMINO, N = 729)

Population: Age > 18 years; restmert-naive m acular edema due to RVO;BCVA 7310 19 letters (2040 to 20/400)
Primary endpoint: Change fram baseline in BCVA & week 24

Bl Foicimeb soma [ ] Farcines comgraginan [l Atbenew20mg [ Fina susyvit
part 1 week P2

Dayl 4 8 12 16 20 (24|28 32 36 40 44 48 52 6 60 64 68|72
BALAT ON

Arm A
se, dedhmaere HEEEEECOOD 0000000000

S e I M N0 0000000000

modified TRE Prior afiberceptQaw am
Primary endpoint Sudyend

eek 24 at k 72
peclicanes m\w Faicimab modified T&E -
interval ancimab mof

Change in BCVA Over Time:

Robust BCVA Gainsat Week 24, Comparable Between Treatment Arms

ITT Rop uation

BALATON

(BRVO)

) 8ovA hange

EvRsena s

Mem changefrom o Fatomt Qa0 - 27
basdine at wmek2d, ® Qa0 =279

= Afitercen Qaw(n= 279

Adistedyan o5
o

COMINO

(H/CRVO)

o Faramab Qav (0 = 360
Alicon Q 4w(n= 363

i 05%Ch BCVA Crnge

Asjstea

o 4 8 12 1 2 24
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More Patients Achieved Absence of Macular Leakage? With Faricimab

vs Aflibercept at Week 24

BALATON { .
(BRVO) es R o Faiamé Qav (v = 270
j" d
.
LN -

COMINO

(Wervo) 52 s, | .-
& T— i=
B . Aitrcen @ 4w( -
] -
I
.
g °F -
2 o 4 8 12 16 20 24

T g e e g e g

Changein BCVA Over Time:

Robust BCVA Gainsat Week 24 Maintained Through Week 72 for Both Arms

T Population s Fixe QoW dosng Al pationtson tariimabmotified T4E dosing
H

BALATON - — S
B _

(BRVO) 52, pasiciaparion © Prortatimab QW am (1= 276)

& To.ovs O prior aberapt Q4w amn = 277
85 8
]
N
i S e mee e oA As )
2 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72
e Fixas Qaw dosng Al pationtson taimabmodited TaE dosing
g

COMINO ¢«

(H/CRVO) g,

% o ot Qe am (0= 366)
22 8 O Prior afiberept QW arm(n = 363
53
H
35 )
E e number of e ions & 6anas s
=,
T %0 4 5 12 15 20 24 2 w2 w m 4 48 sz s w0 o e 72

Change in CST Over Time:

CST Reductions Maintained From Week 24 Through Week 72 for Both Arms

T Fopuation . Fixas Qaw dosng Al patentson farcimabmodifed TEE dosing
c
BALATON ;- BT —
H e O priorafbermpt Q3w amin = 27
(BRVO) S 200 w got oo ? wem changetrom
H basdine awr ed over
H G6.ana 72
£ 00 ST0s um 3070 ym
T
s00
REEEEEEEEEEEEEEEREE
o Fixes Qaw dosng Al patentson facimabmodified T4E dosing
: bt
= 00
(H/CRVO) g © pror fr birsb QiW arm TaE (1= 366)
§ 200 0 Priorshberapt QiW arm(s = 363
£ 00 wom changetrom
3 bazdine at week2s Mem changetrom
oo basdine awr ged over
H ks o, 65.an0 72
2 459 um 4506 ym
s00
0 4 B 12 16 20 20 2 3 3, 40 44 4 s2 s w0 66 o8 72
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Proportion of Patients on Modified T&E Intervalsat Week 68:

More Than 57% of Patientsin BALATON and More Than 45% in COMINO Achieved >
Q12W Dosing

ITT Fopuation Faricim® Qawswitcied to

Ailibercept QAW swiched to
farcimid madified TE

farcimid madified T4E

BALATON o
(BRVO)
w
COMINO "
(H/CRVO) aw 3
e

2/18/2025

Faricimab Was Well Tolerated From Week 24t072,

With no Change in Safety Profile

BALATO N (BRVO) COMINO (H/CRVO.
AESFrom Week 24-72, Pa it sWith 1 AE, n (4
Owlaraes 0 @3%) 76 @.1%) 11834.5%) 130(38.2%)
Serious ocubr A s 31%) 405w 12 @sw) 26 q2%)
Owlar AE sof speci inerest 0% 108%) 9 @o%) 21 (58%)
Inaocula it mmation wents s 2071 s 1028%
iy L 0a%) 104%) a02%) 3 (08%)
e 2.07%) o 103%) 3 (08%)
vints o 108%) o 4%
reits o 3 o 103%)
Noninbctous mdoprhalmis o 3 o 103%)
Korate progpiates. o o o 103%)
Endophtnaimits events o o 10.3) o
Retinal wscultisevents o o o o
Retinal a tery owlusion/anbolism o 104 208 20
Serious nonoaar A Es 23 @) 25 @3w) 1@ o) 30 %)
20 ewnts 8 Gow) 207%) ) 8 2%
AE sleadingto v @iment gismntnuaton from w ek 24-72 s o o e%) s

Dual Ang-2/VEGF-A Inhibition With Faricimab Offers Disease Control
in Patients With RVO

@ )

BCVA gainsat week 24
maintained through

Morethan 45% of patients Faricimab was well
on 2 Q12W faricimab tolerated withno change
week72 dosing at week 68 in safety profile

CSTreduction at week 24
mantina through
week72

Faridmab approved in the United States for the treatment of RVO
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BRVO Switch Case

CarlJ.Danzig, M.D.
Director of Retina Clinical Research
Rand Eye Institute
Deerfield Beach, FL

2/18/2025

BRVO Initial presentation

Gender male
Race Afio-Caribbean
Date of diagnosis 2/4/2019
BCVA OD:HM 0s: 20/60
10P 130U
Previous Ocular History 1) Adv. Glaucoma
0oD>0S
s/pSLT OU
2) Cataractou
Meds Latanoprog,
Timolo!

RVO in left eye

Baseline
41802019 23March 2020
" -
i

BCVA 20/60

CST547 um Bevadizumab x10 BCVA 2/40
Treatment Naive

Treated with Bevacizuma b1

15



RVO in left eye

23March 2020 100c bber 2020

BCVA /40 BCVA 2/40

RVO in left eye

100c bber 2020 14December 2020

BCVA 2/40
methason e P18
ibercept

BCVA /40

RVO in left eye

Cataract Surgery
14Dec 220 21August 2021 17)we 2022

BCVA 2/40 BCVA 2/25.
Aflb ercept 18x
Bevaciamab 1

2/18/2025
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RVO in left eye

cal Laser
17June 2022 291uy202 11November 2022

BCVA 2/25 BCVA 2/30-

RVO in left eye

11November 202 14April2023

BCVA /25

BCVA 20/30+

RVO in left eye switched to faricimab

12Janwary2024

Faricimab #6
(10wk nterva)

BCVA 2/40

Faricimab 4x

BCVA 2/30+ (6wk interal)

Farcimab #5
(Bwk interal)

2/18/2025
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Case Summary: RVO in left eye treated with faricimab

+ Patient with BRVO OS diagnosed Jan 2019, with hx POAG
0D>0s

« Bevadizumab #11, Aflibercept #31,, Dexamethasone #1 (no
10P spike, thankfully), focal las e
* Vabsymox 6
* Extended aut ©o 10 weeks
« Bigimprovementin volume of exudates
* Vision 20/30

2/18/2025

Summary

* Anti-VEGFagents have become first-line therapy for ME following RVO
* Delaysin treatment initiation may negatively impact vision prognosis
* Personalize care to individual patient response to treatment
* Monthly dosing of anti-VEGF has been the mostextensively studied
regimen; however, data suggest that individualized treatment regimens
may lead to comparable outcomes
* Steroids are effective for ME following RVO, but adverse effects of cataract
and IOP elevation must be considered
* Peripheral laser photocoagulation does not improve vision outcomes or
decrease anti-VEGFburden in ME following RVO

Thank you!
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Ixoberogene Soroparvovec (Ixo-vec) Intravitreal
Gene Therapy For Neovascular AMD: 52-Week
Primary Efficacy and Safety Results From The
Phase 2 LUNA Study

Michael Sing er, M.D., PhD

Onbehalf oftheLUNA Investigators and Study Team

New Orlans O phthatnology Sodety- Sundsy, February23, 2025

2/18/2025

« This presentation discussed IRB/IEC approved research of an investigational
medicine
« Studies funded by Adverum
* MichaelSinger has the following financial intere sts or relationships to
disclose:
« sajajs
+ C=Corsdtant |R=Research Support| O=Stock Options

ArvIme aav.7ms

Lo lv i Cells  Membrare.
.

e d‘}i’&‘" y

¥ o

AAV.7m8: Created by Directed Evolution

« Engneered forIVT administration; peptideloop
enables 7B to goss the inner limiting membrane
(ILM) N

AROYIE ST S ®..
+ Validated in3 clinical programs
+ Published inpeer eviewed journals

WT inpction Aivercept Dursble
srotion by rotina  sup presion of CNV
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Barriers to Treatment More Durable Treatment Options Are

2/18/2025

& ASRS s=:Needediznsuve

In Treating Wet AMD and DME

I
-

Longer VEGF Sup press ion

Needle Anxiety Comorbidities

Imp roved Vision

LifeEvents Lack of Transportation Stable Anato my

aintematonal  US

Txo-vec: desgnedto address unmet need n wetAMD by delivering stable
aflibercept

RIS (N>160,000)
HORIZ ONIN=600)
Gilles, al (N=1.212)

Mean Letter Charge
Fram Baseline

SEVEN-URN=65)

3
Years

RIS (N>160,000)
HORZ ONIN=600)
Gilles, al (N=1,212)

5

SEVEN-URN=65)

Mean Letter Charge
From Baseline

&

3
Years

[ Up T ~40% STOP anti- GVer 2years and Upto 57% Stop over s ]




“
Primary Objective Secndary Gca\j/e:tivs
} « Vision maintenance (BCVA)
Longtterm safety and efficagy of Ixo-vec VT > Artomy (55,001
in treatment experienced patients
+ Nee dfor supplemental therapy

Dayster: 2-Year Sakety and Efficacy ? ey
VT Afiibercept

Screaning
Period

o nicosterol

Year OPTIC Sudy

3-Year Extension Study

rophylaxis®

Sup ple ment l Alibe rcept (2mgIVT) Grite ia:

2/18/2025

-8 R | o 210 letters BCVA (ETDRS ) loss flom baseline OR,

fﬂ:’;’" 2611 Ol 13d mjﬁ:gv st |+ CST275 ym incesefiombaselne O,

Cohort3 2earOPTIC parent |+ NewVision-threatening hemorha ge due to AND

=9 a0 ByeDrops ks + After initial suppleme rta l inje cion subsequent

s i [ injections admi iste e datinvestioe o discreton

;

Cohort 1 Cohort 2 Cohort 3 Cohort 4 Total

Baseline Characteristics 6E11 2E11 2E11 6E11

ean (range) Age, Years - X K - X
Mean (range) Age, Ye 790(@-88)  798(74-90)  774(6-90)  799(¢3-88)  79.0(&-90)
r;;‘g::w YeamSincemAMD 45 (09-106)  41(0568)  33(07-80)  33(02:80)  37(02106)
Mean (range) Number anth-
VEGF Injections Since lnitial 382(7-109)  340(469)  248(970)  257(258)  29.6(2109)
Diagnos®
Mean (range) Annualizedanti- o7 (54119) 104(85117)  96(79-128) _ 99(63-13) _ 99(63-133)
Mean (range) BCVA, ETDRS
Letters _ CS8(F77)  647(S72) 65V 650(HTT) o4 o
Approximate Snellen 20/50 20/50 20/50 20/50 !
Equivdent

3692293-  3077(235-  4734(301-  3986(55-  397.0(235-
Mean (range) CST, jm S61) 339) 857) 538) 857)
Follow-up (Years) +5 &5 &5 34 e
P (median48) (median47)  (median47) (median40)  yivewizvs

Dramatic Treatment Burden Reduction
& Nearly half of patients are inje ction freethrou gh 4years

Durable Therapeutic Levels Demonstrated After One Inje ctio
& Sustined aqueous aflbercept levels through4 years

BCVA & CSTMaintained Through 4 Years
& Demonstrated robust and durable activity

Low Dose Well Tolerated through 4 Years
& 100% of patients who had inflammaton resolvedby year 1
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Injection Free By 60% 53% 67% 73%
Year *
S 0100 06 meescesessveiacemesesesese o o o e+ o e e s cunilodTresnoe
topsasee s Burden Reduction by
5 99
84%
86%
b 5 T 2 3 3
@ Alibercpt o Bewciamab o Ranbizumab @ Unknown G Vistwith no aipplemental njecton admirtenkeEny Brminsion
0
Early levels are protein expression
100000
NHP stud iessuggest ol ibercept levels are
) ~ 7x higherin the back of the eye
P 10,000
3
5
I 100
-3
< 100
¥
5 10
2
H
— OPTIC6E11(n=7) — OPTIC 2E11(n=10)
1 o 0.5 1 15 2 25 3 35 a as 5
Years
oric OFTICEXT
w ® Mean BCVA(90% CI) Over Time
Egw Mean BCVA
i g (etters)change
g™ from baseline
[ tol ast visit
@y 2.9(-12.3,6.5)
1=
27w
£
500 Mean CST(90% Q1) OverTime

Mean CST (um)
changefrom
baseline ® last
visit (90% CI)

Yeas
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= 2E11was generally well plerated throuh 4
years of follow up
+ Nonew oaular SAEs ob seved - including
vasculitis, reti nitis, choroid iti s, vascular
occlusions or hypotony

Cot ofPart d parts

+ Inflammation wasdose dependent,did not

OFTIC OFTIC EXT

AC Cells ——vCCells
21+ 2011 =M+

impactision and, whe npresent, was
responsive tolocal wriicosteroids

= 100%inflammationresalved by year
N . ‘o

Short prophylactic regimen was
13 dayss oral prednisone or 6 we eks of topical
drops

2/18/2025

4 Objective

Determine the Optimal
Dose for Phase 3

@Object‘ ell

Optimize Phase 3
Prophylaxis

Mukicenter, double-masked, randomize d, parallel-group Phase 2 study

RAND (re @ived a minimum o f 2 injections wit

inclusion criter pon and under
@ o ot of ey iy ey BEVAIn o e o 25 -85 EF RS et

Day-21touta: oavz  pave: we ex 26 FVE ¥ EaR
Bassline Randomiaton VT lxo-vec Interim A aysis EXT Gom petion
M Aflberepiomg o ~ py

Carticastercidprophyl axis (21 +wee ksp ast-
dose)

Corti cos eroid Prop hylaxis Regimen

- Diflupr echate 22 wks £ prechiscne oral 10wks
- zurd VT + cifiupred nate aferweek 4 +prechisone o al 10 ket
+ Randomized 21 bealveras local +oral

Screening Period extension ends
6E10(n=30) at year five

 Increase in CST 75 pm from L corfirmedbyth e (RCOR
* Lossof = 10ett ers in BCVAFr om B Ld ue to new wo sening IRF or SRF OR
+ New vsion-th eateringh emor thage d e to nAMD
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Mean age, yeass (SD) 754(82 77.7(74 766(7.8
Female, n (%) 16(53%) 18 (60%) 34(57%)
Race,n (%)
White 27 (90%) 28(93%) 55(92%)
Asian 2(7%) 2(7%) 4(7%)
Mean yearssince nAMD diagnosis in the studyeye (SD) 30@29) 30@3.1) 30(@29)
Me: i-VEGFinj in year prior to Day 1 (SD) 102(1.2 100(33) 101024
Mean BCVA, ETDRS letters(SD) 729(8.8 71.8(64 723(7.7)
Mean CST, ym (SD) 360.6(112.0) 3405(119.3) 390.6(115.2)
Phakiclensstats,n (%) 1137%) 1137%) 22(37%)
1
Participant Disposition (Through 52 W eeks)
Number of participants randomize d and dosed with Ixo-vec 60
Number of partid pants who completed Wee k 52 57
Number of participants who discontinued at erlxo-vec dosing 3
Reason for discontinuation(not related to Ixo-vec)
+ Death (Abdominal mese nteric mass, multipl e organ fail ure, and septic shock and 2Hypercapnic 2
Respiatory Failureand Pleurl Efusion - not rl atedto s udy drug)
+ Adverseevent(pementia - nct el ate dto sudy drug) 1
MeanWeeks of Follow-Up 59(138)
i
— — LUNA 52W eoks
3 .
%. e Wehn | 1% | san | e9%
i BS ety St wedion | 77% | 75% | 79%
o N 2 Inecions| 89% | 89% | 90%
2

Week 52 Week 26 ‘Study Week Week26 Weeks2

s ot dp s Qe

Weako1




n PriorAnnualiz ed Rate

10.2 10.1

s
ke
H
8

Mean Anmualized Number ofa nti-VEGF |
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C

Least Squares Means Change in Best Comected Visual A cuity (BCVA) Over Timeby Dose*

15 LSMeans BCVA Change
. .
10 6E10 (n=29) 2E11 (n=29) fromBas atWe ek
g.' 52, Lette s (95 %CI)
s
LR 2.1(4.8,07)
fEE" #ﬁqﬂ:ﬁﬁzﬁ:ﬁ%—%
JGes 8 )
s i
B|5
24 b oo B 2 2w % ® & @ o
ek
Least Squares Means Change in CentralSubfield Thickness (CST)Over Time by D ose
150 LS Means ST Ghange
N - 6E10 (n=30) “—2E11 (n=30) fromBaseli
B ® 52, ym( 95% Q)
!‘GSB .2 (-29.
0 6E10
50
00
=
g BL'2 4 6 8 101214 18 2 2% 30 u B8 42 48 52
Wi
w0
[ S T ——— ——
E
H Mean CST Change from
i B =l ine at Week 52, pm
(95%CI)
8
H
o
is
'
S
§ w0
5
g
™
H
H

a8 s

CST<300pm
All Parcipants

Mean CST, pm (SD) 269.9(187)  4166(119.1)




150 —#—LUNA Baseline CST £300um (n=27)
LA Bl CST <3005, Infaction

=)
100

Mean CST Change from Baseline, pm
©95% Ci)

u
u

una
A

Cc

el G5 3000 331
e ST 303 fcion Fee <10 Mean CST Ghange from
Ba =l ine at Week 52, pym

(95%C1)

AllPat idp arts
2.9(-14.3,20.2)

Injection Free
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® @ PR
CsTs 300 m
Al Parscipan's iy bt
Mean CST, pm (SD) 2699(18.7) 416.6(119.1) 2738(16.7) 4176(1420)‘
2
Early ptlevels are protein expression
100,000

10,000

8
8

NHP stud iessuggest | ibercept levels are
~ 7xhigherin the badk of the eye

Afib erceptin Aqu eousHumor( ng/md)
3
H

@LUNA 2E11 (n=18)
— OPTIC6E11(n=7)
o 0.5 1 15 2

®  LUNAGE10(n=13)

—_ OPTIC 2E11(n=10)
25 3 35 a
Years

as s

Was the steroid treatment you received easy to manage?

%
35%
60%
Difluprednate Ozurdex + Oral Prednisone +
Only Diflupred Diflupredate +/- Ozurdex
(n=20) (n=16) (n=20)

orvery a3 10 Moz
W s cices

Dfficult or Very Difficut o Manage.




Would you prefer Ixo-vec
over the prior treat ment(s)?

Total Study
(n=56)

Would you wantIxo-vec in
your other eye if youhad
bilateral AMD?

Total Study
(n=56)

B Yes @ No

Cc

Would you recomm end Ixo-vec
to your family or friends?

Total Study
(n=56)

2/18/2025

Would you prefer Ixo-vec
over the prior treat ment(s)?

100%

6E10+
Difluprednate
(n=10)

Would you want Ixo-vec in
your other eye if youhad
bilateral AMD?

100%

6E10+
Difluprednate
(n=10)

W Yes No

C

Would you recomm end Ixo-vec
to your family or friends?

100%

6E10+
Difluprednate
(n=10)

Favorable safety profile, well tolerated
* No Ixo-vec-related serious adverse events. All |xo-vec-related adverse eve nts (AEs) were either mild or

moderate

C

+ No episderitis, vasaulitis, retinitis, choroiditis, vascular occlusion, or hypotony

Most common Ixo-vec-related AEs were dose-depen dent anterior inflammation responsiveto local

corticosteroidand anterior pigmentary chan ges with no impact on vision

Local

alone

6E10patients had no inflammation at week 52and at any subse quent visit

+ No paients had inflammation at we ek 52 and at any subsequent \isit

6E10+ topical steroid eye drops selected for pivotal program

+ No patients had inflammation at we ek 52 and at any subsequent visit

+ Onlya singlepatient had inflammation at any time point, which resolved prior to week 52
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Efficacy
Durable cliinicalbenefit hrough dyears

- >50% injectionfree& >B0% teatmentburden
GPTIC e duction
BCVA & CSTl evels maintain ed
Sustaineda queous afliberce p levels
>50% injection free& >80% treatment burden
reduction inhard-to-treat patie
Consistentvisualand anatomic benefit hough
52 weels
BVCA maintena nce though 52 we cks
C * Flud reduction in pa tients with ba seline CST
(V) >300 pm; mainte na nce in 300 pm
Consistentaflibercept expression levels, similar

toOPTIC

LUNA patient suv ey demonsates stong patent
preference for xo-vec

293% prefer lxo-ve cover priora ntiVEG Fs, would
recomme nd it to family and friends

Safety

2E11 was generall ywel Itdl eratedthroughd years of
followup
Inflam mation was dose depe ndent, did noti mpact
visionand, when present, was responsive o local
corticostercids,
100%inflammation re scl ved by year1
Favorblesafety profile, welltol erated
No Ixo-ve e lated serious adve se eve ts. Most
common Ixo-ve cre lated AEs w ere dase-dependent
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Early Onset Improvement of Best-Corrected Visual Acuity
(BCVA) and Central Subfield Thickness (CST) with OCS-o01
Eye Drops in Diabetic Macular Edema (DME): Results from a
12-week Phase 2/3 Study (Stage 1)

CarlJ. Danzig, MD
Rand Eye Institute

onbehalf of the DIAMON D study group
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0OCS-01| DIAMOND (DX-219) Evaluated OCS-01 in Patients With DME
Multicenter, random ized, double-masked, vehicle-controlled, two-stage phase 2/3 study
of OCS-01 (OPTIREACH®-de xamet hason e 15 mg/mL op hthalmic formulation)
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Baseline Demographics Were Well-Balanced Between the 2 Arms
Study DX 219(Stage1) ITT Population

Parameter Vehicle (n=48)
Age,mean (SD),years 61.9(9.0) 639(73)
Mde n (%) 53(.0 26(54.2)
Duration of DVE, mean (SD), years 20(26) 19(27)
BCVA, mean (SD), ETDRS letter s core 575(93) 583(75)
CST, mean (D), um 4530(1318) 4453 (1125)
I0P, mean (5D), mm Hg 153(3.0) 147(30)

BEV, bt o danlacuty CST, i bfeldticknss OME dltetcmacly edans B0 R, EarlyTreament Diesc Retopathy Sudy b, vy
o, T a3 i
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Patientson OCS-o1 Had a Significant Improvement in MeanBCVAfrom
Baseline at Weeks 6 and 12 vs Vehicle
ITT population
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Significantly More Patients on OCS-01 Had a 215 ETDRS Letter Improvementvs Vehicle

ITT population
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Proportion of Patients with 215 ETDRS Letter Improvement with 0CS-o01
Sustained to Week 12

Rapid improve ment inBCVA with inductionand sustained with maintenance regimen

Induction Phase (6x/day) == Ma rtenance Phase (3x/day)
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Effects of O CS-01 on Retinal Thickness (CST) Were Observed Eary by
Week 2 and Maintained Throughout the Study

Significant reductionsin CSTm easured at we eks 6and 12 for OCS-o1vsve hidein the ITT population
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0CS-01 WasWell-tolerated With No Unexpected AEs
Safety population
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0CS-01Holds the Potentialto Address the Current Unmet Need by Providing a
Versatile Efficacious, Safe and Non-invasive Therap euticApproach for DME

Rapid andsustaine dimpr oveme nt with OCS-01 Eye Drops observed by week2 through
weeka2

0CS-o1metall Functional, Clinicaland phaimaco dynamicendpoints ina robust, statisticaly
superior manner

« FunctionalEndpoint: Improvement of visualacuity
+ ClinialEndpoint: Inaease in proportion of patientswith a3-line or great er gain
+ Pharmacody namic Endpoint: Reductioninmacularedem aas measuredby OCT

No unexpected safety findings were observed @

Basedon the results of Stage 1 of (Study DX-219; DIAMOND 1), Stage 2 incurrently ongoing
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