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IOP: SCS triamcinolone

Introd uction
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IOP: SCS triamcinolone

Background:
~ Tiamcind one acetonide injectable for useisa coti id indicated far the
treatmentof macular edema (ME) assodated with uvetis

~ Supmchord cal administration via preprietaty SCS Microinjector ™ is a technique inwich dug is
deivered to the space between the sclera and the choroid

+ The med cation distibutes in the suprachomidal space and is delivered diredtlyto the retina and
chordd, sparing the anterior chamber
This minimizes the potental for catarctfarmation andior increased itrmocular pressure
~ I dinical rids, the time 1o rescue therapy relative 10 subjedts first injection wasassessed, however all
patierts viere rquired by protocol 1o have a second irjection or sham at week 121
Asubsetof paientswere followed past 6 morthsin the Magnolia stidyand 50% went as long as 6
months without rescue?

Objective:

- duratiity o idd i acetoride injectatle suspension and sutsequert
practice pattems for reammentof uveiic macular edema (UME) in clinical practice

IOP: SCS triamcinolone

Methods




IOP: SCS triamcinolone

+ Pafients 218 with a diagnosis of non-infectious UME and a suprachoroidal injection of
triamcinolone acetonide after January 2022 were identified in the American Academy of
Ophthalmology IRIS® Registry (Inteligent Research in Sight)

— The date of the first suprachoroidal injection defined the index date

+ IRIS data was linked to Komodo open-source clamsdata (Jan 2022 to Jun 2023) using the
Datavant tok en to identfy coricosteroid use

— Rescue wasdefined asuse of injectable, impl d, or topical i ids after the
initial riamcinolone acetonide suprachoroidal injecion

« Patients were followed for 24 weeks after their injection for duration
+ Asub-studywas performed on IOP: patients followed for 48 weeks
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IOP: SCS triamcinolone

Results

Study Population Attrition Diagram

Corfirmed UME diagn os o the in dex date

Num bero feyes N = 858 (92.4%)

Num bero feyes N =858 (92.4%)
T}

Exclude eye swith infe cous uveitisin the 12 month sprior to the ind ex date

Num bero feyes N = 831 (89.5%)
4|

Total e e sid entified in the IR IS Registry linked to Kom odo Healt h claims data

Num bero feyes N = 785 (84.6%)




Baseline Demographic and Clinical Characteristics
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Time to Rescue with Injectable/Implantable Corticosteroids

87.7% of Eyes Did Not Req uire an Injecte d or Imp lanted Co rticoster oid by Wee k 24

——

In h

86.5% did
| not require
rescue

therapy by
week 24

n e

Kop o Maer Estmate

W Risasio
W Pea chiee clinicol ial

Time to Rescue with Any Corticosteroid

from RIS dota

754%of Eyes
Did Not

Require Ay
Corticasteroid
byWeek24




Types of Injected/implanted Rescue Therapy

Fluodnolone ht ravitreal Fluodnolone zetonide it aviteal
implant 0.8% i 8%
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Only 12%%of patie nts with UME required a subseq uent injecte d or implanted co rticost eroid in the 24
wee ks after asingle suprachoroidal injection of triamdinolone

— Suprachoroidal triamdnolone was used in45% of patients who had a secon dinjectable/implantable
corticos teroid

— Anadditional 12% of patients used only a topical corticosteroidinthesame time period

— Asecondsuprachoroidal injection 12 weeks afterthefirstwasonly seen in 24% of patie nts and d oes not
appe a to be partof routine p ractice

— By comparison, all subjects in the Peachtree clinical trialwere re quired by protocol to have asecond
su prachoroidal injection atweek 12

— These resultsare similar to those of the P eachtree trial in which 13.5% of subje cts required rescue by week
24

~ Inaddition, nearly half of these patients a history of ocular hyperte nsion or glaucomaand overhaf had
prior steroid use suggest ing t hat the re we re chronic,hardto treat patients

I0OP with Fluocinolone implant

CALM: 36-month safety
CALM outcomes with the 0.18 mg
intravitreal fluocinolone

acetonide implant for non-
infectious uveitis

Michael singer, MD!
ON BEHALF OF THE CALM REGISTRY ST UDY INVESTIGATORS
AND SUPPORTING CLINICAL SITES

"Medtal Center Opht hdmology As e e San Ant oo, TX




I0OP with Fluocinolone imp lant
Purpose & Methods
PURPOSE METHODS

To analyze phase 4 real- Real-worlkd data were collected for patients
world outcomes among 218 yearsold treated with the 018 mg IVT FAi
patients with chronic fromUS sites participating in the CALM registry
NIU-PS receiving the study

IVT 0.18 mg . L .
fluocinolone acetonide Asavailable,uveitis recurrence, OCT, visual

. . acuity, vitreous haze, IOP measurements, and

fmpREt(ER) other safety data including adverse events,
cataract extractiors, and IOP-lowering
surgeries,were collected foreach follow-up visit

Sl acuitiweracany i OETORS biter <o e
ETORS Cry eatman Dot et ndpathy St ol 10B, intrc b
M6t $hopos o101 samEn: GET, SEiCalc o1 Gmography

2/17/2025

IOP with Fluocinolone implant

Results: Baseline Characteristics & Demographics

LOCATION OF UVEITIS
N=267 eyes from 200 patients

Age, mean  SD 6284142
Fernale, n(%) 131 65.5)
Pseudophakic, n @)t 237 888)
67%
Rae,n (%) Intemediate
White 138(69.0)
Black 33(65)
HispanidLatino 17 (85) - >85% of eyes were diagnosed with poste rior
Other 10(5.0) or panuveitis
Asian 2(1.0) Most caseswere idio pathic (63.5%), and
sarcoid osis (61%) was the most common known 7/
etiology

26,6%
Panivetis

+ Mean + SD duration of uveitis was 56 £ 5.7 years

25t basine 28 055 eieswa ephakic md 2(0. 5% ey @wereaphakc
0 Fndard oz on

I0OP with Fluocinolone implant

Results:Reduced Uveitis Recurrences After the 018 mg FAI
: 12 months before FAi,
84% ofeyes had
zlrecurrenceof uveitis

880 e e
=orecumences 36 months after FAj,
507 =lrecurerces 16.5% ofeyes had
=1recurrenceof uveitis
Through 36months,
L) os 4.9% of eyes received
S us o se 2 >1FAi
I Hm | ] m i

4.5%received 2
Rmortts preFARmorths pstFA 24 morths pest  36morths post- . 5
FA FAI 0.4% received 3

%

PROPORTION OF EYES,

0

Boaut onceof watis i dtermined Iy Imesigatorasnoted h patent charts wih nopres pifed clnial aeta.
SUm'd Barcantages maynot aual 1% e 10 oundng
FAl, fuinobne etonde impant




I0P with Fluocinolone imp lant

Results:Reduced Central Subfield Thicknessafter the 0.18 mg FAI

CENTRAL SUBFIELD THICKNESS

Reductionin CST was
maintained through
36 months post-FAi

The proportion ofeyeswith
CFB8G% CFBAH CFBOM  CRBOTh
(P000I)  (P<000I) (P00} (P=00C) CST 2300 um decreased
from 56%at baseline to
40%at 36 months

MEDIAN CST (um), IQR*

Baseine (1184 6 Months n=147] 12 Months 24 Man ths (n=53/36Mont hs(n=33
(n=104)

r=numba of yes
IGR 73124 & barat each timapoint hoving upperand lawer auatfes
ot aro flome arato Inear miedmodelanaly &on log randormed dd o
Ehmge frambasding CST,caw 3 Siofiod Semes: FA, Ui nobne & etonte Imphnt IGR interqua e range
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IOP with Fluocinolone implant

Results:Stable VA After the 018 mg FAI

EYES WITH VA OF 20/40 OR BETTER

Through 36 months:

The proportion of
4 5% Cl 9% Cl 8 eyes with VA of
(406 5TH)  (GPh BH) (45 B%)  (44oh E) 20/40 or better was
P stable post-FAi
19% of patients had
anincrease of
215 ETDRS letters*
vs baseline (95% Cl:

GMonhs  TMomns  24Mants  IeMonths 12% 2

®
g
o
°
z
°
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I0OP with Fluocinolone implant
Results:Stable IOP After the 0.18 mg FAi

1op

Through 36 months,
medan IOPremained
stable

|OP-lowering medication
reported for 21.7% (58/267
eyes)at baseline and
36.5% (19/52 ey es)

at 36 months

MED IAN 10P (mmHg), 1QR"

Easelne (n-23) 6 Months(n=207) 12 Months 24 Mon ths(n=75)  36Months
(n=128) In=44)

nerumba of yes
QR Tiarated &3 barat each imepoint hoving upperand lawer quat es.
FA, luinobne otonds impbnt 108 intaowlarpr & o IGR, Interaua s ange




I0P with Fluocinolone imp lant

Results:IOP Event & Surgery Rates After the 0.18 mg FAI

IOP Events and Months to event

9

Surgeries Through n_(A;) from baseline,
N=267

mean * SD

36 Months

10P incre ase >10 mmHg from
s 40 (173) 145110
10P >0 mmHg 15 5.6) 1.0+100 4 (14.3%) of eyes had
Laser trabeculo plasty ET) 50435 Ca‘an’ fzcgs:y’iev'jere
Mics 30 240+30 phakic atbaseline
Incisional IOP-lowering surgery| 12 (45)

Tube implantation 8(30) N6:97

Trabe aulectomy with .

antimetabolites; 2(08) S

Trabe aulectomy without
antimetabolites; 2|(os) 4521

el =
L AL sciroloneaotontls ol 109, intrpe b prosure: MIGS,mian imasie ghueras uraay: ME, mitorych C S0 ganda ddeiaer.
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IOP with Fluocinolone implant

Limitations

« Participating sites examined and managed patients using their
own protocols

« Investigators were notable to completely ensure controland
consistencyoverdata collection and input due to the
retrospective nature of the study

« Pre-FAi treatment data was not collected

« Participants could be added into the registry at any time after
the FAi was implanted, leading to variable rates of follow-up

+ Administration details of IOP-lowering medications were not
reported inthe study

I0OP with Fluocinolone implant

Conclusions

*The 018 mg IVT FAi is THREE YEARS
indicated for the treatment of POST-IVT FAL
chronic NIU-PS!

« Evidence from this real-world « Substantial reduction in
registry builds on controlled rate of uveitis flares vs
clinical studies?* pre-FAi

*The 01 FAI i I - .

e0.8 mg Al prowfied ong * Improved OCT findings
term improvements in d ble visi
inflammatory flares, with no andsta vision
new safety signals

pos aior e
Enger i 4 3| Cohthalmte g La s 0202217158 3 3.Park Actal. AMA
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I0P with Fluocinolone imp lant
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Conclusion

Different sustained delivery steroid medications are able to control
inflammation.

Study design and primary outcome differ by medications

They seem to decrease the treatment burden of disease

However one has to balance safety and efficacy as:
They all have side effectsincluding cataracts and increased IOP.




HEADS-UP 3D VISUALIZATION
IN VITREORETINAL SURGERY
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We have seen evolution in surgical instrumentation
& techniques over the past decades
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20 gauge 25 gauge




Types of “Heads-Up” Display Systems
+ Ngenuity 3D (Alcon)- 2016
« Artevo 800 (Zeiss) - 2019
« Beyeonics One ophthalmic exoscope (BVI/Beyeonics vision)
« relies exclusively on digital oculars

. for purchase in the United States

Beyeonics.co

2/17/2025

m

Ngenuity

. 3D high
dynamic
range camera

. 3D 4K OLED
display

. Highspeed
graphics
processor

. Polarized
glasses

Artevo 800

Integrates intra-operative OCT technology

Zeiss.com




Lower levels of illumination- reduces ris!
of phototoxicity (35% Illumination vs
10% illumination)

+ Enhanced depth of field (up to 3x)
Educational benefits

+ Ergonomics

Yonekawa, Y. Seeing the Refina Today.
‘woflcHhrough-3-c-glasses;

Frohkii Let
hifps//www.efinolphysician.com/
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Disability from musculoskeletal issues in
ophthalmology is real!
* AAO survey: 51.8% ophthalmologists

have neck, upper extremity or lower
back MSK symptoms

Retina specialists: 55.4% back + neck
pain, 21.4% back pain, 8.3% neck pain

Quality of Life + Financial loss due to
temporary/permanent disability

Dhimitri KC, McGwin G, McNeal S, et al.
Mars L, Wertz F, DRimitri KC. i
Desai URT, Bhatti R Neck Problems Paper presented at: Society of

jsts. Am J Ophthalmol. 2005;139(1):179-181
sts. Am =i

an Diego;
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ENHANCED Visualization

+ 19% greater magnification than traditional scope

+ 3xEnhanced depth of field: more profound in older surgeons

-+ Presbyopia correlated with more gain in depth of field!

2/17/2025

13

IMPROVED Visualization

« Excellentresolution not just better
picture, also improved stereopsis?5

+ Color manipulationwith filters, gain
adjustment to better visualize

+ Vitreous hemorrhage

+ Fluid air exchange- decrease glare

2. Chow DR. NGENUITY: Is 3D surgery. with increased st
5. Frankiin A, Sarangapani R, Yin L, et al. Digital vs analog surgical vis

th or fact? Presented at ASRS. August 11-
ualization for vitreoretinal surgery. Refinal Physician.

1ssU8s/2017/may-201 g

14

Ergonomics- One of the Biggest PROs

« Better posture all day- relax spine
« Potentiallyadd years to your career!

+ Less headaches (from accommodation)

3. Yonekawa, Y. Seeing the World Through 3-D Glasses. Refina Today. 201
A + al. Digital i i

i L

®,
issues/2017/may-2017/digital-vs-analog-surgical-visualization-for-vifre.
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Educationally benefits the ENTIRE team
I | — S

+ Immersive experience

+ Assistant can anticipate next steps

+ Highresolution for operating,
recording & feedback

+ Better ergonomics for observer(s)

+ Better teaching tool than side scope®

. Arthur, Dhipak; Babu Kannan, Noresh; Sen, Sagnik; Ramasamy, Kim. Digitally assisted vitreoretinal surgery: A unique surgical feachin
tool for beginners. Indian Joumnal of Ophthalmology 70(2):p 477-481, February 2022.
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Increased Intraocular Pressure in Steroid Studies
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Comparing different steroids is similar to comparing
apples, oranges, and grapefruit

They share common features: they are all fruit, they are all round, but
they are definitely notthe same.

(I didn’t use lemons, since nobody wants their product to be alemon!)
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Intravitrea

Approved 2017
Label: upto 3 years

Steroid Therapies for Posterior Uveitis

o5

|

Fluodnolone Acetonice 0 18ng Supra-choroidal

4mg/100ul
Supra-choroidal

Awaiting aprova
Label: every3 months

D .7mg
intravitrea

Approved 2010
Label: up to 6 months

46.8% vs 11.8% sham

ateight weeks.

Phase 3 Studies for Posterior Uveitis

Huron Study: Dexamethasone implant, had a reduction of vitreous haze of

Peachtree Study: Suprachoroidal triamcinolone , 46% of treated patients vs
15.6% of control patients obtaineda 15-letter improvement at 6 months.
InStudy 001, 0.18 mg Fluocinolone acetonide 60% less patients on active

medication had recurrence ofuveitis vs control at 6 months, while recurrence
wasdecreased in58% of patientsat 12 months vs control.

Primary endpoint: Phase 3 studies

Study 001

sdyt  x

Peachtiee
=

TRz e I R S e

Vitre cus Haze Recurrence
In study 001, 0.18 ide.

Vistal Acuity (15lettergain)

i ace i
60% less patients on active medicationhad
recurrerce ofuveitis vs control at 6 months,
while recurence was decreasedin58% of
patients at12 months vs cortrd.

tiiamcindoned % of treated patients
Vs 15.6% of contol patients cbtained
a15 letier improvemert.

Reductionof Vi reous Haze

juron Study: Dexamethasone implant
had areduction of vitreous haze of 46.8
Vs 11%sham at eightweeks.

2/17/2025
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What are the adverse events of concern?

* Cataracts: Surgically Curable
* Increased IOP: (what keeps you up at night!)

Cataract Incidence (as documented as adverse event)

Fluodinol one (Stucly 001) CSA-TS (Peachtred) Dexamethasone implant (Huron)

56%\s 2% contol 7.3%vssham 63% 15%\s 7%

Not all of these cataracts underwent surgery

Increased IOP incidence




Fluocinolone implant- Study 001
6-month Data

Fluocinoloneimpla
10P-related Outcome, n (%) N=87

Overall I0P>2 1mm Hg at
any post baseline visit 24 (276%) 7 167%)
0P elevation 212 mmHg
change from baseline at any 12 (138%) 2 4 8%)
postbaseline visit

10P elevation 230 mmHg
absolute reading at any post 9 (103%)
baseline visit

Any IOP-lo wering
medication 18 (20.7 %)
Any surgical intervention for

an elevated |OP 2 23%)

2/17/2025

Dexamethasone Implant: Huron

Dexamethasone implant Sham Control
10P-related Outcome, n (%) N=76 N=75

Highest number of patients with

IOPelevation 210 mmHg 8/71(11.3%)

change from baselin e at any Week 6

visit

0P elewation 235 mmHg 30 1%) 000%

absol_ute r_eédlng at any post Week 12 Week 12
baseline visit

On IOP-lo wering medication at

e e 13 (16.9%) 702%)

Indisional surgery foran
elevated IO PAdverse Event

CLS-TA: Peachtree Elevated IOP*

@ntrd
(with local carticoste roid (without local carticosteroid
rescue)
I0P-related Outcome, n (%) =9 N=38 N=18

ElevatedIOP Adverse Events*

10P dlevation210mirHg
changefrom baseli neat any
visit

10P dlevation230mHg

abolutereadingatany pos.
baline visit

Given any aditioral | OP-
lowering medication

Anysurgical inte ve rtion for an

elevate dIOP Adverse Event ° °

*Hevated IOP” includes the preferred temms (a) IOP increased, (b)ocular hy pettension, and(c) glaucoma




2/17/2025

IOP in Uveitis Studies a deeper dive

IOP and Steroids: A deeper dive

* Dex implant inreal life studies

* Fluocinolone Calm study and Pivotal (Study 001) looking at_IOP over
30

« Iris registry of suprachoroidal triamcinolone

IOP in dex implant studies: increased 0P rate: 20-25%

+ Chrome Study Canada:increased IOP, 120 eyes total with a total of 24 events for DME
(25.0%; 6/24), RVO (27.6%; 8/29), and uveitis (10.0%; 2/20) patients

Safodex study: Among 1,000 intravitreal injections, ocular hypertension was recorded
for 28 5% of injected eyes over a mean follow-up period of 16.8 months (3-55)

Geodex study: Amongst 294 intravitreal implants, ocular hy pertension (>25 mmHg) was
recorded in 0,8 and 9.5% in White, Latino, and South Asian groups, respectiv ely.
However, IOP >20 mmHg was recorded in 14%, 28% and 27% in White, Latino, and
SouthAsian groups, respectively. Incidence of very high IOP (>35 mmHg)was lowerin
all geographical groups. Itwas 3% in Latino followed by 2% in South Asian group.




IOP: SCStriamcinolone
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IOP: SCS triamcinolone

Durability with suprachoroidal injection of
triamcinolone acetonide injectable suspension for
uveitic macular edema and use of rescue therapyin

clinical practice

Michael Singer, Durga Borkar, Abhi shek A. Nai; Andrew LaPrise, Kristian
Garcia Jod Fain, Teresa Brevetti, David J Harrison

IOP: SCS triamcinolone

Introd uction




IOP: SCS triamcinolone

+ Pafients 218 with a diagnosis of non-infectious UME and a suprachoroidal injection of
triamcinolone acetonide after January 2022 were identified in the American Academy of
Ophthalmology IRIS® Registry (Inteligent Research in Sight)

— The date of the first suprachoroidal injection defined the index date

+ IRIS data was linked to Komodo open-source clamsdata (Jan 2022 to Jun 2023) using the
Datavant tok en to identfy coricosteroid use

— Rescue wasdefined asuse of injectable, impl d, or topical i ids after the
initial riamcinolone acetonide suprachoroidal injecion

« Patients were followed for 24 weeks after their injection for duration
+ Asub-studywas performed on IOP: patients followed for 48 weeks

2/17/2025

IOP: SCS triamcinolone

Results

Safety sub analysis
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Safety sub analysis

IOP Data:

« Asubset of the original data set was used to obtain
IOP data for 48 weeks

Safety sub analysis

Baseline Demographic and Qinical Characteristics : IOP data
I of 396 eyescarespondi 0357 i he data b
2022 and Dec 2023

Cataract 496%
[ vcoma7euter iy pertension 331%
EmE B DR withaut DVE 50%
Male 459%

Retiral Detac hment

14% Posterior uveits

Black or AfricanAmerican 7.3%
ite 650%
Other ces 168%
Unknown 95%

Age
Mean (D) 671(12.6)
X

Paruveitis

Approximately 28% of the patientshad a baseline intraocular pressure >22 mmHg

Safety sub analysis

Elevationin IOP after SCS traimcin alon e administration over the 48-wee k period
was low in real-world dinical practice

Rea lworld clinical practice MAGNOLIA altri
10Pe levation characteristics N= 357 (100%) N= 28 (100%)

Changein IOP 210 mmHg 51 (142) 4(143)

Changein IOP 225 mmHg 4(1) 2(71)

Changein IOP 230 mmHg 000

IOP elevation rates were consistent with recently presented d




Safety sub analysis

Elevation in IOP after SCS trik i ini ver the 48 k period was
low in id clinical racﬂce

Real-world clinical practice
10P elevation characteristics N =357 (100%)

Change at 6 weeks 21 (5.8%)
Change at 12 weeks 36 (10.1%)
Change at 24 weeks 47 (132%)

Change at 48 weeks (RS2

2/17/2025

Safety sub analysis

Elevation in IOP >25 after SCS triamcinolone administration over the 48-
week period was low in real-world clinical practice

" o Real-world clinical practice
IOP elevation characteristics N = 4(100%)

Change at 12 weeks 2 (0.56%)

Change at 24 weeks 1(0.28 %)

Change at 48 weeks 1 (0-274)

Safety sub analysis

Conclusion:

Only 12% of patients with UME required a sub injected or i { id in the
24 weeks after asingle suprachoroidal injection uf triama nolone

Only 14.2% patients experienced an elevaledIOP of 210 mmHg at 48 weels in real-world
clinical practice despite 43.1% of patients witha history of glau coma.

These changes occurred at 6,12, 24,and 48 weeks

1.1% patients with anelevated IOP of 225 nmHg andthese o ccurred at 12, 24, and 48 weeks.
No patients with an elevated |0OP 230 mmHg mu ch lower than that observedin the Magnolia
clinical trial

SCS tiancinol one should be considered in patients with history of glau coma or at risk for steroid
induced ocular hyp ettension

Follow up for these patients could be at month 1, 3, 6 and every 3months subsequentyto
capture thisinaease of 10mmHgof IOP




I0OP with Fluocinolone imp lant
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IOP with Fluocinolone implant

Fluocinolone Acetonide Intravitreal
Insert for NIU-PS: Significant IOP
Elevations Through 36 Months

Michael A Singer, MO

Clinical Professor ofophthaimal cgy,
University of Texas Heaith Science Gerter,
sanAntonio, TX

I0OP with Fluocinolone implant

Objective:
Uveitis has long be en associated with elevated intraocular pressure (IOP)
Corticosteroids, widely used to treat non-infectious uveitis affecting the
posterior segment (NIU-PS), are known to decrease aqueous humor outflow
and increase |0OP
This analysis was initiate d to characterize the timing and severity of significant
IOP elevation in eyes treated for NIU-PS using a single 0.18 mg fluocinolone
acetonide intravitreal (FAi) insert for 36 months

10



I0OP with Fluocinolone imp lant
Elevated 10P
PR

Mean Inraccular Pressure by Visit
24— Sham (n=42)

Bagline Day7 Day28 Monh2 WMonth3 Monthe Month9 Monthi2 Month18 Month24 Monthd0 Month3s
Study isit

2 12mmHg increas 20 @3.0%) 11 @6.2%) 10P lowering medications* 37 (2.5%) GG

10P 2 30 mmHg. 15 (17.2%) 5(11.9%) 10P lowering surgeries 5(57%) 5(11.9%)

* Minimum o f7 d s creatment

2/17/2025

IOP with Fluocinolone implant
Details of IOP > 30mmhg Events

FAi (n=87)

Numberof Events 15 (17.2%)

Timeto Event
Mean Time 241 days (=8 months)
Median Time 153 days (=5 months)
Minimum Time 8 days

Time 1108 days (=3 years)

Events pe rTime Frame

7 t030 days 5 333%)
3 to6 months 5(333%)
6 to 18 months 4 267%)
3 years 1(6.7%)

I0OP with Fluocinolone implant:
Visual field results

Change in Mean Deviation through 36 Months

Change in Visual aseline to 36 Months

sudyeye  Felowie  swyeve-rw IR SO FgERe

MEAN(SD) 3 (1L403) 349 19364) 462(503T7)  -28300151  -120(3855  -163 (1207)

MEDIAN 195 155 000 1o 030

-85 454

11



Discussion

— 10P elevation in the FAi and Sham groups were similar and primarily managed using
stand ard topical IOP lowering medicati ons

— Fifteen eyes (17.2%) treated with FAi had IOP elevations to= 30 mmHg

« One-thirdof the events ) occurred between 7 days and 1 month

« One-thirdof the events ) occurred between 3and 6 nonths

+ Delayed events happened between6 and 18 months (4) andat 3years (1)
+ Overall, FAi had no sgnifi cant impact onthe progression of visual field loss in this subset
of study patients th ough 36 months when compared to thefellow eye
The pattern of significant |OP events suggests th at evaluations wi thin thefirst month, 3,

and 6months; and e very 3months thereatter, coul d detect the majority of severe |OP
increases

2/17/2025

CALM: 36-month safety
CALM outcomes with the 0.18 mg
intravitreal fluocinolone
acetonide implant for non-
infectious uveitis

Michael Singer, MD' |
!

- &

[ ——
<
e M L]

CALM: 36-month safety
CALM putco_mes with the 018 mg
intravitreal fluocinolone
acetonide implant for non-
infectious uveitis

To be reported by Dr. Sumit Sharma

"Medtal Center Opht hdmology As e e San Ant oo, TX
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I0P with Fluocinolone imp lant

CALM

CALM: 36-month safety
outcomes with the 0.18 mg
intravitreal fluocinolone
acetonide implant for non-
infectious uveitis

To be discussed by Dr. Sumit
Sharma

"Medial Center Opht hamology As ci es San Ant o, TX

2/17/2025

Does Increased IOP Cause Long Term Optic Nerve
Damage?

RNFL Study

Background:

*  27-32% of eyestre ated with Dex implant®
implant hawe transent IOP elevations
Inareased IOP is a risk factor for glaucoma'?

« Safety and efficacy profiles well-established
for

* However, nostudy has been performed using
OCT datato evaluate RNFL thickne ss in
those that have |0P spikes (visualfield are
unreliable inRVO)

Purpose:

+ Toexamine theeffect of IOP spikes on
the RNFL after treatme nt with the DEX
implant

+ So, do these temporary |OP spikes
assodated with De ximplant®|ead to
long-tem damagetothe RNFL?

13



RNFL Study

Results:
Demogra phi cs( =48 pa e eyes)
Age yrs) 7.7
Sex 51%
9%

57%

Hispanic
Black

Diagn osis

Other incl uding

2/17/2025

RNFL Study

Results:
History of Glaucoma: 48% Awerage 10P of untreated eye
Meantime between inital IOP spike at time of |OP spike: 16 5 + 3.6 mmHg (P =
and OCT imaging: 18months 0.00)
(range: 4-83 months; median: 13.5 Mean central crnealthickness
months) 569pm (treated), 571um (control); P=0.61
Mean number of Dex implant 2 110P loweiingdrop used: 76%
before |OP spike: 2.1 fange: 1-12). (+ stand ard deviation)
Awerage 0P spike: 26.4 + 4.3mmHg
Range: 2 2-38mnHg

RNFL Study

Average IOP elevation vs. diagnosis
268

154
wTroatmont
= Control

BRVO (n=16) DME (n=12) CRVO (n=i1) Uveitaand  POMxof
P00t Peor  peoor  OMOr(V9)  olaucoma
: Pe0.01 gean)
Diognosis pe00y
Overall,nodifference in average RNFL thickness intreated vs. untreated eyes
(80.415.5um and 82.6+15.8um, ively; P=0.33) (+ jaton)

Eror tarsndateso.
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RNFL Study

Average RNFL thickness vs. diagnosis

120
825 er.
100 {788 ‘ 3804
ol i ' i

BRVO (1=16) uME(n-1z) chcln-muvomum othor
e o cert (oa23)

Pe0.49 Pe0.79
Diagnosia
“HTOr barsindi e SU.

2/17/2025

RNFL Study

Average RNFL thicknessvs. degree of I0 P elevation

04 908 624 839

787 707 )
«Traatmant
=Control

222 ﬂmqu (1e19)225- nmn. (n=19) mmmn. (n+10) “x10mavi fom o

Pe0.58
op
*Error barsindicate SD.

RNFL Study

Condusions

0P spikes:> 22 mmHgafter Deximplant implantation de monstrated nosignificant
difference in theaverage RNFL thickness compared to control, regardless of diagnosis or
history of glaucoma

10P 222 mmHgor 2 10 mmHgfrom baselinedid NOTd ignificantly thinner
RNFL compared to ant rol, regardless of magnitude of IOP elevation

Topical 10P-lowering drops may beadequate in the management oftemporary IOP
spiles to prevent RNFL damage

Temporary elevation of IOP after D eximplant implantation does not lead to meaningful
changes in RNFL thickness, regardless of etiology or magnitude of IOP increase

15



Case Study

2/17/2025

Conclusion

Different sustained delivery steroid medications are able to control
inflammation.

Study design and primary outcome differ by medications
However, they allhave side effects including cataracts and increased
IOP.

The incidence of increased |OP varies by medication, but seems to be
manageable by topical medications as the incidence of surgical
intervention is very low.

In addition, data lo oking at the effects of increased in intraocular

pressure do not seem to be associated with retinal nerve fiber layer
damage.

16



Real World Studies
in AMD and DME

Michael Singer M.D.
Hannah Khan, MPH; Aamir A. Aziz, BS; Preston O’brien,
BS; Arshad M. Khanani, MD, MA

Financial Disclosures

« Consultant. Alimera, Allergan, ANI, Apellis, EyePoint, Genentech,
Astellas, , Ocular Therapeutics, Regeneron

- Speaker Contracted by Ineligible Company. Allergan, ANI, Apellis,
EyePoint, Genentech, Astellas, Regeneron

« Independent Research Contractor. Allergan, Apellis, Ashvattha
,EyePoint, Genentech, Astellas, , Kodiak, Optos, Regeneron, Rezolute,
Valo

« *Indvidual Stocks and Stock Options (privately held). Aviceda,
Inflammasome, Nanoscope, Olives BioTherapeutics

Medications are approved due to clinical trials

» However real -life studies may under or overperform the clinical trial results
- The differences are based on:

« Study design

- Patient population

- Disease studied

- Type of medication

2/17/2025
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Real life studies

- Faridmab:
+ TRUCKEE for AMD
- TAHOE for DME

- Steroids for DME
« Reinforce : Dex implant
- Paladin: Fluocinolone implant

aricimab for AMD

« Tenaya and Lucerne

Vision Gains From Baseline With Faricimab Up to Q16 W Were Noninferior to Aflibercept
Q8W atWeek48 AND Comparable to Aflibercept Q8W Through Week 112

umber of injections thr ough w
Far dm ab up to QLW : 10 injections
Aflibercept Q8W : 15 in jec

ITT Population

Faldma upto QLeW
Afberes Q8

0 4 8 1216 20 24 28 32 36 40 4 48 2 8 84 88 92 9 100104 108112

pated meauresanalsisin the ITT popub s p o Q 18N, CERNE 4 Ibercart QB
5.03% Clsare shaun. * Adjusad mean BCVA ange fom baselne at2 yars, awraged oier weds 101, sim rgimen
e hotis or mise
ITT = it ntion-to-treat; PT1 = permnalied tratment interval
Khanai AM. Premnted at: The Ama can Sl yof R dina Speals s (ASRS) 2022Annual Meeting; iy 13-16, 2




At Week 112, >60% of Faricimab-Treated Patients Achieved Q16W
Dosing and About 80% Achieved =Q12W Dosing

TENAYA [_LUCERNE _

Week 112 Week112

Q16w
59.0%

QL2W + QI6W QL2W+ Q16W
741% 812%
Percentages are based on nu rrber of patients randomly asgned tothe fartimab ar m who have not disen tinued the study at thatvist. Propor tions for week 48 are based
onth iy analyss. e mentineral at @ gvan Vet ceine 3 the eament nenaldeckion allowed athatist. interal a veek 11215 calaiaed u'ng cata
recor

manam»M sttt AR5 2022 Annual Meeting; iy 13-16, 2022; New York Cty NY.

The Real-World Efficac
and Safety of Faricima
in Neovascular Age-
i Related Macular
_ . enerat10n° The
Khanani, MD, MA ‘ CKEE Stud
" 3 Year Results

Michael Singer, MD

Hannah Khan, MPH; Aamir A.Aziz, BS;
Preston O’brien, BS; Arshad M.

Consultant: Alimera, Allergan,<ANI, Apellis, Eye Point, Genentech, Agtellas , Ocular The: rapeutix Regene on
Speaker Contracted by Ineligible Conpany: Allergan ,ANI, Apellis, Eye Foint, Genentech, Astellas, Regeneron

Independent Research Contractor:Allergan, Apel lis, Athvena, Eye Point, Genentech, Astellas, , Kodiak,
Optos, Regeneon, Rezolute, Valo

*Individual Stocks and Stock Options (privately held): Aviceda, Inﬁanmasorre. Nanoscope, Olives
BioThe ra peutics
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| TRUCKEEStudy:Design

‘ Evaluating efficacy and safety of faricimab in real-world patients with nAMD ‘

Target Patient Population ye otal patie nt
« Tre amen tnaive AND previou Sy-treated pate s
To'al: 20,176 int ravitreal injectiors

0Ongoing Data Collection [

Three far cimabi rjection fol low -u

D

« Priortreatment histo

«Eficaqy (ision, cenral subfiet thickne s, reinal
fuid statu9

«Dumbilty

< Safely Nine faricimab irje ctions follow-up: 5

Patient Recruitment End Date: A ugust 2024

Data-Cut asof | an
*Follow-up d d ined asa completed of d fari gmab in etion

Age (years) 8048 32-100
CGender (patients) Male 1048 (36.4%)
Femde 144) (49.9%)
Not Reported 395 (13.7%)
Lastmt-VEGF  Aflibarcept 1511 (419%)
injection(eyes) | Bevadzumab 401 (11.1%)
Broludzimab 134(37%)
Ranibizumab 647 (17.9%)
Treatment Naive 348 (9.6%)
Not known 568 (15.8%)

Switched Patients

Population with Follow-up (N =1828 eyes)
Previous Interval: 45.1days
Current Interval: 52 6 days

Inaease in interval post-faricimab:

Baselne |  FollowUp | Change | P-Viue
Variable Men (SEM) Mean (SEM)

ETDRS (letters)* 59.73 (0.01) \ 6097 (0.01) ‘ +124 ketters \
31271 QR) | 2837 Q®) | -2944pM | <00001
26346 (064) \ 2418 (0) \ 2163 M \ <0001

“Based on Snellen to ETDRS conversion
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Population w ith Follow-up (N =1042eyes)
Previous Interval: 44.0days
Current Interve

Inaease in interval post-faricimab:
Baselne |  Follow-Up | Change | P-Vaue
Variable Men (SEM) Mean (SEM)

ETDRS (letters)* 6155 (002 63.08(0.02 ‘ +153 ketters ‘
3136 (018) 287.13 (0 14) ‘ -2650 M ‘ <0.0001
25600 (088) 202% @) | -1374M | 0018

*Based on Snellen to ETDRS conversion

Population with Follow-up (N = 223 eyes)
ent Interval:

Follow-Up | Change |
Variable Mean (SEM) Mean (SEM)

ETDRS (letters)* | 5650(012 |
3836 (08) ‘ 29284 (066) ‘ -90.82 M ‘
|

5985(01) | +335kttas |

2713 (24) 22664 (246) ‘ -4473 1M ‘

“Based on Snellen to ETDRS conversion

NUMEE ROF P AT EENTSWITH FLUID
NUMEE ROF P AT E NTS WITH FLUID

S
elhe DFollow L the DFollow Up

AllSwitch Patients Aflibex ept Switch Patients Treatm ent-Naive Patients




Population with Follow-up (N =863 eyes)
Previous Inte
Current Inte
Inarease in interval post-faricimab:
Baselne |  Follow-Up P-Vilue
Variable Men (SEM) Mean (SEM)

ETDRS (letters)* 5893 (0.03) 59.19(0.03) +026 letters ‘
3213 (023) 284(5 (0.19) ‘ -37.11 M ‘ <0.0000L
27576 (1.01) 2263 (0.77) ‘ -48.66 M ‘ <0.00001

*Based on Snellen to ETDRS conversion

Aflibercept-Switched Patients

Population w ith Follow-up (N =503 ey es)
Previous Inte :42.5days
Current Interval: 56 5 da y:
Increase in interval post-faricimab:
Baseline |  FollwUp | Change
Variable Men (SEM) Mann (SEM)

ETDRS (letters)* \ 6158 (0.04) 6203 (0.04) ‘ +045 letters ‘
32331 (036) 28688 (030) | -3643;M | <00001
28154 (216) 2212 (14) | B942pM | 0001

“Based on Snellen to ETDRS conversion

Treatment-Naive Patients

Population with Follow-up (N = 124 e
Current Interve

Follow-Up | Change P-Vaue

Variable Mean (SEM) Mean (SEM) Percent
Change

5964(029 | +392ktters | 0013

ETDRS (letterg)* | 5572(029)
2975 (102) | -8822pM | <00001

38547 (124)

|
27006 (2%) \ 2238 (228) \ 4624;1\4\ 0003

llen to ETDRS conversion

2/17/2025
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NUMEE ROF P AT ENTSWITH FLUID
NUMEE ROF PAT ENTSWITH FLUID

oFollowUp s ollow Up DBaselfe O Follow Up

of
AllSwitch Patients Aflibex ept Switch Patients Treatm ent-Naive Patients

Switched Patients

Population with Follo
Previous Inte
Current Interval: 57 6 days

Increase in interval post-faricimab:
Baseline | Follow-Up Change |
Variable Men (SEM) Mann (SEM)

ETDRS(ldtersy* |  5874(005) |  5840(006) -034leters |
3B (4) | 2852 (048) | 4844M |
2850 (1L@) | 24612 (102) -38944M |

“Based on Snellen to ETDRS conversion

Aflibercept-Switched Patients

Population with Follow-up (N =269 eyes)
Previous Interval: 40.5days
Current Interval: 55 0 days

Inaease in interval post-faricimab:

|  Bmelne | Follow-Up | Change | P-Viue
Variable Menn (SEM) Mean (SEM) Percent
Change

ETDRS (letters)* \ 6138(0.08) \ 60.62(0.09) \ -076 letters \ 0131
| 3418063 | 20297047) | 4811M | <00m1

\ 285 (226) \ 252% (18) \ 3317 ;M \ 036

“Based on Snellen to ETDRS conversion
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Treatment-Naive Patients

opulation with Follow-up (N = 61 eyes
Current Interval:

Follow-Up | Change | P-Value

Variable Men (SEM) Mean (SEM) Percent
Change

ETDRS (letters)* 5722 (040 6120039 | +398kttas | 0017
397.%8 (2.10) 28354 (168) | 144 yM | <00m1

2709 (416) 21672 (1439 | 5287M | 0013

*Based on Snellen to ETDRS conversion

1

NUMEE ROF P AT EENTSWITH FLUID

K
ER
E
H
i
£
i
&
H
]
g
H
2

AllSwitch Patients Aflibex ept Switch Patients Treatment-Naive Patients

All Switched Patients

3Months  6Months  12Months 18 Months Basele  3Months  6Months  12Months 18 Months
(=2131)  (=988)  (=219)  (1=81) 0=348) (=109  (=99) (=31 (=18
Al Switched Patients Naive Patients
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All Switched Patients Naive Patients

O A
W oo
RO RN

Al Switched Patients Naive Patients

Total retinal fluid
volume reduction in
both all eyes and

afliberept-switched
patients

demonstrating
significant decreases
in volume and
increases in

i
é
2

treatment interv
after sustained
treatments.

ul eductions over rive lreatments

Total retinal fluid
volume reduction in
treatment-naive

patients,
demonstrating rapid
deaeasein total

fluid after first
injection of
faricimab.




Safety Outcomes

Numbero fPatients fass 00000000
Numbero fEyes

Numbero tirjedions
Intraocul arlnflammation ([OD Rate
En do ph thal mi tis Rate looopes —— ]

Resolve d

Endophthalmitis [ “hue cace werd cutureposiove a6 o6 6
Anterior Chamber PO, L o
e cac had pevi s 4 4 4
Cels inflammati on on b lucizu mab < a v
Uvatis 6 66 66 6
p
i *Ore cas wasb lateral; o ereye 2 2 22
ntreated
7
Vitritis *Tuwo caseshad pevi ows 33 33 23
inflammati onon b heizurmab
X P
{",:;ﬁcicil:s'w *Ore patient with bilateal 2% 202 02

In a real-world setting, w ith 20,176 injections in 3609 ey

imab continues to demonstrate rapid improvementin all
anatomic parameters in both treatm ent-naive and
previously-tre ated patients.

Treatment-naive patients show rapid disease control with
Ke improvement in vision as well as extended treatment
interval.

TaKeAWAYS . ¢ it aricnat rom aiercept ot

nsion of 2 weeks afte r 6 faricimab injections.

Faridmab demonstrates a low rate of I0I/endophthalmitis
with one report of bilateral non-occlusive vasaulitis. All
events resolved and vision returned to baseline in all cases.

NoNTANA

onams
; 5
: gy T
kol ot T M
nessasea & T
OHIO. (TR e
9\-»1.:( g United States 9 DA Washingion New Yok
SanFrancisco b ORAD KANS B oun GuEstir 81

SR oLas Vegas oxLanoNA Tewne seee Kot
,&9 BeonsIA

9 SanAOOY, i

Nosterg
q\ ontrtey

Gulfof
Jico.
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Faricimab for DME

+ Yosemite and Rhine

Vision Gains With Faricimab Q8W and PTI Up to
Q16W Were-Noninferior to Aflibercept Q8W at 1 Year
and Maintained Through Year 2 ;

YOSEMITE

Durable Vision Gains With Faricimab Were Achieved

with Q16W Desing in > 60% of the PTT Arms at Week 96

YOSEMITE (1 = 2700 RHINE (0 = 287

2/17/2025
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The TAHOE Study

Real World Efficacy and
Safety of Faricimab in DM
- 1 Year Results

Michael Singer, MD

Hannah Khan, MPH; Aamir A. Aziz, BS;
Preston O’brien, BS; Arshad M. Khanani, MD,
MA

Z

Consultant: Aimera. Allergan, <ANI, Apellis, Eye Point, Genentech, Agellas . Ocular The rp euti X, Regene on

Speaker Contracted by Ineligible Comp any: Allergan, ANI, Apellis, Eye Point, Genentech, Agtellas; Regenéron

Independent Research Contractor:Allergan, Apel lis, Asthvena, Eye Point, Genentech, Agtellas, , Kodiak,
Optos, Regeneon, Rezolute, Valo

*Individual Stocks and Stock Options (privately held): Aviced a, Inflammasome, Nanoscope, Olives
BioThempeutics
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Evaluating efficacy and safety of faricimab in real-
o world patients with DM E J

Target Patient P opulation

Treatment-naive AND previously-treated patients with DME

Ongoing Data Collection

Demographics

Prior treatment history

Efficacy (vision, central subfield thickness, retinal fluid status)
Durability

Safety

‘GGQeyes‘ of 411 otalpatients treated with faiicimab (study pop ulation)

Follow-up** after thre e faricimab injections available for 347 eyes

Follow-up** after six faricimab injections available for 279 eyes

Follow-up** after nine faricimab injections available for 64 eyes

P —————————
S Daia-Cutas of Algus 2027
* Follow-up definedas acompleted office visit akermen@d faridmab injection

Population (N =411 patients, 669 eyes)

Variable Mean Range

Variable )

13



All Switch Patiets

Population with Follow-up (N = 249 eyes)

Baselire Follow-Up Change P-Value

*Based on Snellen to E TDRS corversionys

Switch tients

Population with Follow-up (N = 128 eyes)

Baselire Follow-Up Change P-Value

*Based on Snellen to ETDRS corversiony

Patients

Population with Follow-up (N = 78 eyes)

Baselire Follow-Up Change P-Value

*Based on Snellen to E TDRS corversion:

2/17/2025
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All Switch Patients

Population with Follow-up (N = 132 eyes)

Baselire Follow-Up Change P-Value

*Based on Snellen to E TDRS corversionys

Aflibercept witch Patients

Population with Follow-up (N = 77 eyes)

Baselire Follow-Up Change P-Value

*Based on Snellen to ETDRS corversiony

Naive Patients

Population with Follow-up (N = 39 eyes)

Baselire Follow-Up Change P-Value

*Based on Snellen to E TDRS corversion:

2/17/2025
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All Switch tiets

Population with Follow-up (N = 51 eyes)

Baselire Follow-Up Change P-Value

*Based on Snellen to E TDRS corversionys

Swich tients

Population with Follow-up (N = 30 eyes)

Baselire Follow-Up Change P-Value

*Based on Snellen to ETDRS corversiony

Naive Paients

Population with Follow-up (N = 13 eyes)

Baselire Follow-Up Change P-Value

*Based on Snellen to E TDRS corversion:

2/17/2025
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Number of Patien
Num ber of Ey 69
Number of Injections 3,104
Intraocular Inflammation (OI) Rate 0.09%

Event Number of Cases Resolved VA Returned to Baseline Retreated with Faricim abj

3
Anterior Uveitis* “One it QU
One putient, 05

TAHOE is an ongoing collaborative study looking at the
efficacy and safety of faricimab in a real-world s etiing

Faricimab demonstates rapid improvement in anatomy and
vision in treatment naive patients

In switch patients, benefits of faricimab increase with
continued treatment, with improvements in anatomy with
normalization of CST (300um) after 3 injections

Conclusions 3,104 injections were performed with 2 cases of 10l and no
c of endophthalmitis, vasculitis or arery occlusion

More data will be collected and presented at future meetings

Corticosteroids

17
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Dexamethasone Implant: MEAD Study

The oceur rence of cataracts
in the co rticoste roid group
impacted visual acuity during
the study

REINFORCE: A Prospective
Multicenter Study of Dexamethasone
Intravitreal Implant (DEX) in
Diabetic Macular Edema (DME)

Michael A. Singer, MD1; Pravin U. Dugel, MD2; Howard F. Fine,
MD3; Antonio Capone, Jr, MD4; John Makman, PhD5
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Introduction

+ Dexamethasone intravitreal implant (DEX) has shown efficacy in
patients with diabetic macular edema (DME) in controlled trials

« Data on rea-world outcomes in DME patients receiving DEX as
monotherapy or adjunctive t py are limited

Study Objective

- To assess the effectiveness, safety, and real-word use of DEX in clinical
practice in patients with DME

2017R aine World Congres, Shger etal

Study Design / Methods

- Prospedive, multicenter; observational registry study

- Study did not provide, nor require by protocol, any treatment beyondthe initial DEX treatment required
forregistry indusion

« Oaularhistory, treatment, and outcomes data were lledted at the patient’s first DEX injection andeach
subsequent visitup to 1year

- Assessments and schedule of follow-up visits at the disaetion of the physidan

« Amount of data ol leded depended upon the number of follow-up visits

« Snellenvisual aauity was converted to approx mate ETDRS |etters for analysis usingthe method of
Gregoriet d!

Primary Endpoints

+ Mean maximum BCVA change (best improve ment) from baseline following each DEX injection
+ Percentage of patients with > 15-letter improvement in BCVA

+ Average improve ment in BCVA (area-under-the-curve [AUC] approach)

Baseline Patient Demographics and
Study Eye Characteris

Mean age (range), years 67.0 38-90)
Male, % 525
White, % 842
BCVA (n=172)
Mean (range), approxim ate 544 0-85)

ETDRS letters
Mean (ange), Snellen equivalent ~20/80 (CF-~20/20)

Mean CRT ange),um (n = 140) 42456 (179-920)
Mean IOP (range), mm Hg 152 @-27)
Prakic, %

P seudophakic, %

2/17/2025
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Baseline Diabetes Characteristics
and Previous Treatment

Characteristic, n (%) Patient Popul ation (N=177)s

Dizbetes duration >15 years 92 (20)
Type 2 diabetes 121 684)
HOAL: <8% 30(16.9)
HbALc >8% 6(3.4)
Missing HPA Ic data 141 (79.7)

Nanischemic DME perfusion status 13 (639
Ischemic DM E perfusion status 8(45)

Nanagplicatie or missing DM E perfusion
status

56 (316)

DME duration 21 year 118 (65 6

Previous DME treatmert 165 938)

Previous leser 63(56)

DEX Usage

Frequency Distribution of Number of DEX
Injection s Admin istered During Year 1

Mean DEX injedtion frequency was 2.0
(£ 1.1, SD) injedtions in Year 1

Mean time between DEX injections was
152.7(+ 64.5, SD) days

DEX was usedas monotherapy in 99

(55.0%) study eyes

81 study eyes (45%) received 1 or

moreother intravitreal injections
Number of DEX Injections i iy

in Sy Eye - Mostcommon: af libercept; fanibizumab, or
bevacizumab

a
2
w
k=
2
7
k]
B

2017R dina World Congres, Snger etal

Mean Peak Improvement in BCVA From Baseline
After Each DEX Injection

Mean BCVA Change From
Baseline, Approximate ETDRS

Letters
Be
orNvwrON0OBR

1 2 3
(n=168) (n=100) (n=56)
DEX Injection Number

Eror s Indeate B% CI
3017 Reiina World Congres, Sings @ 4
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Mean Change in CRT From Baseline After

Mean CRT Chang e Fom

Eror tars indeate 5%
5037 Retina Worla Conay

Baseline, um

Each DEX Injec

DEX Injection Number
(n=133) (n=73) (n=43)
2

1 3
1250 \1212
-140.3

P<.0001 P<.0001
P<.0001

Other Key Efficacy Endpoints

Qutcome Measure P Value

Perniage of study eyes with 215-letter improvement in
BCVA from baseline during the study 36.0%(62/172)

Meana\erage improvement in BCVA from baseline during
the study using the AU C approach (95%Cl) 3.6letters (2.3,50)

Mean maximum change in BCVA from baseline dutingthe 117 letters (10.0, <0001
study (95%Cl) 13.5) g
Mean maximum change in CRTfrom baseline duringthe -137.7 ym (-158.2, <0001
study (95%Cl) -117.3) .

Percentage of study eyes achieving BCVA of 20/40 or
19.4% (19/98)
better and CRT <300 pm at the same visit* 0(19/%)

107 = intaowlar presare.

Incidence of Adverse Events

Any advers ee vent 69 (390)
10P increased 162
Coninctival hemorthage 845
Vitre ous floaters )
Dryeye 604
Oc uar hypertension 664
Posterorc aps ule o pacification 6.9
)
@3
)
3an
X))
%)
)
Vitre ou's he mo hag e 307

2/17/2025
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IOP Parameters

Parameter, n ly Eyes (N:

At any timeduringthe study

+ 10P225 mm Hg 22 (122)
- 10P235 mm Hg 5@8)

+ 10Pincrease of 210mm Hg from baseline 23 (128)

« 41 (22.8%) patients used IOP-lowering medication during the study
+ Noglaumma surgeries were reported

e totd numberof & uy eyes; 9 stug eyes h

, singa & 4

Incidence of Adverse Events

Patient R

Any adv ers e e vent 69 390)
1P incre ase d 162
Conjunctival hemor h age 8@5
Vitre 0us floaters 760
Dryeye 634
Oc ular hypertension 669
Posteriorc aps ule o pacification 669

Glaucoma 528
Macurfibrosis 4@y
Vision blured )
Cataract s
Eye pan B
Photopsia )
Vitre ou's de tach me nt )
Vit ous hemahag e )

Conclusion:

« Inreal-world clinical practice, DEX monotherapy and adjunctive
therapy improved BCVA and CRT in patients with DME

« No new safety concems were identified

2017R aina World Congres, Shger etal
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Flucinolone FAME Study

Patients Gaining =15 ETDRS Letters

(Primary Endpoint)

9 12 15 18 21 24 27 30 33 36
Time (Months)

Three Year Outcomes from
the PALADIN Phase 1V Study

0.19 mg Fluocinolone Acetonide Im plant for DME

Michael Singer, MD
Medical Center Qphthalmolegy Assodiates
San Antorig TX

On Behalf of the PALADIN Study Growp

2/17/2025
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PALADIN Phase IV Trial in DME

e observational stu E
efficacy of the 019-mg FAc intravitreal implant over36months for DME

202 eyes e ceived the 0.19mg
Féc inplat or-label to @
determine theincidence of IOP

lowering procedures and

0P related signals.

PALADIN Phase IV Trial in DME

Prospective, open-label observational study designed toevaluate thesafetya
efficacy of the 0.19-mg FAc intravitreal implant ove:

FAC imp lant on-label Fluocinolons Acstonide Intravitreal Implant
determine theincid ence of IOP. for Diabetic Macular Edema

lowering procedures and O The PALABIN Saidy

IOP related signals.

202 eyes eceived the 019mg Three-Year Safety and Efficacy of the 0.19-mg.
1 @

PALADIN Phase IV Trial in DME

Basel ine Characteristics

6700291
Male,n 09 % (485

Lers Status, n(%)
P udophakic 73 (85.60)
kic 29(1440f

Follow UpTime Past-ILUVIEN (months), Mean + SD 27562709
Baseline 0P, Mean + SD, mmHg %854376
Baselire ECVA, Mean 4 D, Leters 6150 +1667
Basdline ECVA 20/40 or better; n () (328

Baseline CST,Mean + D, um 560 + V670
Basel ine CST<300um, n(%) (328

24



Pre-FAc: Vision Loss with Undertreatment

In the 36 months pre-FAc, eyes lost vision with
less than optimal treat mentfrequercy

Pre-FAG MeanChargein Vistal Aciity Pre-FAC Yeatly Treatme rt Frequency

Mean of 35 Yeary Treatm ents

Mean VA (ETDRS Letter

» 2w s 0 02 35 35
Time Pro-FAG (Months) Yearly Tx Frequency

Post-FAc: Vision Gain with Less Treatment

Mean of 17 Yearly ¥ eatment s

663

{
g
|

02 35 5
Yearly Tx Frequency

Better Disease Control with Less Treatment

Eyesthat
treatment fi

Eyes Receiving Tx (%)

Time Post-FAc (Months)

2/17/2025
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Better Disease Control with Less Treatment

Eyes that received the FAC implantwere 1.4 times more likely tosee CST
values less | 300 pmat36 months compared to baseline

Post-FAC MeanChangein Certer Subfiel dThickress PercentEyes < 300 ym

8
5

Mesn CST (um)
g
)

[

Eyos with CST <300 ym (%)

6 12w u
Time Post-FAC (Months)

Al"‘1-
.,
*

Steroid Challenge Mitigates IOP Events

inthe USERstu
frequent than the Pha iy > inclusion of steroid

Mean In o a larpresare 10P Rela e dEvent AllEyes (12202} n 06)

IOP Increase >10 mmHg 4 (78]

1OP Elevation>25 mmHg 48 (2376)

10P Elevation>30mmHg 2008)
Trabeculoplasty 4(199
Incisioral 10P-Lowering
8(3
sugery Ho
Neovascuar Glauora

R
Time Post-FAC (Months) Ary I0P-LoweringMedication. 4 2030

Steroid Challenge Predicts FAc Response

tive value (PV) d hat will remain at or
5mmHg post-FAC ]

AnyPV (n) LastPV f)
Al Eyes (n=203  77.95%(B5) 96.92%(1%)
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PALADIN: FAc Remains Safe and
Consistent over 36 Months

« Over 36 Months, the 0.19 mg FAc Implant Provided Improved Disease Control over Standard
of Care

- Signifiant Increase in Visual Acuity
- Signifi@nt Reduction in DME Therapies
~ Signifiant Reduction in Macular Edema

- Additionally, the FAc Implant Remains Safe with a High Predictability of IOP Response from a
Single Steroid Challenge

+ The 0.19mg FAc implant provides a durable treatment option that reduces the burden of care
for patients with DME

Conclusion

+ Medidnes are approved based on dinical trial data

- However clinical trials are a laboratory and may not be indicative of real life

- Real World studies give a perspective on what results a doctor an expect
when using the medicines in clinical practice

- Sometimes the medicines under perform sometimes the medicines over
perform
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Vasculitis after Intravitreal Injections

Michael Singer, M.D.
Preston O’Brien, M.S.
Clinical Professor of Ophthalmology
UT Health SanAntonio
Director of Clinical Research
Medical Center ophthalmology
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Objectives

« Understand the hypersensitivity mechanisms relevant to
retinal therapies.

» Review intravitreal injection-associated vasculitides,
including: vancomycin, brolucizumab, pegcetacoplan,
aflibercept 8mg, ocular ischemic inflammation, and
faricimab.

« Discuss diagnostic tools and management strategies.




Hypersensitivity Reactions

Type Mechanism Examples in Ophthalmology

2/17/2025

Immediate, IgE-mediated (e g., peanut

Typel allergy)

Anaphylaxis, angioedema

Typell Cytotoxic, anibody-mediated Blood transfusion reactions

Brolucizuma b-ass ociate dvasculitis,
Immune com plex-mediated, HORV (Vanc omycin-ass ociate d),
complementactivation Faricim ab/aflib erce pt-ass ociate d
vasc ulitis

Typelll

Pe gcetacoplan-ass ociate d
Delayed, T-cel-mediated vasculopathy and choroiditis, 8mg
Aflibercept-ass ociate dvasculitis

Hemorrhagic Occlusive Retinal Vasculitis (HORV)
Cause: Likely a Type lll Hypersensitivity Reaction (immune complex
deposition)
+ Inciting Agent Prophyl actic intracameral vancamycin duiing cataract

sugery.

Timing:
-+ Onset 1-14 days post-surgery.
+ Dday suggests an immure-mediated rather than direct toxic reaction

Mechanism:
+ Depositon of vancomyein-antbody immune cam plexes in retinal vessels.
+ Results in smal-vessel vasaulitis pim aily affecting retinal verules.

« Associated with severe retinal ischemia and hemorrhage

+ Ctoroidalinvd vement as well

HORYV Clinical Findings

Presentaion:
« Painless vision loss (central or peripheral).
+  Onset:1-14 days after cataractsumgery.

signs:
« Mid arteror chamber inflammation (1+ to 3+ cells)
«  Diffuse retinalhemorrtages ard vascular occlusion.
+ Venous predilection for occlusive vasculitis.

« Widefield FA: Severe peripheral non-perfusion and venous staining

Complications:
+ Neovascular gaicomain ~64% of eyes.

« Severe vision loss despite aggressive treament.
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HORV Management

Aggressive Cortico steroid Therapy

« Systemic and topicd sterads.
Anti-VEGF Therapy

+ Intrvireal bevacizumab for retinalischemia and neovascularization

Panretinal Pho tocoagul ation (PRP)
« Prewentin ofneovasaular glaucoma die to severe ischemia.

Vitrectomy
« In cases of vireaus hemormage or severe inflammation.

Avoid Re-challen ge with Van comycin

+ I HORV is suspected, avoid intraocular inin future

Brolucizumab-Associated Vasculitis

Delayed-onset retinal vasaulitis followingintravitreal brolucizumab injecton.
Mechanisms:

Immu ne Respon se:

« Type lll Hypersensitivity: Immune complexes form and
deposit in retinal vessels.
+ Actvation of camplem ert cascade leads to infammation

and vasaultis.
Antidrug Antibod ies (ADAS)
« 53%-67% df patientsdeve p antibadies to bolucizimab.

« Associated with higher risk df inflammation and vasculids.
Clinical Sign ificance

« Ivolves occlusive retinal vasculitis.
+ Associated with patertial for severe visian loss.
+ Usually not a frstijection phenomenon

Refeenes
Monés, 1., etal.

Itis a delayed hypersensitivity resporse
2021 0D 10. 12015Witkh A.J, et al Ophihalmo b gy, 2020 . O: 10.1016f.0p hiha 20200 305

Brolucizumab-Associated Vasculitis Clinical
Findings

Deayed presentaion
Average onset 25 days (rarge 3-63 days) post-injection.
Symptoms:

« Blurry vision (62%)

« Floaters (46%)
Pain (31%)

-+ Redness (19%)

Imaging:

« Fluorescein Angograghy (FA): Fillng defects, leskage, staining.
+ Cda Fundus Photograghy:Atterial sheathing, boxcarring, retinal whitening.
« Predominartly aflects arteries 91%) \s. veins (9%).




2/17/2025

Brolucizumab-Associated Vasculitis Management

Discontinue Brolucizumab

+ Immediatelystop further brolucizumabinjec tions.

Anti-inflammatory Treatment
+ Initiatehigh-dose sys temic c orticos teroids (eg.,oral pre dnis one 60mg day)
Consider intravireal

Address Occlusive Vas culitis
Antipiatelet The rapy: To reduc ethe fisk of thrombosis (cons ultation witha vascular spe cialistif ne ed ed)

Vasodilators: Maybeconsideredio improve reinal perfusion

Adjunciive Therapies

Agents

CloseMonitoring

Frequent follow-up withw d ef ield

fesolution ofvasculits.
Monitor retinalischemia,

Pegcetacoplan Associated Vasculitis

Mechanism:
+ Dwg-induced, immune-mediated, retind vasculopathy and choroiditis
(DIRVAC)

« Likely a mixed-type, delayed hypersensitiity reaction involving:
+ T-cdls, macrophages, and eosingphils

Clinical Features:

+ Almost dways afist injection phenomenon
+  Ddayed Onset ~9-12 days post-injection
- Symptoms

Vision loss
Retinal hemorihages
Vesselsheahing

Vascular non-perfusion

Pegcetacoplan Clinical Data

Histopathologic Findings :
* Vascular Thrombosisand Retinal Necrosis
+ Dense Inflammatory Infiltr ate:

- Uvea oplicnerve,and episclera

- Teell
Complications:
+ Severe vision loss despite corticosteroid treatme nt

+ Enucleationmay be requiredfor pain control
Management:
+ High-dose corticosteroids (systemic andintravitreal)

. itori ischemia and ications
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DIRVAC and COVID-19 Vaccination

Potential Mechanism:

PEGylation (Polyethylene Glycol) in pegcetacoplan and COVID-
19 vaccines

— May induce anti-PEG antibodies

— Possible cross-reactivity leading to delayed hypersensitivity

Pegcetacoplan Associated Vasculitis Management

I eciat e Cessation o Pegeeta copla

. Sgns of inraocular vascults
Corticost e d Therapy:
+ Intiatetop cal or sys emic coricostersids based on severty:

+ Mild cases: Topical stercids (e.g. pre chiso b ne acetate 19).

+ Modemteto severe cases: Sy mic deroids (&g, 0ral pre ko e, 05-1mg/ g ).
Ves culis S peci ¢ @ s exat ons:
+ Asessfor

e un omo dulat ors:

+ Considerthe erapy (e g, methot rexate,
Avoid Anti-VEGF Du ing Ac tive Vasculitis:
- o

apy
Long-TermMonitoring:

+ Regular o low-up for recur entinflammat b, retinal st u ral integrity, and visual function.
. OCT, OCTA, and

Rderaca:
K Aetal "Sevosaracdinac Ua niamatonSabyanioumms” Rina D3
B i Ao asdey HamaionAp dle mamaat 3.

2024 PAT Survey

How have the reports of retinal vasculitis affected
your current use of Pegcetacoplan?
Tr-:-r-pma_nnn

had e
nduing impact on my: Witzes
‘current utization o 1 24%

o oy diteban|
m
Bt continue to weat ™ 4 1%
These repors have Caused mmmmm— US 11.5%
me to stop: | no longer treal | 0%
1 have not used Syfowro,
and based on hese
reparts, | do not plan




Overview:
+ Faricimab: A bispe dfic antibo dy targeting VEGF-A and Angio poietin-2.
+ Approved for neovascular AMD and diabetic mac ular edema.
Vasculitis Incidence:
+ Rare adverse event, rateapproximately 0.06 per 10,000 injections.
« Cases reported in clinicalpractice post-appoal.
Mechanism:

+ Hypothesized delayed hypersensitivity re acto nwith immune comple x depo sition.

Retemces
oz M o1 4. Farisrub-as odatal ethalvasulis A e rort” Ophiralmoloy Retha. 223
Grezda 1 ot o awers Retna Cas md Brid Reports 223

Presenting Symptoms:

+ Suddenvisualloss, floaters, or scotomas.

+ Often ocaurs 3-5 weeks post-injection.

Ophthalmic Examination:

+ Retinalvascular occlusion (arterial and/or venous).

+ Hemorrhages andischemic signs (e.g., paracentral
acute middle maculopathy).

+ Significant leakage on fluorescein angiography.

Differential Features:

* Resembles Broludzumab-associated vasculitis but
potentially |ess frequent.

Refermces
L K. et “Cliied pect m vaais - Arerieam cas Repons 23,
ReicheIE et 3l Vas alsin miens ¢ mted n Farcimmbya clnicd Sudy” Imesigatie Ophialmioy & ViaralScierce 2023

Immediate Actions :
« Discontinue Faricimab uponsuspidon.
+ Ruleoutinfectious causes with imaging and sterile aultures.
Treatment Protocol:
+ Systemic Corticosteroids:
+ Predniolone (1 mgkg/day) with grad ual ta per.
« Intravitreal Corticosteroids:
+ Dexamethasone implant in severe cases.
« Adjunctive Measures:
+ Manage second ary complications like ischemia and neovascul arization with PRP or
cautious anti-VEGF use post-resoluton.
Prognosis:
+ Vaiiable outcomes: Visual stabili zation possible but recovery oftenlimited.

Refermces
L K. et “Cliied pect m v - Ameiicam Caw mepors 203
BoiciolE 04 2l as lsin, iais @i n &
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2023 PAT Survey

Which, if any, adverse events have you observed
in your patients treated with Faricimab?

Retinal pigment BUs 2.1%
epithelial tear B 1.1%

mus2en
mwmnwa"
Have not obsarved
A varts E— 24%
Have not used Vabysmo US 11.7%
My Clnical Praclice I ———— 1 §75%
oh W% % % % % R W% Wk
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Aflibercept 8mg Associated Vasculitis

Overview:

+ Aflibercept 8mg is ahigher-dose anti-VEGF agent,
appioedfor neovascular AMD and di abetic macul ar
edema. Itoffers extendeddurability and reduced injecton
frequency conpared to 2 mgAflibercept.

Emerging Concer n:

* Retinalvasculii's associated with mild intraocular
inflammation (IO1) has been repoited post-appoval.

Potential Mechanism:

+ Hypothesized immune respon e to the higher protein
concentration in 8 mg Aflibercept.

« Type 3 hypersensitivity reaction

+ Induction of inflanmatory cytokine cascades similar to
other anti-VEGF agents.

Significanc e:

+ Vasculitis cases highlight the need for cautious clinical

ide pivotaltrials (e.g.,

QUASAR, PULSAR).
Refer mces Cass." Jou ml of Retm and Viveass Disees, 202

od. Saery
QUASA R StudyD ata £ yea HO P adkagelnser, D23

Aflibercept 8mg Associated Vasculitis: Clinical
Findings

Incidence: Vasculitis associated with 8mg aflibercept remains veryrare much less than .001
percent.

Time to Onset: Obseredpredominanty within 1-3 months of treatment in ifi ation.

« Frst Injection Phenomenon: Frequently notedatfter the initial dose but possible in
subsequent doses

+ Can be seen in patients withi tonaftersecondg i lication s (brolucizumab
and faricimab

Signs and Symptoms:

* Retinalvenous i in
+ Leakage senonfluorescein angiography.
+ Mild vitritis evide nt on OC T imaging .

- a

Severity: Most cases re solve without sig nificant visionloss whe nmanaged approp riately.

MatmOto. M., et 4. “Aliberapt 8 T Safety and Emergingins s MR ed World Cases.” Jou m of Retim and Viteas Disecses, 202
QUASA R StudyD ata £ yea HOP ackagelnser, D23
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Aflibercept 8mg Associated Vasculitis: Management

Immediate Steps: Suspend Aflibercept 8 mg inje dions.

Medications:

+ Posterior subtenon tiamcinolone aceto nide.

+ Adjundive topical betamethasone or prednisolone eye drops.
Avoid additional anti-VEGF injections until inflammation resolves.

Precautions:
+ Monitor closely during the fiist few injections for signs of inflammation.
+ Consider switching to a different anti-VEGF agent in patients withseve re inflammatory history.

Prognosis: Favorable outcomes with early recognition and steroid treatment.

Reter mces
Matwmoto M., ot 4. "Aliberept 8 ru: Safety and Emerginginsidis fiom R ed World Cases.” Jou rl of Retim and Vites Diseaes, 203
QUASA R SiudyD aia € yea HD P ackagelnser, D23

2024 PAT Survey

What do you consider the most important indicators
of an IVT agent’s immunogenicity potential?

g anSpaces AOAS) .04
redideed 1000
post injection/exposure. It 31.2%

Rate of intrsocular
infiammation

‘The agent s a protein that
m-.?'b'-ﬁm prior ERERUSLI%
Otmer V5%
None of these are
important ndicalors o me mmm i 80%
o 10 20 30 40 50 60 70 80 20

Ocular Ischemic Inflammatory Syndrome (OIIS)

A syndrome characteri zed by retinalischemia and inflammation ofien associated with disbetes melitus
(M)
Mechanism:

« Chronic ischemia due to carotid artery stencsis and diabetic microvascular cam age.
« Inflammatory resporse triggered by ischemic hyposia.

+ Elevatedleves d VEGF and pro-inflam matory oytokires.
Roleof Diabetes Mdlitus:

+ Hypergycemiainduced damage o retind capilaries.

« systemic vasaular disease increasing susceptbiliy o ischemic changes.

Presentation: Ischemia aut of propottion to diatetic retincpathy severity.




Ocular Ischemic Inflammatory Syndrome (OIIS)

Anterior Segment Findings
* Rubeosis
+ Hyphema

Posterior Segment Findings:

«  Mild di i ino pathy de gite isch
+ Retinalhemorthages and vascular leakage .
Diagnostic Workup:
+  Carotid workup
+ Huorescein Angiog raphy (FA):
~ Significant vas cularle ak ag e ese m bling vasculits.

- Delayed retinal pefusionand capillary n on-pe ffusion.

2/17/2025

Risk of Anti-VEGF Therapy in OlIS

Mechanisms:

VEGF suppression leads to

+ Reduced compensatary neovasculaii zation.

« Exacerbation of ischemia.

« Potentialvascua ccdsion due to vascconstiction and endothelial damage.
Conseq uences:

« Worserirg ischemiaand retinal vascu a ocd usion.

« Potentialfar vision loss or exacerbation of irflammatary changes.
High-Risk Factors:

« History of ribeosis iidis or hyphema.

- Significant ischemia on FA.

Case 1: OIIS treated with bevacizumab

64-year-old male with DM pre sents with 20/80 vision
+ 2+ Rubeosismoderate NPDR
Patientgiven intravitre al bev aciz um ab
3 dayslater rewmswithpain
Vision20100
2 weeks laterretums with decreasedvision: CF
FA'shows grossnon peffusionand box carring

Patientgiven dex implant and PRP.

extreme bilaterl
+ Rubeosis resolved

+ Visionremains CF




64-year-old male with DM presents wth visionloss O D

+ VAOD dopped from 205501020200 in 1week

© Newrubeosis

Treate dwithd ex ameth as on e im plant initially

Followed up withbevacizumab andPRP 2we ek s later

Workupsinilatty demonstrated extensive car i

dis ease

© VAresutwas 20/20

o
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ControlInflammation First

+ Dexamethasane Implant to redce inflam mation and vascular lezkage

Address Ischemia

+ Panretinal Photocoagulation PRP) to reduce VEGF production
Anti-VEGF Therapy (If Needed)

«+  Admirister only after vascultis and inflammation resolve.

Rationale:

+ Prevent warsening ischemia and vascular ocdusian by siabilizing inflam mation before VEGF

stppression
Condton Tieer [oerer—
HORV. Vanomydn Immiate wrticosteroids (st amic topial,intravtr )
o AR erapy o novasaration
Boluizunab AsodatedVsaiits | Beudzunab Do broksdaarmbl e b
 Agg & svecortiosterid (5 enic topial,intravtr @l)
el reoluion
g 5 1C6A oo reamnce
g oin A iae /S0P |peg i ighdos oricoserids (3 nicandinair al)
Fah cant rolmes s consd enled o or v s
Fatimi A odatea salts Fatims Dionti Fa bimed mmatately

g v s a dd thera
Imaging: A, CCT for nonitoringoc s e events
Consibraltem veanti VEGFagants caut budy

Gulaschem IfbmmatorySynd ore
(as)

Diabets Militus Carotid Disease:

Admink ter ot seroids (3 anic/ i itea)
Imaging(FAICGH) to ewlue infommaion

Montaf g réntoducion oftreament s tresoluion
Deximplant for intal veament

PRPar/ @ antVEGF (sfer resolingvasailty

voi MHVEG dueto risk ofvasular ocbson
Carotiddis @s margenent e.g, entarterectany findiated
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Conclusion

Early recognitionand intervention of vas culitis is critical for patientsafety.
.+ HO (Type il by
+ Brolucizumab-As sociated Vas culitis: D elayed-type (Type ll)immun e c om ple x-m ediate dreactionleading 1o oc clusive

: and aggres sive

aed y reaction; by
response, managedwith high-dose coficosteroids andc areful monit oring
Faricimab-Associaled Vas culitis: Inflammalory andimmun e-m ediate dv asc ulils, May occur al various stages of

wreatment. Corticostercids are the primary managementstrategy.

&g Af ated Vas culitis observed; c ot
inflammato nres oltion, with clo se moitoring.
Ol1s (Ocuar Ischemic Inflanmatory Syndrome). Inflammatory vascuitis linked o diabetes andrubeosis;

cotic ostewids arethe primary treatme nt,whileanti-VEGF therapy c arfies a fisk of worsening vascular oc clusion

Collaboration, vigilance, and ap propiate management strate gies are ess ential tomiigate risks and ensure optimal

outcomes.
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Types of Retinal Detachments##
»

* Rhegmatogenous

* Tractional
* Exudative

+

Rhegmatogenous Retinal Det@hment

- Symptoms

\ Flashes or “sparkles”
P!

|

”

Floaters or “cobwebs
Vision loss

7% Asymptomatic

+

Rhegmatogenous Retinal Detacliment (RR
»

1in 10,000

Age range usually 55-70 years old

Post-surgical incidence of RD is 0.2%-3.6%

Cataract surgery and myopia are the greatest risk factors
Vitreous loss
Myopes ~40-45% of phakic RDs

Consider referral to retina for evaluation post-complex cataract
surgeries or for evaluation of patients with high myopia

3.5-5.8% risk of fellow eye RRD within 1 year and 9-10%
within 4 years
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Considerations in urgency oftreatmen\
' / \

Timing of surgery
Duration of symptoms/chronicity
Macular status
based on fluid line (exam +/- OCT), vision
Mac on: generally within 24-48 hours
Mac off: within 5-7 days, but optimally sooner
Location of detachment
inferior versus superior
Patient anxiety

<+

Exam pearls toidentify RD L

»
= Low IOP (unless chronic- could have a/c inflammation
from RPE fragments)

= +APD

= Slit lamp exam
= Anterior pigmented cell (Shafer’s sign or tobacco dust)- focus
behind the lens with narrow beam

= Vitreous hemorrhage
= Posterior vitreous detachment

* Indirect exam
= Dynamic scleral depression

<+
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Managemgnt of RRD

Laser for localized RD

Pneumatic retinopexy
In-office procedure Cutting
. . . . instrument
Phakic patients with superior RD b

Scleral buckle

Pars plana vitrectomy +/- scleral buckle

+

Pneumatic retinopexy - Preo

Florida Re:

+

Pneumatic retinopexy - Post#p X
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Scleral buckle - Pre-op

Florida Ret|

Courtesy of Dr. Tomas Moreno

Scleral buckle-Postop




2/17/2025

4 N —

Pars plana vitréectomy/endolaselgas - Pre—bK
» 4

—

= = F—

Pars plana vitréctomy/endolaselgas - post .
. : %
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Pre and post RD ergery

IR 30" ART [HS)

Post op considerations
»

= Lens Feathering from vitrectomy and
tamponade

= Restrictions: ok to read and use the eye

= Intraocular gas

= Restrictions on travel/elevation due to risk of bubble
expansion

= Positioning
= Watch 0P

Post op considerations
»

= Silicone oil- Refractive changes

= Aphakic eyes—> decreases hyperopia (convex surface to K, acts
as plus lens)

= Phakic eyes = increases hyperopia (concave surface behind
len minus len:

= Pseudophakic eye = myopic shift

2/17/2025
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Scleral Buckle
.

* 2-4D of myopic shift

* Silicone band supports vitreous base

* Loop intraocular muscles, pass
underneath

* Buckle/vitrectomy or
buckle/cryotherapy with or without
tamponade

* Diplopia

+

Traction Retinal Detachment #
»




# 20000

1;;‘ : =
Traction Retinal*[_)ftachment
Matthew Cunningham, MD

-+ N

Tractional retinal detachmed@#Postop \\
7

Florida Ret

<=

Exadative retinal detachment wilth chofeid
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4

Conclusion » \
» f k

There are multiple ways to repair retinal detachments

The success rate for retinal detachment repair is 90% with a single
surgery

Considerations for the urgency of surgery is multi-factorial
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