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Upon completion of this activity, the participant should be able to:

Describe the role of imaging for detecting and monitoring progression
of geographic atrophy (GA).

Identify patients who are candidates for GA treatment.

Explain how GA treatments target the complement pathway.

Review clinical trial evidence supporting efficacy, safety, and injection
frequency of GA therapies.

Overview

Using advanced technology and algorithms to improve diagnostic accuracy and predict the course of
advancing AMD — imaging features associated with progression — optical coherence tomography (OCT),
artificial intelligence (Al), and more

Dysregulation of the complement cascade and its implications in GA pathogenesis

Review of relevant data from key ophthalmology meetings this past year

Defining and Assessing Geographic Atrophy

Geographic Atrophy
Responsible for Increasing incidence Risk factors advanced One study, smoking
approximately 20% and prevalence owing age, race, smoking, > 40 pack-years of
of all cases of legal to a higher life genetics, and diet cigarettes was
blindness in North expectancy associated with a 3.5-
America fold higher risk for GA
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PROJECTIONS FOR AGE-RELATED MACULAR Late AMD = GA OR Neovascular AMD
The Burd £ DEGENERATION IN 2030 AND 2050 (IN MILLIONS) —
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Prevalence of GA - Currently Affects >5 Million People Worldwide

The 10-year Risk of
Developing nAMD and

THE AGING POPULATION WILL INCREASE THE ESTIMATED PREVALENCE OF GA AND NVAMD P
GLOBAL BURDEN OF GA AS MUCH AS nvAMD! ARE SIMILAR FOR CAUCASIANS IN THE US! Central GA Is Similar
| - -}
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Quality of Life is Affected by Dry AMD and GA Patients with GA Experience Poor Vision-Related Quality of Life
AMONG PATIENTS WITH GA WHO HAD A DRIVER’S LICENSE:
Sports Household Chores Personal Hygiene
Less exercise Less social interactions, Too much effort to prepare 50% said they did not feel confident o of those with GA reported a
Less engagement with friends unsure of a clean house for outing; social isolation driving during the day 82% worsening of vision over the past year
—  AND ———— —_ vy ————
2 . ’ said they did not feel confident 25‘7\ of controls
0,
Reading Transportation Need for Aids 28% driving at night 5 (0R 13.55; P < 001)
Loss of reading as a hobby Isolation from family Need to carry magnifiers
and friends atall times
Reliance on others

11 12



9/26/24

How do we measure GA?

*Visual acuity — Low Luminance, Reading Speed
*Near Infrared Imaging

Color fundus photography

*Fundus autofluorescence

*OCT — spectral domain and swept source

-Artificial intelligence enabling

BCVA is Not a Reliable Measure

Alternative assessments:
Low-luminance visual acuity (LLVA)/
Low luminance deficit (LLD)
Reading speed assessments
Microperimetry

BCVA does not correspond directly to GA lesion
enlargement due to possible foveal sparing

Patient-reported outcomes

BCVA often underrepresents vision loss

13

Low Luminance

2 [ @ | ¢

deficit In one study, the

GA patients have L i visual L
baseline low-luminance

significant impairment
in dimly lit
environments

acuity (LLVA) is
measured by placing a
2.0-log unit neutral

(LLD) is the difference
between regular VA and

density filter over the
best correction for the
eye and having the
participant read the
normally illuminated
ETDRS chart

deficit in visual acuity
was a strong predictor
of subsequent VA loss
for all levels of baseline
visual acuity in GA
patients

Reading Speed

(.

“The three elephants ™~
in the circus walked
around very slowly

Assingle sentence read

Asingle letter may by a patient likely will

still fit into a small

preserved foveal region

hide within parafoveal
atrophic areas

We could not guess
= whal was ingide he = «

big bom om the bl

The: twro Eriamsla i
- ack ke wihad Eare =
e play warahd st
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Color Photos for Atrophy Quantification

Definition of GA by color imaging:
« Sharply demarcated borders
+ Depigmentation

« Increased visibility of choroidal vessels

CONs

+ Requires good stereopsis for reliable determination of the borders for
quantification

— Insufficient contrast
+ Not always practical in all patients and in the context of large trials
+ Requires more chair time in single modality device

DOESN’T ALWAYS HAVE “CLASSIC” GEOGRAPHIC APPEARANCE

What About Other Imaging Approaches to GA?

FUNDUS AUTOFLUORESCENCE

CONFOCAL SLO (IR)
(Heidelberg)

CONFOCAL WHITE LIGHT FLASH WHITE LIGHT
(Eidon) (Kowa)




GA on Blue Light FAF

GA is readily identified as large patches of decreased Enlargement of GA on FAF has been key outcome

measure in clinical trials

autofluorescence on scanning laser ophthalmoscopy image

ONE OF THE MOST IMPORTANT APPLICATIONS
OF FAF

19
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GA on Blue Light FAF

Enlargement of
GA on FAF has
been key outcome
measure in clinical
trials

Patterns of Abnormal FAF in Eyes With GA

TRICKLING
Fastest growth!

* Larger lesions and multifocal lesions grow faster
< Why?
~ Larger perimeter

Banded and
Diffuse

= None and
z = l

Progression
EXTRAFOVEAL GA LESIONS SHOW FASTER PROGRESSION THAN FOVEAL LESIONS.?

GA Progression Study:

« Significantly greater progression rate of
extrafoveal (2.05 mmz2/y) vs foveal lesions
(1.28 mmz/y) P=.0012

FAM Study:

« Progression toward the periphery 2.8-fold
faster than progression toward
the foveas
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Case Presentation

INCIDENCE OF GA IS 0.81% IN 40S INCREASES TO 3.5% IN PATIENTS OLDER THAN 75 1.2

63-Year-old white
female returns after
10 years now 73 with
visual complaints and
seeking help!

What About OCT?

MORE COMFORTABLE THAN FAF
UBIQUITOUSLY AVAILABLE

23
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Multimodal Imaging Is most helpful

29 Years

Beamine 04 Yearn

%.
-
a

Combined Imaging Device

Swept Source OCT with Fundus Camera (Topcon Triton)

25
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Combined Imaging Device — Fundus/ SS OCT

Tritoe: AMS/Drusen/Par

-

Combined FAF, SS OCT

P — -
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Artificial Intelligence enables mapping of photoreceptors and RPE cells

P Sitvtyntist ive — - Detection of early conversion

- Monitoring disease activity and
progression

- Quantification of the therapeutic
response

- Ratio of PR/RPE loss as an
important predictor

- Confirmation of phase Ill trials
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AMD
Classification
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Consensus Definitions and New Terminology for Geographic Atrophy on OCT

Complete RPE + outer retinal atrophy
of this
(which excludes the region of presumptive CNV)

MUST HAVE ALL 3 of the following: o
Hypertransmission of 2250 micrometers
Zone of attenuation/disruption of RPE+/-basil lamina complex of

Contwnisn Bebnrio for Al opiy Aeioeistes
B e

Risk Factors for Advanced AMD and GA

Genetic

predisposition

Cardiovascular

2250 micrometers il Disease/BMI
Evidence of overlying photoreceptor degeneration whose features
include the outer nuclear layer thinning, external limiting membrane
loss, and ellipsoid zone (EZ)/interdigitation zone loss
Lifelong oxidative stress + Genetic predisposition  +  Environment : : Lipids Cholesterol
Uight, oxygen, lipids, (smoking, diet,infection) B|ochen!|f:al Phospholipids
retinoids, CEP haptens) 1 Composition
Matrix proteins Various collagens
of Drusen ® y
(Types 1, lll, IV, VI, and others)
TIMPs and MMPs
Vitronectin
Complement o ot omplenar depston e Fibronectin
Hypothes|s ) 1 \ Inflammatory proteins Complement
. . Others
Pathogenesis i i
. cor - fiated OTHER PROTEINS Serum proteins Albumin
membrane + VEG mediate
Of AMD expression leads to CNV inflammation Apolipoprotein B100, E Immunoglobulins
leads GA Amyloid beta
ki o it 537445 b o o G . o . oSO 3 e 5 o 6 v o e K
The COMPLEMENT SYSTEM is first line of defense of the
immune system Complement system and AMD LECTIN cuassicaL ALTERNATIVE R
Ist line defense of immune system tivation
It protects us from microorganisms Not adaptable = -
Does not change as we age Classical: antigen-antibody
Complement and Activated by adoptive immune system R complexes
AMD It constitutes our innate immunity, which is not adaptable and (through antigen antibody interaction)
does not change as we age cFl
Rt |crRs Lectin: polysaccharides on
microorganisms
Activated by the adaptive immune system (through antigen s
antibody interaction) Aeratives phogen cel
surfaces and nonspecific/
csb spontaneous activation
mac
Csb, C6, 7,
w70t 509
3 3

36


https://nei.nih.gov/health/maculardegen/armd_facts
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Genetics and AMD
Data Implicating Complement Dysfunction and AMD —

+ >40 loci implicated
+ Account for =50% of risk
- Complement components: CFH, CFl, C3, C9, C2/CFB
Variants predicted to increase activation or decrease inactivation of complement
cascade > increased inflammatory activation

Genetic association
studies: genome-wide Local complement

association studies activation in AMD
(GWAS)

37 e, . Sclnc. 2005 40857201418.435 Edwards A0, 813 Sclnce
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Data Implicating Complement Dysfunction and AMD Complement °
Activation in AMD Eyes Summary
+ GA'is a prevalent disease impairing visual acuity
- Histopathologic studies of AMD eyes + Multimodal imaging is helpful In Geographic Atrophy with each of their own benefits
« Alternative complement activation is a underlying mechanism of geographic atrophy

« Confocal immunofluorescence microscopy:

C3 and C5 accumulation in drusen and sub-RPE space

€3 (green)

40

67F with mild blurry vision OU

Therapies Targeting Geographic
Atrophy

Rishi P. Singh, MD, FASRS

41 42
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1/2020

1/2021

43

44

1/2022 1/2023
Complement S
Hypothesis in retinoids, CEP haptens) 1

1/2020 1/2021 1/2022 1/2023
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Pathogenesis of
AMD

Chronic,low grade complement deposition at level
of Bruch's membrane/RPE-choroid complex

N\

Continuous low.
grade complement

Complement-mediated
damage to Bruch's
membrane + VEGF
expression leads to CNV

mediated
inflammation
leads GA
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Complement and The COMPLEMENT SYSTEM is first line of defense of the
AMD immune system

It protects us from microorganisms

It constitutes our innate immunity, which is not adaptable and
does not change as we age

Activated by the adaptive immune system (through antigen
antibody interaction)

Complement Cascade

Complement system and AMD
Lstline defense of immune system

o =3 wor
Protection from microorganisms Loy, an

="

crn|cr1
CRRL |CrR3

30 proteins

Activation

Inflammation csb
Opsonization/phagocytosis

MAC-mediated lysis, cell secretion,
proliferation

3 separate Pathways.
Activation

Converge on €3

Classical: antigen-antibody
complexes

Lectin: polysaccharides on
microorganisms

spontaneous activation

Complement
Inhibition in
Dry AMD

&7 .i mo Fe
N Ve
EXAMPLES OF

EMERGING = N, O\O

THERAPIES
S
. Ty = o o2 |

C5 Activation

C5a is a priming agent for inflammasome activation in RPE cells

C5a upregulates inflammasome-related genes

Inflammasome activation increases levels of IL-1B and IL-18 (both induce
RPE degeneration)

NLRP3 inflammasome, IL-1B, and IL-18 are present in postmortem eyes
with geographic atrophy secondary to dry AMD

C5b causes MAC formation

Lipofuscin component bisretinoid A2E prevents clearance of MAC in RPE

cells, leading to accumulation and inducing mitochondrial damage and
cell death

Inflammasome  MAC

Avacincaptad Pegol (ACP)

Pegylated RNA aptamer

Potent/specific inhibitor of complement C5;

inhibits C5 cleavage a
Activation of cel

removal and antigen

Cascade inhibition prevents formation of key S by APCs

terminal fragments regardless of the initial
activation pathway
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Avacincaptad :

Pegol Phase 2/3 corresponding sham cohorts

Study
2mg 27.4%
4 mg 27.8%

Generally, well tolerated

No drug-related AEs or inflammation

Reduction in mean GA growth rate over 12 months compared with

No ocular SAEs and no cases of endophthalmitis

.0072
.0051




M18 Result Consistent With Primary M12 Endpoint

MEAN RATE OF GROWTH IN GA AREA AS MEASURED BY SQUARE ROOT
TRANSFORMATION OVER 12 MONTHS

v *
>
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« Avacincaptad pegol was well-tolerated after 18 months of
administration

Safety Results

 No reported avacincaptad pegol-related inflammation

« The most frequently reported ocular AEs were related to
procedures

INCIDENCE OF STUDY EYE CNV:

Sham 3(2.7%) 3(2.7%)
ACP 1mg 1(4.0%) 2(7.7%)
ACP2mg 6 (9.0%) 8 (11.9%)
ACP 4 mg 8(9.6%) 13 (15.7%)

f continuous

the injection

GATHER2 GATHER2 Results
RANDOMIZATION AND TRIAL DESIGN PRIMARY ENDPOINT
Rerandomized 0B e muen
YEAR 1 11 YEAR 2 | Difference
Avacincaptad pegol 2 mg (N=225) 1 0= (95% Cl):
0.056
pEEEEEEonn | BEEEEnnEnnon ;
e mEEEOoH : pecosa
S I e evmanma H
N=448* Months Primary Endpoint Months °
= Month 12 2
Randomized 1:1 Sham (N=222) " H
L2 03 4 s s 7 08 9 wouow 3w o5 % U oBo® NN 2B B 14.3% GROWTH RATE
= REDUCTION VS SHAM
0.
Primary Endpoint
Mean rate of growth (slope) in geographic atrophy area from baseline to month 12 (square root transformation) ° ‘: ! Month s oninia
Benefit Across Subgroups Is Consistent Among the Pivotal GATHER1 and
Mean Change From Baseline Analysis in GA Lesion Areal GATHER2 Studies
25
sham (n22) Difference at FAVORS ACP
£ m12 Subgroup n 1S Mean n 1S Mean —_— Difference (C1)
L (95% C1): 5 N 06 (00070205
T3 036 | 0408 mat Baseine GA <4 disc area @ 70 0.3 —— 0.106 (0.007, 0.205)
b 0,142, 0.668) Baseline GA 24 disc area 1 » 043 P 0145 (0023, 0.266)
38 1s P=0027 Baseine VA <50 Lefters 1 NE 4 ne NE
H Baseine VA 250 Lefters 5 027 95 037 J— 0.107 (0.025, 0.188)
$: ., FAF pattem: None/focal NE 0 ne NE
H FAF patter: Bondea/Diffuse st w7 Y j—— 0103 0022,
S Diff M6 9
ferenee o 17.3% REDUCTION - » » o
2 o 0.194 mm2 VS SHAM Part2 2 7 —
(0.044,0345) Overal E) % —a
p=0.0115>
o 05 02 o1 oz os
Baseine Months Month12 15 Mean Diference (957 CI)
oaras oo et 55 St 30Ot 3 42 g, e B Khanani .l Presentedat: AKD 202, St 30 Otabr 2, 02 Chicgo . &

59

60
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Functional endpoints for Avacincaptad Pegol

44% reduction (Hazard Ratio 0.56 with 95% CI, 0.15-2.06) and a 59% percent reduction (Hazard Ratio 0.41 with 95% CI,
0.17-1.00) respectively in the rate of vision loss with ACP 2 mg compared to sham over the first 12 months of treatment

B

Pegcetacoplan

« All 3 complement pathways involve
cleavage of C3
« Inhibition of C3 blocks steps in the

3 amplification loop
(029) .
complement cascade needed for N remov:

formation of MAC @ T

opsonization, inflammation, and
nfiation
® 2

Cellde retion,
iysis, ol ration

[rrorshsrme v @
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Global Phase 3 Program

DESIGN OF STUDIES (OAKS & DERBY)

geetacoplan Pegeetacoplan
15 1 mimonthly fll 15 mg/0.1mLEOM

PRIMARY ENDPOINT AT 12 MONTHS

Change in total area of GA lesions based on fundus autofluorescence

Double masked

Fixed Effects:

+ Treatment (Sham monthly and EOM
were pooled for analysis), time,
treatment x time interaction

END OF STUDY AT 24 MONTHS
BCVA, LL-BCVA, low-luminance deficit * FRIIndex composite score
Reading speed + Microperimetry (OAKS only) - Macular Integrity
- Baseline GA lesion and fellow eye CNV . nElvraas
<area strata

Assessment (MAIA) device

+ Baseline GA lesion strata X time
interaction

GALE EXTENSION STUDY (3 YEARS)

il . Upésted gt 0 022 Acesed Otobr 15, 022 g ekl g 3 NETOATIOSAS C

OAKS and DERBY

PEGCETACOPLAN REDUCED LESION GROWTH IN PRESPECIFIED COMBINED ANALYSES
OF THE PRIMARY ENDPOINT AND IN EXTRAFOVEAL LESIONS

J— o

63
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Pegcetacoplan Safety Data?

At 18 Months At 12 Months At 18 Months At 12 Months
Monthly 39 patients (9.5%) 25 patients (6.0%) Monthly 2 cases confirmed 2 cases confirmed
EOM 26 patients (6.2%) 17 patients (4.1%) EOM 2 cases confirmed 1 case suspected
9145 total injections 6331 total injections
0 Sham
Sham 12 patients (2.9%) 10 patients (2.4%) (0.0443%) (0.047%)
At 18 Months At 12 Months )
Pegcetacoplan continues to demonstrate
21 cases 13 cases

a favorable safety profile at 18 months

(0.23% per injection) (0.21% per injection)

No events of retinal vasculitis or retinal vein occlusion

RSB R oresns . &

OAKS and DERBY Combined BCVA in the Study Eye Over 24 Months
s
5% o
25
&
it o
- 0,949 letters lower
s 3 pe.3558 us sham
330 £om
5 - 1,890 letters lower,
- P =.069 vs sham
15
R e
© Sham (n=402, pooled) PEOM (n=406) PM (n=403)
et “

65
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New-Onset nAMD in Study Eye Over 24 Months?

OAKS AND DERBY COMBINED

PEOM
(N=420)b

New-onset investigator-determined nAMD in study eye,

51(12.2%) 28 (6.7%) 13 (3.1%)
n (%)
Confirmed by reading center, N (%)
At time of investigator-reported nAMD, 100% of patients 37 (8.8%) 23 (5.5%) 11(2.6%)
had available SD-OCT and 82% had available FA for reading : : .
center evaluation
Reading center-determined CNV cases on protocol- 0 (2.1%) 4 (1.0%) 8 (1.9%)

specified FA, not reported as AEs by investigators, n (%)

+ Allinvestigator-reported AEs are reported as new-onset nAMD in study eye regardless of reading center confirmation
+ Patients who developed nAMD continued treatment with study drug and received on-label anti-VEGF therapy at the
discretion of the investigator

67

GALE: Open-Label Extension Study!

ents with GA secondary to AM| Efficacy analysis: Change in GA

Randomized 2:2:1: OAKS & DERBY lesion area based on 12-month GALE

data

= 36-month continuous pegcetacoplan
treatment compared with shame
-~ Pegeetacoplan was compared with

Pegcetacoplan Pegeetacoplan Sham
Monthly
(N=420) (N=208)

3
a
@
a
«
@
<
<
o

sham (actual sham [24 months
OAKS and DERBY] + projected
sham [12 months GALE])

Continue

C = 12-month pegcetacoplan treatment
same regimen

for sham crossover group
* Fellow eye vs. study eye
* Microperimetry (OAKS only)

" Crossover to
active treatment

GALE

Pegeotacopian [l Pogcetacoplan [ —
Wonth Wonth
ezt etz

Pegcetacoplan

Eom
(n=tét)

Safety data through 36 months

83% who completed OAKS or DERBY continued onto GALE (n=782) NIISIECUTE RGN

68

GALE: Patient Disposition

Number of patients

PEOM to M to
PEOM M
Enrolled in GALE 250 269 129 148 792
Included in modified full analysis set ‘ 201 267 129 143 780
Excluded from modified full analysis set
No injection received in GALE o 1 o 1 2
Enrolled from study other than OAKS or DERBY: 9 1 o 0 10
Completed GALE through Month 36, n (%) ‘ 234(93.6%)  243(907%)  115(83.1%)  135(04.4%) 727 (32.0%)
Discontinued GALE prior to Month 36 16 25 1 s 63
Consent Withdrawal 4 1 6 2 26
Deaths s 3 5 3 2
Adverse Event 3 3 3 2 1
Lost to Follow-up 4 o o 0 a
Physician’s Decision o o o 1 1

92% Patient Retention rst Year of GALE

69

GALE Total Population (Nonsubfoveal + Subfoveal): Reductions in GA Growth
Following 36 Months of Continuous Pegcetacoplan Increased Over Time

Reduction vs sham (Months 0-36)
PM: 25%; p<0.0001
PEOM: 20%; p<0.0001 =7

Year 3 W35% V24%

Year 2 ¥23% V22% _

Year 1 W17%V16% _

e Pegestacopian Monthiy (ne2a1)
—e— Pegcetscopian EOM (ne267)
e sham (ne272)

e Projected sham

00 %
) 12 24 36
Study Month Al p-values are nominal

1.49 mm2 (PM) & 1.21 mm2 (PEOM) of Retinal Tissue Preserved Over 36 Months

GALE Sham Crossover (Nonsubfoveal + Subfoveal):
Reductions in GA Growth in First 12 Months of Pegcetacoplan Treatment

70 1Reduction vs sham (Months 24-36)

60 {Sham Crossover: 19%; p<0.0001

5

e Shem Crossover (ne272)

2%
EE
s =
£g
59
3o
58
£3
:E
218
<
3

0 12 24
Study Month

36
Al p-values are nominal

to Pegcetacoplan for 12 Mo

GALE: Untreated Fellow Eyes vs. Pegcetacoplan-Treated Study Eyes Over 36 Months

Reduction vs Fellow Eye
PM: 21%; p<0.0001

Reduction vs Fellow Eye
PEOM: 19%; p<0.0001

Year 3 W29¢

o2 Vs g

5

Year1 Wi5%
—l

GAlesion change from baseline
LS mean (SE), mm®
N

0 PM (n=118) 0 PEOM (n=148)
Study Eye o Study Eye
Fellow E; -~ Fellow E;
a0+ lowBY ol ellowEye
Study Morth (all p-values are nomina) Study Month

12
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GALE Nonsubfoveal Subgroup (n=286 eyes):

Reductions in GA Growth with 36 Months of Continuous Pegcetacoplan F Risk of Prog to Absolut (post hoc)
80 i o o
Reduction vs sham (Months 0-36)  Years Va2 V2a% . premr—
70 {PM: 32%; p<0.0001 - Month 24 Favors Pegoetacopian
S o {PEOM: 26%; p=0.0002 -
2% Year 2 W28% W21% Patients with complete loss 117 G5 34% Risk Reduction
£ E50 - £ of central 4 loci [1=143] (1733) ~ "~ avar 2 years
E o {95% ci: 0.46, 0.96; pe0.0282)
524 Patients maint
HE ety natless one o <9
§ 230 Year1 V2% VW28% central 4 loci [n=183] (1116) 0.64 36% Risk Reduction
e - *— over 2 years
A e Pegcetacopian Monthly (ns95) (95% C1: 0.44, 0.92; pr0.0164)
2 o —e— Pegeetacopian EoM (ne104) Occurrence of 4 central
© T scotomatous loci associated with )R A Ce—
e prolectea sham £l . P, %0
00 4 greater loss of vision over 2 years
& 3 5 ——
Study Month Al p-values are nominal
2.44 mm2 (PM) & 1.94 mm2 (PEOM) of Retinal sue Preserved Over 36 Months Pegcetacoplan reduces risk of progression to absolute scotoma of central 4 loci
Central 16 Macular Loci: Pegcetacoplan Delayed Progression to Persistent Severe Visual
F Risk of Progression to Absoll (post hoc) Impairment with up to 38% Risk Reduction Over 2 Years
Mean (SD) change in
Month 24 'BCVA from baseli Favors Pegoetacopian
Sl a0 1 e e s st <33 TORS tr o Sran 2055 (ANO dtin) o =4 monhewihost s oy 4 s
atients withcomplet oss 127 i3 43% Risk Reduction 3 8 1 2
ofcentral 16 o [n=76] ) - - L e % & % + Consistent with other
(@5% ci: 033, 0.96; pe0.0361) 150 MONTHLY EOM analyses.
R .02:pe0 0504 i 0.88; pea 910 + Reduced GA growth on
Patients maintining 63 S G107, 104 e FAF, 0CT
sensitvity i a least one of N o
central 16 oci[n=316] s01) 052 48% Risk Reduction z . 5 icroperimetry
- . Risk Reduction Over 2 Years + Fellow eye
_ over 2 years
(95% c1: 0.32, 0.85; pe0.0084) o « Quartile analysis
Occurrence of 16 central 2 - mae
scotomatous loci associated with
greater loss of vision over 2 years od . 1 » ‘o oo
ST
— PM(n=361)
— PEOM (n=355)
Pegcetacoplan reduces risk of progression to absolute scotoma of central 16 loci — Sham (0=350)
o assssmen.Mods! cude Tssiment + asan GA i Sty Day

GALE: Ocular AEs in the Study Eye over 12 Months

R cventsin sy e eprtedin 22t ptets mowto
reated with pegcetacoplan in M24-36, %" )

Cxtordeamtore

[P —— 7o s 206 2
oot s sox 1o 3o
[r—— e o 2 o
[ — s o 206 o
[— sax = 2 Lo
[TE—— o s E Lo

GALE: Events of Interest

Adverse events in study eye, patient (%)

sEoMto

(n=143)

Exudative age-related macular
degeneration®

PMTotal
(n=379)

Infectious endophthalmitis o 1(08%) o o
Intraocular inflammation® 6(24%) 5(39%) 2(07%) 2(1.4%)
Ischemic optic neuropathy 1(0.4%) o o o

PEOM Total
(n=a11)

* Rates from OAKS, DERBY & GALE
Months 0-36:
— Infectious endophthalmitis: ~1/3600
injections [0.03% per injection]
— ION: ~1/2000 injections [0.05% per
injection]
1012 0.26% per injection
* No study events of occlusive or non-
occlusive retinitis or vasculitis

— Rare events have been reported in the
real-world setting at an estimated rate
of ~0.01% per injection’

13



+ Pegcetacoplan
Longer time for FDA approval

Flexible dosing every 2 months

Recent 101 signs are less and p

Deciding between FDA approved agents for Geographic Atrophy

Functional and anatomic endpoints at 2 years

(first or second inj

« Avacincaptad Pegol

No 10l reported to date

Dosing every 1 month (Year 2 dosing showed benefit)

Functional endpoints at year 1 not replicated in year 2

79

Summary of
Current and Future

Treatment
Landscape

« Most drugs in development are designed for intravitreal administration
« Several therapeutic avenues to reduce the rate of disease progression

are being investigated, such as:

Drugs with antioxidative properties

Inhibitors of the complement cascade

Visual cycle inhibitors

Regulators of MAC formation

Gene therapy

Other Approaches

9/26/24

« HtrA1

+ Modulate choroidal blood flow
« Antioxidants (eg, metformin)

« Statins

« Tetracyclines

+ Optogenetics

« Electrical stimulation

Thank you!

Questions?

82
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