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None or few drupelets (small drusen < 63 um)
No AMD pigmentary abnormalities

* Medium drusen > 63 pym and < 125 ym

Early AMD No AMD pigmentary abnormalities

Intermediate 1 large drusen > 125 ym and/or
AMD « Any AMD pigmentary abnormalities
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Advanced AMD

Geographic Neovascular
atrophy AMD

Ferris Ophthalmology 2013
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The proportion of people aged >65 will double
The number of people aged =80 will triple

2019 2050

2019 2050
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0

W >65 years M <65 years W >65 years M <65 years

Persons aged 280 years (millions)

2019 Year 2050

1.Jonasson F Ophthalmology 2011. 2.Ageing and health (who.int); 3. Ageing | United Nations.
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https://www.who.int/news-room/fact-sheets/detail/ageing-and-health#:~:text=People%20worldwide%20are%20living%20longer,aged%2060%20years%20or%20over.
https://www.un.org/en/global-issues/ageing
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Complete RPE and Outer Retinal Atrophy (cRORA)
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Characterizing Disease Burden and
Progression of Geographic Atrophy
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Better-seeing eye Worse-seeing eye
104 —e— 12 months follow-up - -e=-12 months follow-up 0 _
—e— 24 months follow-up - -e--24 months follow-up
5 ' ' —e—60 mclmths follow-up  -- ."60 monlhsmllow-ulp Blindness LOSS Of Driving
0 12 24 36 48 60
Time Since Index (Months)
Figure 2. Change in mean visual acuity (VA) from baseline in the worse- N=1693 N=523
seeing (study) eye and better-seeing (fellow) eye through 60 months’ Median time to event = 6.2 Median time to event = 1.6
follow-up in patients with bilateral geographic atrophy identified in the (IQR=3.3-8.5) ' (IQR=0.7-2.7) '

Chakravarty, U et al. Ophthalmology. 2018.
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GA prevalence by age3?2 \
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= The CFH and ARMS2-HTRA1 loci are
the most strongly linked to the risk of
AMD,#particularly advanced AMD?

= Multiple complement system genes

including CFH, CFl, C9,

have been implicated in AMD,

N

 H

= Cigarette smoking increases the risk
of AMD by 2—4x and is an
independent risk factor for developing
AMDL>

= QOther lifestyle factors affecting
risk of AMD include diet and physical
activityl?
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Classical pathway Lectin pathway Alternative Pathway
Clqwr MBL  MASPs m
C1r/Cls
| |

: v
ANX007 (Clq) C4bC2b (C3 convertase)

Annexon
Inflammation 4—@<
A
Gemini l Lampalizumab (Factor D)

GTOO05 (Factor I) Genentech/Roche
i C4bC2bC3b (5 convertase) C3bBbC3b (C5 convertase)

C3bBb (CBconvertase) <—| Amplification

loop
ALXN2040 (Factor D)

Alexion/AZ
IONIS-FB-LRx (Factor B)
Roche/lonis

Pegcetacoplan (C3/C3b)
Apellis

NGM621 (C3)
NGM Bio

Iptacopan (Factor B)
Novartis

Avacincaptad pegol (C5)

Iveric Bio
Eculizumab (C5)
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Primary study completion date

Pegcetacoplan’

(anti-C3 cyclic peptides, IVT)
[OAKS & DERBY Phase 3]

Avacincaptad pegol1©

(anti-C5 aptamer, IVT)
[GATHER2 Phase 3]

2022 | @

!

Progressed to 24M data Final 24M results and
collection FDA approved Q1 2023

Iveric Bio Apellis
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) G OAKS and DERBY combined / pre-specified analysis

i i ' . : . : : : () Ob
Reductions in GA lesion growth at Month 24 aaxs o€=ay  Reductions in GA lesion growth by lesion location QaKs DERR
. OAKS (all p-values ari ;Omina/) DERBY Nonsubfoveal (all p-values are nominal) Subfoveal
o 4. a
E < 55 55
£, 22%PM v 19% PM E.. 26%PM .. 19%, PM
g Pp<0.0001 "~ p=0.0004 5 p<0.0001 ] p<0.0001
[73 -
< 35  18%, PEOM . 35 16%, PEOM £ *°  22%, PEOM : ** 16%, PEOM
- p=0.0002 ,, P=0.0030 S 40 p<0.0001 40 p=0.0003
F 3.0 : ' 2 35 - 35
g 25 25 2 30 3.0
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§ 2.0 20 § 25 25
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s 0.0 0.0 2 o 00 0.0 ~
Baseline M6 M12 M18 M24 Baseline M6 M12 M18 M24 ~  Baseline ME Miz L Mat Baseline e w12 M8 M24
PM(n=202)  PEOM (n=205)  Sham (n=207, pooled) PM(n=201)  PEOM (n=201) Sham (n=195, pooled) PM (n=158) PEOM (n=155) Sham (n=133, pooled) ~ PM (n=245) PEOM (n=251) Sham (n=269, pooled)

OAKS, DERBY, ClinicalTrials.gov identifiers: NCT03525613, NCT03525600, respectively.
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Release Details

FDA Approves SYFOVRE™ (pegcetacoplan injection) as the First and Only
Treatment for Geographic Atrophy (GA), a Leading Cause of Blindness

February 17, 2023
o SYFOVRE slowed GA progression with increasing effects over time
o Approved for all patients with GA, with dosing flexibility every 25 to 60 days

» Well-demonstrated safety profile following ~12,000 injections over 24 months

FDA, US Food and Drug Administration.

1. Apellis. FDA Approves SYFOVRE™ (pegcetacoplan injection) as the First and Only Treatment for Geographic Atrophy (GA), a Leading Cause of Blindness. February 17, 2023.
https://investors.apellis.com/news-releases/news-release-details/fda-approves-syfovretm-pegcetacoplan-injection-first-and-only. Accessed January 2025;

2. Center for Drug Evaluation and Research. Cross-Discipline Team Leaders, Deputy Division Director, and Division Director Summary Review of NDA 217171. May 26, 2022.
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2023/2171710rig1s000SumR.pdf. Accessed January 2025.
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https://investors.apellis.com/news-releases/news-release-details/fda-approves-syfovretm-pegcetacoplan-injection-first-and-only
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2023/217171Orig1s000SumR.pdf
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Iveric Bio Receives U.S. FDA Approval for IZERVAY " (avacincaptad pegol
intravitreal solution), a New Treatment for Geographic Atrophy

Aug 05, 2023

T —
IZERVAY is the only approved GA treatment with a statistically significant reduction in the rate of GA progression at the i Z e r

12-month primary endpoint across two Phase 3 clinical trials atad pegol Int travitreal solul on)

of 20 mg/mL solution)

]"rl |“ fit

IZERVAY slowed loss of photoreceptors and disease progression as early as six months

A

GA impacts an estimated 1.5 million people in the U.S. and can cause irreversible vision loss

TOKYO, August 5, 2023 - Astellas Pharma Inc. (TSE: 4503, President and CEQ: Naoki Okamura, "Astellas”), today
announced the U.S. Food and Drug Administration (FDA) approved IZERVAY" (avacincaptad pegol intravitreal solution)
for the treatment of geographic atrophy (GA) secondary to age-related macular degeneration (AMD) on August 4,

2023. IZERVAY, a new complement C5 inhibitor, is the only approved GA treatment with a statistically significant

reduction (p<0.01) in the rate of GA progression at the 12-month primary endpoint across two Phase 3 clinical trials.

AMD, age-related macular degeneration; FDA, US Food and Drug Administration; GA, geographic atrophy.

1. Astellas. Iveric Bio Receives U.S. FDA Approval for IZERVAY™ (avacincaptad pegol intravitreal solution), a New Treatment for Geographic Atrophy.

August 5, 2023. https://www.astellas.com/en/news/28281. Accessed January 2025; 2. Center for Drug Evaluation and Research. Clinical Review of NDA 217225.
December 19, 2022 https://www.accessdata.fda.gov/drugsatfda_docs/nda/2023/2172250rig1s000MedR.pdf. Accessed January 2025.
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https://www.astellas.com/en/news/28281
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2023/217225Orig1s000MedR.pdf
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Release Details

Apellis Receives Approval of SYFOVRE® (pegcetacoplan) in Australia for
Geographic Atrophy (GA)

January 27, 2025

WALTHAM, Mass., Jan. 27, 2025 (GLOBE NEWSWIRE) -- Apellis Pharmaceuticals, Inc. (Nasdaq: APLS) announced today that the Therapeutic
Goods Administration (TGA) has approved SYFOVRE® (pegcetacoplan) for the every-other-month treatment of adult patients with geographic
atrophy (GA) secondary to age-related macular degeneration (AMD) with an intact fovea and when central vision is threatened by GA lesion
growth. SYFOVRE is the first and only approved treatment for GA in Australia.

GA, geographic atrophy.
Apellis. Apellis Receives Approval of SYFOVRE® (pegcetacoplan) in Australia for Geographic Atrophy (GA). Press Release. January 27, 2025.
https://investors.apellis.com/news-releases/news-release-details/apellis-receives-approval-syfovrer-pegcetacoplan-Australia. Accessed February 2025.
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Patients with GA Secondary to AMD Efficacy analysis: Change in GA lesion area
> Randomized 2:2:1:1 in OAKS and DERBY based on 6-month GALE data
% = 30-month continuous pegcetacoplan
) treatment compared with sham?
= Pegcetacoplan Pegcetacoplan Sham .
c monthly EOM monthly — Pegcetacoplan was compared with
%) (M=) (N=420) (N=208) sham (actual sham [24 months OAKS
if and DERBY] + projected sham [6
© months GALE])
_________________________________ — Piecewise linear slope analysis with 6-
[ Continue } [ Crossover to } month segments
Szl MEGIITE active treatment = 6-month pegcetacoplan treatment for
L sham crossover group
3 N\ J
Pegcetacoplan Pegcetacoplan Pegcetacoplan Pegcetacoplan
monthly EOM monthly EOM
(n=241) (n=268) (n=129) (n=144) Safety data through 30 months

= Exudative AMD, IOl, ION
83% who completed OAKS or DERBY continued in GALE (n=782)
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"%1Reduction vs sham (Months 0-36) High Concordance

-, | PM: 25%; p<0.0001 Year 3V 35% ¥24% //% Between Linear
PEOM: 20%; p<0.0001 2" Growth of Sham,

5.0 - =" Projected Sham &

Fellow Eyes

- 4.0 1

3.0 A

Year 1 ¥V 17% V16% p, — — — — PM Fellow Eye (n=118)
P

GA lesion change from baseline
LS mean (SE), mm?

1 2
2.0 — — — — PEOM Fellow Eye (n=148) 149 mm (PM) & 12
—@— Pegcetacoplan Monthly (n=241) mmZ (PEOM) Of
1.0 - —@— Pegcetacoplan EOM (n=267) . | .
e Sham (n=272) Retinal Tissue
0.0 = -8~ - Projected sham Preserved Over 36
0 12 24 36 Months

Study Month All p-values are nominal
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—0.949 |etters lower; —1.890 letters lower; D'MP'YN DMIYNN DTTNA A7NNnn NNt
p=0.3558 vs sham p=0.069 vs sham :0'wUTIN 24 WnNY7

navm AR NITN e

NN AN NN e

Functional - '8nxy nXp TIpoN T *
Reading Independence Index

yxInN NIY'AN 90 :n"unsnp'nm

2 -10

LS mean change (+SE) from baseline
NL-BCVA score (ETDRS letters)
o

15
%Q‘}\‘\@ LI LT PEE @ LEXL & © @ O @ @
& PM (n=403) PEOM (n=406) Sham (n=402, pooled)
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BCVA and change in BCVA from baseline

ETORS letters

Sunness JS, et al. Ophthalmology. 1999;106:1768—
1779. 2. Heier IS, et al. Ophthalmol Retina. =
2020;4:673-688.

Y

Month

—e—BCVA —e—Change from BL
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2017 2018 2019
(20/25) (20/30) (20/25)
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Microperimetry Loss of central 4 Month 24 E

dB ) Mean (SD) change in
2 (1022 0nd) loci BCVA,(ETI))RS Ietgters :
z 0.66 i 34% Risk Reduction
8 -11.7 . %
5 i Yes (n=149) PM — —e 1 over 2 years
E e o1~} (17.33) (95% Cl: 0.46, 0.96; p=0.0282)
-4.9
No (n=183) :
______ — 0.64 i 36% Risk Reduction
PEOM — —=e 1 i over 2 years
Occurrence of 4 central i (95% CI: 0.4, 0.92; p=0.0164)
scotomatous loci associated
with greater loss of vision I | I |
over 2 years y 0.0 0.5 1.0 1.5 2.0

Hazard Ratio

Pegcetacoplan reduces risk of progression to absolute scotoma of central 4 loci

= TEL-AVIV SOURASKY
" MEDICAL CENTER




NINKX 71727 DDNY NIX 7702 "IN

: ICHILOV

== EL-AVIV SOURASKY
MEDICAL CENTER




7907 M2 NINAT7 MANNN




219'00 NIy 1A% oonN"MIIATRA vin'y

&4 GA Monitor Report (0S) - DEMO 2.7 Reriusiaur X ,0'MTPNNA D'MNNIATY NITYA DI
et s s e et D'M90N D'TTN 7910N7 A'¥n7 071!
— T — AT NIRY N7Nnn 170n NX 0'w'nnNny
e T NHAMD-004 91000

S N1ON/DMIVOXNIVID NN [TAIN TN

] T e PR/RPE): 3.8) mumaro

niwa Syfovre™ 719012 'nnine
NINNND

NPT 6 ND TV 72 e




RetinAl Geographic Atrophy Report

SUMMARY For research use only

Central B-scan (25/49)

GA Area (overview)

Geographic Atrophy Intelligent Analytics Report ( N GAIA
-

ft, B-scans proc xd: 97

2
s ik 1use only
Inner Macular 1.65 mm?
Ring
Outer 2.80 mm?
Macular Ring
.9
+
PR + RPE FA Image B-zcan 49 out of g7 B-scan 49
PED: 265 nL v
The Geagraphic Atrophy Intelligent Anaiytics (GAIA) algorithm is
Retinal Features Area (mm?) based on work described in the following publication. ¥ you have
any comments or queries please email the corresponding author Dr
Photoreceptor Degeneration (PRD) 7162 Konstantinos Balaskas <k balaskasgnhs net>
Zhang G Fu OJ Lisfers B, Fase L Ginten 5. Wagner & Stayven R Rerthos N, Keans PA
Retinal Pi i Belahan i y detection
letinal Pigment Epithelium Loss (RPEL 4453 peses tzacm, =

extomal validation study Loncel OGE Henlih 3. 10, S205-407%5, 2021 DO
Hypertransmission (HTR) 4479 it /708 090/ 15 10 10 BeD3- 2505 "

e Geograptes Avaphy IGA) messusement Aniudes areas of comniete SR anty (AW

RPE and Outer Retina Atrophy (cRORA") 4151

et B OCT scaw's fie! of vew

PATIENT CHANGE ANALYSIS

Expected duration to reach central 1imm2 12 months

Expected duration to reach central 0.5 mm2 24 months

*Research Use Only

&4 GA Monitor Report (OS) - DEMO

"\ RETINSIGHT

Geographic Atrophy in Age-related Macular Degeneration Al'TO EYE
pectralis Current Report
2024-02-06 2024-03-05
5.9mm x 5.9mm, 97 B-scans, distance: 62 pm 6.1mm x 6.1mm, 7 B-scans, distance: 63 um

Section View: B-scan 49/97 with Segmentation
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CENTER

INNOVATIVE EYE CARE
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