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FDA Approves SYFOVRE™ (pegcetacoplan injection) as the First and

Only Treatment for Geographic Atrophy (GA), a Leading Cause of
Blindness
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Iveric Bio Receives U.S. FDA — NociamsEY:
Approval for IZERVAY ™ izervay S
(avacincaptad pegol intravitreal [ = ion)
solution), a New Treatment for

Geographic Atrophy

Geographic Atrophy (GA) is a very hot topic!
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Age-related Macular Degeneration (AMD) Neovascular AMD: Risk Factors

* Degenerative disorder that affects the macula
 Leading cause of legal blindness in people > 65 yo
* 90% of vision loss is 2° to CNV

Emerging risk factors
- Age1

— Race!

- Smoking2

. — Family historv3
« Patients Affected

* 90% dry or nonexudative
10 % wet or exudative
* VA <20/200
* 80-90% exudative
+ 10-20% dry

— Variation in the complement
factor H gene‘sand other
genes’

Late AMD = GA OR Neovascular AMD
Globally, late AMD affects*

+ 2020:>11 million ware awp PREvALENGE (3) Why Do Some People Get AMD

US (Beaver Do) 1957

. . illi Netherlands (Rotterdam) 1995* 7
2040: >18 million i — and Others Don’t?
R R Australa (Visual Impairment Project) 2000F |1
Prevalence increases with age teeand (R Eye Stucy) 2003 m—
Norway (Oslo Macuia Study) 2006* IR
— From age 50: prevalence e f“;";‘f“,ﬁ’;ﬁ —
resce (Thesson e St —
quadruples every 10 years of age? s (Salsbury ye Bvaluaton Project) 2008’ N

o B E)

Geographic atrophy

CUMULATIVE RISK (%)

« Accounts for ~35% of late AMD st s
and 20% of legal blindness ”“‘“’“j;j;::f -
attributed to AMD?® Aol (Bue Vo) 10yeor

U (Beaver Dar) 15 year”

What We Now Know Drusen Are the First Clinical Features of AMD?
Drusen are extracellular deposits below
* Genetic background the retinal m (RPE) compris - and protein-rich debrist

« Environmental/lifestyle risk factors
« The interaction between these variables, predispose to AMD
— Deterministic vs. Probability
* Treatments for wet AMD target VEGF
— Hugely successful
* We now have a treatment for the advanced dry form of AMD -> GA

* By-product of abnormal metabolic activity

« RPE secretions are a major source of drusen®
* 40% of drusen content is lipid?
« Other components include!

—Lipofuscin, albumin, apolipoprotein E,
immunoglobulins, vitronectin and amyloid-P
component

—Complement factors Clq, C3, C5, and C5b-9

I —
11




Staging of AMD

Early Intermediate

13

The Beckman Committee Classifies AMD Into 4 Stages®

Intermediate « 1large drusen > 125 pm and/or

AMD + Any AMD pigmentary abnormalities

AMD Is the Leading Cause of Blindness for Caucasians in the US!

10-year risk of progre
for the highest risk category
(AREDS simple scale)®

Early AMD 53.9%

10-year risk of progre
for the highest risk category
(AREDS simple scale)®

47.6%

Neovascular AMD (nvAMD)

lar AVD.
@)

AVD, case Sy, GA ) neovasau
;i DisosesPrvlnco Fesron G Ach Cpttl, 2004 1226) 77485 2 s L., ot . Gy, 2012041544251 3w, el
JANA Cphinaima, 2014 13203y 572.27. 4. Age Relie Sy iscase Sy Research Grop. Ach ol 2005,123(11)1670-1674.
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The Beckman Committee Classifies AMD Into 4 Stages®

« None or few drupelets (small drusen < 63 ym)
+ No AMD pigmentary abnormalities

+ Medium drusen > 63 pm and < 125 ym
+ No AMD pigmentary abnormalities

(LIELTETETOMN - 1 large drusen > 125 pm and/or
AMD « Any AMD pigmentary abnormalities

2
forms

Advanced AMD

Geographic Neovascular
atrophy AMD

AMD s the Leading Cause of Blindness for Caucasians in the US!

of progression
for the highest risk category.
(AREDS simple scale)?

¥

Early AMD Intermediate AMD 53 9%
Central GA

X [ Asvanced o |

for the highest risk category.
(AREDS simple scale)’

47.6%

Neovascular AMD (nvAMD)
AVD, Disease Study; GA, /, 'WAMD, neovascular AVD.
s Feacar ooy ech ot 001 30 1400 3 FamEPL S ooy STA AN G851, 3 Chew EY, o JAA

Cpithaimol. 2014;13203)272:277. 4. 206,123 11) 15701574,
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Geographic Atrophy

¢ Advanced/late form
of dry AMD

* Atrophy of the RPE
and photoreceptors

GA Is More Common Than We Realize?

.

We haven'’t been looking for it

— In part because there was no treatment
The focus has been detecting the
conversion from dry to wet

.

.

Often starts extrafoveal and small

— Unless you are looking for it — you may not
realize that it is present

20

GA Currently Affects >5 Million People Worldwide

GLOBAL PREVALENCE OF GA

22%
20%
15%
10%
5% Lso% 4.40%
0% —_ —
65-74 7584 >85 >90

Age

mPraabrerdes
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* On average, GA lesions enlarge by 1.5 to 2.1 mm2/year (0.6 to 0.8 MPS disc areas)!2
* Median time to evolution of GA:
+ 2.5 years: median time to develop central GA (after GA diagnosis)
« 7 years: median time to develop bilateral GA (i.e. GA in both eyes) after
development of GA in the first eye

* Previous lesion invol predicts

Burden of GA Disease
Data from UK EMR systems
* 10 clinical sites: 2000 - 2016
* Among patients both eyes GA
* Loss of 6-10 letters/2 years

CHARACTERIZING DISEASE BURDEN AND
PROGRESSION OF GEOGRAPHIC ATROPHY SECONDARY
TO AGE-RELATED MACULAR DEGENERATION

* 2/3 unable to drive within 2 years 100 2/3 of patients progressed to
s vision loss that rendered them
g 80 ineligible to drive within 2 years!
]
§ 60
g
H One-fifth became
g eligible for biind
H
5 registration®
F 20

[ -
Blindness Los of driving
Figure 2. Change in mean visual acuity (VA) from baseline in the worse-secing Ne1693 sz
! follow- Median time to event = 6.2

Median time to event = 16
patients with bilaterl geographic atrophy dentified (IaR=33-85) (10R0.727)

Key Genes Involved in the Development of AMD

CETP ABCAL
APOE mem
upc

mcm | Complement

ARMSs2 — Oxygen Metabolism

aTimE
mcomi | Extracellular Matrix

mupc
mAPOE Cholesterol

mcep

waBCAL Metabolism
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Key Genes Involved in the Development of AMD

CETP ABCAL
APOE mm

mch Accounts for 40-60%
mcm b Complement | of AMD Heritability
mc2
mes

ARMSs2 — Oxygen Metabolism

aTivE
acous: | Extracellular Matrix

murc
=APOE | Cholesterol
mcmp

= ABCAL

Metabolism

Complement system and AMD
15t line defense of immune system
Protection from microorganisms
innate immunity
Not adaptable
Does not change as we age

Activated by adaptive immune system
(through antigen antibody interaction)

FOR DETECTION AND REMOVAL
FOREIGN PATHOGENS

30 proteins

Activation

+ Inflammation

- Opsonization/phagocytosis/removes debris

+ MAC-mediated lysis, cell secretion,
proliferation, destroys foreign invader

Complement Cascade

3 Separate Pathways
Activation

Converge on C3

e
G,
Classical: antigen-antibody
complexes
e cFl Lectin: polysaccharides on
Inflammiation CRRL |CFR3 microorganisms.

° Atternatives pathogen cell
surfaces and nonspecific/
Q é spontancous acivation

nflammation

Cell death, secretion,
lysis, o proliferation

Pathways for Complement Activation
) o

Required for

pathway

CFH Pathway is a strategic target
for GA therapy

CFH helps regulates this
complement system

=) L2

ey | scincaptad

Ec ab,
LFG316

Antbody-atigen
compiex

B

CL6561

* Cscomwetase Csa
pos 7<:
Do )

mANNKse residess on

Serum lectin binds lo ‘

Spontaneous hycrolysis /
3 L2

JONIS-FG-LRx

Lampaizumad

| HMASS

Graveyard of Failed CFH Inhibitors - 15t Generation

x Eculizumab

- C5 inhibition

x LFG-316
- C5 inhibition

x Lampalizumab

- Factor D inhibition
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29

Current FDA Approved Complement Inhibitors - 224 Generation

NOVEL THERAPIES FOR GA THAT TARGET THE COMPLEMENT PATHWAY

Pegcetacoplan
(Apellis)

Complement  Delivery  Current Most Recent
Method __Trial Phase Trials Study Status
GATHER2 Col
mplete
m 3 GATHERL B
i 3 OAKS, DERBY Complete

GA, geographicatrophy; M, inavireal nfecion

.
30
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Potential Treatments for Geographic Atrophy Pegcetacoplan (Syfovre)

* Pegcetacoplan (Syfovre) : C3 inhibitor by Apellis Phase 2 FILLY Results
* Blocks all the pathways of complement activation Phase 3 DERBY & OAKS . o B s 1 e ok A ko s e

Loctin Pathway || Classical Pathway || ARernative Pathway Objective: .
Assess the efficacy and safety of
multiple intravitreal injections of
pegcetacoplan in patients with GA
secondary to AMD

£
i
<
o
g
H
3
LS

s
¢
Iy
i

“P <0.1 was the predefined threshold for statistical significance in FILLY.
Ls=least squares; M=Month; PEOM=pegcetacoplan every other month;

P icicc'zcni\an mummi, SE-standard error.
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Global Phase 3 Program:
OAKS & DERBY Study Design

Pegcetacoplan showed continued and clinically meaningful reductions
in GA lesion growth from baseline to month 18.

DERBY OAKS
o e | L | o o [

1% grereriy) reducton
Pe00IRvssham  p=0GZ5Ev sham 00018 Vs sham et
Sham Sham
- & J—— wam )
monthly EOM v o . L et

Primary Endpoint at 12 Months |

Double-Masked, Randomized 2:2:1:1

Pegcetacop| o

Fixed Effects |

+ Treatment, time, treatment x

time interaction Change in total area of GA lesions based on fundus autofluorescence

+ baseline GA lesion and fellow
eye CNV =area strata

+ baseline GA lesion strata x time
interaction
“Sham Monthly and EOM were

pooled for analysis

OAKS and DERBY

OAKS and DERBY

Pegcetacoplan treatment effect accelerated between r demonstrating

a robust reduction of GA lesion growth compared to sham QAKS -,
" 185 (BoMy reducion 2274 bmontiy) redction Big Picture
§ i -~ PeO001EVS sham <0001 va sham
— The longer you go the delta
o 7 S— ot i " °
Vo=t gets wider and wider and the

treatment effect is greater
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OAKS and DERBY

Big Picture

The longer you go the delta

gets wider and wider and the
treatment effect is greater
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Latest News from AAO Nov 2023

BREAKING NEWS

» Gale Study: 3 Year Extension Study of 792 patients
» Pegcetacoplan (Mo and EOM) showed increasing effects
over time
— Reductions in GA growth of 35% and 24%, respectively,
between months 24 and 36
—Non Subfoveal GA: reduced growth rate by up to 45%
between treatment months 24 to 30

I —
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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 Jued PO v
PEOM: 20%; p<0.0001

Year2 W23 ¥22%

GAlesion change from baseline.
L8 mean (SE). man'

2 P *

Stuay Month

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

39

GALE[Nonsubfoveal Subgroup [n=286 eyes)
Reductions in GA Growth with 36 Months of Continuous Pegcetacoplan

Reduction vs sham (Months 0-36)  Years ¥4 ¥w2sx
PM: 32%; p<0.0001
PEOM: 26%; p=0.0002

Yoar2 W2 W21%

Yeart W27 w2E

GAlesion change frem basetne

‘Study Montn

2.44 mnv (PM) & 1.94 mm? (PEOM) of Retinal Tissue Preserved Over 36 Months
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OAKS and DERBY
OAKS —
185 (Bt} rechacson ymontit) recuction Big Picture
PO00Evs sham  p<00D01 vs sham

The longer you go the delta
gets wider and wider and the
treatment effect is greater
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Pegcetacoplan: Take-Away Points

The primary endpoint was a change in GA lesion size from
baseline

There was no prevention of vision loss
— 60% of patients randomized had subfoveal lesions
GA not getting better — just getting worse more slowly

Seems to be more effective the longer patients received the
medication or does it just take longer to see the benefit?

—In a disease that is slow growing?

I —
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Apellis: Pegcetacoplan

Is that a significant treatment effect for GA?

43

American Society of
Q Retina Specialists
July 19,2023 /

ASRS reports six cases of occlusive retinal vasculitis linked to
pegcetacoplan injection

Jul19, 2023
David Hutton

44

Pegcetacoplan (Syfovre) — Serious Adverse Events (SAE’s)
Here is what we know
* July 15 initial email from ASRS describing 6 cases of occlusive
retinal vasculitis

* Developed between 7-13 days after initial injection

* To date: 83,000 total injections
—11in 10,000 risk [ \‘\N‘

* Lower than endophthalmitis
« Is that an acceptable risk?

* Retinal specialists are “spooked” ﬁ .

. . — o,
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Avacincaptad Pegol (lzervay): Iveric

Iveric Bio Receives U.S. FDA
Approval for IZERVAY™

(avacincaptad pegol intravitreal
solution), a New Treatment for
Geographic Atrophy
» Complement C5 inhibitor
» Reduction in GA growth for patients receiving lzervay in
the U.S. was 25.5 - 35.0%

I —
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Avacincaptad Pegol: Iveric

+ Complement C5 inhibitor

* Reduction in GA growth for
patients receiving AP in the o
U.S. was 25.5 - 32.0%

C5 Activation

* C5ais 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 Inflammasome  MAC
damage and cell death
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GA had to be in part within 1500 um, GATHER1 — A phase 2/3, international, prospective,
but not involving the center point randomized, double-masked, sham-controlled study

DI MI M2 M3 MA MS Mé M7 ME M3 MIO MII MI2 MI3 MIA MIS MI6 MI7 MIE

Part 1 soimen 000000000000000000

Cenfer point involvement was determined by the Duke Reading Center using mulimodal imaging

3
Included® Excluded®
v X

po s QOOOOOV00000000000.
Part 2 i 000000000000000000

Pﬂmnvr Endpaint

GATHER2 Mean observed GA growth demonstrated consistent
RANDOMIZATION AND TRIAL DESIGN efficacy results between the two studies

VEAR 1 Reranf;mized VEAR 2 GATHER L Y‘J GATHER v
Avacincaptad pegol 2 mg (N=225) 1 A oS
A 0] sol i

Omarence (5% CIy

12345 6 7 8 9 0uDB ‘ <% 20 reducton
8§ vs shom e | B
GATHER2 1 P EE R EEE R . 5L
N=448* Months Primary Endpoint - £ >
Sham (N=222) Month 12 o
Randomized 1:1 o
t ~ -
123 45 6 7 8 9 10u D B w5 os VBB XA R BN L

Primary Endpoint
Mean rate of growth (slope) in geographic atrophy area from baseline to month 12 (square root transformation)

Lower proportion of patients losing 215 letters in the ACP GATHER®M&@ . . . : GATHER®MEQ@
prop P g Lower proportion of patients losing 220 letters in the ACP 2
2 mg arm vs sham
mg arm vs sham
o —e—Acr2mg —o— sham = —e—AcP2mg —— Sham
£€ £E
23 15 g 15
He He
Tc 2=
%5 10 lo‘g 10
2
ZlE? : M g‘é :
25 2] s —— 4;:;—::
saeme M M2 ms me ms e W v W mo mi m2 saeme M M NS e me N6 W N mwe om0 w1 m2
AcPzme e a9 4 N s el wpw RS s s 7pas 1020 AcP2me a0y ywe  apn sp0 spe s spsT epss s s ae
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Lower proportion of patients losing 210 letters in the ACP 2 GATHERzQ
mg arm vs sham
= —e—acr2mg —+— Sham
15
10
5
0l
soseine M M2 MG e NS me W e Mo M1 w2
Acbamg s ams s isn 2z 2 257 B 2w B
sham 45 i3 s 287 2 10 2z

56% risk reduction in persistent vision loss with ACP 2 mg vs sham over GATHERM2Q
12 months
215-lefter loss in BCVA from baseline for any 2 consecutive visits (GATHER1 and GATHER2 pooled)
010 {  HozordRafio (CI:0.44 021 100.92)
— ACP2mg — Sham
008
g o0
3
2
3
£ on
2
oo
000
o 1 2 3 4 5 6 7 8 5 1o 1 12
Time (months)
Number of Patients ot Rk (Evens)
AcPzmg 29200) 268(1) 81(1) 272 V6w A9 24 2Bl6) 267) 251(6) 24619 246(10) 246010
sham

GATHER2 is a 2-year, phase 3, international, multicenter,

prospective, randomized, double-masked, sham-

controlled study wcousssis
Year1 Year 2

GATHER®@

Mo 1 2 3 4 5 & 7 8 3 10 1 12 Monhs 13 14 15 16 17 18 19 20 21 2 2B M

‘000000000000 00006006000 00oe

Ao 2 m s e '
‘000000000060
ACP 2 mg EOM (n=93) B

Q00000000000

Sham (n=203)

Ne4s8®
Rendonized
T

000000000000
|

Sham (N=222)

Year 2 Objectives
Evaluate efficacy and safety of re-randomized population of ACP monthly (EM) and every other month (EOM) through year 2

| EEEEEE——— |
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ACP reduced GA growth when dosed EM
and EOM vs sham

~e-ACP2mgEM(n=96] ~e~ACP2mgEOM (n=93)  -e-Sham [n=203)

GATHER®@

5.180 mm?

P
4.456 mm?
4.204 mm?

Monthily ACP 2 mg months 0-12

(observed; mm?)
"
H

Mean GA Growth (Slope) From Baseline

20
ACP 2mg Percent reduction
1 EM 4% re
10 oM 5
05
00@
Baseline Month 12 Month 24

Early treatment effect observed by 6 months GATHER®
and increased over time through 2 years
~e-ACP 2mg EM [n=96) ~-e=Sham (n=203) s ~e-ACP 2mg EOM (n=93] -e-Sham (n=203)
ss
H 50 e 50
R R
§e_« 0.81 mm? E 40
e S2E s 1.04 mm?
835 w0 a0
£iies HE
l% <20 0.31 mm? L% 20
s s ” s 15 0.41 mm?
H 10 § 10
= 05 = 05
o 00
Sosone  Mowne  Nonmi2 Menmis  Menn2s Soseine  Wonne o1z Menm1s  Nenn2s

Treatment effect vs sham more than doubled with ACP 2 mg EM
and EOM over 2 years compared to the treatment effect over 1 year

GATHER®@

14 mACP2mgEM(n=9¢)  WACP2mgEOM (n=93)

Difference in Mean Rate of GA Growth
From Baseline Compared fo Sham
(Observed; mm?)

Baseline fo ' Baseline fo Baseline 16 ~Baseline fo
Month 12 Month 24 Month 12 Month 24
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Imaging Modalities in Diagnosing and Monitoring AMD

Cross-trial comparison of Zimura and intravitreal pegcetacoplan in geographic atrophy

Project (company) Zimura (veric Bio) Intravitreal pegcetacoplan (Apellis) Color Fundus Photography (CFP)
Trial Gather2  Gather! Derby Oaks
Every other Every other
Monthly Monthly
mnth mnth

Change in GA area vs sham at

8% e 12% "% 22% 6%
12mo
p value 00064 0.0072* 0:552)8 0.0750 (N/S)  0.0003 0.0052
Choroidal neovascularisations 7% 9% ™ 3% 5% 5%
Limitation of Color Fundus Photos for GA Detection OCT for AMD Detection

Focus has been on conversion from dry to wet

Definition of GA by color imaging:
* Sharply demarcated borders

* Depigmentation

* Increased visibility of choroidal vessels

CONS
 Often insufficient contrast

* Smaller lesion can easily be missed

79-year-old White Male with Intermediate Dry AMD

OCT for GA Detection o

1/4/23
* Recognition of GA features on
b-scan
— Hypertransmission defect
* Important to look at en face
image
— Or the IR image
66

* Recognition of biomarkers for
progression

I —
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High Dafisiticn Mmages: KD 3 Line Rastar oo Cleos

1/10/22

1/4/23

9/6/22 After CE/IOL OU 20/25 20/30

78 yo WF

Starting to notice distortion in the RE -> 20/30

March 6, 2023

20/30

4 months later: Still has distortion in the RE

20/20

I —
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March 6, 2023

High Definition nages: HO § Lina Raster Goe 008

g ©

— i L Ao
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11/15/22 3/6/2023

March 6, 2023

High Definition Anages: HO 5 Lise Raster Goe o
g € — 5

High Ovfiriticn images: MO § Line Raster o0 e

""‘UE
e

2

Blue Light Fundus Autofluorescence (FAF)

GA is one of the most important applications of FAF

GA is identified as large patches of decreased autofluorescence

Good for 12 Months 24 Months
documenting : o7 v
progression

Enlargement of GA

on FAF was a key
outcome measure in
clinical trials

2011

Progression of GA

* On average, GA lesions enlarge by 1.5 to 2.1 mm2/year (0.6 to 0.8 MPS disc areas)!2
* Median time to evolution of GA:
+ 2.5 years: median time to develop central GA (after GA diagnosis)
+ 7 years: median time to develop bilateral GA (i.e. GA in both eyes) after development of
GA in the first eye

* Previous lesion i

predicts st
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June 2021

20/40

June 2021

20/60

June 2021

Feb 27,2023

20/200 each eye

Feb 27,2023

20/200

20/200

June 2021

Feb 27,2023

14
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June 2021

Feb 2023

69 yo Hispanic Male
Multimodal Imaging is Optimal for Diagnosing and Managing GA
Dec 2017
20/30 20/30

85

86

SD OCT Images of both eyes

0§ Line Rty

SD OCT Images of both eyes

FAF images

Intermediate Dry AMD with GA OU

12/3/21 20/25 20/20

15
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12/3/21 |

12/2/22 1 year later

e
92

12/2/22
12/2/22

3

I —
9

12/2/22

12/2/22
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Optimizing Referral Patterns

Early diagnosis
— Recognizing GA is much more prevalent than we think

Using OCT/FAF imaging to confirm diagnosis
— Establish a baseline

— Rate of progression

Determine proximity to the fovea -> risk of vision loss

I —
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When to Refer?

* Any GA that is threatening central visual function
* Any GA that is beginning to involve the fovea

— likely already having reduced Va
* Large extrafoveal lesions

Progression
to subfoveal |-
involvement
18 months

When to Refer?

 Extrafoveal lesions that are not a threat to
central Va?

* Central GA lesions that have already have

sig loss of visual function?

99

Where we are today with GA?
* 2 FDA approved treatments

* Monthly ( or every other month) intravitreal injection

* lIzervay may work more quickly
— But slightly higher risk of CNV
« Syfovre — may have an increased risk of 101

100

17



