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Geographic Atrophy (GA) is a very hot topic!
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Age-related Macular Degeneration (AMD)
• Degenerative disorder that affects the macula
• Leading cause of legal blindness in people > 65 yo
• 90% of vision loss is 20 to CNV

• Patients Affected
• 90% dry or nonexudative
• 10 % wet or exudative

• VA < 20/200
• 80-90% exudative
• 10-20% dry

7

Neovascular AMD: Risk Factors
• Emerging risk factors

– Age1

– Race1

– Smoking2

– Family history3

– Variation in the complement 
factor H gene4-6 and other 
genes7

1. Friedman et al. Arch Ophthalm ol. 2004;122:564; 2. Kahn et al. Br J Ophthalm ol. 2006;90:75; 3. Buch et al. Acta 
Ophthalm ol Scand . 2005;83:409; 4. Klein et al. Science. 2005;308:385; 5. Haines et al. Science. 2005;208:419; 6. Sepp et 

al. Invest Ophthalm ol Vis Sci. 2006;47:536; 7. Haines et al. Invest Ophthalm ol Vis Sci. 2006;47:329. 
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Late AMD = GA OR Neovascular AMD 
Globally, late AMD affects1

• 2020: >11 million
• 2040: >18 million

Prevalence increases with age
– From age 50: prevalence 

quadruples every 10 years of age2

Geographic atrophy
• Accounts for ~35% of late AMD 

and 20% of legal blindness 
attributed to AMD19

1. Wong WL, et al. Lancet Glob Health. 2014;2(2):e106-116; 2. Rudnicka AR, et al. Ophthalmology. 2012;119(3):571-580; 3. Klein R, et al. Ophthalmology. 1992;99(6):933-943; 4. Vingerling JR, et al. Ophthalmology. 1995;102(2):205-210; 
5. Hirvelä H, et al. Ophthalmology. 1996;103(6):871-877; 6. VanNewkirk MR, et al. Ophthalmology. 2000;107(8):1593-1600; 7. Jonasson F, et al. Arch Ophthalmol. 2003;121(3):379-385; 8. Björnsson OM, et al. Acta Ophthalmol Scand. 
2006;84(5):636-641; 9. Augood CA, et al. Arch Ophthalmol. 2006;124(4):529-535; 10. Topouzis F, et al. Am J Ophthalmol. 2006;142(6):1076-1079; 11. Bressler SB, et al. Arch Ophthalmol. 2008;126(2):241-245; 12. Mitchell P, et al. 
Ophthalmology. 2002;109(6):1092-1097; 13. van Leeuwen R, et al. Arch Ophthalmol. 2003;121(4):519-526; 14. Davis MD, et al. Arch Ophthalmol. 2005;123(11):1484-1498; 15. Sparrow JM, et al. Eye (Lond). 1997;11(Pt 3):315-324; 16. 
Wang JJ, et al. Ophthalmology. 2007;114(1):92-98; 17. Klein R, et al. Ophthalmology. 1997;104(1):7-21; 18. Rudnicka AR, et al. Am J Ophthalmol. 2015;160(1):85-93.e3. 19. Gemenetzi M, et al. Eye (Lond). 2016;30(1):1-14.
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Why Do Some People Get AMD 
and Others Don’t?
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What We Now Know

• Genetic background
• 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 
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Drusen are extracellular deposits below 
the retinal pigment epithelium (RPE) comprising lipid- and protein-rich debris1

Drusen Are the First Clinical Features of AMD1

• By-product of abnormal metabolic activity
• RPE secretions are a major source of drusen2 

• 40% of drusen content is lipid2

• Other components include1

‒Lipofuscin, albumin, apolipoprotein E, 
immunoglobulins, vitronectin and amyloid-P 
component
‒Complement factors C1q, C3, C5, and C5b–9

AMD, age-related macular degeneration; C, complement; RPE, retinal pigment epithelium.
1. Ambati J, et al. Nat Rev Immunol. 2013;13(6):438-451. 2. Wang L, et al. PLoS One. 2010;5(4):e10329. 
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Staging of AMD

Early Intermediate

13
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The Beckman Committee Classifies AMD Into 4 Stages1

Advanced AMD

No AMD

Neovascular
AMD

Geographic
atrophy

2 
forms

• None or few drupelets (small drusen ≤ 63 µm)
• No AMD pigmentary abnormalities

Early AMD • Medium drusen > 63 µm and ≤ 125 µm
• No AMD pigmentary abnormalities

• 1 large drusen > 125 µm and/or
• Any AMD pigmentary abnormalities

Intermediate 
AMD

Progression

AMD, age-related macular degeneration.
Ferris FL, et al. Ophthalmology. 2013;120(4):844-851. 
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The Beckman Committee Classifies AMD Into 4 Stages1

• 1 large drusen > 125 µm and/or
• Any AMD pigmentary abnormalities

Intermediate 
AMD

AMD, age-related macular degeneration.
Ferris FL, et al. Ophthalmology. 2013;120(4):844-851. 
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Central GA

Advanced AMD

Neovascular AMD (nvAMD)

Early AMD Intermediate AMD 53.9%

10-year risk of progression 
for the highest risk category

(AREDS sim ple scale)3

47.6%

10-year risk of progression 
for the highest risk category

(AREDS sim ple scale)3

AMD, age-related macular degeneration; AREDS, Age-related Eye Disease Study; GA, geographic atrophy; nvAMD, neovascular AMD.
1. Eye Diseases Prevalence Research Group. Arch Ophthalmol. 2004;122(4):477-485. 2. Ferris FL, et al. Ophthalmology. 2013;120(4):844-851. 3. Chew EY, et al. 
JAMA Ophthalmol. 2014;132(3):272-277. 4. Age-Related Study Disease Study Research Group. Arch Ophthalmol. 2005;123(11):1570-1574. 

AMD Is the Leading Cause of Blindness for Caucasians in the US1
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Central GA

Advanced AMD

Neovascular AMD (nvAMD)

Early AMD Intermediate AMD 53.9%

10-year risk of progression 
for the highest risk category

(AREDS sim ple scale)3

47.6%

10-year risk of progression 
for the highest risk category

(AREDS sim ple scale)3

AMD, age-related macular degeneration; AREDS, Age-related Eye Disease Study; GA, geographic atrophy; nvAMD, neovascular AMD.
1. Eye Diseases Prevalence Research Group. Arch Ophthalmol. 2004;122(4):477-485. 2. Ferris FL, et al. Ophthalmology. 2013;120(4):844-851. 3. Chew EY, et al. JAMA 
Ophthalmol. 2014;132(3):272-277. 4. Age-Related Study Disease Study Research Group. Arch Ophthalmol. 2005;123(11):1570-1574. 

AMD Is the Leading Cause of Blindness for Caucasians in the US1
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Geographic Atrophy

• Advanced/late form 
of dry AMD

• Atrophy of the RPE 
and photoreceptors

19

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

Rudnicka A, et al. Ophthalmology. 2012;119:571–80. 2. Wong et al, Lancet Glob Health 2014;2:e106–16.
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Progression of GA is Slow – BUT not that Slow!

• On average, GA lesions enlarge by 1.5 to 2.1 mm2/year (0.6 to 0.8 MPS disc areas)1,2

• Median time to evolution of GA:3

• 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 involvement predicts subsequent enlargement2

1. Holz FG, et al. Am J Ophthalmol 2007;143:463-72; 2. Sunness JS, et al. Ophthalmology 2007;114:271-7;  3. Lindblad AS, et al. Arch Ophthalmol 2009;127:1168-74.

22

Burden of GA Disease

Results shown previously in all GA Cohorts section; included here for completeness. UK EMR = United Kingdom electronic medical records.
Chakravarthy U, et al. Ophthalmology. 2018;125(6):842-849. Open access under a Creative Commons BY-NC-ND license.
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One-fifth becam e 
eligible for blind 

registration1

2/3 of patients progressed to 
vision loss that rendered them 

ineligible to drive within 2 years1

N=1693 N=523
Median time to event = 6.2 

(IQR=3.3–8.5)
Median time to event = 1.6 

(IQR=0.7-2.7)

Data from UK EMR systems
• 10 clinical sites: 2000 – 2016 
• Among patients both eyes GA
• Loss of 6-10 letters/2 years
• 2/3 unable to drive within 2 years

C H A R A C T E R I Z I N G  D I S E A S E  B U R D E N  A N D  
P R O G R E S S I O N  O F  G E O G R A P H I C  AT R O P H Y  S E C O N D A R Y  

T O  A G E - R E L AT E D  M A C U L A R  D E G E N E R AT I O N

Figure 2. Change in mean visual acuity (VA) from baseline in the worse-seeing 
(study) eye and better-seeing (fellow) eye through 60 months’ follow-up in 
patients with bilateral geographic atrophy identified
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Accounts for 40-60% 
of AMD Heritability1

1.  Fritsche LG, Fariss RN, Stambolian D, Abecasis GR, Curcio CA, Swaroop A. Age-related macular degeneration: Genetics and biology coming together. Annu Rev Genomics Hum Genet. 2014;15:151-171.
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L E C T I N C L A S S I C A L A L T E R N A T I V E

Classical: antigen-antibody 
complexes

Lectin: polysaccharides on 
microorganisms

Alternative: pathogen cell 
surfaces and nonspecific/ 

spontaneous activation

3 Separate Pathways
• Activation

• Converge on C3

F O R  D E T E C T I O N  A N D  R E M O V A L  
F O R E I G N  P A T H O G E N S

-30 proteins 

Activation  

• Inflammation 
• Opsonization/phagocytosis/removes debris

• M AC-mediated lysis, cell secretion, 
proliferation, destroys foreign invader

Cell death, secretion, 
lysis, or proliferation

C1, C4, C2

C2    C4

C3b, FB, FD, P

C3

C5

C3a C3b

C5a C5b

Inflammation 

Cell removal, antigen 
uptake by APCs

CFH   CF I
CFR1    CFR3

Inflammation 
MAC

C5b, C6, C7, 
C8, C9

Complement CascadeCom plem ent system  and AM D

• 1st line defense of immune system 

• Protection from microorganisms

• innate im m unity

• Not adaptable 

• Does not change as we age

• Activated by adaptive im m une system  
(through antigen antibody interaction)

APC = antigen presenting cell; CF = complement factor; FB = factor B; FD = factor D; 
MAC = membrane attack complex.

Adapted from Ricklin D, et al. Immunol Rev. 2016;274(1):33-58.
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C3a

C5a
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Pathways for Complement Activation
Required for the initiation and amplification of the alternative complement pathway

E lem en ts a re  n o t d ep icted  to  sca le

F igu re  b ase d  o n  th e  sc ie n tific  in fo rm atio n  fro m  th e  fo llo w in g  so u rce s: O w e n  J., Pu n t J. an d  Stran fo rd  S . (2 0 1 3 ) K u b y Im m u n o lo gy 7 th  e d itio n , N e w  Yo rk: W .H . 
Fre e m an  an d  C o  Ltd ; W alp o rt M J. N  En g l J M e d  2 0 0 1 ;3 4 4 :1 0 5 8 – 6 6  

CFH helps regulates this 
complement system 

CFH Pathway is a strategic target 
for GA therapy 

27 28

Graveyard of Failed CFH Inhibitors – 1st Generation

Eculizumab 

     - C5 inhibition

LFG-316 

      - C5 inhibition

Lampalizumab 

      - Factor D inhibition

29

Liu  Y , H e ier JS .  G eo g rap h ic  A tro p hy: T arg etin g  the  C o m p lem en t P athw ay. R etin a  T o d ay. N o vem b er/D ecem b er 2 0 2 1 . h ttp s://re tin ato d ay.co m /artic les/2 0 2 1 -n o v-d ec/g eo g rap h ic -a tro p hy-targ etin g -the-

co m p lem en t-p athw ay?c4 src= issu e:feed . U p d ated  D ec  1 5 , 2 0 2 1 . A ccessed  M arch  1 1 , 2 0 2 2 .

Current FDA Approved Complement Inhibitors – 2nd Generation

Study drug (Company)
Complement 

Target
Delivery 
Method

Current 
Trial Phase

Most Recent 
Trials Study Status

Avacincaptad pegol 
(Iveric Bio) C5 IVI 3 GATHER2                          

GATHER1
Complete

Pegcetacoplan 
(Apellis) C3 IVI 3 OAKS, DERBY Complete

NOVEL THERAPIES FOR GA THAT TARGET THE COMPLEMENT PATHWAY

GA, geographic atrophy; IVI, intravitreal injection

30
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Potential Treatments for Geographic Atrophy
• Pegcetacoplan (Syfovre) :  C3 inhibitor by Apellis
• Blocks all the pathways of complement activation

MAC = membrane attack complex

31

Pegcetacoplan (Syfovre) 
Phase 2 FILLY Results

*P <0.1 was the predefined threshold for statistical significance in FILLY.

LS=least squares; M =M onth; PEOM =pegcetacoplan every other month; 
PM =pegcetacoplan m onthly; SE=standard error. 

Liao DS, et al. Ophthalmology. 2020;127:186–95.

Phase 3 DERBY & OAKS 
Objective: 
Assess the efficacy and safety of 
multiple intravitreal injections of 
pegcetacoplan in patients with GA 
secondary to AMD

32

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

Primary Endpoint at 12 Months

Change in total area of GA lesions based on fundus autofluorescence 

End of study at 24 months

Pegcetacoplan 
15 mg/0.1 mL 

monthly

Pegcetacoplan 
15 mg/0.1 mL EOM

Sham  

m onthly

Sham

EO M

• BCVA, LL-BCVA, low-luminance deficit
• Reading speed
• NEI VFQ-25

• FRI Index composite score
• Microperimetry (OAKS only) – Macular 

Integrity Assessment (MAIA) device

GALE Extension Study (3 years)

Global Phase 3 Program: 
OAKS & DERBY Study Design

Fixed Effects: 
• Treatment*, time, treatment x 

tim e interaction

• baseline GA lesion and fellow 
eye CNV ≈area strata

• baseline GA lesion strata ×  tim e 
interaction

*Sham M onthly and EOM  were 

pooled for analysis

Prim ary Analysis: 

M M RM  M ethodology

A P L-2  305 (G A LE )
C T.go v id en t i f ie r:  

N C T04770545

33

OAKS and DERBY

Apellis. Apellis announces pegcetacoplan showed continuous and clinically meaningful effects at month 18 in phase 3 DERBY and OAKS studies for geographic atrophy (GA). 
https://investors.apellis.com/news-releases/news-release-details/apellis-announces-pegcetacoplan-showed-continuous-and-clinically. Updated March 16, 2022. Accessed March 16, 2022. 

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

Monthly and every-other-month pegcetacoplan 
continued to reduce GA lesion growth at 18 months

34

Pegcetacoplan treatment effect accelerated between months 18-24, demonstrating 
a robust reduction of GA lesion growth compared to sham 

OAKS and DERBY

https://investors.apellis.com/news-releases/news-release-details/apellis-announces-24-month-results-showing-increased-effects

35

OAKS and DERBY

Apellis. Apellis announces pegcetacoplan showed continuous and clinically meaningful effects at month 18 in phase 3 DERBY and OAKS studies for geographic atrophy (GA). 
https://investors.apellis.com/news-releases/news-release-details/apellis-announces-pegcetacoplan-showed-continuous-and-clinically. Updated March 16, 2022. Accessed March 16, 2022. 

22%

Mo 24 Mo 36

Big Picture
The longer you go the delta 
gets wider and wider and the 
treatment effect is greater

36
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OAKS and DERBY

Apellis. Apellis announces pegcetacoplan showed continuous and clinically meaningful effects at month 18 in phase 3 DERBY and OAKS studies for geographic atrophy (GA). 
https://investors.apellis.com/news-releases/news-release-details/apellis-announces-pegcetacoplan-showed-continuous-and-clinically. Updated March 16, 2022. Accessed March 16, 2022. 

22%

40-50%

Mo 24 Mo 36

30%

Big Picture
The longer you go the delta 
gets wider and wider and the 
treatment effect is greater

24% qom
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Latest News from AAO Nov 2023

• 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

38
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OAKS and DERBY

Apellis. Apellis announces pegcetacoplan showed continuous and clinically meaningful effects at month 18 in phase 3 DERBY and OAKS studies for geographic atrophy (GA). 
https://investors.apellis.com/news-releases/news-release-details/apellis-announces-pegcetacoplan-showed-continuous-and-clinically. Updated March 16, 2022. Accessed March 16, 2022. 
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Mo 24 Mo 36

30%

Big Picture
The longer you go the delta 
gets wider and wider and the 
treatment effect is greater

24% qom
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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?

42
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Is that a significant treatment effect for GA?

Apellis:  Pegcetacoplan 

43

July 19, 2023

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

– 1 in 10,000 risk
• Lower than endophthalmitis
• Is that an acceptable risk?

• Retinal specialists are “spooked”
• AAO:  IOI = 0.26% per injection among all patients treated

45

Avacincaptad Pegol (Izervay):  Iveric 

• Complement C5 inhibitor
• Reduction in GA growth for patients receiving Izervay in 

the U.S. was 25.5 - 35.0%

August 4

46

Avacincaptad Pegol:  Iveric 

• Complement C5 inhibitor
• Reduction in GA growth for 

patients receiving AP in the 
U.S. was 25.5 - 32.0%

47

C5 Activation

• C5a is a priming agent for inflammasome activation in RPE cells 

• C5a upregulates inflammasome-related genes 

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

• NLRP3 inflammasome, IL-1β, 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

IL = interleukin; NLRP3 = NOD-, LRR- and pyrin domain-containing protein 3.

Desai D, Dugel PU. Eye (Lond). 2022;36(2):294-302.
Jaffe GJ, et al. Ophthalmology. 2021;128(4):576-586.

C5a C5b

Inflammasome MAC

C5

48
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GA had to be in part within 1500 µm, 
but not involving the center point

aU n ifo c a l le sio n  fo r e xa m p le  o n ly , p a tie n ts c o u ld  h a ve  h a d  m u lti-fo c a l le sio n s. G A , g e o g ra p h ic  a tro p h y 
K h an an i A M , e t a l. P re se n te d  at: A A O ; Se p te m b e r 3 0 -O cto b e r 3 , 2 0 2 2 .

49

GATHER1 – A phase 2/3, international, prospective, 
randomized, double-masked, sham-controlled study

a2 in je c tio n s o f 2  m g  p e r e ye . 
A C P, a va c in c a p ta d  p e g o l; D , d a y; FA F, fu n d u s a u to flu o re sc e n c e ; G A , g e o g ra p h ic  a tro p h y; M , m o n th
1 . Ja ffe  G J, e t a l. O p h th a lm o lo g y. 2021;128:576-586; 2 . D a ta  o n  file . IV ER IC  B io . 3 . Zim u ra  in  Su b je c ts W ith  G e o g ra p h ic  A tro p h y Se c o n d a ry  to  D ry  A g e -
R e la te d  M a c u la r D e g e n e ra tio n . C lin ic a lTria ls.g o v Id e n tifie r: N C T02686658. U p d a te d  M a rc h  21, 2022. h ttp s://c lin ic a ltria ls.g o v/c t2/sh o w /stu d y/N C T02686658

50

GATHER2

Khanani A, et al. Presented at: AAO 2022. September 30-October 2, 2022; Chicago, IL. 

RANDOMIZATION AND TRIAL DESIGN
YEAR 1

Primary Endpoint 
Month 12

Avacincaptad pegol  2 mg (N=225) 

Sham (N=222)

GATHER2
N=448*

Randomized 1:1

YEAR 2
Rerandomized 

1:1

1 2 3 4 5 6 7 8 9 10 11 12

M onths M onths

1 2 3 4 5 6 7 8 9 10 11 12

13 14 15 16 17 18 19 20 21 22 23 24

13 14 15 16 17 18 19 20 21 22 23 24

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

51

51

Mean observed GA growth demonstrated consistent 
efficacy results between the two studies

aN o n -sq u a re  ro o t tra n sfo rm a tio n ; bD e sc rip tive  p -va lu e . A C P, a va c in c a p ta d  p e g o l; C I, c o n fid e n c e  in te rva l; G A , g e o g ra p h ic  a tro p h y 
D a ta  o n  file . IV ER IC  b io

52

&Lower proportion of patients losing ≥15 letters in the ACP 
2 mg arm vs sham

A C P, a va c in c a p ta d  p e g o l; BC V A , b e st c o rre c te d  v isu a l a c u ity ; M , m o n th .
D a n zig , C , e t a l. P re se n te d  a t Th e  A sso c ia tio n  fo r R e se a rc h  in  O p h th a lm o lo g y a n d  V isio n  (A R V O ) A n n u a l M e e tin g  2023, A p ril 23 , 2023, N e w  O rle a n s, U SA

53

54

&Lower proportion of patients losing ≥20 letters in the ACP 2 
mg arm vs sham

A C P, a va c in c a p ta d  p e g o l; BC V A , b e st c o rre c te d  v isu a l a c u ity ; M , m o n th .
D a n zig , C , e t a l. P re se n te d  a t Th e  A sso c ia tio n  fo r R e se a rc h  in  O p h th a lm o lo g y a n d  V isio n  (A R V O ) A n n u a l M e e tin g  2023, A p ril 23 , 2023, N e w  O rle a n s, U SA

54
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55

&

A C P, a va c in c a p ta d  p e g o l; BC V A , b e st c o rre c te d  v isu a l a c u ity ; M , m o n th .
D a n zig , C , e t a l. P re se n te d  a t Th e  A sso c ia tio n  fo r R e se a rc h  in  O p h th a lm o lo g y a n d  V isio n  (A R V O ) A n n u a l M e e tin g  2023, A p ril 23 , 2023, N e w  O rle a n s, U SA

Lower proportion of patients losing ≥10 letters in the ACP 2 
mg arm vs sham

55

56

&56% risk reduction in persistent vision loss with ACP 2 mg vs sham over 
12 months 
≥15-letter loss in BCVA from baseline for any 2 consecutive visits (GATHER1 and GATHER2 pooled)

A C P, a va c in c a p ta d  p e g o l; BC V A , b e st c o rre c te d  v isu a l a c u ity ; C I, c o n fid e n c e  in te rva l.
D a n zig , C , e t a l. P re se n te d  a t Th e  A sso c ia tio n  fo r R e se a rc h  in  O p h th a lm o lo g y a n d  V isio n  (A R V O ) A n n u a l M e e tin g  2023, A p ril 23 , 2023, N e w  O rle a n s, U SA

56

57

N=448a

Randomized
1:1

Year 1

ACP 2 mg (N=225) 

Sham (N=222)

Months

Primary Analysis 
M e a n  ra te  o f g ro w th  (slo p e ) in  G A  a re a  fro m  

b a se lin e  to  m o n th  12  

Year 2

Re-randomized 
1:1

Months

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

ACP 2 mg EM (n=96) 

ACP 2 mg EOM (n=93) 

Sham (n=203)

GATHER2 is a 2-year, phase 3, international, multicenter, 
prospective, randomized, double-masked, sham-
controlled study (NCT04435366)

Note: The 24-month objective used observed data.
a448 randomized, with 447 treated (1 patient in sham did not receive treatment after randomization).
ACP, avacincaptad pegol; GA, geographic atrophy. 
Khanani AM, et al. Lancet. 2023;402(10411):1449-1458.

57

58

ACP reduced GA growth when dosed EM 
and EOM vs sham

58

5959

Early treatment effect observed by 6 months 
and increased over time through 2 years

59

6060

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  

60
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Imaging Modalities in Diagnosing and Monitoring AMD

Color Fundus Photography (CFP) Autofluorescence
OCT 

62

Limitation of Color Fundus Photos for GA Detection 

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
Holz FG, et al. Ophthalmology. 2017;124(4):464-478.
Images courtesy of Caroline R. Baumal, MD, FASRS
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Comments

OCT for AMD Detection
Focus has been on conversion from dry to wet

64

OCT for GA Detection 

• Recognition of GA features on 
b-scan
– Hypertransmission defect

• Important to look at en face 
image
– Or the IR image

• Recognition of biomarkers for 
progression 

65

79-year-old White Male with Intermediate Dry AMD

1/4/23

66
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1/10/22 1/4/23

68

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

69

11/15/22 Starting to notice distortion in the RE -> 20/30
78 yo WF

70

March 6, 2023

20/30 20/20

4 months later:  Still has distortion in the RE

71

March 6, 2023

72
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3/6/202311/15/22

73

March 6, 2023

74

75

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 
documenting 
progression

• Enlargement of GA 
on FAF was a key 
outcome measure in 
clinical trials

12 M onths 24 M onthsStart

76

Progression of GA

• On average, GA lesions enlarge by 1.5 to 2.1 mm2/year (0.6 to 0.8 MPS disc areas)1,2

• Median time to evolution of GA:3

• 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 involvement predicts subsequent enlargement2

1. Holz FG, et al. Am J Ophthalmol 2007;143:463-72; 2. Sunness JS, et al. Ophthalmology 2007;114:271-7;  3. Lindblad AS, et al. Arch Ophthalmol 2009;127:1168-74.

77
Blanca Baez

2011

BB

78
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June 2021

79

June 2021

20/40 20/60

80

June 2021

81

Feb 27, 2023 20/200 each eye

82

20/200 20/200
Feb 27, 2023

83

Feb 27, 2023June 2021

84
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June 2021 Feb 2023

85

69 yo Hispanic Male

Dec 2017

20/30 20/30

Multimodal Imaging is Optimal for Diagnosing and Managing GA

86

SD OCT Images of both eyes

87

SD OCT Images of both eyes

Transmission defect

En face shows well 
Circumscribed areas of GA

88

FAF images

89

BBA

12/3/21 20/25 20/20

Intermediate Dry AMD with GA OU

90
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12/3/21

91

12/2/22 1 year later

92

12/2/22

93

12/2/22

94

12/2/22

95

12/2/22

96
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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

97

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

98

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
• Izervay may work more quickly

– But slightly higher risk of CNV
• Syfovre – may have an increased risk of IOI 
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