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Photoreceptor Cells and Synapses Loss Outside of GA Lesion

Human GA Retina Gradient of synapse loss above intact RPE nearing lesion edge

Gradient of photoreceptor synapse and cell loss above intact RPE nearing lesion edge (white box)
Photoreceptors are lost prior to RPE?; Loss of synapses is loss of function?

Photoreceptor Synapses RPE cells integrity

. . . 9 i intact in area of synaptic
FAF lesion growth tracks RPE loss, not photoreceptors, and correlates poorly w/ visual function3 <50% decrease outside I ynap
lesion boundary 0ss
_/
ir.  Intact photoreceptors, synapses FAF Lesion
and RPE furthest from lesion (no RPE)
INL .
— QOutside Lesion Nearing Lesion Lesion
oL Z Gradient of synapse loss in OPL above intact RPE nearing lesion edge (on right) I T 1] ]
Synapses (red dots w/ white arrows) = functional connections? o .
Photoreceptor < 1504 : 5
cells (ONL) 9 ' &
S ' m
Retinal Pigmented 5 'g 1004 g
Epithelium (RPE) 6 % 1o
~\ - ' -e- Synapse
- —-...‘ =& %0 }\i\’\L . o RPE
T 5 . |
S 0 T T T T i ﬁ?s’_
b ' -1600 -1200 -800 -400 0 400 800
.m ‘—Secrion fmage:-ﬂ.nnexon., data on file ‘;‘:}'::‘;_z:;’:;’;’:' Distance from lesion edge (um)

Healthy Human Retina

= Uniform layers of photoreceptor cells and synapses Consistent synapse and RPE integrity across healthy retina
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Rationale for C1q in GA: C1qg Drives Synapse Destruction and
Removal by Microglia in a Model of Photoreceptor Degeneration

C1q binds stressed photoreceptor
synapses and tags them for removal by
microglia cells
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Rationale for C1q in GA: Anti-C1q Protected Photoreceptor Cells
and Function in Models of Photoreceptor Damage
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Evidence of C1g in Human GA: C1lq Deposition on Photoreceptor
Synapses and Microglia Recruitment in Postmortem GA Retinal Tissue

C1Q DEPOSITION ON MICROGLIA RECRUITMENT AND PHOTORECEPTOR SYNAPSE LOSS
PHOTORECEPTOR SYNAPSES IN POSTMORTEM GA RETINA TISSUE
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ARCHER: Phase 2 Trial of C1q Inhibitor ANX007 in GA Patients

ANXO007, non-pegylated IVT-administered Fab

Randomized, double-masked
Included foveal and non-foveal lesions

Stratified for lesion location and lesion size
12 months (n=270)
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ANX007 5mg monthly (EM)

ANXO007 5mg every other

Sham monthly or every other

month
(n=89)

month (EOM)

(n=89) (n=92)

PRIMARY BIOMARKER ENDPOINT PRESPECIFIED SECONDARY FUNCTIONAL ENDPOINTS
Change in GA lesion area as assessed by fundus Best Corrected Visual Acuity (BCVA)
autofluorescence at Month 12 Low Luminance Visual Acuity (LLVA) & Deficit (LLVD)

Off-treatment
(6 months)

END OF STUDY
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Consistent, Significant Protection from Vision Loss: BCVA and LLVA

First demonstration of consistent, dose dependent preservation across multiple measures of visual acuity
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ANXO007 Did Not Significantly Reduce RPE Biomarker Loss Across
Full Retina, but Effects Increased Over Time
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ANXO0O07 Protection from RPE Loss More Robust in 1.5 mm
Foveal Center

Consistent with treatment that protects from vision loss
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Cone and Microglia Densities Peak at the Fovea

Average Cone Density Across Retina Density of Microglia, C1q Effector Cell,
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https://www.sciencedirect.com/journal/vision-research
https://www.sciencedirect.com/journal/vision-research/vol/132/suppl/C

Significant Photoreceptor Protection Through 12 Months

More robust protection with ANX007 in central fovea, area best associated with vision, compared to pan-macula
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ANXO007 Pooled vs Sham 0.0218

ANominal p-values from a linear mixed model for repeated measures model (slope) analysis;
Heidelberg Spectralis OCT population with baseline OCT data, excludes patients with >98% atrophy/attenuation at baseline
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ANXO0O07: A Novel Neuroprotective Agent Demonstrating Consistent
Vision Protection Now in Phase 3

Blocking C1q for neuroprotection, prevented synapse loss and protected
photoreceptors from elimination in animal models

Global Phase 3 program NOW ONGOING
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