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AMD - Spatform trockene AMD — geographische Atrophie

Spatform — trockene AMD

(noch)
KEINE Therapie

Quelle: C. Framme, MHH A
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Multimodal Imaging of AMD — progression from incomplete to complete
RPE and outer retinal atrophy (IRORA and cRORA)

o Guymer et al. 2020 Ophthalmology; 127(3):394-409 CAM Report 4 A
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CAVE: Hohlraume Uber Atrophie — keine IVOM !



AMD - eine Erkrankung?

Frih: Trockene AMD

50%

Quelle: B Junker, A Pielen
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Risikofaktoren AMD — multifaktorielle Erkrankung

Umwelt Genetik

S Clark, Tubingen

Unterschiedliche Faktoren verursachen individuelles Krankheitsbild
Therapeutika adressieren bislang je nur 1 von sehr vielen Aspekten
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Risikofaktoren AMD - Genetik
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Colijn et al. (2020) Ophthalmol. 128, 1039

Beispiel: Diskussion um Chr. 1 und Chr. 10 — 2 unabhangige Loci mit genetischem Risiko ftir AMD —
offene Frage: unterschiedliche Erkrankungen?
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Risikofaktoren AMD — Genetik
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Komplement in AMD

Neurosensory retina

Complement Aktivierung:
Extracellulare Matrix der Choriocapillaris

RPE

Bruch’s membraone

Choroid (choriocapillaris)

Photorelceptors
Direction of
Keenan et al. (2015) IOVS. 56, 4870 light
RPE = '
Bruch's
& ® @ Membrane

= I»choriocapillaris

Endothelial cell Intercapillary septa

Complement activation
Forest et al. (2015) Dis. Model Mech. 8, 421
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Komplement in AMD — gut und schlecht

healthy retina

geographic atrophy

Balance between activation an regulation enables clearance of debris,
but excessive activation is prevented.

Gesund: Balance, Aufraumen

Ageing and risk factors lead to de-regulation of complement,
resulting in increased inflammatory responses.

Krank: Altern, Ungleichgewicht, Entziindung
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Komplementsystem und AMD

Classical pathway Lectin pathway Alternative pathway
l |
P Pt . .
:@_’Fq} (MBL) C3(H:0) Activation

Amplification loop
X Cc3

Avacincaptad Pegol
Pegcetacopla C3b

FH/FHL-1
+FI
iC3b

C3dg

« Inactivation pathway
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Komplementinhibition in der Klinik — Erkenntnisse

* Pegceptacoplan und Avacincaptad Pegol sind von der FDA zugelassen. Die klinischen
Studien zeigen, dass Komplement als Target positive Effekte bei GA/ AMD haben kann

« Limited efficacy:
* Nur ~20% Verlangsamung der GA Progression
« Keine Wiederherstellung des Sehens

Contents lists avallable at ScienceDirect

Experimental Eye Research

° NegatiVGS VOtum der EMA Polyethylene glycol induced mouse model of retinal degeneration @Gmmrk

Valeriy V. Lyzogubov, Nalini 5. Bora, Ruslana G. Tytarenko, Puran S. Bora’

journal heamepage: www.alsaviar.com/locatalyeaxear

Department of Ophrhabwalegy, Jemet Eye fnatitute. Par & Willard Wisler Bpr Resesrch Drntes, University of Arkangas for Mediss? Setenor. Limie Reck,
AR TZ205, USA

« Unerwlnschte Effekte:
« ~ 10% Konversionsrate zu MNV/ nAMD
« Moglicher Zusammenhang: Pegylierung der Medikamente — Methode fur CNV im Tiermodell
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PEG-induced Mouse Model of CNV

Days post-injection
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Release Details

Apellis Announces Pegcetacoplan MAA Review Has Been Reset
to Day 180 of Initial Assessment by European Medicines Agency
(EMA)

April 28, 2024

» Decision by EMA follows recent judgment by the Court of Justice of the European Union regarding the organization of EMA's expert
groups

» Apellis anticipates a CHMP opinion no later than July 2024

WALTHAM, Mass., April 26, 2024 (GLOBE NEWSWIRE) -- Apellis Pharmaceuticals, Inc. (Nasdaq: APLS) today announced that the European
Medicines Agency (EMA) has reset the review of the marketing authorization application (MAA) for intravitreal pegcetacoplan for geographic
atrophy to the last phase of the initial assessment (day 180). The procedure is expected to be led by the original rapporteurs, and EMA has
stated their intent to convene a new expert group meeting. Apellis anticipates an opinion from the Committee for Medicinal Products for
Human Use (CHMP) no later than July zo24.

©.

Maximilians-
Auenklinm



Therapieansatze zur Modulation von Komplement

TABLE 1 List of complement-targeting therapeutics directed against AMD

Therapeutic candidate Dhrug Type Delivery methodobogy Complement focus  Company Sub-type of AMD Clindcal trial
IOWIS-FB-LRx sIRMA Subcutaneous injection FB lonis Pharmaceuticals Dry NCTOZB15825
Phase II
Iptacapan (LNPO23) Small malecule Dral Mawartis Early-Intermediate MNCTOS230537
Phase 11
GTOOS AAV gene therapy Single sub-retinal Fl Gyroscope Therapeutics Diry NCTO4£437368
Injection Phase Il .
Danicopan Small molecue Oral FD Alexion Pharmaceuticals Dry NCTOS019521 e PBreites S pe ktrum:
Phase 11
AAVCAGSCD €D59 AMV gene theragy Singhe Intravitreal cos% Janssen Research & Wt NCTO3585556 o S u b kutan (S| R N A)
injection Development Phase |
Wior-101 Biclogic® Singhe Intravitreal Unufisciosed Perceive Biotherapeutics Dy WCTO33B04%2 ® IVO M
injection Phase | .
Previnusly completed/terminated/withdsawn trials ° Gentherap|e
Zienura (ARC1905) Aptamer-based Moarthly Intravitreal o] IVERIC bio. Wet NETO33621%0" . . .
inbiior inecton Phase I * Nicht-pegylierte Molekiile
CLG541 (in combination with  Monoclonal antibady Monthly Intravitreal Properdin Alcon/Movartis Diry MCTO2515542"
LFG314) injection Phase I ® e
Lampalirumab (FCD45145) Antibody Fab fragment  Monthly Intravitreal Factar D Genentech/Roche Dy NCTO224747%
injection NCTOZ745119°
MNCTOZ247531°
Phase (1l
AAVCAGSCD CD5Y AAV gene therapy Single Intravitreal Ch5% Hemera Blosciences Diry MCTO43584717
injection Phase 1l
GEMI103 Bicdogic—pure protien Monthhy Intravitreal FH Gemini Therapeutics Diry NCTO4443884%
injection Phase Il

"Undisclosed nature of "Blologic”.

ECompleted, with results,

“Terminated, with results.

“Withdrawn, no results (withdrawn after transfer to Janssen Research and Development].
Terminated, no results,

de Jong et al (2023) Immun. Reviews 313, 1
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Fazit — AMD — Atrophie
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Frih: Trockene AMD IVOM?
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