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POl binder A % #X35}

POI binder - Linker - E3 binder 44 A|
Linker library &

E3 ligase recruiter A A|

Linker library A 2 #X35}

PROTAC ternary complex T+Z&= 7|dt A7

XMEA steHE, PROTAC &tets &4

ES3 ligase binder &HA

POl ligand & F=& &AM

Linker 2 linker intermediate &4

Peptide &4

SAR 7|8t REA &N

Parallel synthesis / Medicinal chemistry library +%
stet= 7= &el ¥ characterization
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Protein array 7|gF ZXCcrei Rl gt

EXCA g5 Ba| M|

SiRNA, shRNA 7|8t Z& chul Rl knock-down
Transcriptomics =M & S8t & CHEEA Ftol A2 HS
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EXMch A 2515 2 degradation kinetics =41 (DCsp, Dmax)

in vitro TPOM in vitro ubiquitination assay, His-Ub pull-down 2! K48/K63 ubiquitin linkage
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Live—cell imaging system?|t} proliferation, migration, differentiation =44
Reporter gene assay 2 mRNA/protein &3 == &4
3D sphere formation assay

5 Cellular efficacy

TurbolD 7|8t Zgh CHHA Y=
In vitro pull-down assay 7|t 3}3
Cell-based THHZ-CIub Al Hph Z
E3 - ligand, E3 - target binding 2 ternary complex formation =44
SPR 7|%} binding affinity &

SCHUT oI E-Ch T HE

0l

Ternary complex
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in vitro plasma, microsomal stability =7}
in vitro permeability, protein binding assay
CYP inhibition assay

in vivo PK (mouse, rat)

7 DMPK

Mouse xenograft model

Laser induced-choroidal neovascularization (L-CNV) model
DL-AAA induced chronic retinal neovascularization model
Blue-light induced- dry AMD model

8 in vivo #&4 HJ}

AlphaFold/structure prediction
Molecular docking
Ubiquitination site prediction
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