WO 2023/108089 PCT/US2022/081213

1/5

ARRBC1 (wi) or variant

Degradation by
proteasome

FIG. 1A

ARRDC1 (wt) or variant
PSAP  PPXY '

TAR-aptamer (targeting domain)

FIG. 1B



WO 2023/108089 PCT/US2022/081213

2/5

ARRDC1Y (wi)or variant

PSAP P\g&g\?
M&\\m&

mCherry )

FIG. 2A

Degradation

AFMRDOY mly ARBRDC -ardi-mCherry

FIG. 2B
&
S
N R $ N
o S A BN L
e S o & W® N

A-ARRDCH

>

ArtemGharry

9/’

EN
s

| BAPDH

FIG. 2C



WO 2023/108089 PCT/US2022/081213

3/5

ARRDCHY (wt) or variant

PSAP P@){YPP{Y
L HEEE

TARGET |
T . Degradation by

L, proteasome

FIG. 3

ARRDC1 (wh) or variant

TAR-THMZ1 (mRNA)

TARGET

FIG. 4



WO 2023/108089 PCT/US2022/081213

4/5

ARRDCH1 {wt) or other engineered version

PSAP__PPXY
TR

N

N
]

TARGET
««««««««««««««««««««««« . &\\
% Degradation b

% ; g Y

proteasome

FIG. §

ARRDC1 (wi) or other engineered version

PSAP PPXY

il

!

Protease cleavage site

FIG. 6



WO 2023/108089 PCT/US2022/081213

5/5

ARRDC1 (wt) or variant

SAP__ PPXY  PPXY

2
.\

FIG. 7

1 2 3 45

ARRDC1

mCher Py | o s s

GAPDH

FIG. 8



