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Research advances in new technologies in targeted
protein degradation
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Abstract: In recent years, the targeted protein degradation technology has developed quickly, with proteolysis-
targeting chimera (PROTAC) as the best-known strategy through exploring the ubiquitin-proteasome system. A
number of new targeted protein degradation strategies have been emerging to expand the scope of protein degrada-
tion technology, including lysosome-targeting chimeras (LYTACSs), autophagy-targeting chimeras (AUTACsS),
autophagosome-tethering compounds (ATTECs) and chimeras based on chaperone-mediated autophagy (CMA).
The emerging methodologies have explored another important protein degradation system in eukaryotes-lysosomal
systems, such as the endosome-lysosome pathway and the autophagy-lysosome pathway. This review summaries
the mechanisms and features of different strategies for targeted protein degradation, with a special emphasis on the
new targeted protein degradation technologies, such as their current status, advantages and limitations.
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Figure 2 LYTACs for targeted degradation of POI. A: Mechanisms of action of LYTAC; B: LYTACs developed to degrade various
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Figure 3 AUTACS for targeted degradation of POI. A: Mechanisms of action of AUTAC; B: AUTACs developed to degrade MetAP2,
FKBP12, Brd4 and mitochondria®. GD: Guanine derivative; FBnG: p-Flurobenzylguanine; TSPO: Mitochondria translocator protein
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Figure 4 ATTECs for targeted degradation of POI. A: Mechanisms of action of ATTEC; B: ATTECs developed to degrade mutant

huntingtin protein (mHTT)""
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Figure 5 CMA chimeras for targeted degradation of POI. A: Mechanisms of action of CMA chimeras; B: CMA chimeras developed to
degrade DAPK 1, a-synuclein and PSD-95%%, CTM: CMA -targeting motif
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B AR S (CDKS) (R AA | 2 5 K Tat F1 CMA
S 1A 3 CTM 21 % 1 Tat-CDKS FCAR-CTM ik & £ fik,
ZZ KAEWS LT CDKS 52 R &5 &, &N 5
CDKS 1) ity 14 [ i

HE CMA R A AR B AR AR EL T RNA TR fif
AR, LA T PR R Aol SR 0 T 5
WA T AR L — PESEAE ABY . b, A b T )
fREE /N TAE YD, IRBCRT RE T 25 5 it & R
FH Wk B A 975 32 IR B %) L SR AT B LSS 400 8 v 45 Sk i i
H AR B 45 A DX, T B i R0t 3R 15 v a8 3 1 A s o
AR EEST A R, X ITE AR B — & 1R B
PEFIPE bR : @ 38 # ) CMA Sk SZH B W 44058 42 1
file @R E TR G 2 K SR E ARG B ISR
P @ k& 2 IKAEE 1 I B8 ) 22 A AR 8 PEAIK S5 1] &
JE SR L i 2% A 24 I T B R
5 REESRE

R AR AR B R E A RS R T
THURH R 28 05 1RO 2, 2 A R T R R B SR I — A
B TR H AT )z B RE ] B AR R R
RAHZZN-EAOARS, @2 KRN 728
PROTAC K5I8 M A 2 1 () i Bl R SR 1R
o3 FEYIZR LYTAC $ A8 I ¥ 1w ) & -V BRI 12,
B sbE AR (. BhAh, BT R BRI CMA
ik A K W AUTAC AT ATTEC 25 50 i) [ W38 42 (1) 28 (A R
PR AR Re e B R T B 0 VB O 2 RS

YN &%, RRA A BEAE A 2R AT 1R AR 1
Wa T EAR UALRI T o IR g M B3R A A HL AL A R
R, BRI BE R EORIE A TR R b B, VA7 T %
i) AL, B & AT T ISR N, B AT B K 4 fee o f
TR TEAE DL I AR, o 25 40 = 27 0T TR0 25 Wt 472
HsEfa I T H.

1 DIRR: PRA S0 X UL 11 ST SO R4S AN 22 i 1 ¢
e SIS R R B HE ST .
RS A AR R
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