26 47 B 4 W fb22i85%  CHEMICAL REAGENTS https : //hxsj.cbpt.cnki.net

LS A

B 7Kk AR 2 40 0] & 5 e AR R0 O R R i R

AEH IR IR KRG
(1.3 LRI R 2B, 5t L 563006
2L HL A B RAE R A B B AR R T IR 2 IR AT Y TS S 0 ==, 5 UL 556011)

FEE LAk, M B (R RE R R FLRB RS 1R bk EL A Rl ik & L BR 2R 1 SR (W R A , G SR SE IR S 2 i R HER
PRS0 T BT, Pk % X B2 S, A 0 o) 24 B A YR T SR, PRI Y T R L RN R S R 2
FRORE, TG 2 | ek | S MR 24P S A 0 1) R 1 JOE OB A SR WS E 5 20 I L 88 P K A0S i & MR 5 T B K b
MR A 5 A R 1) B 1 AR R L K PR 28 R 1 I o R e o AL R P R R T B T A R 1 A TR I
fif AR LR B LA A Rrilt—20 058 . B RIS R 2548 i B K AR 2 g 4R 38 , 91 40 4 W BE  Boc, Arg B VK 705 (26 L 20 |
TR LESE i H B K bR 28 R AR UL S5 B2 T S Pl b, B Z N T2 e S, (B3R 1Bk AR 2 72 18 £ 7 T
FEAER ) ATIAAAESRAL PR BT 22 2 BT B A TR0 T AT R8RSR AN e S e s, X8 B K s 28 e A 390 1) R TR I 17—
FEBRAG , DRI =BT I A R K bR 2 W iR 7E 24 W I 2 53 e B IO P R A B D AR SR I8 o) R 11 R o R ) BIF R 4R
HWHMENS %,

SRR K AR o) 2 e 5 R ) 24500 s 2RI R 5 AR G

FESHES.066  XEFRIEAD. A  XEHT:0258-3283(2025)04-0033-10

DOI:10.13822/j.cnki. hxsj.2024.0490

Advances in the Application of Hydrophobic Label-targeted Protein Degradation Agents YU Si-gi' , WANG Jing” , WANG
Qin* ,ZHANG Lei”'*(1.School of Pharmacy ,Zunyi Medical University , Zunyi 563006, China;2.Key Laboratory for Modernization
of Qiandongnan Miao & Dong Medicine,School of Life and Health Science,Kaili University, Kaili 556011, China)

Abstract : In recent years , targeted protein degradation technology has developed vigorously, which can selectively and effectively
trigger the degradation of target proteins. It is expected to overcome the bottleneck of traditional drug development technology,
challenge “undruggable” targets, and provide new therapeutic strategies for the field of targeted drugs.This novel approach has
several advantages over conventional small molecule inhibitors,such as low dose, high selectivity,and overcoming drug resistance.
Targeted protein degradation strategies include molecular glues, proteolytic targeting chimeras, and hydrophobic tag degraders.
Compared with other targeted protein degraders , hydrophobic tag protein degraders are recognized and degraded by the proteasome
by mimicking protein misfolding, but the specific degradation mechanism needs to be further studied.At present, hydrophobic tags
with different structures have been reported, such as adamantane, Boc; Arg, norbornene, pyrene, fluorene, carborane, etc. Among
them , hydrophobic tag has various applications due to its druggability and designability compared with other targeted protein
degradation molecules. However, the existing hydrophobic labels still have the shortcomings of poor physical and chemical
properties , easy elimination, low bioavailability ,and low degradation efficiency,which hinder the development of hydrophobic label
degraders.The recent applications of hydrophobic tag degraders in drug development were highlighted, which might provide
valuable information for the future research and development of targeted protein degraders.
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Fig.3 Structures of compounds 2~5
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Fig.4 Structures of compounds 6 and 7
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Fig.5 Structures of compounds 8 and 9
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Fig.13 Structures of compounds 26 and 27
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Fig.15 Structures of compounds 30 and 31

3.4.2 HaloTag & [ F%fi#5
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Fig.17 Structures of compounds 33 and 34
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