Y@ RP RS oy

Journal of China Pharmaceutical University 2017,48(5):503 -514 503

5%
et
=
o8

Hr 2 im KGRI RER

MEW,IEE
(P EIZTRR 257 B B3 211198)

B OE ANBHES YRS RN AR A W AL B RN, b T TR R AL E AR R AR, kAR
AR T B S B R b T A0 B LA 35 4 25 A A R 0 TR A, MR AL B 54 K 25 9 & 9743 8 51
EAROEN, FREH R AR ZFE 0 R0 E 50 C 80 B AR 6 A 5, A — 5 R S K 25 AT
%435 YA 2 AR BE R BRI R S A 5 25 Mt 0 9T R AT SRR L R 2 0 ST B T R A
SR RN R M B -Je AR S AR X AR B ikt
mESEE RI14.2 XEMARERR A XTHE 1000 -5048(2017)05 — 0503 — 12

doi:10. 11665/j. issn. 1000 —5048. 20170501

SIAZARI ATEM,INZM . MR LG aT [ T]. P B 25A K 5 54k ,2017,48(5) :503 -514.
Cite this article as: HE Siyu,SUN Haopeng. Advances of covalently modified drugs[J].J China Pharm Univ,2017,48(5) :503 —514.

Advances of covalently modified drugs
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Abstract

gets, have been avoided as far as possible for a long time in drug design due to the potential off-target effects and

Covalently modified drugs, which exert their pharmacological effects by covalently binding to the tar-

other side-effects. With the in-depth study of binding modes of market blockbuster covalent drugs, more and more
attention has been concentrated on covalently modified drugs. Current challenges remain in development of potent
selective covalently modified drugs with fewer adverse effects. This paper reviews the classification of some cova-
lently modified drugs, the drug-target binding modes and the new strategies of designing covalently modified

drugs, in order to provide reference for rational design of covalent drugs.
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Figure 1 Examples for classical covalently modified drugs and their reaction types
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Figure 4 Clinical and launched covalent EGFR inhibitors
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