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Progress of small molecule anti-tumor covalent drugs
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Abstract Covalent drugs are a type of inhibitors which exert their biological functions by irreversibly binding to
the target through covalent bonds. With the marketing of kinase inhibitor covalent drugs against tumor, covalent
drugs have regained the attention for drug discovery and have become a recent hotspot of anti-tumor drugs. In this
paper, the action mechanisms, pharmacological advantages and the development strategies of modern covalent
drugs are discussed and the recent research progress of anti-tumor covalent inhibitors is summarized, which pro-

vides a reference for the design of new anti-tumor covalent drugs.
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3, 40 BTK , ExbB | c-Jun 4 3 A 3t 38 i ( c-
Jun N-terminal kinase , JNK) ¢
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3.1.1 Osimertinib  Osimertinib S Hy Fr] #f F1) 5 i
25 RN R A B — i 11 A R e v 3R B AR
K T 5% {& ( epidermal growth factor receptor,
EGFR) &/ AT Wil 58], 7 2015 45 11 F f1 38
FEL £ ot 24t M B 7 Ry (FDIA ) s A1 o4 3 S 41 v
b7, T EGFR 4 T790M %875 i %) HAth EGFR
A 590 ik 245 1) A 21 200 7 i 98 (non-small cell lung-
cancer, NSCLC) WG J7. *F4h &+ 19 6k 2k A
EGFR , L858R/T790M EGFR #1474 #l EGFR R
ICs) 43 31 9 12.92, 11.44 #1 493.8 nmol/L'
EGFR Il 51)%) EGFR S8 i E /N4 i i i £ &
SRITRLE & (H T B A LT AR 7 A T 24
e, HHRY 50% ~60% 35 1T 25 /&t EGFR
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3.1.2 Ibrutinib Ibrutinib /& @] Pharmacyclics 2
) A Johnson&Johnson 2 &I & 19 1 AR/NrF BTK
I, % BTK 1) 104, i %] 0. 5 nmol/L" | [R] i ¢
SR IR, X TEC 5817 i il Fn— L
SRC R Wk it JLF- LA 45 ) (9 35 /3 Ibrutinib
S 2013 4F 11 F F12014 4E 2 H 936 [ FDA it
T E ik 9% ( mantle cell lymphoma, MCL)
IS PRI B 4 Y F I3 ( chronic lymphocytic leuke-
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