i E 4 AE ) 2424 3] Chinese Journal of Cell Biology 2018, 40(2): 159170 DOI: 10.11844/cjcb.2018.02.9002

IR, REIFERFAGHFFRHMIZ., FMEAAET ST REATHS
&I (1) 25 SARIUAT JB AR B B AR A 7, AT 98 5 & & R R 69 4%
M, F) R AR R S AF AR AL, 3t R B P 2 A A SR AR 6 ST B AR R AL
BB TR BATHE R (2)D8 I BRSSP JE R A KR A9 1E R AL
B . B BRARM TS REN LA LR EMX, 5t EmIE
B At 5 R S K A KRR 09 K R ATAR R, °T A IP I8 694 MBS T
FALFT G Yo A,

KrasRZ 5B RE KiGTT

FWK Emat A w EANE EmAT
(B PG M K 22 A dr B2 22, P2 710119)

#BE  RASEH Z—X5GTP/GDP4 45+ B4 GTP/K g BaE M9 GE & . 1A 9T %,
RAS:# i1 45 &-GTP M 8 i# T #MAPK A PI3K-AKTS 12 5834, Mmifldztafe A K. 374, Hfbfe
ATHFAeidsg, AR T EEELAREEMIAL. KRASERASEAFRF I RELA . Kras
RIS 5 % K GTPKARERE M, I dF 48 08 T 12 58 3%, (e it 74 K 45 0% 2 R AT,
Kras R & R M98 0 e o e 35 £ KIG A PT o6 5 5, L VB IRAF T h ey KA R R X —, A dit
Ay ik, s R B A 206 57 Kras RV IE 60 4, IR AT Kras R AT I8 698 206 577 Rk 5 77 %
AR A SRR GE . Z I AKRASHI T EE . 12 5835, RESMHB X LA RE WKrasRE
¥ 64 R ) 6 97 Rk Fe A 50 ILAR BEAT ) B 4734

XHER  Ras; KRAS; 38 fRGIT

Kras Mutation in Tumorigenesis and Cancer Therapy
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Abstract RAS proteins belong to a superfamily of small GTPase that act as molecular switch to control
cell growth, proliferation, senescence and apoptosis by activating multiple downstream signaling pathways,
including MAPK and PI3K-AKT. The mutation of RAS is tightly correlated with tumorigenesis. KRAS is the
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isoform most frequently mutated in RAS-driven cancers. Once mutated, KRAS will lose its GTP hydrolase

activities and continues to activate its downstream signals, thereby driving tumorigenesis. The existence of Kras

mutant is not only necessary for tumor maintenance, but one of the key mechanisms of tumor acquired drug

resistance. Therefore, KRAS is a useful drug target for cancer therapy. Unfortunately, up to now, there are still no

effective pharmacological inhibitors of KRAS developed in clinic. Exploring the effective treatment strategies

and methods for Kras mutant tumors has become a hot research topic in recent years. Here, we briefly review the

functions of KRAS, its downstream signaling pathways, the relationship between Kras mutation and tumorigenesis,

and the current treatment strategies of Kras mutations.
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K: polybasic patch; C: palmitoylated cysteine; C: farnesylated cysteine; O; GTP binding domain.
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Fig.1 The two functional domains of RAS proteins: the G domain and the membrane targeting domain
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