
9ǾƛŘŜƴŎƛłƪΣ ŘƻƎƳłƪ Şǎ ƘƛŜŘŜƭƳŜƪ 
a (K)-RAS-salkapcsolatban

¢ƝƳłǊ WƽȊǎŜŦ

{ŜƳƳŜƭǿŜƛǎ 9ƎȅŜǘŜƳΣ нΦǎȊΦ tŀǘƻƭƽƎƛŀƛ LƴǘŞȊŜǘ

MTA-{9 aƻƭŜƪǳƭłǊƛǎ hƴƪƻƭƽƎƛŀ ƪǳǘŀǘƽŎǎƻǇƻǊǘ



w!{ ƳǳǘłŎƛƽƪ ƎȅŀƪƻǊƛǎłƎŀ ŜƳōŜǊƛ 
daganatokban

Cancer type K-RAS H-RAS N-RAS 

Pancreatic 60 (70-80)* 0 2 

Colorectal 32 (45-50)* 0 3 

Bile duct 33 0 1 

NSCLC 

(adenocarcinoma) 

19 

(35)* 

1 1 

Ovarian 17 0 4 

Endometrial 15 1 0 

Cervical 9 9 1 

Hepatocellular 8 0 10 

Myeloid 

leukemia 

5 0 14 

Thyroid 4 5 7 

Breast 4 0 0 

Urinary bladder 4 11 3 

Malignant 

melanoma 

2 6 18 

Renal cell 1 0 0 

 



RAS-okƘƻƳƻƭƽƎƛłƧŀ



KRAS splicing

HobbsGA et al. J CellSci129:1287,2016



tƻǇǳƭƛǎǘŀ w!{ ƧŜƭǇłƭȅŀ όWikipedia)



wt(K)RAS

TimarJ. CurrOpOncol26:138,2014



hƴƪƻƎŞƴƧŜƭǇłƭȅŀ ŘƻƎƳŀ

Å9Ǝȅ ƧŜƭǇłƭȅłōŀƴ Ŏǎŀƪ ŜƎȅ ƻƴƪƻƎŞƴƭŜƘŜǘ Ƴǳǘłƭǘ

ÅVagy-vagy

ÅEGFR

ÅRAS

ÅBRAF

ÅERK



5ƻƘłƴȅȊłǎ Şǎ Yw!{ ƳǳǘłŎƛƽ 
ǘǸŘǃǊłƪōŀƴ



aǳǘłƴǎ Yw!{ ŜȄƻƴн allelikus
ǾŀǊƛłŎƛƽƪ ǘǸŘǃ-Şǎ ǾŀǎǘŀƎōŞƭǊłƪōŀƴ

Codon12                               codon13

WT:GGN    2.G-A 2.G-T 1.G-T 2.G-C   1.G-A 2.G-A
LC 2           3          1         4          5                      6
CRC               1           2           5        4           6                      3

Base
AA



! Ƴǳǘłƴǎ Yw!{όпōύ ŀƭƭŞƭ-specifikus 
ǾƛǎŜƭƪŜŘŞǎŜ

WT G12C G12D G12V G12A G12R

GDP/GTP aff M M M M M M

GDP/GTP 

exchange

M A A A A A

GTPase + + (+) - - -

GAP 

ǎŜƴǎƛǘƛǾƛǘłǎ

+ - - -(?) -(?) -(?)

w!C ŀŦŦƛƴƛǘłǎ 

(eff)

+ + - - + -

aǳǘłŎƛƽƪ ƪǀǾŜǘƪŜȊƳŞƴȅŜΥ

Å GDP/GTP exchangeelveszett minden esetben
Å GTPaseŀƪǘƛǾƛǘłǎ ƭŜŎǎǀƪƪŜƴƘŜǘŜǘǘ Ҍκ-
Å GTPaseŀƪǘƛǾłƭƽ ŦŜƘŞǊƧŜ stimulus+/-
Å RAF effektorŀŦŦƛƴƛǘłǎ Ҍκ-

Hunter JC et al. Mol CancerRes 13:1325,2015

M= magas, A= alacsony



Poszt-ǘǊŀƴǎȊƭłŎƛƽǎ ƳƻŘƛŦƛƪłŎƛƽƪ

P-ac-palm-TRF


