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5-FU resistance abrogates the amplified ecytotoxie effects induced by inhibiting checkpoint
S CRE4 | kinase 1 in p53-mutated colon cancer cells

Title (5-FUfiHE idp53ZE B A HIER 12 34 Tcheckpoint kinase 1fHE T X 5 IR O BE 4 &
ik+2 )
WXNEDER
(B &)

2 OTEAERE, DNMEBEA# 5 X5 2 LI X VB EMEE~HET 58, BEXMEICIER 0BG 5
Fohd, BAMECE, BH T AR—F —LDNARE~OEF R CEBER A= X LADEEL TS, FUEH
L& o THEUDNMRIBIE, MIIREMIOF = v 7 RA 2 MEFEIC L o TRRR S, MRAROETZEDS & & HIZDNA
ISR FML S8 50, DNMRIBEF = v 7 B4 bid, K& < ATM-Chk2-p53#8 B & ATR-ChkIiRIRIC X - THIfHI S
T3, Z2L OB THEBGTERR EThIRBAEFINLTEY, T0ANAREZSSE 2 LR ODNAEEREHIT
ATR-Chk IIRBEIZIRIF LTV 5, £ 2T, ChklZMETAEFEHAT S Z & CONMAE L ERRFRAICEEZE, #
NaFE 4B & #H 29 Z & (synthetic lethality) ##if L TH < OEAIBMEZ LT D, F/o, ChkITEEIIHUBEAIRCH
SRRIE~OBRFIEFEL BB L, Chk1 7 FADTIENEFTEERICES T LoWELDHD, L L, KIBE
®key drug T H5-FUE ChkIFBERNC & Bsynthetic lethality$hE, HRUS-FURMESIZ R SChkIEEDRE & &
Chkl[EEF OBROREHL L Sh TRV, 2 CHRIFETIL, ps3ERKXBEMARIC 5T H5-FU & ChkIAEAIHA T
?synthetic lethality D FIEEME, 45 & UNE OS-FUMMEILICfF 5 Chkl i 7' F L DAL & 5-FUMRMRIfa 6 9~ 5 Chk 1 FE &
HogReRTaZ s EARE L,

(Fi]

p53%E B KAGRAAMAE (HT29) ICBRERYICS-FUDRE R EIF TS L, ERMRET 5 Z &I X b 5-FUMMESR (5FUR) % #f
L, ZOREE & ChkIEER DR % Bk (Parent) & BITF OIEE CLIBHRTY L,

EHIAME £ WST  assay ™, HRIMPIS-FURREE & zaschromatography—mass spectrometry (GC/MS). HAHRFE « #jaRAMA %
Flow cytometry., DNAfR{E 4 Alkaline comet assay., Chkl /273K TRthymidylate synthase(IS) D F /30 HE %
Western blot analysisTREHT L7,

(RRAE)

5-FUTEHE TE|IZ BT, 5-FUDBEKTEM I Parent D A HIEREGIM L= 43, SFURTEParentiZ kb, HFEIZ5-FU
DR ERFR AR OB L T e, b-FUMMEREM L LT, #MIRNS-FURE & free TSOF /37 BER
2+ L7= 73, Parent, SFURF THEALZEILFRD T, Alkaline comet assayT®, Parent, 5FUR & %5-FU#RE CRIFREDNA
BESELTWA I LAER SN, HABEHARET T, ParentiZ 8V Ts-FUR 5 Tsub—-Gl4rHE (MIAESE) I i3 T {Ldd iz
{.8-G2/M arrestZHi=Z &b, S-FUDREEHERE & L Cidlmmslic X3 = & 2RI S8, SFURTIX5-FU
RE CHBREMICELITEED T, 5FUC L 28I EREE LT, Chkl & F /b DWestern blot analysisT,
Parent ClE5-FUH 5 TATM-Chk1D U EMEITEEE DM, SFIRTHENLO U LD TLHEIRRB D b o, Chkl
FEEE A (SB218078) iX. Parent TiX5-FUIZ & Bearly S—phase arrest# 4 &Fsub-Gl4H (GAIATE) #MsH 2
synthetic lethality % F#E L7=A8, SFIRTIIS-FUNFET - EFETICEL ST, MIEH - MlaZicTFELELLE
R Liedote,

(k8 #8)

po3ZE R A BEEMIR (HT29) THES-FUIZ & W DNAMEE 34 U, ChkIIEHE L & 41 L 725-6G2/M arrest BSERE & fu, X BiCChkl
FLEH| DA THRESTHE =h beynthetic lethality 2w /c 3, 5-FUMEEE (HT29  BFUR) TRX5-FUIT X ¥V DNA{E
FEERENDLOD, Chkl¥FFNOTLHE - iFIREM OR35S, ChklAERIHEMA Z X Ssynthetic lethality
FEHLEN T,
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4 OFUEATGRIT, NAREE 525 2 LIC X 0 SRIAE RRE~FHE T30, EAA R IC A O 82525
Hhhd, FIBANC L o T4 U/ INABET, MIBABOF = v 7 #40 » MEHIZ L - CRE S 1. WRELHOETS
5 L LG ICDNAMERBE L IEL S B, DNMEEF = v 7 R4 biE, K& < ATU-Chk2-p53#ERS & ATR-Chk 18
BiZL o THIES A TS, £ OB THEBTFERD L CosREAREIATRY ., TOAMNAGE2ISE- L
7otk ODNMEBEBIIATR-ChkIRBSIZIRF L TV 5B, FZC, Chkl ¥ AET3EH %A+ 2 = & CDNAIRME & s anka
FROICHIES Y, MREEFZRo 42 & (synthetic lethality) ¥ L TEL OBABWRINA TS, Fi,
Chik 1T IUE R B RBE ~ O IEFIEF M 2 488 L. Chkl /A O EA T RS 5153 L o®s
BB, LdrL, REEOkey drugTdh 55-FU & Chk1[AEHIC & D synthetic lethalityZh @, & U5-FURMEERIT 31T
HChkIFFEEDOBEE LChkIAFEROP RISV TRFIIRENTEL P, ZOA =X A2BELARTEZ L, KB
BOBRCBWTERTHS, SEPHEEE, pbITRABEHIE CIES-FUIC & D DNMEENA U, ChkITEHL A L
7:S-G2/M arrestP R E41, S BICChkIFAEHI OB CHIIZE S TN X Hsynthetic lethalityZ Wi, 5-FU
SRR CHRG-FUIC & D DNAMEF B XS5 b D@, Chkli 7070 - MIAEH & L3R HF, Chkl[EERIGEE
{2 & Hsynthetic lethalitylX b E N TWAZ EFALMT L, KBBIC LBB-FHizL <, 5-FURMSHIC L
17 HChk1EED S L Chk1BEER ORRE H &I L AR T, AREIREE, Sl BB O e k&
FALY (R
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