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WFFERR R OMEE (Fi30) 43 BIDA Y /T, XYV 7T F U RIGHEIT RIS EE TR L,
KRAS, BRAF 5 L. O PIK3CA BAn T AR A2 AT L, L EGFR JUik3E% & e 3 IIGHEIZXTT 5
TBIRSNR L BB T AR L OENEME AR L= & =5, KRAS BIGFB/AROEM LIV b
KRAS, BRAF 1 L O PIK3CAEG T OWTIUT HEBRN 2 WE O B3, 1RFERGE D BAFC
oz, LTEN-T, TNHDTRTHEMEN L=, 16BN RTINS ES 5 ATRENME DS RIR
iz,

WFIER R OMEEE (33C) : Forty three chemotherapy-refractory Japanese patients with
mCRC were treated with cetuximab monotherapy or cetuximab plus irinotecan. KRAS,
BRAF and PIK3CA mutational status of tumors were assessed. The wild-type subgroup
without any mutations in the KRAS, BRAF and PIK3CA had a better RR (37.0%) and PFS
(6.4 months) than did the wild-type KRAS subgroup. Our data indicated that KRAS status
is predictive of cetuximab response in the Japanese population. The additional analysis of
BRAF and PIK3CA genes in wild-type KRAS patients could improve the selection of the
patients who are most likely to benefit from anti-EGFR antibody therapy.
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1. WFZEBRtA S WD 5

(1) KEG#E BT 2 ik O W E L I 1T
OMNDBIEFERNBANDT-DITELD V=
2T 4 IR OMII I 22T

7 REACICERT D RN E L b D,
(2) SR IE % 52T T D AT R BH O
M4 DNAIZE T 5 CpG EAL A F /AL DOFERF
HIFRAT & FIAEAR O BAR T fffr B L ' &



T RT 4 v VT2 AT LTTVD, Thb
Z PR RS LIBIR DA & O R BEME 2 a9
D2 L&y EYRIEORSZ M ZBUET S
MO~ = =R TE HAREND D,

2. MHEORB

(1) it AT R R 126t L. FINEEAR D
AR AR, AF AN & L DNA @ 2
FNACRERF RIRAT 22 AT N D2 — 2 Ll
PRV DN ik U M 2 BLE T 5 1A
TR 5,

(2) T E THE SRR A T UALRRAT
IZ RV FIE D D WVILEAEZEICEET 5
HOHWVIEDFEEMNELH D & SN D
AFMALEAL O THEEREFO T 1 E—
Z—Efr, 427 1 RNA O 7 at—F—i
firzgeh 30 AL zfht L, fRERb s RiE
JEAT O RIGHEAE BN IS 1T 2 1 HE DNA T A
FIULPNET 2 b D% AOTFHT, ED R
FIACZEAL &AL O 2h R O F8 B % fig
4%, LELOBHBTHZEZEHE L7225, L
TOLIITHHEEE LT,
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2 LU A L LRI T OIS & x5
ELT, AU VEENT T ¢ i R
XV DNAZHHL, A L2 b —o xR
B CEIn P 21T > 72,

(2) 4% DNA DINEIFMETH Y | B TiF
Bl ey xT v 7 RITIINEE T

BoToT28, FHAEARD MBS T-iEHT I
TRV =T 4 v VEITICESERK D
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b1 BETICEREZREOT-, KRAS 25503 12
B1(27. 9%) \ BRAFZEFLIX 2 61 (4. T%) . PIK3CA 22
FIL 2 1 (4. %) . NRAS 25536 X O AKTI 28 5
IX0BITHY ., KRAS & PIK3CA WiBInT D
L. BRAF & PIK3CA Wi T OERITRD 5
NighoTe, WM OBE & i U ARAS. BRAF
FBRO PIK3CA 55 L H 200D 7RO BHE T
Holopd, BB TEROFEIIMERORE &
FIE[E U TdH o7 (Table 1),

Table 1. KRAS, BRAF and PIK3CA Mutation Frequencies (n=43)

Ami
Codo Nucleotide m|.no
Gene . acid Number
n substitution L
substitution
GGT—GAT G12D 6 (14)
12 GGT—GCT G12A 1(2.3)
KRAS GGT—GIT G12V 1(2.3)
13 GGC—GAC G13D 3(7)
61 CAA—CAC Q61H 1(2.3)
BRAF 600 GTG—GAG V600E 2(4.7)
542 GAA—AAA E542K 1(2.3)
PIK3CA
545 GAG—GGG E545G 1(2.3)

(2) HTL EGFR HUARIE A Fde 3 KIRIRIZ K D IR
Ak & EGFR B s 122 oD PR
YR Uw TR Uiz 43 SEGI ORI
25. 6%, HEHEAAFHIRE D RET 4.7 » AT
bole, KRAS Bint= K12, 13 DERO
AEIZEVEY XU ~T OHEEH R % T
BT 5 &, ROERILBAERIT 34, 4%, 2 BA
T 0%, AWM P RAE (nPFS) (38F
ARITE Ly HUERRT3.07rHThoT,
F7o, 3 R 61 &5 Te KRAS SBI51 BRAF &
{5+, PIKSCA ¥Ein+D 3 EinFOERDA
LD BY XV~ T OPUEEN R %
T5 & BENRITEARIT 40. 7%, A RAT
0%, mPFS [ ZBFARIC6.4 A, BRAT2.7
r & KRAS B TR THT 2 L0 bikE
MBIEN-7= (Fig. 1, 2), £/=, BV Fv~
TIZEDERICHED T, K LRI
X 520N 3 I F OV TN DER &2 HiH
ZEWRENTE (Fig3), BV FI~T DR
WP RN - & LT ARAS. BRAF, PIK3CA &
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Fig 1. Kaplan-Meier curves for PFS according to KRAS
codon 12, 13 status in patients treated with cetuximab
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Fig 2. Kaplan-Meier curves for PFS according to gene status
in patients treated with cetuximab
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Fig.3 Waterfall plot of change in the tumor size from
base-line
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(3) Ht EGFR HLidE A Erie 3 KIRIRIZ K 2 1%
R L Fey PRRIE T2 OB
FeyRIla, FeyRIIla 851 OB 128
LY X T OIRFNRIONTIE, Fey
Rlla TiX, %D oT-, FeyRllla T
\% KRAS. BRAF. PIK3CA 3 Y&in 14 THEA

BIOREFNZIR Y V/V & DX V/FBEE F/FRE
L5 & REhEA 55. 6%t 33. 3%, mPFS
NT.6 7 AXE6.3 7 ATHY ., AERAEITR
WINPTz V/V 8 HW0E V/F BETRRMR
PBHED L VMEICH -T2, A%, SHRD
BRABLETH D,

(4)KRAS (BAR 1255 & 1 IRIBIE DIRHR AR &
O B

AV )T FAFXHIVTTFo NN
~ 7 O—WIRIFIZ I T DIREARE CTlX. ARAS
AR T B AER OIE B TR, M AT
I3 v VB ) 238 72,
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