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A AMEA D FIRAEICIENT 5 A DX LZMHEHA !

BPRREE S AHE R SRR, T/ A BRI SE T O S B BE — %, 3 AU R I E AT
FEHT B AN A A TERAE O dn A #d%, FAFLER RSO 1L B S BRBTHEEEZ &
OILEFIE T N—T71%, DFERAE (K1) (ST Ihi=BAMENS, 41 VR Uk
BBERF 1 & (IGF-1R) (%2) DA UN\HGEFEOIEIcLY, B LESE
VB LEMHTHLMLELL,

INA DL FREREI, BHEND -T2 BE T OGO SN HPTEME (3%3) & LT
EXFRY, TEORALE LTHRETAZ ENMETLE,

AFFE 7 N—71%, BERADHMBADE 20%% H85H D EGFR EEMMNA (%4) [T
WT, D FEMNEICISSN-EESHRO—HAER L TEEZERIA DX LEFHEAL
i L,T:o EHZ, BMERICBODTCHFENEIZIGF-IR BEEZEHBRIT S &

, AR EIFERRSE, BREFLEAEBSCCLICERBILELE,

ZIKE? CRIE, fFk, MANAZIEASELBRICOLELNLZLDEHFEINET,

AWFFTRCFIE, 2020929 A 140 CGREKFH) (CEERF5FE [Nature Communications)] @
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flins /oL, R 8 T AN T T D2OBEOBAFTCHRREE —~ALOBATT, BARAN
DD DK 20%1%, KRR A2 (epidermal growth factor receptor: EGFR) &
W) BIE T OEENRK O A (EGFR ZRANA) T, ZOBEEIFRCKAN (10%L4
T) X0 HEWORFHETY, EGFR AR AITE R L7z EGFR o O4EfFY 7))L
THFEL TRV, AR EGFR OMREEZMA DAL ANVTF =7 (K5 &9 o IEEE
INERNTT, AU ANF=T1F, # 8 %D EGFR A2 A BB W TlER 2 — .
INE LETH, O AMBENEIIEREE L TAEZIRD, | F0 D EFEZICHTE
DONRAELTHIET DI ERMEICZZ>THET (K1),

KGR T N—T1%, ZHVETIZ, EGFR ZEiNADH>H AXL (77 &L, X6) &
WO H LRI B EELS BB LENAMIIIA Y ANVF =7 m &2 <, TORNIX
AXL WG T Va5 2 & TIRUEMIEZ A4 H L, THEORKRIZR 5 Z & 2HiE
L CW% L7z (Nature Communications, 2019) (X 2),

[(WFFER R DBEE]

AHFGECTIE, AXL I8 EGFR 2 B AS A OV THRNT L, 2y FAERER A A LT
ST EL SNTIEEMRO AR LAESEAIA D=L &M LE L (K3),

AXL fERFEBLO EGFR Z RN AMIILIE, 1) AT ANTF =T BRHhELT VOO0, X
(X0 DN AP E L CASERY, BEMICIEmERA L L THRE LT
LEVWE L, ZOAI=ALE LTI, 2) 4 A Y UARHGEE 7 1 224K (insulin-like
growth factor-1 receptor: IGF-1R) DX /37 H &L L, W2 72 IGF-1R BNAEGFY 7
NEMD Z LT, DAMEO—ESA MM L L TEXIERNTWE L, 61, 3)
PR TIEA VAL T =T BLZRE LT, BBERT (%7) ThHD FOXAl (3%8)
28 IGE-1R O¥EE-Z Uit L C IGF-1IR O U X7 BRAMRSTZ AR R LE L, 4)
ET LTI, AV ANVF=TICEMM @WET /L ClE40 HRERERO 9 H0 10 A
M) IGF-1R [HEELZ AT 5 Z & THEBELZHEASE, REZ IO THHRELIITTERIT
PHiFsZ EaBHLM™MILELE (K4),

IGF-IR [ ZZNE TIZEDARFOEN EZZ DN TEE LN, A A USRKE
TN CWA T, HTEWIM IGF-IR ZflEL LI L3502 ) UZRK
EFTHELTLEY, AEROFRBHICEZE A A COBXE2EDE LD, KE72
BIVERMAH D Z ERMET Lz, AR T, 20 FIERY3EIC IGF-1R BREE A B OF
HA4+22LT, REQEWERARLSIEBZIZIERIETELZLZRWELELE,

F 7=, P 2N E X 58 D 121X FOXAL &\ 9 G R A3 C IGF-1R D Z 2 7R
HENEZDVENRDH D Z EEPALMILE L, > T, FOXAl Offf& 2 fHE 3 2% 3K
R CE RS R U BFIRIZIIEAE T, IGF-1R O A% [HE Ly T O F
IR T E D AHEMEDR N H D £77,
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AWFFEREFIC L W, AXL K3 BLO EGFR EREGNABEIZ, 1HBE G0N S EHR
IGF-1R PHER 2 5 TENEKICHFHT2 26T, EEEZHELED, RIEHDLWVITHERET
OMMZBIMIAIE T Z E RS E T, £72, FOXAL OREREZ M7 2 350131
A2V URRIRIZIT BT IGF-IR OA 2l TE ARt & v, 4 1% FOXAL [HEZK
DB A H g Li%

RWIIEIE, [ESCRTE B A A AR R (AMED) W RS A TR AIA BT
Y IMAPK & 7 F RIS 5 7 4 — /3w 7 R0 R B AR & I 355
| ¢ KRAS/BRAF 725 BIBHC %t 2 HHIAmBI%) (MEREd KB ), AASMER
R RLERIE BN, SR AR IEIT LRI e 72 & O XRE % T
S E L,

A FRAIE

1R & —HifE/ 1~BUFR  BUEK (i)

sELARSAOESERYT. EhiEdasEERY MiEESEELTEHR
INSTRESE N RE (EEBELTHEXT D)

. FENEFT—BEHD, BREO—EIERELBERORRAICES,

S FIREEE -

=OAA — BEICMER — AXUIRREHFVT I
(20~30%) (Nat Commun 2019(ZF %)
EGFREEfmH A

ELOAA — #hEodivp — IGRIRIZRDEFVT T
ML N-EHKE  (Nat Commun 20201ZHFK)
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HMEEE4, : Nature Communications

i 3 4 : Transient IGF-1R inhibition combined with osimertinib eradicates AXL-low expressing
EGFR mutated lung cancer

(AT ANF =7 L —i@lED IGF-1R FLE O OF i3 AXL KFEH D EGFR 48 5Lfifi s A 2 AR
3 5)

F&4 : Rong Wang, Tadaaki Yamada, Kenji Kita, Hirokazu Taniguchi, Sachiko Arai, Koji
Fukuda, Minoru Terashima, Akihiko Ishimura, Akihiro Nishiyama, Azusa Tanimoto, Shinji
Takeuchi, Koshiro Ohtsubo, Kaname Yamashita, Tomoyoshi Yamano, Akihiro Yoshimura,
Koichi Takayama, Kyoichi Kaira, Yoshihiko Taniguchi, Shinji Atagi, Hisanori Uehara, Rikinari
Hanayama, Isao Matsumoto, Xujun Han, Kunio Matsumoto, Wei Wang, Takeshi Suzuki, Seiji
Yano

(Wang Rong, [LH B, Jb &=, &0 &f, &iHf 7, &H K, F85 B A
FOEEEZ, WL B, &R FE PPN fRE], REE AR, IIF 2, LEF KSR, HR ®
f, ml W, MR AR, AR B2, D B, BR AL, BEL TRk, AR B,
Han Xujun, #AAK I, Wang Wei, $5A fltz, KiEF 5 7)

FEHEL H R 0 2020 429 A 14 H (FEEERRE]) 1042 T4 RIS

DOI : 10.1038/s41467-020-18442-4

[FEEfEH]
X1 o ERY3KE

DN A DI AEAFIC B E R ZE 2R L TV DI E R A o b TERT 23, 2001
BIZAHMBIZRT 524 ~F =7 Pk 7V Xy 7)) EHAPAUIIKHTDH RN TAY AT
(s N—t 7T ) BREAISNTOEFEYIVIZ, HARTIIEE 40 FELL EDsy 1
FERERMN B AITK L CTRAIE TV D

X2 A AV REEEBEIN T 1 2 &K (insulin-like growth factor-1 receptor: IGF-1R)
A LAY v EFEEL LT BER - Cd D IGF-1 O EKR, SESERNATHRILINT
BY, HIESCHEAMVECEE T2,

%3 HEHIREAN
Ay TAEROSEIC & B S Rz ISR 2 5 1E L C 2R 3 7% 2 M, HRHUHEMIIC & & 72 5 ]
BAOERAR S 5 LT 5 L 510720, THHEEE & T 5 kic 72 5,
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%4 EGFR £ 8 htin A

FRBEERTFZEAE (EGFR) OB FICERNAE L TRAETIMNAT, BARAAD
i A DFI 20% % 56D D, ZBF EGFR Z L /RN ENSD Y 7 U X0 ELF « B L C
BY, ZHEMEIT 55 EREKTH S EGFR 70 v 0 —PRHEEKN L %<,

)5 A VANTF =T

FISAITE 7 v Y, B EGFR Fu L % F—PHERKTHLIF 7 4 F =7
TaF =720t L 72D EGFR—T790M 28 BTkt L CH o B &2 R4 2 55 = fifX
EGFR 71 v > ¥ —PHEKE LTl SN, #ITH EGFR & RN A O )ElGEE
ELTHWTY, F74F =0z uF =780 LA THD 2 ENERARTRE
ATH Y, BIFE EGFR Z BN ATl b A Z 78 R TS TH 5,

%6 AXL (77 t&n)
Gas6 & WD X U R EVRFEST HAZEIES R IET, MIEICAEAET S, AR
RN BL SN TWA Z ERMHNTERY, HWECHR, HAIMM 72 S 53 5,

7 HREN T
DNA [ZH RIS H AT D &% 37 B, DNA OEIEE#%Z RNA ICHRET 5 e 2L
T 5, BERFITEEOMD X 7B EEEREENRT D Z EICKVEREERET S,

%8 FOXAIl (Forkhead box protein Al: 7+ v 27 A Al)

A=~y FEEGRF7 7 I —=0—>, B5EN5 DNA LICHRUICHEG L, 5
BB DR FZ RN D Z & TG RT 720, A A =TEERTFL b L
no,
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