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S,Hirano H, Yoshimori K, Harada T, Ogura T, Ando M,Miyazawa H, Tanaka T, Saijo
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LV, Tan W, Gandhi L,Mino—-Kenudson M, Wei GC, Shreeve SM, Ratain M]J, Settleman
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AT, Ou SH, Katayama R, Lovly CM,McDonald NT,Massion PP, Siwak-Tapp C, Gonzalez
A, Fang R,Mark E]J,Batten JM, Chen H,Wilner KD,Kwak EL,Clark JW,Carbone DP, Ji
H, Engelman JA, Mino—Kenudson M, Pao W, lafrate AJ.ROS1 rearrangemnets define a
unique molecular class of lung cancers.] Clin Oncol. 20123 H 10 H ;30(8) :863-70.,
Shaw AT, Camidge, Engelman JA, Solomon BJ, Kwak EL, Clark JW, Salgia R, Shapiro, Bang
YJ,Tan W, Tye L, Wilner KD, Stephenson P,Varella—-Garcia M, Bergethon K, [afrate
AJ,Ou SH.Clinical activity of crizotinib in advanced non-samll cell lung
cancer (NSCLC) harboring ROSlgene rearrangement.] Clin Oncol. 201230 ( 3 1] ;4 %
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K,Mano H, Ishikawa Y.RET, ROS1 and ALK fusions in lung cancer.Nat Med. 2012 4F 2
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[0069] KA SCH IR BRSSOV 77 237 R N BRI 7 3P T 40 5

[0070] Sl %

[0071]  fE—Aszili i, X T WEWEN Ta LG

[0072]

GHa )
0 | Nag 04
HyC—O u")

A Ia
[0073] s Zy2% BrTdeszidh, Hd .
[0074] R'EKZ ;
[0075] R*E % ;JF H
[0076] Q J& CHE{ N,

[0077] FEF— i EH, R THLEWRLED 1 -
[0078]
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ch -0 N

a1

[0079] s 2524 EnTBeZ . WInT ATk, 1 &9 1 AEASCRR A N-(4-{[6, - B ( T4
L) WM —4- FRA )} ORI ) N - (4- HORE ) BNk -1, 1- ZFIER . WO 2005/030140 (H
AN EEL G IR ) AFF THEY 1 IR T W Hl 4 e (SRR 12.37.38 A
48) , i HIE AT T BeAL A4 25 A / sl 5 s 1045 5 5 S 0ia i tE (e, % 4,
% H 289) . SZiifs] 48 7E WO 2005/030140 [F1EE 7% [0353] 1,
[o080]  7EHAthsit 7y S, LA S AN T la A YBEY 1 BiE H 2
2 BRI B A, ARG A A W T AL 225 BTS2 AU R B R
=R 2, R T EWRIED 1.
[0081] A SCH AR, X 1.3 Ta AL S FIAL A T B EFE BT A0ZS AL S 4 UL R SR S
Wﬁnﬂffﬁﬁl&lﬂ’ﬁ% Yo FERFEHT, X T AT FIZ8 LGP 25 % #5211

A IKEWIFL /| BEESFA UL S AT S S A8 A B A AR IR VR
[o082]  FEHAth s &, R 1. Ta KL S EAL S 1 7 LLZ (L> SRR, PCT/
US2010/021194 1 USSN 61/325095 AT T THLEMALEY) 1 KRR, X T
FISCRR N B 5 I AL
[o083] 7Rt 7L, X T HHEWRZ O) - FERIREH
[o084]  FEHAthSLHE T %&b, X Ta KL BV ERIREL
[oo85]  FEHASLHE T Zrh, X Ta ML EW)E (L) - SERER
[oose]  FEHASLE T b, (&M 1 2 (D) - FERIRE
[0087]  FEMHASLHE T b, (AW 1 2 ERIRE
[oos8]  FEMHASLE T b, (&M 1 2 (L) - FERIR
[0089]  7E5— L A&, EREELREY 11 (L) FERIREA / 5k (D) FRERE:
(145 i N-1 B N-2 5K, Wik B LR s 75 61/325095 T ATF. X PG 1
(038 SRR R 1) N-1 1/ B N-2 25 it T2 2 45 % L R A PR PR )5, 162 L WO 2008/083319,
Hod i 5 BRI AL, PCT/US10/021194 H 78 73 HhiR 1 il & FHR AR 2R 45 i T X1 7
%, Hom g | HEEAR R AAR L
[0090]  7E 55— ANSEHt /7 S, AR BRI J— P T 100 % 53 i) NSCLC ¥ 751, 1% 5 154
& ) 75 X R A T I VR TR R E AR SO T A TR AR S b K L G
Yo fE—AREr &, X L HEEHEY 1.
[0091]  7E 55— NSt T S, AR B b B — i T 300 % B3 i) KIFSB-RET Fl & [ 1
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NSCLC [ 77 %55 1% 7 1204 ) 75 ELIX RPG 7 10 28 38 Tt FH V6 97 A 280 B AR A SO BT A AT
s s P T EY. fE— RS S0, X T EWRALED 1.

[0092]  7E5 —ASEHiTr =, fE— s A HA GRS 2 ar R ek e = T S,
TEG— NS EZ T, fE— MG 2R A TG U977 BRI ARA
TR AR YR T 3648, G T AR 28T R R G IT DU i yT U TG I
RS IRTT . BARHL, “U0977 2R 5 — PSR ia T B .

[0093] PRIk, 7E 55— NS g Z2 b, FEMVE RN / BCs PR T 2 e S THeE.
[0094] £ 5 — AL &, R 2 BRI TT 2 R A TG .

[0095]  7E 5 — NSt %P, 78 HER-2 Jiikia sy < i =X T &9, 1250 — A8y
i, HER-2 i /2 I ZER B PT (trastuzumab) .

[0096]  7E 55— NSEHt 7 Zrh, FEMUEIAN / B0 VAR / BRE M B REIR YT 2 G it FH =X
5.

[0097] {551 —SEili Ty =, A R sl EE A H — Ik IR X T Ta MALS ) 54k
W1 EE HZyE BT i EL . iR At st s B, X TG EY 1.
[0008] {155 — ALt 7 2, A1 FE sl 7 b DAL B f sl S S R 2 1k T =X 1 ARt FH AL
G 1o

[0099]  7EA— ALty B, 65 21k 100mg A& 1 IR S Fr 57, LA B mak
ERR A H X OREHEY) L.

[0100] 7B — LT &0, /R 5 100mg 459 1 IR FE 71, DAL Bl 2R
MR X H— Ik DR AL S 1o

[0101]  fE5—SEE T &, /£ 5 °H 95mg &4 | B cgE sl )b, DU E Bk slsp 2R
RER L X H — Ik DR AL S 1o

[0102]  7E5—ANSEHli 7y i, 725 90mg L& 1 M IR I, DL Bl s 1
mg e A H— IR ORI E Y 1.

[0108]  7E5—NSEht 7 &, 7E 5 85mg &4 | sl 7 rh, DLE B ksl o 21
e X H — Ik DR E 9 1,

[0104] 7B —ASEHi 7, /25 80mg L&W 1 M IRFE S I, LLHE B Al s 1
e X H— Ik DR E ) 1,

[0105]  7E 55— NSt 7 &, 755 A Tomg A& 1 RS EE S 3R, DAL B A o
e X H— Ik RS 1

[0106]  7E 55— NSt 7 &, 725 A T0mg A& 1 RS T, DAL B A o
R A H — IR ORI &Y 1,

[0107] 7B — ALl 1, /25 6omg &4 L I IRZE S I, LLHJE B Al sl 1
R X H— Ik DR AL & 1

[0108]  7E5—ASEHi 7 &, /25 60mg LG4 1 IR IRFE B I, LLHJE B A sl AR
e X H— Ik DR AL & 1

[0109]  7E5 —ASEHli 77 &, /554 bomg &4 1 IR IRFE B I, LLHJE B Al sl 2R
RER e X H — Ik DR AL S 1o

[0110] 75— SEE T &, /£ 5 °H 50mg &9 | B cge sl )b, DUHE Bk slsp 2R
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MR ER VB H— IR DRI AL S5 1

01111 55— A5 Jr S, /£ 5 46mg A &9 1 HISEE SR 710, RASLF B sl 2R
WA H— Ik DR A& 1.

[o112]  fE5—ASEHETT S, £S5 A0mg AL &Y 1 AR s 5, DALY B A s R
MR ER BB H— IR DR AL 54 1o

[0113]  fE5—ASEHET &P, /£ 5 30mg AL &4 1 I HE sl 5, DALY 8 el s R
MRt U H— Ik IR AL &9 1.

[o114]  {E5—ASEETT S, £S5 25mg AL &Y 1 IR EE B 51, DALY 8 el s R
B ER R H— X OIREFAL 5 9 1.

[0115] 55— AT %, (£ 5 H 20mg A& 1 BB SO 710, AL B A sl AR
B ER R H R OIRIEE 5 1.

[0116]  E5 AL TT S, {E 5 16mg A&W 1 I SO 71, AL B A ey R
B ER B H R ORI S5 1.

[0117] 55— A5 TT %, (£ 5 A 10mg AEW 1 I SO 71, AL B A sy R
B ER B H - R ORI S5 1.

[0118]  {E5— DLW TT S, (EEH dmg A1 | BIBCEE S 57 DU B B S SR 1R
e 0k DR EY 1

[o110]  fES)— St Jr S b, AR b BT s (g 5ml rh, Uil 1 A s AR £ 1
AR H— X O & 1

[0120]

2% (% w/w)

a1 31.68

e e R 38. 85

ToKFLpE 19. 42

FNFEL R [3.00

AT HR R H L 2T 4E(3. 00
EiU)

BURL P BT 95. 95

JReAAk — A et 0. 30

AT BRI L 2T 4E(3. 00
e

T R TR Bk 0.75

16
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[0121]
[0122]

AR H— RO A5 1o

[0123]

[0124]

E 53— A ST G, AR AR 2R B R A R b, AL B e s R R

%y (% w/w)
&1 25.0-33. 3
TR TR EE
PEAE oS S 3
TSI 0-3

PR GE A S i 6.0

AR — S A ket 0.5

T8 iR 0.5-1.0
ISy 100

ABFH RO S 1.

[0125]

E 53— A ST G, AE R 2R B SR ALK 50, UG 8 el s SR R 5 F) T

D% Bt (ng/ B )
a1 100. 0

ok Em 4T 43 PH-102 155. 4

TR FLFE 60M 7.7

FRNFELTYER , EXF 12.0

TR LA 4 3 0 24

ik — 1.2

WEAREREE (4E4FHY) 3.0

R AR 16.0
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mit 416

[0126] W] LIARYEHAZE (4L &4 | (950, X b1 B3 A (AT 3 F IR AT T . PRIk,
AT L L A8 1 6 A S B 2 B0 e AT R S, DA A 7 i T B VA T BT R R A R
LAY L BIRSE SR o A8 5 — AN ST S, X L8550 R] LA 20,4060 B 80mg 114k
GL//BP

[0127]  {EaX SO0 A Sl 75 G2y, AR R4 — b A 90 il st 4 i FLah ) b = 41 i
Az K R BE R 1 0732, O VE BRI AL S 1 B2 e BT i, Horh SR A i K
JE H1 KIFGB-RET It/ F REAE o« E—ANSEHE 7 S, S 2 Ml i o 78 o5 — sl &2,
s e S A /N Al Wit o A6 55— AN St e b, Ml E A2 KIFSB-RET fili-G P A/ 41 M it
o B — LR RH, UBEESHAEY | s dLgi2s EaTEezdh K /b —Mgys: b
A I 2 A SR, TS 1 S22 Eal 2 itk 25— ety &
LS — TR WIETT 2 e T B 65— AN Sl s S, AR AN / a7 v
I Z ARG Lo 727 — Ay b, IR 2 M BBy 2 Ja &4 1o 755
— NSl g S, FEIAART / BT AR / B IR R ELG T Z G AL A 1

[o128]  Jitifi]

[0120] =X 1.3 Ta LA SALEY) | B3 H2i2s bl 82 2k LA el 8 4638 41
A A, RT CLE T B 52 it g X EGE AR U 1 50 2T o BRI,
Jt AT Ll g DR 22 5 B IAh CRRAK Y L B T ) R 28 52 B TE Y < 53 Ik
PN R A P B W, I LR A 2 R R TR R PR T AR, 81 4 R A D L) B
SCPEFAE B TR (PT ALE RS BE B R R ) R B B R, R S A TR
iff 371 2 10 ] e FH 1 B ) T X

[0130]  ZH-& Wk A0 LI 25 8 AR B TR SR AR A v MR ) =K T AL &4, 5 Ahie ] A
AR

[0131] SR HE B 57 VR 5] BB BH R R 5 5 LA RN 43 BIGR) . mT LA
FH A AP 4 w550 BT 20 8 710 0 % 72 2K A R RS L S T I S 2R « (L B IR ke b AR B 1A
EYIVER o BT BEA SRR BT, I Wkl S RN S o T DUE A W B R R (9
FAAE TR R R AN AR Jiee ) Tf S T ¥ 5 24 4 i 50 D S R R e

[0132] W E, N 1 WAEWI 2 &Yl &4 /D5 14 B o, 461 i v 57 sk FL AL
7\ pH SR BT AT, B0, FrAE IR /K L LI o8 ) RE IR G T R — Ll . T 3620
AR

[0133]  ZH AW IR PR E e 25 B B8 25, 491 4 250t P 7 50 (g, gl 0 IRt A of 55 A2
Fl e B A G ) MM AEMRAHE. S, & e Chd s KR m
BRIk /NREAR ) SRR s AR R (R SR BRI R i AL &, il e B R AR
M54, Hihn, SEE LR 4, 107, 288 SRR T —F A TE 10 2 1, 000nm ki 7278 H P 1)
BRI 29 A, S fE K F IR E R LS Rpis e . S 1R L R5E 5, 145, 684 5
R T WA G PG, H R R A A7 5 T s 298 1 g Kok 7 (R RiAE
400nm) , #R J5 7 B A b DAL B B AR A B I 29 A S

[0134]  JEH T B W sNES I AV T AR AR H AT %52 10 0 B /K S R Al K WL 70 L
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YR A VB B L AR, R P T B Al I B ] A AR R B R R TE R 7R 3 B A PR AT AR K
R BAR BT R BN WD ) G K SOl 2 ol s (T B B & 1 T
) EE MRS A (R ) AR R HUERSS (IR L8R ) o m] R
Pt A LA (BN ) B I YERF B AR RO AR (FE 70 ORI 00 ) A & i
it P ) ASE P i 4 R = B T

[0135] A HARMI It AT 3 422 1V, SR AT AR e v 7 7 i IR 28 1RO BE R R 1A T 1R B4 110
TR RE H R TT %

[0136]  FH T~ O Rt FH Fy [ A 75 250 G B M 3 L 3]s ALTR) R TR 0] o 70 o ] 4¢3 2
L RE TS 20— MR TS TR (SR ) B by B ol il R A5 e
LR G < (a) SHFE5 SO 570, 0 A0y 28 SUBE RERE 6 0 0 T SR e AR R 5 (b) K
U, BN ET A AT A TE R S BEIR RS L IS B LA L o I OB AR AR A 5 ()
TR, g s (d) AR, A SIS VR BR S | B 5 R SR e R AT IR AL T
YE i B AR AR BN 5 (o) W HRSEIRFR], a5 (F) Wl fe 25, ] n =4 2h A
) 5 (@) WERRF, 1 40—+ A0 S 1R H ol P A IR 55 5 (b)) W BRI 48] iy U -
T3 A s A0 () T AR, U0 AT R IR B A AR R B B 1 5 £ B SR  e A R A
HHARGY) o AENCEE A FIRALFIRI R L R 5 SR8 3 m] A 35 ) o

[0137] 1 L= Biradk i [l 4557 2R PR AR5 451 2 i ARTAS A5 328k ) G A £ AR A
B o IXLE[E AT AR A] S A RO, F HA R DU AR M IE A LASEIR 7 OB GE TEAL 5
M ED. Al DA A KA SRR 2 G WRE S, e S0
AT LU A — Pl Al IR it i 2

[0138]  HI T~ VMR A FROVBC AR B A 58« 2452 1m0 52 A LR YR R R SRR 7 o
0, XA 2 ) ) 2 TR IR 3 T AL B 2y 2 LR e 52 sl AT 2 1) 2 e IAE 2
PR FRRIFLAL TR i SOZ L) 5 IR I 0 PP e 0 TS U S VB s BV T i
ARG IK AP R K R AR A SRS s T IR B R SLAL TR 0 L
B BRIR C G LR O BE NI R IR N R N L 1 3 T R B g
R RPN R b1 NS B 7 2 N € N 0 R SRl ST N E R IN T 0
SR BRUH T I () AR T BR ISR SR s Bl X L VR G 5%

[0130] & Bk T im PEAL S Hh L w547 B, ] LR FAL A A R I 2K SR AR L0
UL AR AT L RO T P P 2 L Bt 21 48 2 i LA B S JRAATE e BT R 0 58 i Bl X 22 )
IR G

[0140]  JH T Bt ] B AL-& Wy 9 e 37, ik s il DL IR 2 T ARS8 053 1Y
AR s A (B TmT R e B £ R R A ) VR A, AR S U 5
SRERAE TR O (] ARELAE AR B v, DAL & 3 AR s R A O AE FE AR R s
JRIY o

(01411 FIT-3X T ALG i) Jai i A PR 70 2R A 55 008 0 R 79 I S SRR N7 T TR 2%
PR R P o3 B A P R 2 SRR ART BT 5 113 JE R S b sl 6 R o TR AL
P IRE R BB 1R AEA A T HNEE A

[o142]  w] AR I S pAks 2X T AL &40 3 e SO B lon) o 8 0k B S T A2
AR SRR
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[0143]  JEH, BT WUEr A T, 2% ErESNAGWE S A KA 1% EER KL
99% E a1 T WEWEIL 2% Erf 2 $h Al 99% B 2 1% E A 1 25 IR EFA .
TE— S R H GV A ERA 5% Em MR 6% EEZ AR T Tafib &9
SALEY) | s H 25 Rz Eh, JOAR I Al i) 25 RO o

[0144] il £ 3 Ffr 1) B2 (1% S5 B 75 V0 T ARG IHE AR N B 2 O 0 1 s o ) 2 1 5 480
%+ I Remington’ s Pharmaceutical Sciences, % 18 it (Mack Publishing Company,
Easton, Pa. , 1990) o MR¥EALNFFIIECT , AEAATI OG0T , £5 5 H I 4G 08 & A 1097 A 3
I 307 RS R T G ek Il 22 Erf#esz 4k,

[0145] AN FFHALEWEGE B2 2 B $2 Sh s A ey & LG T A R E i A
IR A R R B 2 Bl R 2= AR AL, B P AT A B AR A T M A A R AR AR B
PEFIVE A BV IETEI-AT V097 AR I8 PR L A PR OO0 14 1) < T P 7 >R ) L HEt 2.
A G BRSPS B . IR R 0.1 2 K29 1, 000mg/ H i [l P 57 & /K
R R A T2 Ta AL EEAL A 1. X T HA KL 70 T s AR E I IEH B AN &
TERZ10.01 22 K29 100mg/ T ya kT / FLRIE B A ) & — A0 . SR, 48 F i 2 Ak
ST DAL . 5, F) S AT DU T 2 B3R, A4 R B 78 B R R T e i)™ B A
M A AL S VD B 2 BENE PR o FH TR 0 AR 8 ) e A2 1) 2 (DA 2 A T AR AU AR N B A
i

[o146]  7F HAh L 77 22 0, wT LA S Ho AR e v o7 R s ey 28 5 i FH =X 15X Ta IALB )
SALEY) 1 EXFRTT A AR RERE AT 259 R AR ST VBUR VR T B IR T
HARIT RE P Bk TV 2 B &R, Wi SR AR 2 MR E K R IEAE TR YT
) 32 AR R A8 AR B AR PRI P ) B it FH 7 2RI T L R 26 2 2 5 L BRI
AR EHRRRE

[0147]  7E 55— J5 1, A R B 4@ A5 — i B T4 IS 12 W R V6 97 RET Rl AH 9 35 75 491
KIF5B-RET it P NSCLC 1977120 FRATTAE I HL B0 VR 40 MR R 1 A D A2 Wik e
7. A LLIE I [r) CLB A 2 B2 W 8 B RET flA AH 0 (1 KIFSB-RET @A FH 4
NSCLC) Iy 63 it F Va7 3 R4 (M 25 W A5 ) i B8 4 M S BRI S8 505 IR1VR 9T T ik 29 A &
WA T EWEEK THEWERER S TG 7 —Fhgyse Enlfe2h, ks
E— DN HEARLE T ZP T EWRAEY | B | S REREL . T X RET fh&if
RE

[0148]  RET A1 KIF5B

[0140]  RET & .KIF5B & KIF5B-RET fili& sl 7 I fi SR Ol “ Bl & SR A ML IR, 49
B FH T A I A2 W 157 325« FH TR D0 R 2 W 1 R 46 O E 1) 7 92 7 R0 TS 16 g v R i
Je AR IS AR T I B VR T R AR 25 H oy B8 I T7 1%, W BLS TR IR A a I AL A AT
o

[0150]  RET &K 2 Pl Es B2 RS 2 IR . RET & 4 st X ( SA 85k & a4
S50 ) 85 I A SR 5 TS 2 PR VA g 4 A S5 440 T PN DX T ZH o 40 I e ) 52 AR LA
(A an e o AT A= R el 2278 2R K - (GDNF) ) &5 M RET &1 1 e — Z i, it 5 5
A TR A T A0 50T 2R I AU R Wi A5 9 1% AL 2R

[0151]1 W ARFLEM () F433) RET S5 H . 463 A RET S A RET ZER R PR T
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et fk 10 (10g11. 2) FH HARIE AT S 19-21 MME . 7H A RET ZRE 465 A RET &
. RET AN C- A s Ml £ 5 A RET ZERIES 12 4 B 73l G — MM BT (4
ur, 5 20 AT ) Z TR TS I 2 BRI 4. RET & A1 C- R 45 R m] a5
512 48 PRI B RES I 20 K2 300 NMRFEERR. B0, RET R AK C- Kinss
P AL R 12 AR B (flan, 28 713 8 ) BIFFURALERAR RET &2 (20 MMEF)
1) C— AR uim RS K2 300 22 K2 450 AN BE IR IE S K4 300 22 K4 420 2 FE IR L
BB KL 300 £ KLY 402 NEIERE

[0152]  KIF5B &5, AR ARSI A —1 EHE, /& — PP i KIFSB SRS . 1l I
Ly (Han ) H153 KIF5B 51 . 4wbd A KIFSB 85 A1 A KIF5B FE A 5 BR T 4Lt k
10 (10q11. 22) 3 H&H 26 MME T KIFSB 8% [ ) N- R Ui 45 #4388 7] 4,2 FH M KIF5B RE A
(25 1AM BRI 16 4bE Tk BN | bR 7RI 15 408 Foll B WS 1 487315 23
AN BT 2 AT T RS M S R T 41 . KIF5B 2R [ 11 N— A o 45 #6358 7] £, 47 M KIF5B 2%
FEE 1AL E TR (BRI, 20 M8 AL BRI 329 A1 IWEERITA) ) WIESLE /DKL
329 MR . KIF5B 8 111 N—- A iy 45 #4 3kad ml A5 M KIFSB 82 (I 28 329 418 2 2
PR FF R 1) 22 /D P A A OB e 25 A sk o 1, 38— 20 A0 5 R0 IK  A 45: 1 BB e 25 A4 3 T LA A
KIF5B 4 F 15 329 25 63820 M B M ZEEIR T4 KIFSB 8 1) N- AR 4 i3] a5
M KIF5B & A | AL E R I ESE R R 2T 329 22 900 MR FEIR IESE KL 329 & 700
MR EER ESN R 329 22 6560 MBI ESLNKY) 329 &2 638 DMK .

[0153]  KIF5B-RET fili & /& A fEGL AR 10 BRI B4 i RET AR e Y ik EHE, nf
I FH AR I AN S8 CLAH R/ BN AR S B 1) 5 A g v G R 1 AT RS R 4
{E o AR5 B AR T B 867 s i =X 1 4164 b AL 28 /b —BhEr XA 85 3 3]
S 22D — Pt XS G b Bl 2 ) R R DR R D50 22 2D — R 5 RET 4 B 25k A1 41 )
T S A AE AT ) o

[0154]  ZERAE A, AT LE KIF5B JE KR RET 3[R 1) 8l b 12 18D JE i 4 sl 45 X
VI 2 RA 3 T AR E AR TR ORI X PhEE i) 7G4 KIFSB JEFRE 20 5028 16
ANE T B RET ZEREE 12 A8 7, %56 12 A8 B PR o G s sl . HiAh g RET A1
KIF5B fili&r sl a2 LN . ARG “ph G X 7l fe e G SR BN Z R A B (R4
30 MZIFR ) MEIK (K4 30 MRER ) B

[0155]  ZEIAAR A, fil G B (g A 0 DL TR —Fh o KIFSB 85 (A 19 N- Ky
SERIFIEA I By A\ KTF5B 28 (FIIEE | A7 B FFUR 1% S 1 2 /b K2 329 2 SE /R AT 4Lk »
I 26 B ST A AR S KLpon (NCBT) Frfiiid . @G A, 2 KIFSB AR N- K
ity 45 R 5 AN KTFSB 25 2R 329 47 B 2R IR T IR 1 22 /DA KIF5B 45 MR T 45 4 35
milA 8 [, Horb KIFSB 21 Y N- ARum &5 falak 20 ZEAS o SRS 1 408+ 21258 16 8+ 58
TN VAN R TR 16 4R T EE N IR 1 42 TI5E 23 48 TR 2 IR T
Yl I Z 2 R 7 40 BT 2H R 1 7 38 [ 2 AR AR S Bl (NCBT) Prffiid iy Foqth 2
(I7EQ AR 10 [ RET Bl &0 46 704 21 15.16.22.23.24 &b ) KIFSB (3 B4 RET 4b
B 12), FIFEAN 27 24 ) RA RET 4M 87 11 A4 E - 8 ¥ KIFSB. FE4ME T 1 4bH
CCDC6 FITEAM E 1 12 AL RET 7E4M & 1 6 AbI1) NCOA4 FILESM B 7 12 AL RET FIEA 21
14 4b 1y TRIM33 FIAEANE 7 12 AL RET (A EAE Ltk 10 1) 2 A RET @5 . 7EAb
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B 14 4 TRIM33 FIZEAM G F 12 A0 RET Sl 5¢, 3 H S At AL i o - 1
R 258 RIFHI RN, 20l Alexander Drilon.Lu Wang.Adnan Hasanovic Z& A Cancer
Discovery, 5T 2013 4F 3 F 26 HAEZ A JT ;D01:10. 1158/2159-8290. CD-13-0035, Z7%
LR IEF 4, 2013 4E 6 H .

[0156]  #F— ANty &b, fERL & AT, RET 5K A M) C- K 45 AR A b J2 i At
TRl E AR 12 4085 R I HAL B 2 R IT LA 7 RET 21 1 C— 2RI (1) S2 1) K4
300 %2 450 A>2a FE IR T4 o

[0157]  ASCHAS FH I A1 07 a5 A2 42 8 ER 38 [ [ ST 2B 0 R (5 B by (NCBTD) 23 B I 4%
BFg5 TS . MG 8 A KIFSB-RET n] KA B NCBT Frf 2 AT & 2L RF 4. v H
H 2 DNA I A3 8k B s R0 e SOk B 72 DNA 21 IAZ TR e 41 R H DNA 431 BT 285 1 1Y)
AREMRITH) . 55EERFHIAH L, X P B shill e 2 & e 1) (IR ZERR ) JEAm]
HEEMRE . 1B, 5EFRFAIAE L, @i B shill 7 i e K720 m] BAAa 20 K45 90% .
F/b 20 K2 95% /b K2 99% 8 /b K2 99. 9% K41 — 2tk PRI, Bila 2 1 il
AR EGL A X T B 5 i NCBT i e /7 4IAH E B 2 /0 K25 90% . 22 /b K&y 95% ., 22 /b
K2y 99% B3 22 /0 K2 99. 9% KT 41— B K2 IR 7 4 8% 1 IR F 41 -

[0158] 72850 7 S, MG 88 V0] | KIFGB (1) 638 A~ N- Kbk 25 H RET ) 402 4>
C— R I AT 4 o Fibi-E i PR LA i 1 T el R TR 5 A 3 DA R 3 IR e 45 A 3o 38 i IR T
SERIIC BN TR X T RACR R I B S R A T O B B R R P A5 A
KIF5B s&—F 3t TRUE MR sh &, & A H T H D EsF st ZRiA It H S 5
Y 4 s R ia T G . A T R, KIFSB-RET o JL BRI m] 4 van i M 6 3, R 5 76 Bk
Jii T KIFSB 1 fE 28 AR5, 2RI RET 2 A I 2 IR It &5 A 38 2 ol S s b R 3k
WA BE X B IR AR I )

[0150]  — ELK I B Fir , SO R 9wfs KIFSB-RET f#) k48 (A i KIFSB-RET fFl& 2k
PRl $RAIE FH T2 Wi e 015 S ) T V2 A 6 78 AN SZ 33 Hh B R4S 1A v X gl 30 A7 D 1
IR, AT AT . 2 Wk S i B A B A A R R IAT IR  L A ST AEA
S e I AR RAR VAT AH B RET I R IE, oA 4k e 22 /b — AN BRI 3 IF HAR A P i AT A
DI, VPN 52383 1 o DL A A E— AN B Jmiht A 3 i A 3% . NSCLC il £ 3
RET B4 4H5% NSCLC S Al / 5 KIFSB-RET 4 AH2% NSCLC # .

[o160]  IE LA BEAS S5 YLk 10 PRI X 24 A8 ( BAMLEE &) M2 TR (RE)
A1/ BRI G (AR 10 A SRR 1 5 1 a0 an seds ™ A HAA AL 3 e Ak 10 A Rz X
[RIESEIR) 100 22 200 MEZEF RN 2 T8 B W DU G 10 M EIALEATR I . A
XTELE B A R R AR A X AT T il o 75— ARSI 77 b, o m] Do i A 0 g
A B 2R TR B A 2 R AN R 1) mRNA , T % fikE i AT ARSI

[0161]  mIXFELA & A AF EATRIN R v 2 e m G S 0 SR S a5 O 4
A L, PUABGE A ) 22 [BIAH B AR 05 R0 E o 20 B e v] DU ez E AT
P 2 AL 2R et IR G0 2 TR B 2 (BLISA) U S 23l e (RTA) IS 50 B (ETA) (%
R bt (FIA) CRIGHEE S HT (LTIA) western EIF, FACS %5,

[0162] A4k, IRk FH eSS mh & FE R B mRNA 2428 ( B AMBLEE &) (2 BRI I
M (fF14n PCRy FISH( ZGIRAI 24T ) 55 ) XTRl-GBE R BE mRNA OAEAEREATAS I . T i Xt

22
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FTSH AT S8 B4R o vl SR A5 AL (RNA) (8 I AR/ 8loR) FH A F 470
JPHAR I A SE BRI DNA I 7>, % fib & ZE LA TR AT / 836 E . BB bS5 b5 ZE PR 5 mRNA 2%
L2 AR T LA siRNAL SEAZ TR \DNA R4 B DNA 514, 1% DNA 5|9 v] DL ot 5300
(1% 5 BT ) 255 IR B2 SRy L 4 24 A T T gl 5 5 1 B8 mRNA @R AT 4G I o

[0163] W] LI# F — AN ERZ AN ALk AT FISH W52, 3F HARAE I R seii 7 & - (1) 58
—REFA, R A RET B (B — G R 5) IS ERN VB R 38— R 4 e
2 A —JO AR c IERER LA B 28 — 2 b id PR ET 1B T4l s #R/%H 1A 528
— DX AN, R DR AERTR 2 — P B i ) 57 X ERER 1B 5 X BN, X
TIXAFAE T AT S X A B I AR AR AT A PR AL s T ) 3 X, FF H o
KIF5B [R5 RET ZE K2 1A i) S A7 1 77 25 KIFSB-RET il 5L [AI isf RET 255 (A rp g b 284 o7 T
AR —XH 3 B IERTRE — XM X 2 M F AR X5 B (2)
B, e & KIFSB R S ARG (B8 P BT 50) AN BRI 28 —BREH A s 2 2
A — 2 Boh il PR ET 28 TR 28 506 Bubr i (4R ET 2B B4l s#R%H 2A 52—
DA FLAMET, iR — X AERTIR S e AR s (1) 57 X, K& 2B 15 58 I FLAME, 1%
9 IXAFAE T I S AT IR A — X A IF HoR AR AT IR A e AR R i 37 X, IF H4id
it 7E KIF5B JE R 5 RET JEEE 2 18] [ By i 1 7 A KIFBGB-RET fili-4r JE BRI KIFSB i P o [y i 2
AL TATIR S — X 37 B AERATIR 28 — DX HE X 2 (Rl i TRIIA S — X 57 &2 5 (3)
5B RET L, ' HRTRERET 28 FORTRERER 1B BT4LE s F1 (4) SBIUBER, 2 55 RET
SERI G AR i (B3 e R ) 2 TN IEREL 4A RS 57 KIFSB 55 PR i e 1A 47
s VYR EARAT 5T ) 2 L AMPERED 4B Frdd o

[0164]  FIIRSE — YL AL s BRI LA 0. 5-2. OMbo PR 28 — Je iR A7 sl IS B AT LA
& 0.5-2. 0Mbo FIIASE = JeEARLT M BLAE 0. 5-2. O0Mb, HTIRES DY L (AR A7 s K
FET] LLSE 0. 5-2. 0Mb,

[o165]  FH ARSI KTFSB &[5 RET 2E K2 7] ) A AR & T A — N B AN REF . (1)
B RET AL S A — SO FOR L BHRET 1A TR 55 — 96 mbnic HRET 1B 384 1A
55— EAMY, OB AEATR S — P AR S 57 X, BREE 1B 558 X HLAD
(1], 1250 X AFE T I B AR 5 — X (AL B I BB AE ATl 28 — P ARG b iy 37 X, 240
it KIF5B [R5 RET FE [l 2 (8] 5547 1 7= 4 KIFSB-RET Fli&r 35 Rl i) RET J5 [R A (i 24 A A7 T
AR —X K 3 B IERTIRSE — XA Xz ek AL Fard 5 — X1 5 B s (2) £
PREFA, & 2 KIF5B ZE R e A i (B8 v R 7 ) FE SRR S R4 e
& S —FOC TR c ERER 24 R ES — 2 Bubn id IR ET 2B Fr4l i s #R%F 24 528
DR BN, 1R — R AR RTIA S YRR ST 57 X, IREE 2B 5 X BARME,
R T RAFE T B AR S — X A B BB AE TR S R S 1y 37 X, S it
KIF5B JE [ 5 RET JEBR 2 [8) 5 A 1 7 4 KIFGB-RET Filt4 J PRl KIF5B 5 PRl o Ry B 2 s s T
AR —X Y 3" R TERTIR S — XA X 2 (e # AL FRrdR s — X1 5” B 5 (3) 25 =%
B, E 2 AR ERES 24 FIRTIRERES 1B Bl s T8 VURRER 4, ‘& 5 &3 RET ZEA 1 44
OARBE 5 (3 =Y OARNT ) & B AMOERER 44 F15 &4 KIFGB FE A [ gL o iRk br 25 (55 100
e ARAL ) A L AMOERER 4B P Rk

[o166] W] H T i€ % %2 2| RET-KIF5B Ly A7 5% i () S8 % A S s — Pl AN EER, %
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TR BARE A 0B . DNA G b e a5 FH T 2% A8 FH A& I 2% ph 351 st S R RN, B3
B o RGN RERS 7 (8 H w8 AT AR B IS I Ty . R FF 22, 1R ] DU
FEHT T R (FEARY ) AT 8 —FRET 2 38 R4 58 = 3 4 sl o8 DR AT 4 1%
TR I At o] DU RGP AN Bl 22 8T R 2. o, 3R B T DU AR — IR ET AN S
—ERERAL. RO BT ORI T S ERE AL AT N2, BT L AR E R

[0167] W] LA B BHUAE FH 4B A il & 22 K (0 225 ER1 41 DNA 8R035 B 1225 R 20 DNA [ 5% 4)
SKHAT “ X KIFSB-RET filif 22 1% 7 I8 A7 A5 BANAZAE BN 7, AE -t m] U T ER B 15 5
(ATRBEA 2K ) I8 = A B Hh B AT 2 A

[o168]  [AI AL 10p11. 2 X5 10q1 1. 2 X 22 [8) PRI 1 7 g i il & 22 K 2 5T 2 DNA,
BT LARTAE “ X KIFAB-RET Fli6 22 1% 1 IR (147 15 BUANAF AR BRI mhokss ) 21 A< BH I B o
7 SEARUAT BRI A, 80 Qan, ARSI HE AE RET 365 [R] 0 i 45 A g X B3 57 — I X 5 78
RET Z& Rl (145 X (1) R I 37 — 0 DX 2 ) (g 2R, B8 ml o HE AE 4R A0 A R £ 1 EE 741
(R IRANTE RET ZE R 9 ba X iR 5 — I D ORTEE 5 45 Ay ek ¥ b X RUTE RET 25 K 1) 9
DXRUERT 37— DR TR B BT 2R, B RS 0 43 B 8 1 AR e 45 4 ) e R X T
7 KIF5B JE PR K 9w 5 X3 5 — I DX FIAE KIF5B HE R (155 02 e 25 46 58 (X 4 X1 W T
3 - Xz A,

[0169]  ANAUIH AN T2 O A0 BIATRT R A B E AR ] T A B “ X KIFGB-RET fili & 2 4%
FFER MAFAE B IR IN 7o 0 SR G i AT il 22 DRI 22 (R 4 DNA” A 56 52, TR =R I A6
WU FH 9 62 1 SR A 2948 (TSH) ¥ RE[RIZH PCR ¥ B 420 B3 DNA I 325 95k s 25k AT 4 ko
o3 HTiE . WU “HUE ATIRTE R ZH DNA [R5 kA4 Ry s 4, WIm] SR A6 fn RT-PCR ¥2: . 45200
JFF RNA ER R BE A B EEVR R cDNA BB 1) 43 BT o

[0170] AR B e mT DAL HE LA 22 o G 40 H Al 282 31 0 491 - 2 R FH 1 130
Fi DNA S Gt (A0 DAPT) « A4 AZ 2% 1) B 2 ) 351« 3 KGR R R B« I B 2%
A A A o R ARSI T2l B U B A Ak, tn] DA 2 B an g A6 I Y R
ZAEIR LG 35 gz HEAS A RET SO0 750 e e A Rl (BHPEE%E5E ) Qe ARRE S R i
KIF5B-RET Sy (AUt B 555, sbah, 18 mT DUELHE FH 8 5 7 FE v RO e - R A e
[0171] B2 A AR KR EE (R4 200kb (4T 1A) 3 K4 1, 370kb (454 4B)) o
U, SR SE IR A & B A BT T (R a2 AR, IS A TR 5 R A1) 2 ) ) B A TG R A v R
VRIS EP 5 2 8] AR B () — AN 7 R 2220 90 % AR E R /D 95 % AR IE 2/ 98% .
[0172] R A 55— 3B LR 58 A AL, 76 FE A 78 KIFSB [R5 RET K]
Z IR A Gy AL R e G AR b, BRI PR AN S8 OGS 5 AT 4 B ARSI RPN R A 5
PG EARFE S, 8 B B R SE R APONE T, B MR R R XA POLE S
[IZA ST () . B, KIFSB R 5 RET LR 22 18] 5 A7 FIAE 48 BEASTE A5 4 S Wl 7 5%
A5 S g I R R, AT DS 98 605 5 il ke 4 W KTFSB 2E K15 RET 2E K2 (] 1) 5
B o

[0173] T B SEBR A AW s th FLE 3 2 58 T S50 B CRFE ) & RISk T . 1X
B 08 R AN 40 P e A rh SRAS I G € A o B A B g v R ) AR TR RS
(RIS EARRFE oS40, AT LUK E B oy B 22 R 28 2 1 e (PR it L B R BB A R hE 1 A
F AL R T B B IE S B4 RS2 R 1 S AR S R VR RS ot m] DCKE A 4H ik
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AT R G 0 A it VR X R

[0174]  HELGIEER 2SS KIFSB-RET (1) fl-& & 1 B fl-& ZE ] KIFSB-RET I, w] 18 i Af A
REfS LG X a4 a8 (BAMELES S ) JFH / & Refe ™ 4 R A8 Rl & X IR IESL) 100 2
200 MZ IR Z LR v B 5 1A I 2 %R (EREE ), X & S5 8] KIF5B-RET #E4T
Kl 5540, AT AE A Sl 5 b2 2 1 KIFSB-RET (R4 X 45 4 PR B 14, % b4 48
4 KIF5B-RET BEAT 46

[0175]  Y34b, WL 2 & @R A7 2548 (CISH) v SR AT 2448 (STSH) V44 (il &
D MHATRI . ASULBH AR “ Rl A 7 S 56 M KIFSB 4354 Fk IR BT 3R 153 43 5
RET J& PRl A i 3045 1380 3 R AR R 1 o

[0176]  Rif “Ref HEAIX (BUEIAIIX ) 2448” nle AR A 5ikma X (SUEIfzx ) 1)
HAMT A BA 2 90 % P4 — BT A . T AN Sy R PR R Ts Wi
MAHEY, LA EWATE N Z A1 B R 5 l6 X AT 2 IR Beig ™ A, 5 il
A HEAES 100 2 200 MEZ TR 2258 B S IAA s 56, B he
i 5 gL AR 10 A R IR Z4 AT [ 2 % IR et r= AR L B G Bk 10 I BIAL X i B & 4
100 22 200 MZHRII Z TR B S 1 F S5 alG X 85 & PR BuE k. 55— 5Lt
T AR R e WA (A B R/ BRE A R R A 7 v R ] DORAT A I 3L
W, Hlan RAE) (I N8 ) \misshd (el s RECK D  JEalg N H T
PRI 5 R RAE R L2 g i (lan, igu e ) s412] (i, Ida 2R ) sokyg (ol g ) s
FHE IR 28 DNA OB A P eg 4 i o mT DL CLAS I EE AR S 20 0 IO AT T =X 3% A9 1)
FEARTE A R 1 28 A b Jeg 1T 40 B IR HH A T A R SR A DL R N R TR 43 B 4 i
FIAL R Al SN 7532, SRR A IX SO i o 1, W] DAZEAR B 1 s 48 e S04 T FISH I &

(ASCAHRERL ) -
[0177)  FRAE ARG YT B8 BT P 506 77 1 TR o SCAF Rl A 5 N T 440 Mg i B
TEHU P IRAS K40

[0178] S — Sl 7 R —Fhgmid b & S OB &EH, Hp— PN RIS E 5 i
(¥ Bl 2 P AR A B 1 N- AR i 45 A 10 H— AN R RS 37 uin K9 RET & (I B (1 C- K
iR, A — AN HARSTHE T =P, HEh A B A J2 KIFSB-RET & (A i, vl fl & 56 K 7R A
KIF5B-RET 2 [, Horp—ANJERIgmbEAE 57 i (¥ KIFSB {7 B 1) N— A 45 i 3k I HL— A R 4
FSAE 37wy RET £t A7 B C— R 45 M35

[0179] Uy — A5l 7 IR — PR IEFAAK, %R IE M T Al ZEE AT IR T 2 1E b
TR A& L K K R (B, 88155 ) o I3 SR JT SR — R R R ik 2 Ak gk
ITHAL R AL 40 .

[0180] & XIAEWR T B2 W I FE b P3RS 2B WARE (VEREE L S5 ) JHAT ARS8 e, 1
TEIX AN 00 A5 ) 1) 2 SR FH U 20248, ERIA A ARl oS 2 (/) DNA. 225 (R 4 7 PR [F e ) A 400
RRRE B, TR ARIN R AR

[o181]  ZEJRAL AT, I LA Fid (a) 5k (b) I EA 20 156 MBEEREK N2 IR
HEAT 2448, T AE PR RE T (405 KIFSB-RET Fl4r 2 Ik A2 R 2 DNA BEAT R0 -

[0182]  (a) ZHH IR, HR Lk B LA R 9mi KIFSB 85 A Y 2 4% TR F 2R T A8 A2 21 g
RET 8% (1) 2 AT IR IR ER (1 22 b — A%
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[0183]  (b) 2R, H 2 24 R 4005 KIFSB 85 [ 1 2 #% 178 595 RET & A M 2 % %
(IR e (R

[0184]  FATMT, ZEIA 1) DNA [P TE HAR b e A2 57 (B, HE N THE ) o BRI, iX P RAR AR
AT DU AR R B % (FE R SO 2R ) o

[0185]  AREHIITE (a) HHATFRIA R 2% HIERT] LORAE B I 2% R, R & n] DU i 2%
AZ R gwhs KIF5B 85 (A1 2 RIS RET B2 1 (R IZZ I HRIERETY)) M2
TS 11T A0 & A A A RE PP TR KIFSB-RET B 22 K AL [RI4H DNA (A7 AE RIS 4E R
[ (al) & (ad) HPTRRI Z TR

[0186]  (al) AT B4 B4 A R IE 45 K4 S 4 i DX RN AR KTFSB JE PR (1) b X (7
OB FR A 5 KIFSB #54F 17) i 5" — X [0 2 % 1R 5 2430 B ki 45 112k 111 4
5 X AIAE RET ZE R gmig X (78 T 3CHWAgRR oy “3" RET #-4EF 17) T 3° - X (£ 1%
HRWAE.

[0187]  (a2) Z¥AZEIFE RET &R I 45 M3 gm0 X (76N SO kR 4 “5° RET #-%F
17) EUFR 57— WX 37 2 A% IR 5 228 BB 45 M I M 4 A X FIAE RET ZE A 4w fid X
(FE T SCHBRERRR “3° RET £/ 17) T 3" - X M RS .

[o188]  (a3) 2445 BE5 K & = 87 4 0 4 69 X A AE RET £ 8 (7~ X g #k oA
“5" RET ¥4 27) DI Bt 57 — M DX [ 22 A% 1 IR 15 21 A8 3 1 J6 465 A 358 1) G 55 X RN AE
RET LRSI (76 R SCrh ok sy 3 RET #-4F 27) TN 3 — X (1K) 2 - 1R 1 41

AN
/) o

[0189]  (ad) AT BIFB /> A E0 A8 R e 45 K4 S 4 AL DX R/ KTFBB ZE ] (1 30t
BERRA “5 KIFSB £REF 17) [4ig X [1 Eiit 5 — X 4 2 1% 7 1R 5 A4 AT B4 g e 45 14
S g5 X R LE KIFSB JE R (E T ST g RR ok « 37 KIFSB #4417, ) (194w b5 X [ R 37 1)
3 - MR Z RIS

[0190] by T #EAES - 41) e e P RS ) SR 808 1 D AL, 57 2% A2 A 1) (al) 1)
LA ATIASHI X IR (REREEE 751 ) e Hb A& A6 BE B KIFSB JE[K 5 RET 3[R ) fih &7 5
oA 1, 000, 000 AREE P 19 XI5, JF BB FRIFE YR L, JRAL 2422 R BT (a2) & (ad) 1
B AL AT IR P A% A 0 DX AR 126 12 75 7 725 K TFBB ZE [RlBk RET JE R (124 £ 4 1, 000, 000 4>
Bl 2 P 1 DX 3

[0191] B % SRR IE 3 41) 1 e S e ARAS 0 2R 880 ) DR FRL , JEUASr 4% A2 Hp B At FH ) /T
(a) B (b) FFRIAI 2 ARG b & H ] DLZE 5 430 1 BT R SRR L 7 41 1 2 PR I 2 K
JITR LRI R D o AP DL, # O R Y ) 2 AT R 20 16 NS I iE
100 & 1000 Mg .

[0192]  fLEHE, FH 2 EHOR SR X0 A 2248 Hh A - AE BT () B (b) HHBRER I 2 4% 1T
PR IEAT bRic, DMEFATRIN . XA 52 6 4R 1] 145 DEAC. FITC. R6G. TexRed H Cy5, {H
AR TGk BT 960k Ab, T R (R &R ) 1l DAB BiE 5% (T H
SIEUUR ) XHTIR 2 T RIEATAR I .

[0193]  TEJRAIZ%AZ Y, 4n s FH 5 KIF1B #4111 3° RET 841 1, Bl i S8 A 5 RET 48
BF 1A RET #4841 1, 838 i S48t B 5° RET #4841 2 71 3” RET #4841 2, 83 w1 548 F 5° KIF1B #5
Bf 1 R0 3 KIFIB #R4EF 1, B4 DI A A2 FHAH BLAS IR (9 Gkt 1 e B AT AR i o 2 LK 5
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AT H A R G BR 0 R ET LG R AT IR AL A4S, 24 57 KIFIB #4841 | bR B ™
BRE S (B, 56 ) 5 3 RET -5 1 AR id P AL 5 5 EE I, 7] LA W A H
Yhd KIFSB-RET fil& Z IR ZE I ZH DNA. 53— 7 1, 24 5° RET #4841 1 bric = AL 5
5 H 3 RET #REF 1 bRic = AL & 5 & 0 P B 5 RET #-% 2 bRic i £ M5 5
5 3 RET #REF 2 Mbric = AL & 5 & 70 P EE 1 5 KIFIB #REF 1 brid i AL =
55 3 KIFIBERER 1 BIbRid = A2 1015 5 A2 2 RTINS, v BUA B ksl e 4w KTFSB-RET
Rl 2 K2R R 28 DNA

[0194]  A] LA AN RAT Z A BRERIC . B0, B]E 2 6 dekl S5 i 41 1 F R i
BEALS | 035 B b il K R B L 35 B 2 R P, X iZ 2 R IEAThrid. 7R JR AL
FAZH, AR AT b (a) 8¢ (b) w7 BT FRIR 22 7% 1 BR I B SR FH 1) 4% A P HTIA 1) A= iR A ]
ETHMEE (WU X Z TR ) 114814k, {5 & 7% 2248 4 i — A 7 2
0. 2xSSC.65°C , Ff HAR ™4 P 28 A8 45/ I — 42K H 42 2. 0xSSC50°C o NWF &, W] LA H A4
S AN DR I Y b RS A A A, 9 W BRI B (SSC R RELL ) FHYELRE L DA R SR TS T
) (NP-40 55 ) (R FE TR BERZ e FE AT pH AR, T SEER HA 5 BR 4 AHAH [R] P A% 1k 1R 228 4%
an

[0195]  FIFAE M BT (a) 8K (b) Hh i RIS (1Y) 22 A% 17 IR T AN A2 BT I SR, 4 A8 V2 A A M 4
KIF5B-RET FliA 2 JIK KI5 BRI 2H DNA (1977 V#0451 5~ /& DNA E[TFyZ5 . RNA B IR RHBRE i B IRV o
IR LT, Tl B (a) 85 (b) TR 2 4% 1 IR 4% A8 B AT IR A4 Iy - A9 4%
FREEEA) A A A, TR AT IR B & ZE AT R . EAE A () MZ RIS DLT,
AT B G TE KIFSB 2 A 1 2 4% 7R 10 22 KR 2428 B 9w 5 RET 8 A 1 2 MR 1) 22 IR 1)
FEAZIE b P T BRI AR [R] R 7 IR, ] DA b ARSI H 4 i KTFSB-RET Fii-& 22 IR I SE BRI 4 DNA.
(01961  JE PRI ZH 4 41 43 A7 A DNA T 571) 3 A A A T (b) 1) 22 1% 1 IR ke 4 14
KIF5B-RET fili & 2 BRI ZE R 20 DNA [ dLAth 777k . AR IR 86757k, 5 (b) 2 IR I FE 4
[ 52 7E I b, I EL K AR R S i 5 AR B A B 1 22 R R B Aok A DG R S5 DR 21
DNA HEATASIN o £F PCR 87, Rl N (o) A AT IRIA 1 2 1 7 IR A T8 A ZE i e
il I¥) DNA ( ZE£ 512 DNA, cDNA) 5 RNA A R AEA 1T e e 1k 47 33400 73 504 38 1) KIFSB-RET
AG 2R, (o) 2T BRI Frgnts KIFSB 88 1M 2% R 5904 RET 51
(2 AR RBA AL S — X514 “RR—X 512 IR rh — A5 1) 2448 B 4w b
KIF5B &5 A2 IR H 5 — 51228 BN g a L /741 (1) RET B A 2 %7 (i
FERERRTR AL S Z TR ) W51, XL R K BT A 15 £ 100 ML 8
itk 17 % 30 M.

[0197] A\ PCR I (ARG B RN RABEFE RIS R, AR (o) 1 BTk i 2 % Rk
MR ERR B gm il KIFSB 8 A 2 IR 5 9w iE RET 2 A I 2 R AN Fl& A 5k 5000 4
T A AT IR Al 2 A2 R B BRCRE T3 41 I EL AN T4

[o198] T LLF) A 0 40 A % T FH V5 S8 (% KIFSB-RET fil & £ 4% 17 B8 1 B 25 /% %1, 1M
EMHB RN Z TR, XTSI 2 R WL B Rk E
KIF5B-RET-F1. KIF5B-int15-F1. KIF5B-int15-F2, KIF5B-ex16-F1., KIF5B-ex23-F1,
KIF5B-ex 24-F1. KIF5B-F-orf2438 il KIF5B-int15-F3. 5 f]— 9|4 B 40 i1 5 | 4., LA
% 1 3% B KIF5B-RET-R1. RET-int11-R3. RET-int7-R1. RET-int11-R0. 5. RET-int11-R1,
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RET-int7-R2 1 RET-R-orf2364 (] — > 5| 9 Br A e 0 — > 51 9. 540 ik Hh, & 2
KIF5B-RET-F1 1 KIF5B-RET-R1. KIF5B-int15-F1 HI KIF5B-RET-R1. KIF5B-int15-F2
RET-int11-R3. KIF5B-ex16-F1 Fl KIF5B-RET-R1. KIF5B-ex23-F1 il KIF5B-RET-R1 8% #
KIF5B-ex24-F1 54A1 RET-int7-R1 5|4,

[0199] A< BH $2AI T T i « VP Al SR I KTFSB-RET @il 4 (%) 77 v s T 2 s VP Ah S oF
WA/ BGTT A e (0 BT KIFSB-RET il & i ) 15238 & 10 7 s 0 B i
KIF5B-RET #4R 73 T LR AR R B A % % 4 7 1607 40 i s 24K 9 KIFSB-RET JIKAITAL
A3 KR (B0, RERE 5 a0 R Pk MRS I KTRSB-RET #% B2 Bl 8% A IHRED 5140 BLik
Ri&) sH % w5 5 KIFSB-3" RET @& AH BLA/ER (Bandmi]) i () s B kit
HIF ) TR R s LA TP i PRS8BT SRR EE (9 W B KIFSB-RET
R FREIE ) 1 A2 A I s AT e ARSI i e LA R0 g i mT DA 1 %858
BT KIFSB-RET S5 s T VP4 e BUk e 52 # (BlaBAEErEE) JFAHT
PR AU En

[0200]  KIF5B-RET #/R 45+ o 16— J7 [, A B IPRFAIE A2 — M0 45 KIFSB LR (1) v BOR
RET JRfs B PR BRI RZ B2 43+ (o, 43 BB 1) ) o 75— AN S0t 7 &, IR 7 14
¥ KIF5B W4 27 (BN, dais iRk 3 [ 45 el v B — AN BiE AN 27 ) 5 RET [
AN (i, 4bs RET B S BRI 45 i B i BL I — DB ANIN 27 ) (RS, 9] WA
PR

[0201]  fE—ANSEE 7 &7, 5 KIFGB-3 RET #4173+ .46 /L 4% 1f) KIF5B A1 9% (1) RET J¥
H), AT R S (1) 5° KIFSB-3" RET Bl HoA Wl vs v, a0, B3 5 B4R A RET AH e =i i)
T ) S ) 4 W AE A SO T AR A R AR R T o R AN S T B SRR 1)
5 KIF5B—3" RET &40, & 870 1.2.3.4.5.6.7.9.10 8% 11 MM KIF5B Fh3R43 140 B 11 %
D 1.2.3.4.5.6.7.9 BL 10 AN RET A8 0 7E— NSt 7 £, #4m 51 5° KIF5B-3" RET il
A 20 IR B B By B 1 5 R el A R e 45 A B I Th e i B S RET 1% 22 IR TR I 45 ) Bl s
HIBER B

[0202]  {E—ANSEHE T B, B R o T AL 4G B KIFSB (427 156 5 RET 427 12 1
HE B2 P B (A R IR 1) (A, 78 4 €tk 10 Ao k) LIMB K [R)E1 A7 9 IR 41) ) o 76 ot sk
W7 R IRy FAREERR] (Fln, HFED]) Gk 10 MREHER 43.611.042-43.611
118 DX A% HF BRI 2L 4k 10 1) 32.316.376-32.316.416 [ X kP [ 58545 . 16
Ty AN T S, IR TR AR AR W R S BRI 4 . 4, KIFSB-RET filts m] LA
4 KIF5B BRI Bt 22 /b 4k B+ 16 (5101, KIFAB B H B4k B+ 1-15) 5 RET B}
BRI /DA 61 12 (W, RET 4R &1 12-20 B 0 B ) MIMEZR N ph & . 7r 3t db s i
J5 %H, KIFSB-RET fil &4k T 5° -KIF5B 3 3" —RET (5L . £E— NSt 5 b, IR 149
F6 KIF5B BRI 14 5 1-15 BB T 2 B i B i 5 2 KAk EA R P4 78 55—
ANSEE Ty S, IR oy TR RET 2R R 4M 7 12-20 IR T4 B B BE 52 K
& EAFIE S

[0203]  {E Al SEHE 77 &, R 5 F A5 4m i KIFSB-RET @il & £ IK I H R 7 41, %
KIF5B-RET fil & 2 JIK AL KIF5B 2RI 7 BURH RET JRURE S5 RN Iy B o E— NSt 2, #4%
R 751 4005 KIFSB-RET fili & £ K, 1% KIFSB-RET fili & 2 T 3 3K 3 2 1 45 Mk sk I Th g
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Jr B B RET P28 PR BN 25 A6 s s L D B v B o

[0204]  FE 5 —ANSEHE T B, IR 1B 4 KIFSB-RET @&, 4@ & 655 RET H x5
KIF5B # sk W) IR IR 13 i o A5 53— AN SET 2270, IR 7 A0 4% RET sl iy By &2 /b
HMEF 1L CHGn, RET WA 1-11 st B ) a4 87 16 s v B (440, KIFSB
[R50 16-25 B B ) LS (BHIInERE N RkG ) o 7ERELESIf 7y %2, KIFSB-RET fil
KM 5" -RET & 3” -KIF5B AL . fE— A5y 2, R4y 55 RET I 41 &2
F 1-11 AHXT M R By Bl 5 2 KAk AR RN 7471

[0205]  7E—AMAH IR J7 10, A% % B IRREAIE A B3 AR S BT ik KIFSB-RET #4153+ %
BRI . FEFELE ST 7 2, IR SEAZ IR 73+ W] ER VR LR 2 AR B IR 4% 741 . 18
FALFE AL B AR SO T IR KIFBB-RET #% IR 43—+ I 2 AR T 3= 48 e, 9, 1 A T A AR e
PR LR 73+ 1 2 R IR 28 PR AT = 40 o

[0206] 7 55— 7 [l , A< BH (R RFAE 4 9 /0 B3 il s AR SC rh BT ik KIFSB-RET fili-5 R 4%
By TIRIE LR 7y 1o IXPIZIR 53 T 09 T ELFE Jse SL43 1~ B RNAT L 2448 314
fih KIF5B-RET [AAZ IR EX KIFSB-RET (1) 3 4% X H.FH W7 838 2> KIFSB-RET [f] mRNA K ik [
—RAEE ST

[0207] AR BHIE LA —FPRZ R 70 1 W RRAE, 40 a0 iE T4 A0 Bl T E S T AL
W TR KIFSB-RET fil& IR ES 5 140 50 BUEL 35 M50 1) R 4R A A% R v Bt o FE L8 S
T7 A, BRER S I BUEY) 5 12 RE VT R A ARSI 8R4 B A SCH BT IA KTFSB-RET il A%
B T FEAZ TR - 5% H IR ] LU & 5 A pr ik KIFSB-RET Bl 1218 70+ 1 B
KRB EAMOREF IR P4 %08 Fr B (AN A% 17 1% 5 48 KIFSB-RET [741 ) Z )74
—EE T TR RE T, R L A1) 70 2 B D DU RE A SR AR RN 54y B R P4 fE—
ANSEE T S IR BOR AL B AT IR FEAE R 2 5 R0 25 Z A1 47 10 T 20 2 [A] 8%
AL 10 A1 15 Z A AT BR RS B85 |9 . FESLAh S 7 S, IR v BOR 3 ), i
SR RZ 100 2 300 MEHER . 130 2 230 MEEFEE . 150 £ 200 ML 200 % 350,
350 2 950,300 Z 600500 Z 1000.750 %= 2000 %L 00 1% 1 2 [0 [ A% R I A
WAL E KIFSB-RET @A % TR -

[0208]  FE—ANSEHt 7 Z 0, AR A BOAT LUOR T4 B3R (9 g ik 2448 ) KTF5B-RET il
Hro N, AR i BT DU T4 e iR (0 anil i 2848 ) AR S T IR i KIF5B-RET
AEEREE 5. TE— NS T P, AL IR F B T LU T 02 B 3K KIFGB-RET i
M Lo AE—ANSEHETT ST, IR i BU AR AT BIAE Y i KIFBB 4 2+ 15 5 RET 4h 8+ 12
[RIHESE N Bl & I S A BLHE N I IR 41 (49040, 7E g4k 10 i LIMB A [R) {31 A7 P )
JPA)) o FE—ASEE T T, IR B A BITE R B B (9, JRE R Jet ik 10 kT
M 43.611,042-43.611.118 X BLP 4% IR I L ik 10 1 32.316,376-32.316.416 [X 5§
PRI ERITA.

[0209] AT Btk BERE B35 | 4 mT LU T4 4 FISH RSBk PCR 4738 o 78 He A i /2
=T PCR ) — Aoyt St 77 2, vl DU A H 5 1 e85 | 6 hAT KIFSB-RET fill & 1%
B SR B, 90, BT A S BT R KIFSB-RET B %4 A (9 A S R i 4 (4,
B R A s ) M P Y BT =, XA B ST RS
AT LAY 1AL KIFSB-RET @A b A B B S 2 AHA I X 8. 84, 1E ) 5 |40 ] DARE Vvt ik
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ZAZ BILE KIFSB JE K ZH 8% mRNA 2471 N & A% EF IR 471

[0210] AT A% R v BEmT LUmT A8 i kb 4] 4 ST 1 TR, B8 i s % i AR R e it
A2 0 SRR IC S BEAR AT 45 A X PR ICHEAT AR id, B0E P DU SR FIRR S  BR B EAR R AT (11
U, B3k AT B AT FIRRIRET )

[0211]  ffjs2 KIFSB-RET @G A7AE R VAL FE - HRHL IR KIFSB-RET fl & 412 7> T 8%
JRAEAE T B 32308 FORE S M5 B o A T LU R PRI 40 B I 20 oA o 22, 48
W 22, ] DAL S A% BRATE O B A ORE i JIP 88 3 A T 0 A ) b 988 40 B B4 R, e
DLk [ iR , A0 36 NSCLC. SCLC. SCC B 2H 4 % g e BB 5, 2008 .

[0212] A IAZER 4> F H 1) KIFSB-RET Bl 1) 77 v2: 42 R LA BIATART 7 v < 1% BR 24 A8 I
SE I T A I %2 - PCR-RFLP 1 52 « SE B PCR ) 3%« i 1€ 43 7« FISH. )6 i 4% 24 43 by
MFTISH. LA RERIZH 2948 ) S JRAT Z%AT | SSP HPLC B3 itk Rl 4 &Y,

[0213]  fidk T K: Il KIFSB-RET @& 2 K09 7%, BFE L F ik M A Ry
KIF5B-RET fili & 2 JIKRE 57 Pk 25 (30042 i 5 I ELRSTIN KIFS5B-RET fil & 2 Ik 5 150 &
G e 22 RS I (1) 75 3260 458 450 B A Rl RS I 256 T A e IR ke T AL X &5 & AR 45 4
TR ARSI, FL bR F R PR, HorP ot KIFSB-RET B4 18 7K SF BRI PEd-AT VR, Hh 78
AR TPVATT TS B Bk 2 S5 6 KIESB-RET fil& 1EAT K6 I, G b 70988 R 12 W (540 B ) of
KIFSB-RET fili& B4 74800, b LLYIUE FTR) B KTFSB-RET fib-&r 32474600, 451 41 28 — Af 1) 55
I H 2 DA —ABl S R 1A A5

[0214]  ABAL T RHEYT B RN, e ) H v 3 T KIFSB-RET Rl A7 78 1 17 2K FH AR
P —ADEREZA (1) B EE ANFEA 5 (2) ¥5200E %08 SR HE 4 R BEERAN A BEXT IR TT
PR RN 5 (3) IEFRVATTIEFE T SR/ B (4) TN A2 IR A s I () AR

[0215]  —FPZE 4y B AL IR 4 1> SL4W 05 KIFSB-RET mili & sl A& H i B 4 A
— R4y B B ALY KIFSB-RET %18 73 ¥, Ho w5 A Mz 2 B R AR B I 0 R 45 41 . —
Fh 2843 B B A AL IR A0k, HiA 2 4w bd KIFSB-RET il & B 2 o 1 B b 24 25 % 18 43 1
— A, A E A — PR 71, FLRE S MR e B i G b KTFSB-RET FilA A%
P 53 T BIRAK, AR oy T T LU 3k H R T s 1RNA BR = I8 E 7 7 — P 200 5
B4k 1) KIFSB-RET filih 2 IKaE & A H v B sl . — P& s> B s 4lifb ¥y KIF5B-RET
miA 2 K, LA RET Sl rg Pt F / B SR B2 JRyEE . — sy s aiib ididi ik o 7,
5 Mt 5 KIFSB-RET fili i 2 Ik&i & . Ptk 7, o ik Pk 72 41 %) KIF5B-RET il
A 2 IR R e DA T

[0216] A<z B FH T4l KIFSB-RET £ 4% £ IR K #0128 7 W) I T3 VA 0+ 22 < S et
V0 B9 EVIRYE: (ELTSA 75 s 4l B o B B R L S e e i RN AR BE 5 o0 W o 7R 26 5 v,
{5 KIF5B-RET @& Z KRGS A ik XMPUARRIH 12 A&7 KIF5B & 15 RET &
R A7 s 1 2 IO R SRR PUIR (78 SO g pR oy “ B0 s ke J e di ik ) V5
RET 25 W RTR AL A7 55 (FE T SCHHBERR A “RET-C Aum$ifR” ) 1) C A sl 1) X 45 iy 41
FE TRAR 5 A BT AR 55 B KTFSB 2 1 R R @A s 1 N R s 0 114 DX 350 P 4 B ) 22 IRAH
SEAWIBUR (8T 0P BRFR hy “KIFSB-N KunHuik”) o X H, “REA AL s fr bk ” %
RS S S AR B A A S 2RSS A I PUAE A S AR (IEH AL ) KIFSB &5 B8R
HEER (IEFA)RET AL G

S
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[0217] W] LA FH TR Bl 57 mURe 7 R BLAR B TR RET-C R i 5 KIF5B-N KA
[RI4H & RAS I KIFSB-RET BiliG 22 ik SR, BRI A 48] 0 1 4 ik 40 B mh J L R A I 21 RET 27
IR IE, B ABP AT G095 G ¢ rp B o Y RET-C SR ot 7t m] DAAS I H KIFSB-RET fili &
% JIKAE il R 2 2P A AE

[0218]  ANAUEHE AN 5 AT DL Rk RIS M 1 O A0 7 v M il % “ 5 KIFSB-RET fili i £ k&5
AP PR AN VAR — AN iRk B R U7 A B RET 2R C AR U
KIF5B-RET fili & 2 KT A4 B AR 22 K« KTFSB 2 A N AR iy #0744 G i 22 RS54 f
PESRAT BN, TS S R R R, ARG RIS s (2 seEdiik) s
FH T HI0E B va B BRI 732, B AN 2838 9803  FE 20 DNA VEFIIE B AR v ide o I AT FH 454
RGBT, WA L Rz ARG AT R i RS A S . R T LA Bk g A
I H AT DS, WD AR e 8 R A B o BRICA I S A FE o S AL L B -D- - FLRETY
B E AL B BRI E AL R (HRP) %6 6 25 R FUR e (FITC) \ &' FF B St 5 BRI
(RITC) AEMEBEER B A= 2 RS e . iy EL, B3 T 48 P Ak Bt 45 & A hric
[FIREER A 7 VRSN, TR A 45 GA FRICIf R A G BT A A BCE B e Btk
ALER AT

[0219] 4 A FH A IR 77 VA6 N2 1R P BT 70 B A H KIFSB-RET FilA 2 4 1R
[RIAEAE TS AW R RET B 2 R SRR 1550480 a0 =X 13 Ta BRAL &9 1 K 3R 9T B TR IEE
SR R, (B0 R AN H KIFSB-RET @& 2 M H R HIAFAE, WA A RET BR & R
PR RIRIA 7 A HRE RO SR B

[0220] 41 BJTIR, 7E T (a) &2 (o) H TR B 2/ 16 NIRRT 2 % R ]
AR T4 KIF5B-RET filif 2 7% HER AT AEBUANTEALE 5 () — M 2R, Hog ik H 2%
AZ B i KIF5B £ [ 1) 2 1% 1 BR IR ET R 2 AC 2 4 i RET 25 1) 2 P R AR ET (1) 22 /b —
ANEREE 5 (b) — P 21, R 29 B9 h5 KIFSB 2 1M 2 % 178 5 4md RET & A M 2 4%
HIRIMFLA AL ERE 5 (o) — M2 TR, HR vt e 7 gl KIF5B 5 [ I 2 1% IR
L1 4ahd RET 5 (A1 2 A RS S — X514

[0221]  XEE L IR B AT 5 SR DR R 2 I T3 20 ELAMR S e A1) B kb . JX L, A
AT PAZNAT, “ HAMA” TR SE AL E AN U0, X L2 K TR i RIS 74 B 80 % Bk
I 90 % B B ALk 95 % Bk B FE AL 100 % 16 R JEE

[0222] 7E (a) & (c) MIZETFIR T, 763057 B4 ¥ DNA Bk RNA , W] N A% 2 41
PNA ( SR BENE A% IR K% B2 ) « LNA (R b, B IR MY B %12 ) « ENA (R #R, 2" -0, 4" -C- £ &
B - MF R ) ONA (CHEAZ R ) 1 TNA ( JRBERE G ) SRR HAT 2 8 o

[0223] b4k, 40 b fr ik, A A K 5 KIFSB-RET fl & 2 K AH 45 & 1 Bt f& H T4 3
KIF5B-RET fili & 2 - R IMFH B 1) o PRI, AR BHAR AL — R A TR A A5 St 1) RET B
SR R A 2 e TR TT SR 25 o

[0224] A BH I A 225 AT PR RS 0 7 Vo B A DU 7E MR EG 2 R 3 P SR A9 AR i R AF FE AR
W2 TR PR, 5 RIS 3R 1 I3k A5 BIFE 2 MRS 32 3 R R
CATEAR TR 23 B EIRE ) e A2 R AT S 2 ) B R PR (ORI L) I vEL R0 = R ok
YR GG 0, I LA PR o D03 M, {38 P B 1 X6 A2 3K 3 it A2 30 DX 3k ) 3
FERE S BB o ] LUMAZAE S P SR A FHZE R 20 DNA. 55 4%, il DS A L S (i
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SR 20 1 B SEFNB B TR AR P2 549 101 mRNAL cDNA FUER 1) o IO 16 1 2 il 46 4
mRNA B, cDNA.

[0225] ] LA H 040 75 V2SR B B IR PR 4 DNA, I FLAT DAAS FH 722 (1) DNA $2BGR 7 & 1 25
Gy AT HEHL .

[0226] W] DL#2 MR AN R 43 A7 7 (4 2, 0 AV 66 ERAS: I 077 25 B4 L 0 7 4, 48
PCR\LCR (42 Ms X S B ) SDA (BEE H#udr 4% ) (NASBA (2 A% IR 74 4 4% ) \ICAN (55
FHRE 515 & FIZERY 1)  LAMP ( 33558919 ) 7. TMA (Gen—Probe [1J TMA R4t )
JEART ZAT IR B3 ) B ATH I 25 58 . 40, SR Pl 55 ke ) 2 A% 1P IR 2448 1)
IR FHAEBRET B2 A HAR A SR I 22 A% AF IR 2% AC 19 DNA FIAE S R R I H R

faray
3 o

[0227] LA, A8 HIRIR T Mk 32 6l b BT aRAS IO AZ IR 151 2 mRNA. 28 i AT Az 00 o
R FH 5 DRI 18 s 2 1R 745 » T T AGE P e Vv ol e P S P ™ 8 e A 00 220 % PR 1) P 51
5190, M52 mRNA . S RE Ry 5 PEL YT NG AR I 2 R IR K P ) I HLE T4
P 22 % IR Bk P 57 1 T 5 S0 %6t A S WA 7 v P 45 P ) 5 | 400 s s i 35
ST S S BCAR RIRE. w] DAL 51 e RS (B, B PE Biosystems 42
FeH Primer Express) Kt PCR MM IN A H B I 5 1Yo 5381, IR PCR =401
RANER N BEHCR AR T 5 BT A 1E AR LE S5 1A B SCE I BTt A A5 2447 1Y mRNA
5 cDNA I BT ERAG9 B == K /NAE D Tkb BLR

[0228] B HLAKM, MGihidh KIFSB (¥ &7 mh Beih thE X 51¥ (57 - 5140) , IF H A GihiE RET (1)
il B R 51 (37 - 51 o DLIERI AL A A BRI & BT S 5 1, 5
DU A it 5 A 3 AEAR IR & P 5140 £ PCR 47 G 0 5y, i m] AT 1 oRe
5555 B AR 2 L3 1E S5 1R A Mo vt AT IAE 50~ S By P 1) B A i o 22 4%
HIRINZ 5 PCRo A AIE ] 1259 B BRI 7532, W DL AL SR D) (4 i D) sl LR 5 o
73 ) AT O B BN, 48 PCR kA, B AT BRI Fo DA XS PCR 34T 73 M 9 14T
WAL ZEEG A, HUILREMS TR 5 SR HAR KM A B 3RS HAT HARR
NI HE R BN, IX RIS P BT SRS RE A RS I 2 R . W LU Ty
A IS TN 22 A% PR A A7 A o

[0220] A< BH f Bt 45 56 LA ARG I 7 Y 0 M A 358 - R DR 08 5 A I AN 1 32 1K
P ITARARAE S P A AR 2 2 A% F IR B BRI 2 5 AR B B AR RNy 1 B
b

[0230] SR FH A48 H AR MK DI A2 1 FE 45 U northern %48 BT s EIVIFYA  DNA B [ 4105 R0 RNA
TRYEMIAAT o AFN 28 A ERE, Wl AL A5t 7 AIEVE A LR 70 1 Lo IR
) 907 AR i B 16 B By 28 R 0 7 S IR, BT A% 1R 73 2 -5 sl 22 i
MRARAL I 22 /0 32 LR AL BT A B8 AE T R 4 T COLIEHAE SE ™ R I 46 1 )
A AMESCE A M.

[0231]  Z8AZH] LUK AU E AN 53 C R “ T A% 1) 45 A 7B« B R R 417 ] A
KHZERG B EA, B0 RT-PCR. £ RT-PCR J5¥AH, ERE LAY B A FE H AT PCR 3 141
T CSERF PCR) 25, it n] LS N2 B gkl 22 % IR A7 AE AT 70 Mo W] LUK H] PCR
PRGN TR SERS PCR J&— Rl L7 i, JF BT DB AR T T 0k 7k i i B A s A
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FAll & ] R AT

[0232] 075 ) A i BH S Tt g 2 1) Rl A A 1 RS 00 g 92 A i A T A AR 6 52 38 3 i SR A A
b PAFTERE 2 2 0K, B A 22 A2 P IR P 4w b 1) 22 K (2R ST g Fk A g Al 22 K ) 1)
AU ] AR A G 5 23 ik BRI RN e v, 10 I £ SR VR T RIS A2 AR 3 I SRS
(0, IARES 523838 Hh RIS e AL 2R Bl B ) 9 mT s Pk VR I LK A b i B 5 1
Kl 2 K550 KIFSB JUARRIHT RET HUATR A, T HAT X P I 3R . ik, ] DR A A% H
XTSI 22 KA R S 1 1) B S B BT AR B 2 v BE BRI A, 491 4 B O 8% 23 A v s XU A e
/> BLTSA V5 9 365098 43 i < U G 92 D0 5 V2 R0 4 92 B Y o

[0233]  Y47E A S BHAS I 77 v b 6 SR Y5 1 MR 36 523 8 A BT R4S R o (P ARG I 2 % 7 1R
SRS I 22 DRI T AT I B, 5 52 3 R B 2 TR RE 2 E (BE) HFHA
HARAEAF FH RET F0HI50HIVEIT -

[0234] AN BH AR IR 7 4 22 /A0 5 9 U v R E AR i B IN J v2 Hh RE A e e ekt 9 4
MR 22 R AT IR I I R L5 1) o 1F R U5 e 2 FIAE B ARSI 2 A% PR b 4
FI5 1 —H 2 TR .

[0235]  FE—ANSEHE T &=, ARG IMAERE (1) A8 MRS KIFSB 137 vk H
FIE LSRN Gmbd RET (13 7 Hh e vk H 1 e SC3 1) 9F Ho2 A R I KTF5B JE A 5 RET 2%
IR P A5 5 R ) 5 | AL, b (e S5 10 A AR P R A R (O MR B P A 1 2644 1 )
5 YA ZAZATIR " HAT IR 70 1 (PLithh i 2270 16 MIFELL AR 7+ ) BT,
FHHAE X512 HAE M4 T (PR S M I A T ) 5 “ Bkl 2 B IR 1)
HAMEIT IRy (Rt E 2D 16 DRI Az ey 1) T4l k.

[0236] SIMAFESLLTFHSIA (2) F1 (3) fEAFIWA (1) 1R AR K,
[0237]  (2) —MMEXSIWRIGIA, LR R G 2/ TR 16 N ESIEE S IR T
HA.

[0238]  (3) —NIEM SIS I, Ho2 B &2/ DRI 16 NMESIE 1 A% TR
ZH o

[0239]  FEIXLES |4 (1) & (3) H, 7EH AP FE 1E U5 AN I SL5 1) IAN B 22 TR) f°) 1]
BRI IE L 1kb LR, 8 R IE 5 AR S5 1) B 38 59 34 7= 4 () /ML A
1kb ELF o

[0240] 4k, 51 EABE H 15 2 40 MRS UL 16 2 24 DR HILIE 18 22 24 4>
WS R RICIE 20 & 24 DR FTAH BE KR

[0241] S A] DL T4 38 RN RN 1) 2 A% F IR - 4L, BAR A BARIRR &, (HA
K5 b B AR MR 5 | 4 mT DLIE b 491 a4k 2 23 B i i) 2%

[0242]  FRIEDUE AW T EESE AT TG SR ERES S O 090 M Bl s 22 e 4n
M A 1 B A SR TR, o 5 AR LA S ) A BT 1 B AR A I A0 M b K AE B
FEAAL B Y IEAT A B A 40 B A O A 2R AL R IA KPR, B s B i e A T HUe 2
wEiEte &9.

[0243]  fiEPrse I TG B RE AR AL A AR B AT E 4 R Rk G R R
BT IZ0 3R e FERXAPIE 0T 24 5 7EAH [R1 40 i b FHAE AL S 0 b 38 2 BT AH LU AEARE S &
WML FE 2 JG B B A R IA KR/ IS, P RE AL S R E S U 2 R AL S
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AEACHE, fi U 25V BT VA T ASE SRERIAE S SR O 4, DL R R S S —
oy B TR AR b . AEIXARIE LR, RN SRS AL A Y i i 4N B AR L S R AL A
WV)FE A 1R 48 e Rl 2 1 R B 7K BRAIRINS, PR S AL G i a2 A Do 29 s e A &
/P

[0244]  ffi  J7 25 v B A FH 16 40 M nT DA SR T 3L b il 6 IR B A d A R /B
ok 5 A D 40 P D 0 L 0 L B ) 3 A B PR R R o e A T LR SE A A L, R )
SE e A8 G = /I 40 e 461 an i B, b BT IR

[0245] S —ANSEiE 7 SR ERAN — iR b A X i (0 P 25010 5 vk % T TS R
AP R BER IA il S 40 I 5 I 40 e P I R A B R IA KO, o M S R A
W) Ak BRI () B Ak 34 AR 0 7K ST AH B R RS AL 4 A 2 40 e R 9 il B LR IR KT BRI
I A S AL S R 2 R TR I iU 29 A IR S

[0246]  WKf KIFSB-RET @& 8 (1 FH VR F T2 Wit sk 3 1367 sk R sl e 1l b 25
38 36 97 BRI 46 1) 75 B R T 1) AR 3 YA TR R I A D — B X Rl S D
TR 22 /D — B X G A A B 1 R 2R AL R 5] S 22 2D — B R X RET 25 255 ER1 g 1)
HilF e A G JdIFH T LR 1L Ta BG4 1.

[0247] 5y — NSl 7 SR — PR TR R/ SRIA T REE (9 5 v, T RS R R BRI IN
BEMAH % (BIT) ABERN 2D — P A 8 R EI5R 20 —F e X aid &
B Al PR B0 20— FbEr X RET Zhhd 3% b [ #0 hi ) sl 3 S0 20 4, b e i
— AR T BRI SO I A T AL B AR LAY o X5 EEIE v A4S A X
FRATT DB i % 08 T BRE PR A/ BBy AR E PR 5 — AN S T R —
Bl T PR AN/ BRI T AE 2 A, AL I 2 b — PR X A B B AR, A A
WA 1 BB I R 22 /D — R G A R B 1 RS R IR SR 22 D — R %
RET & hh 55 A ) PRI B8 oA G o D5 — >SS T7 S 4Rt — P Eb XS Rl & 2 1 I3 il 57
SXoF ¢t ik i 5 1 P 2 R DKL K 030D S T RE RET 4t i 56 PR () 9 ) 500 e L 284 B T Py A
/ BIGITRERE AE FH 770 I AT LUl =X 1, Ta 84 &4 1.

[0248]  {EAC A B, S il mT USRI, e 2 /N4 it (SCLC) B/t s (NSCLC)
51 o s s S R 40 A s O 4 R s o

[0240]  TEAH-EWH, &% LG S A I HDHIF R L AR M S Al A ST A 456 I IE R Ry
s S FEG B A RIPUR 20 B2 0 —AS, FF HA Rl R PR B RET S 65 2% P () 9 il 571
JEIEH siRNAL shRNA. miRNA. A RE %54 S MMl 5 il A R IR B RET R g2 R 45 & E AR 1) 42

1.

[0250] W] EAMAE I el 45550 1. Ta 8 1 BIAG YA IDH RET FIZRIEH / 88 RET il
WEPE (N, sk R RS E M ) IAEART RET S 7] o

[0251]  Z 50 A] L2 RET 5 5 1t i sl e ml Dl ARE e e (9 2, AR S Mg 1)
HIF) S 2 BEHNHIF ) o COF AR AT RET S HI57, 3 HAEZEXT e AT il RS A 24T A
GCo AE RET Y HE VE ) T i A7 72 3808 , 9 i I e DL 3 sl (PI3K) A4l MudME 5 B
1/2 (ERK) (Wixted JHZE A, J Biol Chem 2011) F STAT3 (Hwang JHZ& A, Mol Endocrinol
2003 ;17:1155-1166) o FPHIIXFN U5 T 5 e 42 1) 2590t n] LA F AR RET St 4 il 500 i)
B AW EE AR B, SphelE & R 1 S Y.
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[0252]  {E— AN, B AW B KIFSB-RET Sy 7 1) 52 1 th 4k 40 W7k 721 & B 47 s A
HMPIAL RUEA RET 5848 . RET SEAZ I — M1 230G 58748 » RET JOd AL 2 5 By AR R AR
FHLL S EOHE IS MR AL . B0, RET g o878 n] S8 A RET i1k . $E2 0] LIAETE
55 RET T AR G I B33 T A A T B 4k % RET P05 588 A5 0k ol T4 a4
RET 15 5 14550 PR S &5 P11 i 578 B N B2 T BB A sl ik e A~ DL E AL 5
PRI A T B RET A5 S i MRG58 4% o sk bl 2T RIS LA KIFSB-RET B A7 A1 RET 5848
()52 3R 10 5 W] LAy g B RET SEEEH0 IR ARA1EAT AL B . 554, T T iZ g s XHAdAT)
BT / VRIT o

[0253] 4 b ik, R RET 1% 2 B S il 37076 7 Jee i P 8 SR AE L e ok A e B 7 v
FL H KIFSB-RET fil G 2 % BRI B h A U B o B Tz 5 AL, m DLIE i e 4 et v
HA KIF5B HEERIFT RET 2 [R] FJe8 e £5 2 e ) RET 195 2 198 A 1700, i s Ak R M AT T
TRIT o PRI, AR B3R —Fh T I897 IE 10 5 45 1207 VS B A S B iR 2 W
TR TR e A 1% RET B8 2 BRI IV T i SR B R B A 2 1 Ta BB G
1 ¥ RET P 22 R USAH il 37 1 D 3R

[0254]  TEAREHH, AR "AMORAYIRFE (B, 400 AR 2 S IR (I bk L
2 AT B I/ SRS REVE I DR B ) L i B SRR B (FEIRZH DNA 7
H) . mRNA $2 B 58 HH mRNA $2 B4 P il 25 1K) cDNA il it B cRNA il it ) BRE IX L4
IRFE RIS B R B o 123 ] DL 2R ok PP S (] 5 A L L SRS ] o A L LA v b
B N AL FE AL

[0255]  ifif HL, AJ FHAS S AN RAEH IR 2R Y RS R BEAEN DA AR )G,
i 4% JE R 2 DNA . mRNA. ¢cDNA 585 1 .

[0256] [ T AR AVETERL T IRTRY) T (2L IR BUiR ) A1, AR B 25403 vl & A Hofth
225 PRI I ) o IX AN RO H 9 LS 28 b FLAL TR BRI AR e 7 B 7 L AR B
RAKEE . MNP, WAE FHBEIR Sha8 A IR 2R . SRR 5% o 1B N FLALTH, mIAE HI Fil Hr
TR M R FR BN P T IS o VR A B ARSI, mI A FH A AR IR H Ve 5 B i R A  FR AR 4T
PR RPREAYER RPRAGER. T MRS TEAFR R, n A . WAt
M — R HUOR MRS o AE N B 7], A AE S B Al R LRV R R R U T 45
[0257]  Jb4bh, B T & A 2 - RRAI BRI S A, BT A NS DR BH X R (A
U1, KIFSB-RET @& £ % 112 . KIF5B-RET fil& Z ks A e ) KitEs 2%
T ERANGAAR IR A Iy 00 55 4T BH 1A 6ok R i A7 2 A 55 v B A FH 100 S % K571 (DAPT 5% )
UK (an, 5 Pk B E GV E A) IR B4 TR BUAR R B BT A i 2%
M VB AR W7 R e sl ST S TR S i . AR
BRI T A8 R B 7 v B R IR

[0258] SN HE Fl A B R AN bR Rl AR 1 N= AR i 45 3R RET 2 11 C- R 45
TS AR, A S T AR IS U 7 U . milG ER B mT DL REA B KIF5B R H
%) N— 2R i 45 6 R RET £ K C— 2R U 45 A6 38 4 K] KIFBB-RET Bl 8 H o 147715 7] LA
F T2 Wil » Rr A2 3R /NG e, o EEL FE R  AE G (A 10 A 481 67 8- 22 4 1) aRET
FER YR EHE Forh RET 82 5 HAth B A fil & i A 8 1 G i B 1 T 5 26 AT
S AR B EE R IR PR RS A B RET (5 e ik () 22 /b — AN TR I o 24780k
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FE AN 28 B DL 2 R EHER I — AN, o RET 055040 an =X 1. Ta 84654 1
TAMRRIATT -

[0259] L&MW 1 il

[0260]  N-(4-{[6, 7- X ( F AR 5L ) MMk —4- 2% ] 4028 ) R ) -N -U- MR E) BN
Fe -1, 1= W AL (L) - 3E R ER R A 2% o

[0261]  fE 7% 1 o T H F#il % N-(4-[6, 7- W ( FAIE ) ek —4- 3 ] A3 ) &

B )N = (4= JRREE ) FRAKE -1, 1- I R (L) - 39 SRR ER 46 (1 U ¢
[0262]  J7% 1
[0263]

o= b & o

25 S bR

WHz

H\ﬁrk
PaC
HCOJH, HOOSK N Q/ e ° F

s ug' To00

oo B jenanel
mjxl 151 N e

[0264] 4- & -6, T- QEF'%@% oL UNEHES
[0265] [ J N5 FFHB DN 6, 7— — 4R 2L — MEIbk —4- [ (10. Okg) A1 LM (64.0L) .
;[jbﬁﬁﬂ’)jzﬁfj/tbmt]c@j]n#hijqéﬁ 65°C, U I =4 48 (POCL,, 50. Okg) » ZEVRAIN POCL, S5, ¥4 %
NARE VI TR 2 K20 80°C o YRR B RN/ THREGEM B 2% I Gk R 80
*ﬁ@f&? [HPLC] 43477 ) » FIWT SN 45 (K20 9.0 /NI ) o 5 IR NIR AR EI 2 K4 10°C,
SRIG VRN 5 e (DOM, 238. 0kg) 30 % NH,0H (135. 0kg) F1vK (440. Okg) [ A VAW -
BT ER G R KA 14°C KBS AH B BAVAHAZK (40. 0kg) PE%, i B
PN T 4 LR L9550 (R4 190. Okg) o K FREEBUT 25/ (MTBE, 50. Okg) & I F it
R FREGDRHI 2 KY) 10°C, 2L AR U0 ai 4 bt o i B[R [ 44, FH IE ©t
(20. Okg) WEWR, 76 KL 40°C F 4, SRR G4 (8. 0kg) o
[0266] 6, 7T— —FIHE —4—(4— AYFEAEETE ) bk i 4%
[0267] e Wis A 4- & -6, 7- Z A IR (8. Okg) 4- A ZEZM) (7. Oke) .
4= Z s FEERE (0. 9kg) FH 2, 6— — FHILOERE (40. 0kg) o B NV AF N BW NI/ E K Y
147°Co [N EEHR (F A IR A HPLC 2387 HI W el 42/ T2 AR A BHE) 5% I, K2y 20 /)y

N ez O
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I ), A8 S N gs N B EN 2 K2 25°C o NN (26. Okg) , BEAE U NV AR T- 7K (50. Okg)
FIBRBR R (3. Okg) o HF N3 N W BLHE KL 2 /N o 5 BT 1 B i) [ AR Y ve ) ik i, K
(67. 0kg) Ve, 7E 25°C N1 KLy 12 /NN, 13 2IFREAL 5 (4. 0kg) o

[0268]  4-(6, 7— — FI4EUJE — MRk —4— JE4UAE ) RGN

[0269] W& FFEREN (5. Okg) « IR (3. 0kg) FI/K (16. Okg) VAN INE] CnFAE K4
60°CI 6, 7- 4 IE —4- (4- fHFEAREIE ) MEMk (4. Okg) 10% 4 / B (50 % /K3, 0. 4kg)
TEVYEEIE (THF, 40. Okg) HHIVEEWI T o BAT IR INAEAT [ NIV -A V) IR AR B AR RS
60°C.o i R HPLC 23 #rill i B A ROV Z5 I (4R TR AP R 2%, 185
K15 ANEE) B SN RS N AL E . Tl B ZRIRAE K Z 35°C R ek 4 2 L RAARR K
—F, R SEG PR DIE « B I8 k4R, F K (12. 0kg) WV, 7E K29 50°C F AT
B, SRR BALA Y (3. 0kg ;97 % 4 R (AUC)) .

[0270]  1-(4- 95 — ZREE FWEIL ) RN GER IR 1)) %

[0271]  DUATHEIR FEAE L 10°CRIER, ¥ = 4% (8. Okg) AN & IR NAE -1, 1- —
R (21,10. 0kg) 7E THF (63. 0kg) LA H (KL 4T ) BT Bz Bhide: K4 30
S8 ARG IS IMEAR RS (9. Oke) , UM IR FFAEAR T 10°C o B[S &5 AT, DT HEE &
ANE I 10°C I, U0 4- A (9. Okg) ¥SfE T THE (25. Okg) WV . FHRAWHH K
294 /NI IR E H SR S TR (87. Okg) FRRE. LU b A S5 BN KR (2. Oke
BT 50. OL 7K ) WK (40. OL) FIEALSH KA (10. Okg T 40. OL [1KI7K ) PE¥. ML H
IR WU OIR YR, B8 I N PRt X FEUEAR YT o 10 I B /O (R [T 44k, 48 S5 76K
29 35°CH BT, 13 BIbR AL &) (10. 0kg)

[0272]  1-(4- 3 — ZRILZ FWEIL ) LT AP G U i) 2%

[0273]  DIsifbif B2 A I 30°C IR =, Sl (1. Oke) WS INE 1-(4- G — 2R T2 Tk
1) AL (2. 0kg) £F THF (11kg) 5 N, N- — L FEERZ (DMF ;0. 02kg) YRS %
W FEAES— DAL OUT s TPk

[0274]  N-(4-{[6, 7- X ( AL ) Memk 4- 2 ] | E ) KB )N -(4-F/AEE) BN
ft —1, 1- R IERZ ] %

[0275]  DIFHLIRFE AT 30°CHIER, ¥k B Z AP BN & 1-(4- R P )
R A IR SR VLA D 21 4- (6, T AR AR —4- AR ) SR (3. Okg) AR R HH
(4. Okg) 7E THF (27. Okg) 7K (13. 0kg) IR EWH . N ETR (GEETE 10 7380) 1,
WK (74. 0kg) o FHRAMAE 15-30°C FHiHE KLY 10 /N, X FEG W PIE . @it ik
[l F=4, B PG 4 ) THE (11. Okg) A17K (24. Okg) FIVETRIEE, 78 K4 65°C R E55 T4
Ky 12 /Nt BRIBREALEY) (IR, 5. Okg) » 'H NMR (400MHz, d,—DMSO) : & 10. 2 (s, 1H)
, 10. 05 (s, 1H), 8. 4 (s, 1H), 7. 8 (m, 2H), 7. 65 (m, 21), 7. 5 (s, 1H), 7. 35 (s, 1H), 7. 25 (m, 2H) , 7
. 15(m, 2H), 6. 4 (s, 1H), 4. 0(d, 6H), 1.5 (s, 4H) » LC MS:M+H = 502,

[0276] N-(4-{[6, 7- X ( FAKE) MMk 4- 3 ] S T KL )N -(4- | ) BN
ft -1, 1- ZHEEE (L) - SRR ER 1) i &

[0277] % L- 3 BLIR (2. 0kg) ¥ T-7K (2. Okg) MW WS N B A 42 -1, 1- — IR
[4-(6, T- — FIABEMENbE —4- JE400E ) 2R3E ] Wil (4- st ) WL & (15, 5. Okg)
FE LR ISR, 4 HEIR B 4k BRAE K2 25°C. RGN Ntk (0. Bke) A3 FE — 4 1L Ak
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(0. 1kg) » 4 BT TE BB A 9 InF4 22 K 2 78°C, ILIHZ in 7K (6. 0kg> RGN IR A )
ok 3, FEE IS N I IE (38, 0kg) , A HLA 1 22 K2 25°C . T i i vk R ™9, F 7 0 1
(20. Okg) PE¥k, (ERZ 65°C N T4k, 1S EIFREL 59 (5. 0kg) o

[0278]  N-(4-{[6, 7- X ( AR 5L ) Mk —4- 2% ] 4028 ) R ) -N -U- MR E) BN
Bt -1, 1- B L (L) - SERER R A% 7

[0279] 7 2 hoRH T AT BLAH T N-(4-{[6, 7- B ( A AL ) Mk —4- 2% ] 4} R
5N -(4- BRI ) BNk -1, 1- :Eﬁﬁf’ﬁﬂﬂﬁ,ﬁé (L) — - JE IR #h 1) ) 45 i ARG ik 2k
W1 PCT/US2012/024591 H BTk, HAm N 2l ik 5| H IFAA S o

[0280] &2

[0281]
bida-3
oH
A0 e b Q-
N — s

—tone ,oma ~o N
oAb B DA

HaM

W% ;’i mjgt i L %& ] O@/n}&nm

JUE /zfgm

0, UN:Qs

[0282]  4- & -6, 7— — FAR JE Mk (1) il 4%
[0283]  [n] Jx NS O HE AN 6, 7— — F AR LMk —4- i (47. Okg) FI LS (318. 8kg) »
I TE BUPTR A INFA R4 60°C, U in =& (POC1,, 130. 6kg) o« 7RSI POCLL)5 » H4
RVARE YRR R 2 KA T7°C o SR B RN/ THRGEMEHR) 3% I G &k
AR ETE [HPLCT 20877 ) » N RO EE R (R 13 /I ) o B S NTRGIvA E1 2 K4 2-7°C,
RIGVE RN A e (DCM, 482. 8kg) +26 % NH,0H (251. 3kg) Fl7/K (900L) HIZ AV .
BT P IR G . 22 K2 20-25°C, B 84140 5. 280 AWhyflo super—cel NF(fiE
+ 5. 4kg) B PERA A WA U8 K 38K DCM(118. 9kg) 5&‘:/%% 5 FF B HLAHH
K (282.9kg) Yhlk, H/K (120L) 1BEG. ¥&AHD 5, W B2 2 bR £y LA HUAHE
W (FIARARTRA KL 95L) o K DCM(686. 5kg) iJu)\iu/\ﬁﬁWfﬁﬁ’inF i S G U R
T LLBR 223550 (T RAATR N R 90L) o SRJE NN FRZERUT ZEBE (MTBE, 226. Okg) 41
AT 2 -20 2 -25°CHYERE 2. 5 /NI, AR 5K BT R [ AR L 0 it 6, FH B PR
Fi (92. 0kg) WEUS, fEILIEAR TP AE KL 25°C MAER/ P T8, /B 2IFr 81k &4 (35. 6ke) -
[0284]  4-(6, 7T— 14 HE — MENpR —4- JLAU0E ) R 4%
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[0285]  7F 20-25C N, H % i TN, N- — FF & 2 Wk iz (DMA, 184. 3kg) [ 4— & & ¢
My (24. 4kg) NN B & A 4- 5 -6, 7-  F A AR ME R (35. 3kg) AU T EE AN (21. 4kg) AN
DMA (167. 2kg) MR MNAEH o 285, B IR G IN# A 100-105°C H4EFe K4 13 /M. 72
F IR A HPLC 43 Bl 2 A RN S5 JE (TR /N THREGEMBHES 2% ) , ¥ [ g 3 7%
HIA 15-20°C, LLAYERF 15-30 CHLMIE R MAIK (PR EI, 2-7°C, 587L) o ¥4 T TE AL
[ ARDTIE It g, 7K (471) 55 DMA (89. 1kg) MIVR-AMIVES:, B fa H/K (214L) e . AR5,
PERZ) 25°C FAERL JEAR R JEDF 158, SRAFHLIG 4- (6, 7- — A SEMEmR —4- JE40E ) Kl
(59. 4kg (¥ ) ,41. 6kg () ZET LOD vHE ) o WA 4- (6, 7- = AR EmeEnpk —4- F40 58 ) K
FEAE VISR (THE, 211. 4kg) FTDMA (108. 8kg) HIVRAWIH (KL 75°C) [HIFRL 1 /N,
IRJGVRHI R 0-5°C IR REY 1 /Ny, JLFE 4[] A4 ik ik, FH THE (147. 6kg) Peidk, 76 K20 25°C
g P BT B A TR, R 4-(6, T- TR —4- FEAEIE ) 2R (34. Okg) .
[0286]  4-(6, 7— —F4RAE — MEMpk —4- JL4A 0L ) PRI BRI & ik

[0287]  F 4- & -6, T- - FIAEJEMEN (34. 8kg) FH 4- Z IR KMy (30. 8kg) B EERN (1.8
&) 88. Tkg, 35 % HE &, i T THE) IR NS, BEE AN, N- ZFIE LWl (DMA,
293. 3kg) o ARG, BHILIESWINFAZE 105-115°C 535 K4 9 /M. 78R #E  HPLC 43
e N RN R J5 (Bl TRIEMEHR 2% ), ¥ RINVAF N EDRHIZ 15-25C,
1 2 /N A K (315kg) , AN KR FE PR IR AR 20-30°C 2 /] 2R, 75 20-25°C T K S MR
GOEHE 1/ I ISR P, H 88kg /K55 82. 1kg DMA VR SWUEV:, HeE H
175kg JKPEG o Bz WAE L PE T 48 53 /bINF. LOD B/ T Lw/w% .

[0288] 7E— NEACKHI D B, 48 1.6 24 & 0 BN B A O B R N TR E N TE R &
110-120°C o Fi4k, B v 2L T i 3] 35-40°C, W ids MK i (AR A5 B2 TR B0 35-40°C,
HRT+E 45°C,

[0289]  1-(4— i — AREEG FWEIE ) IR A IR IV ol 2%

[0290]  DAfdHIR AN 5°C I %, % = 2% (19. bke) TRINBIZAHIK) (KZ45C) B
PfE-1, 1- —HIR (24. Tkg) 7E THF (89. 6kg) "IV o B RILFE R L) 1. 3/, SR 5 s
PR EES (23. 1ke) , BV IR RS T 10°C o S Ings st , B i bk K2 4 /i,
PR R FFEACT 10°C o 2R, DM HEE FEAE I 10°C ISR, i3I 4- TRl (18. 0kg) %
fif T THF (33. 1kg) FIVEW. KRR EDECFERL) 10 /I, HF AN RN S5 . R )G, B S R
G CBRRTANE (218. 1kg) Wike. ¥ s v W H H S A AL BRI (10. 4kg, 50 % , %5
filt T L19L 7K Peidk, FEH K (415L) #a0RE, 285 7K (100L) 53¢ fa FH ALK (20. Ok,
FAT 1000 7K ) $E% . BEAERT 40°CHIRE FIHMT B8 BB A MLk (TR
RBUA 100L) , BB IS INIEBEGE (171 4kg) » X S EUE AR GDTTE » 1 b ol 8 R i 44, F 1 B
Bt (102. 4kg) BE, AR T 1-(4- TSR TEE ) BASRIR (29. 0kg) » 7EX
Z325°CF, K AHET 1- (4- ATtz P ) M AGOR RIS T EE (139. Tke) , B UK
(320L) 17 F# e ek, T ik i€ b CA RN, s e b F 7K (20L) FNEPEke (103, 1kg) PEi, 2R )G
TERY) 26°C P ER AP I8 Th T8, 13 2Ihs 4L 54 (25. 4ke) .

[0201]  1-(4— 55 — REEZ P WESE ) PRI B T G S il 25

[0202]  DAASHEIR AN 25°C B, i Bk Al (12. 6kg) W INE] 1- (4- 5 - 2R 2 Ik
52 MINFRIR (22. 8kg) {E THF (96. 1kg) 5 N,N- — FZELHELZ (DMF ;0. 23kg) VR EY)
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R . FEAMERE— PSS T . I T Pk,

[0203]  1-(4— F§ — AREEZ P WESE ) PRI A G S A 2%

[0204] ) SR NV AR TR 1= (4= 3 — A Lk ) M e IR (35ke) «344g DMF 1 175kg
THF o BHRAVIRFER 12-17°C, RJGTE 1 /N N ] R VTR G NN 19. 9kg BB R
NAREGWIAE 12-17°C T HiHE 3 2 8 /Mt o FERNERE— AL BRI OL T, F s T~ 24
7,

[0205]  FRTAKE -1, - R [4-(6, 7- — FIARFE - MEmk —4- FL50E ) 25 ] BEig (4-
KAL) W I &

[0206] LIS HEIRFE AT 30°CHIIER, ¥k B Z AP BN & 1-(4- WoRE A P )
PRTA B T B SRV TR S IR A ) 4— (6, T— — AR M bk —4— JE40 0L ) 2R JLN% (23. bkg) A
WRERBF (31. 9kg) 7E THF (245. Tkg) FZK (116L) FIREWIH . MR N LR (7E
K20 4381 ) , K (653L) o ¥GFIREMAE 20-25°C FHEFE KL 10 /NI, X SEG= P HIUT
Vo Ak pE R o, BTG R4S ) THE (68. 6kg) 7K (256L) HIARPES, o6 RY
25°C T AER/ AR B Pk AT T8, ARG R KEY 45°C M UAT 2 T8, 19 2R AL &4
(41. Okg, 38. 1kg, ZEF LOD o4 ) .

[0207]  FRNKE -1, 1- —HR [4-(6, T- — A FEMEMk —4- 408 ) &9 ] Wii% (4- ok
) BERZ B AH

[0208] W] R M #8 NN 4-(6, T- = AR M bR —4- SRR 2L ) K% (35. Tke, 1 &),
BB M 412.9kg THF. [n] K MRS I 48. 3K,CO. %5 i T~ 169kg K IR ¥ 1E
T 1= (- R - TR P IESE ) PR b IR S R A £ P BT R W S TR R B
A 4-(6, T- —FFAEMEI —4- AR ) IR R VS T RIS FE S /0N 2 /)8 By P bl o fR
1 20-30°C o fEf /DN 3 /NI PR [ NAR G WIAE 20-25°C T Hidk. SR S5 K S il B 1 3
30-25°C, ¥R AP . A5 - BiRE, RGN S A B BUEIFEFF PR, 11
Pl ) EEA WA I 804kg /Ko TER/N 16 /NI K N AAE 15-25°C R it

[0299]  FPEMIUTVE . =it uk, H 179kg /K 5 157. 9kg THF HIVES 7 AR HEAT VEV
K= AE LA N TR A D 2/ o BRGNS T8 B P DS AR T 285. Lkg (1) THE o H T B R
R LR B RN AR, Bl H BB TF A RS M) B, X T E A 30-35°C
IFYERF K2 30 738h. SRJE, 76 2 /DINF A 456kg JKBA K 20kg SDAG-1 LEE ( FH I EEAZ R
L) IIMBNZE T o FHZIRGWAE 16-25°C F ik 2 /b 16 /Mo K =it v, FH 143kg
K5 126. TTHF HIR AW 0PI AT Ve o B P=WAE 40°C I i KIR B V0E AR T8
[0300]  7E— AP, K BEEUE S 1) R VIR R 10-15°C o 45 i M
15-25°C U AE Ky 45-50°CH-4EH: 1 /M, SRJEH 2 /MAEIE 15-25°C

[0301]  FRTAHE -1, 1- R [4-(6, 7- — FIARIEME bR —4- FL4 0L ) 25 ] Whi% (4- 3 - 2K
B ) BRI SR R 2%

[0302] IR KL -1, 1- ~F R [4-(6,7- — FI AR FE - ok —4- JE 4 ) A ) Bhik
(4- 3 — A2E ) BEh% (1-5513. 3kg) \L- SRR (4. 96kg) « FIE L HEM] (MEK ;5188. 6kg) F/K
(37. 3kg) MM ASH, BB G INFARR (KL 74°C ) KEY 2 /Mo B Y45
FERRAK A 50 2 55°C, I N s WAL 38 . AT FHAHBLE MR aa A kL (13, 3ke) « L- SE R
(4. 96kg) « MEK (198. 6kg) Fl7K (37. 2kg) , FHER 2 IR IR FIX LN 7M. £ KSR FLE
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KLy 74°C T MEK (1133. 2kg) -G I IERILWH T4 CRIRATRZA T11L KF0. 5%
W/W) o N % ) AW R P BRAR A 20 2 25°C FF 43 K20 4 /NN, 4 BT T 1 AR YT TE )
ik yE, H MEK (448kg) ¥E¥k. £ 50°CF AT H A T, 15 2br AL &4 (45. bkg) o

[0303]  IRTAIHE -1, 1- —FR [4-(6, 7- — AR IEMEMN —4- JE40 08 ) K5 ] Wik (4- R
55 Bl (L) SRR L ARH % ik

[0304] CKFERTAKE -1, 1- —FRR [4-(6, 7- —FEIL - MEM —4- R4 ) KA L (4- &
ZKIL) WhiE (47.9kg) JL- SEREE (17. 2) .658/2kg AL ZFEFAAN 129. 1kg /K (37. 3kg) A
B 2% T BIRGIAE 50-55CF IR LT 1-3 /M), 2R 5 TE 55-60°C T Ik 4-5 /i o
W2t 1w m R IE, RSV RETE . B RNV AR ECh 20-25°C, 78 150-200mm
Hg W2 B T TE 55°C 1S K IR RS T B8 7508 22 558-T31L AR REH

[0305]  FHHEAT 2 IRELASZRM, 42 I\ 380kg F1 380. 2kg MIZE Z LM . 705 = IRZEE)G,
WM 159. 9kg 3L ZFEHT L3RG 880L S A, A AL R KA TR UG BEh 18v/w [
E -1, 1- Z R [4-(6, 7- A IEMEMk —4- 4L ) R3E ] Whi% (4- % - K5 ) Wik
IR LI EE g 245. Tg, PAT I IR 2818 1E 20-25°C T4 )R MR -G W)18 FE i bt
IEZ D 24 /NBY o I g, 415, Tkg IS CFEIN 4y — Oy AT S . TEMIAVERE e
WA 45°C B AT BT

[0306]  7E— AR B, ORI I, ¥ 17. Tkg L SRR AR T 129. 9keg /KK
WA INBN AR T IS L5/ (673. 3kg) IR HE -1, 1- —F IR [4-(6, - — 4 IEmE
Wk —4- FLAIL ) L ] MR (4- - 2K3E) BhHZ (48. Tke)

[0307] ANk BHALHE DL R I B AKRSEE 7 % .

[0308] Sy & 1. — M TRy Il e i 77 2%, & A g ) g i X T A&

[0309]
H SZ H
N N
- = 2
D/ o 0 \G(ﬁ)w
R4 0 2
! WFII)M
0

R*~0 N

L

[0310] Bk Zy2% BTz s, Hd .

[0311] RUEKE ;

[0312] RERE ;

[0313] R’ (C,~—C,) %idk ;

[0314] RYE (C,—Cp) %idk ;I H

[0315] Q42 CH B N,

[0316] Sy &8 2. SEHUT S 1 BT, Horp il e 22 e/ 41 B i o

[0317]  SEJfiJ7 28 3. SEHiJ7 58 1 B 779, o fii iR e /2 KIFSB-RET fili-& FH P AE /> 4 i i
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[0318]  SEji & 4. SZHi 7% 1 £ 3 153, HA OUE MET F1 VEGF 15572 X Ta Kt &

fonsact!

[0319]

CH
o ’ R‘)w
I
|1§G“t} hfﬁJ

X I(a),
[0320] jz,ﬁ;i’iq—éiﬁz‘rfxﬁﬁ o
[0321] LR 5
[0322] RZ% % JFH
[0323] Q& CH 5K N,
[0324]  SZjfi R 5. SERiTE 1 F 4 7k, X THhamRieaw 1.
[0325]

0 N

»

HsC—0 N
a1

[0326]  BRILZy%% Erl2 it
[0327] St 7y 58 6. ST 48 b Wik, O N-(4-{[6, 7- XU ( FAAE ) mambk —4- 28 ] 4%
HE b ORI )N - (4- BoREE) AL -1, 1- B
[0328] S 7y & 7. S 7 & 1-6 Bk, b (DK ) REWFb&9) 1 2
(L)- 8¢ (D) - F R
[0320]  SEH /7% 8. ST 1 2 7 Wk, b (D kG2 (L) SERRERA / 5L
(D) SRR #h 4k b N-1 B A N-2 JE A
[0330]  SEH /9. SCi & 1 2 8 ik, Hh 1L I () MEWEhE 1 8 1
22 BT 1) 2k DL 5 AL B 255 b T S I B A TR TR 30 B0 e 3R R 2 AL A ) T X
Jiti FH o

42



CN 104703600 A OB B 39/46 T

[0331] Sy /%€ 10. SEMiT % 1 2 9 Wik, M — MmN a1 L&

.
[0332] S 75 11, SEMET 5 1 &2 9 ik, b ENVEAAT / BG5 A a7 2 A it
X THED.

[0333] STy %8 12. SKHliTr % 1 2 9 Wk, K EZ M E 2y 2 R TG
Y.

[0334]  SEHfT7 5 13, SEMETTE 12 9 W75k, Hihaes (AR ) M/ BRI
/ B VAR ) S AR BT/ AT ERE A/ SRR BT/ s 36 i 28187 2 5
R T ED.

[0335] Sy 5 14, —FiH] i) 7 BEX AR TY 1 B o2 KIFSB-RET il FH R AR N 4H
R feg PR e BT F4) ¥ 1A AR I AL G 1 B 2% BTz K

[0336] Sty 5 15, — b Al T30 SSC HL s FLah i b IV 57 3 40 A R R I TR 1%
JHAAE AL G | s 255 En a2 ¥k, Ko b S i iR A 102 Y KIFBB-RET 41 319
[0337] Sl /758 16. SCH V5 58 15 Wik, FL A Al A A i faa o STy 56 17, Sl %6 15
(532 e i e A AR/ 4l i

[0338] i /75 18. Kty 56 15 B ik, Fo i iz s KIFSB-RET fl e FH AR /> 4H i firi

o

[0330] St /5 %8 19. SEHli ;58 18 W J7iZ, Hrp bA) 1 Bl 2% Bml sz i #h DAL B4k
G 1 B BRI SN R D — R 2y b2 BRI A S i U
[0340] St 7y 58 20. SEJiy 58 18 W J7i, Hrp bA ) 1 Bl 2% Bml sz it #h DAL B 4k
G 1 B BT S 2 bR 2y BT 2 BRI i A S e A
Hop R 25 AL At 3 A H it ia).

[0341]  SEJti 7y 58 21. SEHiT7 58 18 W7, Hrp AW 1 BldL 2% Fml 4z it #h DAL &4k
G 1 B BT R R B D — P 2y BTS2 AR i A S e A
HrPPL5.10.15.20.25.30.35.40.45.50.55.65.70.75.80.85.90 8% 95mg/ H [K151) & it FH i%
HMUED .

[0342]  SE i 77 %8 22. SEE 7 %& 18 (19 U7 %, Mo 1@ ik FISH, CISH 8% STSH W w2 47
KTF5B-RET Fi£5 BH 1 A /) 240 Sz (o A0

[0343] St 7y 48 23. SEii 7 48 18 (U712, Horb R AR B X 2 (K1 41 PCR L4200 /5 . PCR
D RT-PCR BRI & 54T KIFSB-RET fili-& FH M AE /N 48 it (RS«

[0344] ST 46 24. — P WIRL G738 16 77 v, Srb JB 3 SR NSCLC Mg 3 B i
R % e A KIFSB-RET il FH Y NSCLC, 3 Hizidyr i H = 1 AL & T —A, (L4
a1 B2 ErT Rz 3 R & b — PP g BT Ak

[0345] Sl 58 25, —Ff A 9077 46 75 EIR YT (W 38 & KIFSB-RET @l & FHMEEE /4 il
e () il e ) 7 5, O AR R B A S B I & 1 -

[0346]
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G
O ! ™
e

HeC—O0 N

a1
[0347] BRI Z5%% Fn[HEsz k.
[0348]  SEjifi /7 ¢ 26. St 7 5 1-25 (59, P A MERN R 1. la 8k 1 Kb &Y= 43k
DL LRI LI 22— Ry 7 R IR RSE N R I D e AR R A AR T
TR SR 0 [0 R I L 2 S A R Y
[0349] A4 sLiifsl
[0350]  Ak& ) 1 /& RET (¥ Ao b HIF)
[0351]  DLHT L AF B, 43 22 61 X 270 A6 10 2 (BRI, AL &9 12 MET (IC;,=
1. 3nmol/L) F1 VEGFR2 (ICs,= 0. 035nmol/L) K ATP & 4P #157] . 2. Yakes, Mol Cancer
Ther. 2011 4F 12 H 510(12) :2298-308. fh&4 1 2 RET (¥ 215, B 5. 2nmol /L
FIZEMAL S TC{H . RET ST I 45 M 58748 MO18T Al Y791F— 40 L5 384 MR UK 1 F
WRIRBEAEE A X— R G 1 0, 1C, M8 5050 27 Al 1173nmol /L. AN, AW 1 )
RET 5748 {4 V80AL oAk (1C5,>5000nmol/L) JER, CLANX FHEO RET #5257 . ZE4H
s, A A 1 0D TT 4R K RET H S BEERAL, TT 40 M2 A RET (35 C634W 58
AR R IE B 22 N AR BRBEFE RS 4T R, JF H. 1C, {80 85nmol /L. 34k, X FHE4 1
SHE 10 % M35 H AR TT A K EREEAT T 72 /88 (3 H ) iFse. (e 1 Lk
HL S HO BT (157 AR E ], 1C5 {524 94nmol /L,
[0352] AR Si it fal
[0353]  AL& 4 | AEAAPIIIH] RET Ff9 AR FC AR (R Ik e R Ak
[0354] [yt TT B8 (IS4 it FH Sp — B B30 B 1WAk S 1 SOKBEN, B4 25 4 /DI
KAEENIE . JBIL Western Sl ENIE 43 #T, 766 I I ZLAEY) - il 52 B R AL FHLEL RET 17K
FE—AMSEHF I, R TT PRI/ B o — DIRGE R 2 (100mg/kg) Bk
BEN), A6 25 2 I W HE 52 B 1) 55 000 52 P R4 v ) B R AL FHLEL RET . AKT FH ERK 17K T
RET PRI R AL 0 R SR I TF) 06 28 8 B0 T 5 R R MR FE K & TARR MY
R ENIE 5
[0355]  AL&4 1 (SR — 3 3 I RGAI B 45 25, 76 N7 AE RET 5 KPRV 00 R, 76 1T
SARFEAE IR b T ERET SRR AL S A 0, W LA P TR . SRS RS BoR 2R TR
HR-E AR5 40 i 2006 T i siRNA T R RET T RET 00 sht EL G 1408 M 1 249 380 W13 ) Al e e
Bl —5 ETHE - RV KR, E T AR b S35 RET BRIk 50 % #0H (1C,)
(T R 204 Tumol /Lo ZEBEJS IGAFFTH, 52— 100mg/kg T ARFIE S ELA 255 1T

44



CN 104703600 A OB B 41/46 T

SEARTEAE PR oo RET BERRALINEITL 4 22 24 /NiF, W] 1B th R . Ak L 2 vl i 4 11,
HFEARER S A8 /NI RET FBEIR AL IR [P 2 FE /K, Wil 1C R R Bah a4 1 £
24 )5 P4 AKT 1 ERK [ BEIRAL /K SFIA 4 2 24 /NN, 3% 5 567 RAS/RAF/MAPK %42 1#) RET £ 5
EACRIFIELE B0, AW 1 IR A5 )5 RET (15 1 mol /L) JAKT FT ERK (42 1 mol/
L) [ KRR S A 2

[0356]  A=4ysLiffs

[0357]  AL&4 L ] TT i AR K

[0358]  7E 5 85 i A= K AH XF R KT (8] BE Y5 7 nu/mu /N B RHAL G40 1 F05) TT S0k
B MR A K RE AT T VPl . A 3mg/kg (V) 1 10mg/kg ( O ) +30mg/kg ( @ ) B 60mg/
kg (<) MFRIELEHEEH TT B nu/nu /U H— X DR KB Y (O) SikEES e
21 Ko BRR 2 ke MR E . R AR R AR P MR ER (BRALRER)
FSE o TEAUE T 5 J T 7 25 24 ) JIT SR A A I L33 ) e b D J A R B VR B ( o
BN, PO, 05, HHE B IE AT X IR B4 B M35 7 5 LA AP 2= B R B )
[0359]  ALAH 1 FH] TT SRR AR IR A K, 3% 55 1037 B4 B0 P AR AH O, L 2w i
7, 1E 10 F 30mg/kg 7 & N LI EAHER S 1M H, 76 30 1 60mg/kg & T~ WL 5
3,000 %2 45, 000nmo 1 /L [ J& A A ifn 2894 BEAH G I T AR » A B9 1 A 1M 25 25 1)
Wi 52 P RLAF, 1E WAE A28 2 b TR AR e R E TR B o (R 0 TT SRR Rl e 4y
WAK BB N B AT 35, 3 5 4 24 0 5 DR BT ) 52 1 Jr o R 8 B 1) PR 25 T L7 R A O
H A WEFNE 7 A BB 1) 35 S sk BB R P45 22, 76 30 AT 60mg/ kg PR & 15712 T
1 5 WR TR %5 REZ 400 AH LG BE I B 00 P05 22 U P S 3 L PRAIC (759 5P<0. 005) , QT[] 2B
B o BEAN, AR IR ML PR 200k FE I B AR 0 TT P AR AR DG o g 1 iz 4120
2 3 A R BHAE A AE B8R B AP BRI 00 SRR 4 RET FMET 7K P4 25 HLR) 24t
PERI A, ankd 2C FrArom . i H, (LA 1 iay7 th S 30E e 412804 Ki67 Fi CD31 (157 &
R FAEAR 5 AT XSS 40 8 B R 1005 0 A (1) b i B A TR S 0, 1 1 PP IR 2 o

[0360]
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(44 9ZFLOT <€ LY F6'SE 1z | LTF9IT £Z 6T TST €

eu 6'€F9'9C Bu 69FESS | ®U | 9TFPLT| v 9TFLIE Gl
«(%) (%) %) (%) (%) (%)
YW | wmEe| W | WEHed| B | wolek| Mdap | BSE B o)

L9 1£Q0 ez LA oL mm@%%%

FERDREEN GG R HENFHFYYLLTY

TG

[0361]

T 2000 45 4 J 4 UL N AR 1 51 % FL A IE LT T A B U b

[0362]
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IR EALTE (CT) A4 Sy it A (- — A ke A T PR o g P AR R ) 4
PR A UE BH A2 T e I HRFH e o0 e 04 7 A i 2 EGER A2 BF AR Y Iy o 4= 5 PR i2 Wkl
KRB RIS AE CT 434 T AR S sl AR IR P A M . 2B &z h
TTIB 1 (cTANOMO, 55 6 A, fifides 70 1) 16 s 22 40 ) i tdes o FH 4 A TS O IRUEE R 5 G Athse Xof
WhIEAT TYRIT TR PEIR BRI A RN . SR, FEVRIT S5 E 8 AN H L S TR R R
R AR o B B S A 13 AN ARy 2B y7 2510 2 14 A BE RN 2 A R BRI O =
HIRTT AW ) (Pt -HER2[2 BN R AR 724k 1 Btk ) . T 2011 4F 5 H, bl
BEZIMCEY 1 B20EI7H0 1 #IF5TE, b DL 40mg P aEFER H 1 AR K& )Je. Yama
moto, N. , Nokihara, H. , Wakui, H. , Yamada, Y., Frye, J.,DeCillis, A., 1 Tamura, T. fEEH
B SRR I H A R B AR JE (XL184) 2937 10 1 B2 I IS T F 9T Mo lecular
Cancer Therapeutics. 2011 4 10 H#F 1 §H%E C26) 1 Nokihara, H., Yamamoto, N. , Naka
michi, S., Wakui, H., Yamada, Y., Frye, J.,Decillis, A., 1 Tamura, T. Annals ofOncology,
923 %, T 9, T 20124 9 H 17 HRAT.

[0363] 7R 9 JE IS CT 434 5 /s JHL D i M e ol o EK180 23 SRS (40, 1 %6 R e sk /s )
(B 3), WS AESS 17 LA . 72 10 DR (H) R e by ia, T 3 gumig
JIE I il - e LA O 0 7 A o A TR A R i AR B e o 2R B T W 254« £ 2012
SE2 7 il TR TR T L T R R B R RTT .

[0364]  KIF5B-RET & (ke il

[0365]  [o] Juit 4 M, A F v 97 WA YE 97 S5 FF b, 75 1% 8 6 KIFSB-RET Flt & (1) 47 7
AT T VA 752 T DA IR SRR At e b b B3R T AL DNA R A Y 9T B0 RE o, 78 R R
13F e 1 1) A SRR v H 4 B3 BR] 4 DNA TS RNA B VR 97 S5 A6 . A4 QTAamp DNA
Mini 157 & (Qiagen, Valencia, CA, USA) 73 &5 Hi 5k [KIZH DNA.  F2 8 A2 7 1 1) o ) 454
TRIzol (Invitrogen, Carlsbad, CA, USA) H T & RNA BIHEEIFAE H Y5 2100 A4 70 H1 X
(Agilent Technologies, Santa Clara, CA, USA) KE & . ZFE BN >6. 0 [ RNA 5g8&
[0366]  {# ] Superscript I1I ii%%EF (Invitrogen) B 5 RNA (500ng) 1¥i%% 5% 4 cDNA,
1 | KAPA Tag DNA 2B-50F (KAPA Biosystems, Woburn, MA, USA) , Xf ¢DNA ( %} R T 10ng [
b RNA) B# 10ng ZE[RIZH DNA $iAT 26 -& Bgsk e v (PCR) 43 . ZERVIEIC P AELL T 444 T
HEAT T S <40 A3, 46 95°CF 15 B0 4E 60°C T 15 FBAILE 72°CF min ( 1% Rl
(RT)-PCR) 8% 3min ( F T-FEHI41PCR) , LAAE 72°CF 10min [R5 2% GE 1 o 45 G 5 H v -3 -
PR N U8 (GAPDH) FOZEDRY MG LA AL F cDNA & I3, {# /] BigDye Terminator iR
FI A1 ABI3130x IDNA Jll 54X (Applied Biosystems, Foster City, CA, USA) ZERN 71 b
X PCR =W AT T BT o BERFFURAGAL T H AR R W B e P O e AR
IALHE . ASBIESEH B AT PCR 5| P75 T3& 2.

[0367] 3k 2.PCR 5|¥)

[0368]
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X B4 PCR
EE | 24 EE L] A
1 | | KIF5B- KIF5B LGGCATTTGACTTGGTGGTAGAT-3' | PCR
int15-F22 |A&TI15 -
2 | | KIFSB- RET 5. TCCAAATTCGCCTTCTCCTA-3' PCR
RET-RI ShEFI2) ‘
3 | | ADI2- RET 5. CCTGGGAACCCACAGTCAAG-3' A
001Tseq-R1 | A1 &F11
RT-PCR __
5 2 4 EE Ll LES
3 | | KIFSB- KIF5B - ATTAGGTGGCAACTGTAGAACC- |PCR
867F HEFI0 |3
4 | |RET-2381R | KIFSB . AGCCACAGATCAGGAAAAGA-3' | PCR
EFI2
5 | | KIF5B- KIF5B S AGGAAATGACCAACCACCAG-3 | &
RET-F1 SFRT15
6 | | GAPDH-F G;m%g S.CCAAGGTCATCCATGACAAC-3' |PCR
BT
7 | | GAPDH-R (?;‘APDH $.CACCCTGTTGCTGTAGCCA-¥ PCR
HET9

[0369]  7EVRYT AT MIIGYT Jo A it K 2 AL 40 DNA R XJ KIFBB (N 5+ 15) ZEAl 5 RET (N &
1D EE RS AT 1A, i A TR, AN s A A T AT AR T S R R
(¥ KIF5B-RET K2 PCR A Sanger /5. RT-PCR =) ] Sanger I FF#f i\ 1 €5 /98 41
FARR 1 sk d)) (KTFSB A) 21 15 RET 41~ 12) (e WK AU KIFSB-RET il 4% 3%
W) WIS, Wi 4B R, B As VG ST S IR ) KIFSB-RETRT-PCR #1 Sanger
JWFF. # BRO020 (KIF5B-RET A2 4 1 Fil& FHE ) F1 BR2001 (KIFSB-RET fil& B ) FIAEFH
FEH XS Mo K5 GAPOH ( H iri e —3— BRI i UG ) % 97 19 LA 71 cDNA F)5i i A i
&#,T, Ichikawa H, Totoki Y, Yasuda K, Hiramoto M, Nammo T, Sakamoto H, Tsuta K, Furuta
K, Shimada Y, Iwakawa R, Ogiwara H, Oike T, Enari M, Schetter A]J, Okayama H, Haugen
A, Skaug V, Chiku S, Yamanaka I, Arai Y, Watanabe S, Sekine I, Ogawa S, Harris CC, Tsuda
H, Yoshida T, Yokota J, Shibata T.KIF5B-RET fusions in lung adenocarcinoma. Nat
Med. 20124 2 H 12 H ;18(3) :375-7. Takeuchi K, Soda M, Togashi Y, Suzuki R, Sakata
S, Hatano S, Asaka R, Hamanaka W, Ninomiya H, Uchara H,Lim Choi Y, Satoh Y, Okumura
S, Nakagawa K, Mano H, Ishikawa Y.RET,ROS1 and ALK fusions in lung cancer.Nat
Med. 2012 £ 2 H 12 H ;18(3):378-81, Lipson D, Capelletti M, Yelensky R, Otto
G, Parker A, Jarosz M, Curran JA,Balasubramanian S,Bloom T, Brennan KW, Donahue
A, Downing SR, Frampton GM, Garcia L, Juhn F,Mitchell KC,White E,White J, Zwirko
Z,Peretz T, Nechushtan H, Soussan—-Gutman L,Kim J, Sasaki H,Kim HR, Park SI, Ercan
D, Sheehan CE, Ross JS, Cronin MT, Janne PA, Stephens PJ. Identification of new ALK
and RET gene fusions from colorectal and lung cancer biopsies.Nat Med. 20124 2
H 12 H ;18(3) :382—4, f# /3241 RET ¥4 4 (Chromosome Science Labo Inc,Sapporo,
Japan) X VG ST H AR it T 3RAT 40 AR EAT 9O IR AL R4S (FISH) 7347, % RET
BREFL S RET ZERWAHARI 57 & 4201 (RP11-379D20, | Spectrum Green $ric ) M1 37 ¥
Ri (RP11-875A4, HI Spectrum Red #ric ) FAIZRAT, W&l AC i iridk, 18] 4C 7R T £ RET A7
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SRALII 7320 FISH. IR MafR 1RG5 5 BORREEL 100X) ShiE BoR 7y TR (57 G
M3 0 59, EMEARPERTE S KT LB AW 57 F 3" e
SER S 5. PRk, AW Ie B RET LRI = HE, 5 F i PCR 25 3 —3%.

[0370] X /& B YRHR45 B3 4, JLJ5 RET TKI 0 7F KIF5B-RET fili 4 FH M NSCLC H 3% G
7 S 2 BB R AL S . B E AT R 1k, AR SN BIF ST R WY H KIFSB-RET 4 5 i A2 (KA
58 S REAE B TKT (901 FLAEAih JE (vandetanib) &7 JE &5 JE (sunitinib) B R H7AEJE
(sorafenib)) ¥GIT JaB#IK. ZRT, WARAT KIFSB-RET fili 5 BH 1% NSCLC ) 38 % ix s 244
A RNV o BATTIIAR & K W HA KIFGB-RET fli & (W I3 NSCLC S 26 ¥R 97 1t RET 41
i) 7 L ARURK

[0371]  FRATTC W € K2y 2% [ NSCLC [ # B AT KIF5B-RET ffi 5. KIF5B-RET fift & FH £
NSCLCAX AL 45 Fr 1 a7 ) — A /N o SR A o — AN Lo O Lo s i) S0
CEHERLEIE N, PRl S S AR A Rt S0 R A A A KB R BB o DRI AR O e T4
5 KIFSB-RET filiA BH 4 NSCLC (¥ R Ge i it 772 T 2007 4 A4 7 NSCLC "R B T EMLA-ALK
HHE, I HEHE & 25 B TR T 2011 AFE A e e Jé F T b, BB A AR T 2012
RS HEHE, Soda M, Choi YL, Enomoto M, Takada S, Yamashita Y, Ishikawa S,Fujiwara
S, Watanabe H, Kurashina K, Hatanaka H, Bando M, Ohno S, Ishikawa Y, Aburatani H, Niki
T, Sohara Y, Sugiyama Y, Mano H. [dentification of the transforming EML4-ALK fusion
gene in non—small-cell lung cancer.Nature. 2007 £ 8 H 2 H ;448(7153) :561-6. i%
KIFSB-RET PH & X A& | BA 823 B PR SO, JF Ha R IR 7R KIFSB-RET fil & /2
NSCLC H 1) 9K 5y g A5 RIFIA A BE IRIV6 T 4

[0372]  ALE) 1 XS RET (—F 55 Mg o3 35244 OC BRG ) 1% TK 1A 80 i) o 4,
Yakes 878 TG 1 WonX RET WysRAME], 1C{H A 5. 244, 3nMol/L. Yakes FM, Chen
J, Tan J, Yamaguchi K, Shi Y,Yu P,Qian F,Chu F,Bentzien F,Cancilla B, Orf J, You
A, Laird AD, Engst S, Lee L,Lesch J,Chou YC, Joly AH.Cabozantinib(XL 184), a novel
MET and VEGFR2 inhibitor, simultaneously suppresses metastasis, angiogenesis, and
tumor growth.Mol Cancer Ther.20114F 12 H ;10(12) :2298-308, RET 7 [1) 18k ik 52 A% 4F
FROR IR EE AL (MTC) B kA h K ¥EEEA/EH . Sennino B, Naylor RM, Tabruyn SP, You

WK, Aftab DT McDonald DM. Reduction of tumor invasiveness and metastasis and

prolongation of survival of RIP-Tag2 mice after inhibition of VEGFR plus c-Met
by XL184.Mol Cancer Ther. 2009 4F 8 T 1 (4L A13) . fE-RFEJER T HA50) S b G f
GUrR, A6 BAT MTC (1) 37 4 B 25 44 (68% ) CHANER /> M B i i e 1k 6 A
K, Kurzrock R, Sherman SI,Ball DW,Forastiere AA, Cohen RB,Mehra R,Pfister
DG, Cohen EE, Janisch L,Nauling F,Hong DS,Ng CS,Ye L, Gagel RF,Frye J, Miller
T, Ratain MJ, Salgia R.Activity of XL 184 (Cabozantinib),an oral tyrosine kinase
inhibitor, in patients with medullary thyroid cancer.] Clin Oncol. 20117 H 1 H ;
29 (19) :2660-6. fEILHTFT, 7EEE PR HA A BA CAK RET S48 K IR HIR,
PR — 28 S N HON R RET BAAME i 4 MET A1/ 8% VEGFR2 M5 142, s3% 754 RET %
P2 AR SRR AL o

[0373] iz, A1 BA KIFSB-RET fill &) NSCLC £ 3 X R 1 J8 H A R AR ., 7R =
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1% Je Al R/ B A5 KIFSB-RET Fh& M B NSCLC H3% P %%, RET-TKI 41%J KIF5B-RET i
& FA P NSCLC 1 % SRR PEIT 19 2R IIE -

[0374]  HABSZH T &

[0375] i TIEAEFNERAAR N B, OB s Ul B RS R AR R T RTR A N A . I H
CL 27 B BAR RO K S 77 SRR ARRIR T AR B o AR, IV 4 BRA IR 2 7R A B I
R AP R DU R 2 AR R RIS 2. 5 ARSI B AR N 53 8 1T 2 DL 40 A2 » mT LAAE B B
UL R (14991 ] PN Sl e AR A RS 6o ERT I, R B, DA 490 e s i B A i A A2 PR
P o

[0376]  [AIU, ANV 2325 DL b IR et o A B IR [, 1 3 23 25 it BROBOR) 22 3K 3% [R] 31X
TRASCR) 22 S P B A f10) S5 (] 4 1) 4 38 9 L fe 1 e A i BH IRV o
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