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[X11) 25.98%, BBt R 2 BN B E N8RRI S8 — KRB . 4= HRIE St
TR B, R EE SR . B, AR Ak
FUIRRESE, 1T 10 ALRIGL) b A R B KR B ¥) 76.70%. il AT
e B, BERAGE RS2 MM SRR, AT 10 AAETI4 A
TGPE R SE TR B 1Y) 83.00%. FIEAE RIAFERFET-REBEOL, 2015
R R MR 1208 78.7 Jifel, RIRE )y 57.26/10 i, HMEESET: A
¥ 63.1 Jifpl, FETFH N 45.87/10 Ji.

> BRRNRIT SR PO IR B T ORA E . ARIEH SIS )
A IR N AE (SCLC) FAE/NHMfE (NSCLC), e
SRR 5 80%-85%. TNM 43 i B2 A= ia 7 ke X 8 F e A7, A
[7] 4 3 0 i e £ 3 X6 AR RN 3R 9T 5 6. W R BE R, BEFEARY
BREENEIERS A NEREENRE, FERRR, HEAFHRZE
EHS I CHE MR B, R LG 1 A B, X AR RKE A
FARUIBR, ARG YT T NS, B il 8 U7 5
G2, 5 AR 15%-16%. FLIRVEIT SR R T JiEm a4
e 4 e £ S SRR P A 2

> BEREESRNHRES R RS TR B TR T R
BT, SISy BN AR, B R R o B N 2 BT R
RORRRBIS TR, WRRI T Ll RA . 5 sy Y i VS Ak B
IR B LR, I B[R] ) SR AR B R 0A 5 2 Rl R AR M E R R . AR
NCCN FI CSCO &#am##, Huih@itmAZAMXEEEESR 9 4

EGFR. KRAS. HER2. ALK. ROS1. MET. BRAF. RET fl NTRK.
R A B N A, N R A — R AR IS A,
TE TR ZG Rl F, i JL4E PD-1 517 W A /N A filigess 1o 7 SR e
> IRFIEFEIES T HEEEEYT . EGFR. ALK, ROS1 & B Rl NSCLC &
FERERSIER, X=ANIRFHFEE 5 F] NSCLC £ 0%, Fil2
EGFR ZRAFmhiAF] 30%, IS ix =Rl zh Ik PR E A 2R B (0 o7 BB ) 245
¥y, ALY EGFR. ALK, ROSL & H 8 E P & BLIE R E I3 5 . KRAS

ARRHEXBFANMEERITI B TUERARRA AR EREIN LT AR ML ITHIER SR ZIHRE, EAIRER S BRI AR RHR 5 RI T M
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RAF (5 EL ) 15%-25%, {H H Bi53% A BN KRAS X —$8 S 290, %
FHEFENIER R, BRAF. NTRK Z5486 % 1 105 m 254 i, st st
Met. RET. HER2 [F4REF 3155 B 754 T 15 R A 75 B o
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EGFR: EGFR ZF I/ Nt HHE MMRsERZ—, FE
STEMER EGFR REBMEAIIEIL 30%, /It =ik 60%/ 4.
Gefitinib 72 & M FDA It T M3 NSCLC 5> T 254, fE—
TR AR A IPASS [ FE Ly, gefitinib ZERG Y] EGFR 578 FH 1 1) fifi i
S BB 0 — 2RI I R AR T ARME RO E AT, RT LA IPASS B 5T T
JB T i AT IR, R L gefitinib AR —1C EGFR #
Al 2 R AR BRI IT R, i 25 0 R IAP A T3 G, IR IF R
. =L EGFR #MIF], osimertinib BN =ARMHIF KRR, &
H AiiE R B B 259, #i ikl EGFR T790M 5¥22FH 4 AR A
e/ B, X EGFR REE (43 18,19,21 ’4R) M T790M
T 25 2SR ERA AT AR, X I8 9T B AR T FHAR ) EGFR-TKI
ALK: ALK 7£ NSCLC W) RAHR A 3.3%-6.1%, £ W THE. &
MR Bl D> B A e EE% #£ NSCLC ' EML4-ALK /& ALK fliéy
SN o LA Rl A 2R . ALK Rl 35 R0 750 R T 25 1k A b,
SRR JUNTENEE ST lﬁtm%&%jg NSCLC H 45/ 28 . Crizotinib
YERE—MR ALK {7 2 BN ALK Rib& 25K BH 48 NSCLC B—
LAREVRIT Y, AR ALK #I%IF alectinib fER—ERIGIT AWK
crizotinib PFS BF K. —ZIGIT P brigatinib 7R 4E, mPFS &
KIEF] 16.7 MH . =401 Lorlatinib /2 T 2018 4F 11 H #% FDA
HE#E 717, lorlatinib AT LA F SRS H e ALK 07007 A= i 24 7
(g AR, R 27 37 I B e, E ST I PRI 78 Hh 2 I HA 5 e
o

ROS1: ROS1 @& Z#EE NSCLC HIRER N 1-2%, {BIE EGFR.
KRAS. ALK BRI BHEFREBRREER 5.7%. ROS1 fHtES ALK
FHPER) NSCLC M BARIIG AREFAE, RIAEER . MASAR H oAy e 1k
F i s 5B o E T 2 W alectinib 41, e ALK 3171 e 2%
il ROSY PH &5 9 1s - ALK #0171 crizotinib 7EA77 ROS1 BHE )
NSCLC &M MAE, Kt crizotinib BT ROS1 EHEM
NSCLC &% . £FWFERE TKIIGIT I ROSL PH: B3 K k% b,
HE TKI #HIFVBEAERS) crizotinib ML . 785X crizotinib (17 2
I, ceritinib A1 brigatinib #3518 i [ R AL 25 L — 2k, #g LE AT
PABELMT L2026M, {H%f G2032R. D2033N. L1951R 5 S1986Y/F 2575
TR Lorlatinib B R REBBEBN 2, XEER., D2033N.
S1986F L1951R B AR F)HIHI R BT, (HA G2032R Jok . G2032R
R ROSL MHE MRZE, HEREBRFEREEE R, RFE
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repotrectinib FlI cabozantinib fI3% R BB & .

¢ Met: Metld SMEFREBVEAMENEKBIEFE, EhEHRIRE
BRY) 3%: Met ¥ 2 HAIKSZEE KRAERAHH 2 —. KT
Met #IHIFITF R, oLk ENE, B KD FHuRZn &
W2 LLRIMUE 28, B A A 2 AURE R 75/ T 259, 2017 SEBL
3, savolitiinib. crizotinib. capmatinib. tepotinib Mi4k#% FDA #%F
RBAHITEINE, T Met exonl4 SRASHIIE/ NS B

< RET: RET BiAERETE NSCLC BHEHIRERLAN 1%-2%, LK
G 2RAA KIFSB fil CCDC6. HHTENX RET Bl & 254, ¥4
Z BN, 140 cabozantinib. candetanib. lenvatinib. ponatinib-.
sunitinib. alectinib. sorafenib 2%, {H 22 SEEHNHI VAT RORAH
R, BT IR BRI AT R BT 2 S 1 7R SR R RN S A, AT
ke LM RET 057, BRrERBRKFERE RET #HRH
RXDX-105. LOX0-292. BLU-667, FH BLU667. LOX0-292 T
HERIEREIEIRE FDA BT IENE.

{$ BRAF: BRAF #FE R NSCLC RERAEER 1%-4%, LRTL«
. BYE B E ., Vemurafenib il dabrafenib #5 &4 % BRAF K 2845 ()
FE SRR, Hod dabrafenib+trametinib # NCCN #:# T BRAF
V600E RZ ] NSCLC BH K —&RIEIT HR-

¢ HER2: HER2 %ZF7E NSCLC BHFMRERLN 2%-4%, ZRTF
ik, JERE. BERE . HTd R HER2 ML 2592 N2 41 f
HI75), 40 afatinib. dacomitinib &/~ T-#I57, LK trastuzumab
SRR, (HRERTRUREE, AR R MWK, T-DML. M
J& poziotinib RRIA BN NSCLC B#H HER2 5838 ) # KR4 A
%9,

< NTRK: fiEH NTRK B &R REFRBL, R b 0.1%4AE%, HNTRK
R 7E L TR 2 0RE R R, FRR AR — e W RE T, AN
NTRK ZEBA 1R ERAE 90%L E. 2018 4£ 11 A 27 H, FDA
TSt FE AP SR [E1 25 larotrectinib BT, FITIAITHE NTRK R
FIE (10 0 0 Ao SO e R M SRR I R LB R 3, IX R — KA TR
REEZRNREBMARGERERZEY. 4 NTRK ] 5
larotrectinib 597 — B (8] f5 12 B 24, & DL BT 245 9848 & NTRK1
G595R K NTRK1 G667S %48, LOXO0-195 f& %5 A% NTRK #f[a124,
A DAIHES 73 NTRK i 255848, HATAET 1-10 31 RS B B -

< KRAS: fHILT EGFR. ALK RAZH WL T AWAH I ffide %, KRAS
FARH T B . #E 15%-25%) NSCLC I RHL KRAS 337,
HPa AN TMARZRER, 558 25%-50%H 5%-15%. HT
KRAS AR A E TN TR A N4, AT R

3% W i B — R B LA Ao ST



4“\ LLI 76 i % 1% 13 B BR 2 =

SHANXI SECURITIES CO., LTD. RERE

HESEHFRRE : TR/ R

K, B H R E BN KRAS X—8E S 126%, HRTHIRIT R
W EERIH KRAS I FUHE B . 2019 4 ASCO F4 %) KRAS
G12C il A A BT IR S S Bk oA B FOE N B RY B B KRAS
G12C #pHIFR], 7EH | IR RIS R B A RCR
> DUILE A RAWIGST . UEHE o Az A A2 e 22 Fh SR K A K
BEGE R RS R SCBVE T . T LI A 2GR A R oA B,
PLAT fi 988 1t 5 3B A (7 s 04 b R i 2 It (0 2B R, M S B PR A K. 24
Al NSCLC (Wil E L sy yT 25 3 B HE =25 #B VEGFR-IMLE P B
ERKR TR ES) FRTTESUE LB, SR EH VEGFR 1%
B RN PR RR BRI (2B B Je ) B ME P IR (B,
DU AR 2V B RT BRI, BREWIT . EERRTT B A IR TT A B i
RERGREIER .
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ST, BREEZIE CRIZOTINIBIEITEID st 30
B 26: NSCLC 1 ALK FI ROS1 $M#IFIMHZE T IS B SEER oo 32
Bl 27: MET BEEBBIBBLHE ...oooooveeeieeis et 33
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B 29: BRBBWEEMHIFUEIETIIR oo 36
B 30: LOXO0292¥4¥7 RET R-A M NSCLC BEHIBHIMEREIE ....oovvvoeens 38
B 31: BRAF BUBHLEI I BRAF FBIF ...t 39
B 32: BE[GIEITFE BRAF B NSCLC B A HIMERBIER oo 40
B 33: HER2 B BIEHE . ...ovooovvveieeeiseeces sttt 41
Bl 34: NTRK BUBHUR ..ooooooooeoeeeeeeeeeee s 42
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i R4 TRAEIRI 1Y) 25.98%, B A:FMRE 22 B B ) A R 585 — R

1: ERAEMETREMMEHE—

FIRKRIR: 2018 FRAELTHFLE. WWAIESFMRE

2019 4 1 H, FEGRAE O R A ol — 1 2015 4RI 4 AR e v Bt o o R L RS e i
e B, diEWE. TR EFUNESE, 1T 10 A0 AR 2 b B IR R R I 76.70%. it
L B SRR NG B SR R MR SRR, AT 10 ALAETI o A MR SR T 9 1) 83.00%. it
BARRREERICTREEEAL, 2015 FIREH R B2 78.7 736, KIK% A 57.26/10 /5, K
AT NHL) 63.1 J3fl, SET % 45.87/10 /i,

2: PEEMMELTS L mEHL

o HTEOD Sk
il # 63. 1 26. 99%
IFF4 32.6 13. 94%
B 29. 1 12. 45%

e 18.8 8. 04%
2w 18.7 8. 00%
ok B 8.5 3. 64%
FLRRAE 7 2.99%
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2.1 HL A

WY HLGIE AL 2 R N ATE (SCLC) A/ NRfffiE (NSCLC), AR/h4ifiE
Hififes 2 i 80%-85%, AR NNt i 1 — 2D BARA I . MR KR ARt A5, HL e i A Bl £

oy )4 0 SR R P T e 1) 80% /5 4
-
i

3: FhEmIEF A

{E/ S B AiiE 4 I T
L&

ait o E Atk
Wi fes (I 80% 75 45

FRRR: RAMIRISTAE, LFESTRA
2.2 BRI

TNM 73R B AR 7 Il % P 0 910730, T B ERERAGR R R EAR RN, 2008 TO~T4 3], N #iid
TR YRR ELLS, 2009 NO-N3 3], M ACRE A2 ST 1L, Sy BUHhL, 728 Mla, Mib,
M1c. AN[R] 73303 e £ 58 X6 LA R R YT 7 5
*® 1: fhifE TNM SEARENIATT AR

A Tla 8% BNOMO e s
IB T2aNOMO FAREIT BT
1IA T2bNOMO. T2aN1MO FARIBIT
YA A~ I ) I ) Y A
1IB Tla 5% BNIMO. T2bNIMO. T3NOMO TA m’;ﬁfﬁﬂ%ﬁ BT /BRI
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T3NIMO. Tla BY BN2MO. T2a Y
I11A a 3 Sl SN

bN2MO. T4NOMO. T4N1MO WERFAIE ) &)
Wtk ARy, |2 m{i‘?ﬁ/ ¥H
IIIB | T2N3MO. TIN3MO. T3N2MO. TANZMO |  mRAbBhE[ias =i
ITIC T3N3MO. T4N3MO
IVA o] T, i N, Mla. Mlb
fEFTT. RN, Ml ST SR
IVB AFAA] T ARfT N, Mlc

ARISKIE: CSCO. UICC, WIAIEHMAFFR

Xof - S e R, I TR R S bR RE AT AU R BRI EE, (HREER
Z BE W EIRE ORI B, R AR 4 B L X TR KES FARYIR, itk S Mmor i
7R NARSIIOR, B S e S U7 R UGB, 5 FAEAF3AE 15%-16%. M FifiE #E [ VR 7 A1 4 %
ST, g e A R A B . T RVE L 20 fEOR, BEEEEIRNAT SN RIRIT T R,
i S AR TR A W I B W R G VR AL, i I T R AT AR s, AR IR ES
AERIMRRIT A 1 2 R,
4: BhEEFET-FIA 20 HFIRIE T

Males, by site
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0 T T T T T T T T g
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2 401
~ — /'_—\
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S — ]
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BERIE: Rebecca L. Siegel et al., (2019), Cancer statistics, 2019, CA: A Cancer Journal for Clinicians, ZBAER

&, WAIESFMRER
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233l

B FE VAT R R IRIT I, RS IT N AT Y, R R B A B 2 BT LR A A
HREI ST AR 20 4R, R KIIRE NSCLC T EFGR #:H4H KR, EGFR IMMIHTIERE 2
FEAZAER ARG TE, BAE S EGFR ##57| gefitinib. erlotinib DL icotinib I HIHL, M vayT IES
BENBEEATT AR 5 RR 7 5B R — e R A . 5y o sy G S AL (R i SR B BE R, I BB L [R] SR A
KA AN AR BTN AR AR R AR R SR P R B AR, RS ARG R R
YR, o E i B N E B IRS)E FA EGFR.ALK.ROS1.RET.MET.HER2.BRAF Ml KRAS,
55 NCCN LEEAH L. (E/E RARIRR EFAEREER, T [HEF EGFR RALZELN 30%, HABRF A 15%;
Hh [ i 2 KRAS RAZFR L0 5%~10%, N WD 30%, HAl SRAIA BRI HE PR A W B 22 57
& 5: F[E NSCLC BHEHIRahEFE R

Unknown
26.9%
mEGFR
oPTEN
| STK11
BEML4-ALK
OKRAS
Bc-MET
@PIK3CA
gl OBRAF
DDR2 = ROS1
1.0%
RET mRET
1.7% =DDR2
ROS1
2.0% - PTEN OFGFR2
10.0%
FIGURE 1. Pie chart BRAF o Unknown
of the driver gene 2.0%
distribution in Chinese PIK3CA

patients with non-
small cell lung cancer
(NSCLC) (revized from
Guangdong Lung
Cancer Institute). R 6.0%

#IESKIR . Precision cancer medicine and immunology in China. LLFEIEAZER

MR NCCN Al CSCO S4By, H ATl L 2 G £ 24 8 41~ EGFR. KRAS. HER2,
ALK. ROS1. MET. BRAF Hl RET, 19 % NCCN ¥4 NTRK E:[FIfli . R 5 e 0f JE /i i s
N O R — PR MR R R, B E TIMBE G, 1AL LA PD-1 I LT U /I i
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3.1 WHHEFE T T KBS

3.1.1 EGFR

: TR /TR

RER S

F e K 7324k (epidermal growth factor receptor, EGFR) i [Kl 2 JE /N B fifisees b B o L IR B R

—, FESTHER EGFR RELMPIABIEIL 30%, BEERIE 60%4iL 4. EGFR & —Fhis 552 ik 2
TR, W SHCHA EGF ZKR A 2 — 45 G A0S . EGFR BUS R4 T HM R 45 oS,
BRI, A SFEORZEHIIAETE. EGFR i 21 B4 EFRAEM L858R mREM 19 B ETF
FRIBR I T2 R A Jifi B P B B LRI R, LT 4 90% ) EEH, KRB TFNRAE, B 18 54hR¥ L
) G719X. E709X. Del18, 19 S4Me ¥ L1 Ins19, 20 542 ) Ins20. S7681, 21 T4 111 L861Q

.
2,

& 6: EGFR RTHLEMFSHR

Lge1Q

Del18 Ins20 L8S8R
Ins19 Del19 PR i B
E709X G719X l 7681

1790M ) v
LETEFROOKVL GSGAFGTVYN L PEGEKVI? /<= REATS E-‘l".).‘.i;‘mm'lt&ml:‘.TST/CQTCWPF&Z_‘D?‘\'RE}MV&‘\’J‘!’_‘U{-‘M\’J»'«?L;‘.‘\‘.SIRR HADLAARN) LV TPQH K TOFGLA(LLGA

-

aC 5 6 aD ak HRD B8 B9 DFG P10
mffpfﬁﬁfmﬁ Ioop g L g 4 catalytic loop

G719X (3.1%) | |Del19 9 (44.8%) Ins 20 (5.8%) L858R (39.8%)
G719A 27 delE746 ATS0 67 V769_D770insASV 20
G719A+57681/L861Q/L861R 11 dell747_P753inss s DIIO_NT7UnSSVD 19 L8610 (0.9%)
G719S 25 delL747_T751 5 H773_V778insH 8
G7195+57681/L861Q/E709A 13 dell.747_A750insP 3 A763_Y764insFQEA 7
G719C 12 delL747_5752 3 H773_v774insPH 5
G719C+5768I/E709K/E709H 9 delE746_5752insV 2 H773_V774insNPH a
others 3 delE746_P753insVS 1 N771_P772insN 3
E709X (0’3%) delL7d7_175h‘nsP 1 H773_V774insAH 3
E709K+G7195/G719C/L858R 44 dei€746_T751insA i D770delinsGY 2
E709A4G7195/G719E a3 dell747_P753 1 V774_C775insHV 2

del§752_1759 1 others 25
Cifiers 22 others 8
Del 18 (0.3%) T 10 (0.6%) 57681 (1.1%)
GelE709_T71000s0 o 1748_K745insKIPVAI 58

K745_E746insIPVAIK 26

K745_E746insVPVAIK 11

K745_E746insTPVAIK 5

FHEKIE: Not all epidermal growth factor receptor mutations in lung cancer are created equal: Perspectives for
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individualized treatment strategy. LLIPEIEZAZTER

H1F EGFR f£ NSCLC ridi&ik, i HHRIEKT SBIERURMIE, Kt EGFR B2 Bl
(Tyrosine Kinase Inhibitor, TKD) #JF & F T4t % NSCLC [4EHZ54). Gefitinib £ &Mk FDA #it¥ER T
B NSCLC W4 TEEmIZE4), 1 — g IPASS HIFFTH 0, gefitinib 7ERG ] EGFR 5848 BH 14 ) fit i e
B —RIRT P BAR T ARUER XUE ALY, AT LAY IPASS BF RIS T FERERYBITRIRIT, o2 BE
MRS . SR erlotinib. icotinib AHZK L7, XKW HIBLAE EGFR ALYt i o AL A7 A
REEK: o
7: B—. Z. = EGFR #IHIF]

.
Gefinitib Erlotinib BEBR
.................................. F ree e ———————————— j
o, O 7
' . N\/,-\ -~
H AN c : ' HN 'l \
* N . .
CNT N 7N P
| 0 \Nj @f\/\g; N J N* {q -
Q .................... S ?N ......... T = N
Q
AZDB291

BIBW2992 ( Afatinib ) Dacomitinib

HERiR: AFFMh . USSR

JE A EGFR FL[A 259 o AT R, T 245 B0 IS AN T s, 268 KR 7 5 72 EGFR-TKI
T 6-12 N H R RN IR . H A RS SR 25 BINLEIA BL R JUAN T : EGFR —IRRAL: Met &
PRI HER2 LR34 ; 55 BTG 554%, Horh T790M RA R EGFR-TKI RGN 245 8 KINLH], T790M
& EGFR20 #h i TS5 35 790 A/ s RAR, JLrh IR IRl AR s R IR, B e B0 RIS = 1% @12,

3% W i B — R B LA Ao ST
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H5E T ATP 5 EGFR-TKI 5 A IISER /1, B FAR TAEM 5 ATP S& 4P i ThRk.

8: KM EGFR #NHIFI GBI 255 T #LH

No identified

KRAS mutation (~1%) mechanism (~10%)
BRAF mutation (~1%)
EMT (1-2%)

PI3K mutation (2-3%)

MET amplification
(~5%)

EGFRT790M
SCLC (40-55%)
transformation
(— 1 0°v'o)
ERBB2

amplification (10-15%)

EGFR amplification
concurrent with T790M (~10%)

Other EGFR alterations (~1%)

BHEKIE : Mechanisms of acquired resistance to first- and second-generation EGFR tyrosine kinase inhibitors, LU

FESF 5P

FHILIZB TR 28— =A% EGFR #lifil57, 25 4R EGFR #5745 afatinib. dacomitinib, 25 —AX
W A AT I S5 507 20, RN 2GR I, (HR IR R T790M TR 25 5% A8 (1 i) i B F EGFR-TKI
TRTT (e B Y ARAR PR 24 (1 J8 5 b 50% I AN 2 T790M 848 . 38 = AR KIARE R osimertinib,
ZZGYIR B iR _ B RBIZEY), T 2015 4E4l FDA HkiE T EGFR T790M 825 BH A I B 391k 240 o fir
B, B EGFR %78 (£ 18,19,21 J48) I T790M fif 24 5848 4 A AT R, 2018 4F FDA fitifE
HTRITHIEE T B EGFR 19 S4ME Tk 848 5l L858R ¥4E ) NSCLC &% . FE NCCN2019 1R HT,
R osimertinib %18 EGFR 3R NSCLC —&IR 1T I E IEHER

3% W i B — R B LA Ao ST
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9: —. Z. = EGFR {5 —ZaT aIlm RN 38 R 7T 3L

Patient PFS (months) 0S (months)
Trial Ly Pts No.
Population ™ | Chemo | HR(9SKCY) T | Chemo | HR(9S%C)
EGFR mutation+ subgroup analysis in phase Il trials
Asia, 0.48 0.78
IPASS sk omiler Gefitinib 261 95 6.3 (0.36-0.64) 216 219 0.50-1.20)
Korea, non- 0.61 0.82
First Signal el Gefitinib aQ 84 6.7 (031-1.22) 30.6 26.5 (0.352-1.922)
Phase Ill trials in EGFR mutation+ patients
0.322 0.88
NEJOO2 Japan Gefitinib 228 108 54 (0.236-0.438) 277 26.6 (0.638-1.241)
0.520 1.185
WITOG3405 Japan Gefitinib 172 9.6 6.6 (0.378-0.715) 355 38.8 (0.767-1.829)
0.16
OPTIMAL China Erlotinib 154 131 a6 (0.10-0.26) 321 375 1.065
0.37 0.80
EURTAC Caucasian Erlotinib 174 9.7 5.2 (0.25-0.54) 229 18.8 (0.47-1.37)
0.42 091
ENSURE China Erlotinib 210 110 5.6 0.27-0.66) 263 255 (0.631.31)
Asia 0.58
LUX-Lung3 s Afatinib 345 111 6.9
e non-Asia (0.43-0.7') Exon 19 20.7 0.59
x Aatolb . 0.28 3.7 = (0.45-0.77)
LUX-Lungb Asia 364 110 5. (0.20-0.39)
ARCHER1050 | Global Dacomitinib | 452 147 92 g 341 268 o
g o (0.47-0.74) g x (0.58-0.99)
» 0.61
CONVINCE China Icotinib 296 112 79 (0.43-0.87) No different
. ¥ Gefi or Erlo 0.46
FLAURA Global Osimertinib 456 189 102 (0.37-0.57) NS

HiEKkiR: R—%, FEMEFESTOIRKERE, WAIESHRA

+ 2: =R EGFR-TKI HHXER

e FHAEJE | gefinitib vy | BRI | 2003 | 2004 5. 18 12376
RCFRoTKI |2/ EE | erlotinib | 45FHL A 2004 | 2006 5.38 .25 70
B icotinib JLEY | WLk 2011 | 12.08 fZ N
=
|| BEERE afatinib H R DIARE Bk 2013 | 2017
EGFR-TKI il
KW JE | dacomitinib | 2 W Hiy 2018 | 2019
EiR:_/TrEI WA JE | osimertinib | ZEHVS | FUMIFIFEE | 2015 | 2017 18. 6 {2370

ZERRIR: CPhIHIZ7ES%. EHES . RIS
Osimertinib fi# &k 7 — /X EGFR T790M [ 24 vl &, {H osimertinib % — BB ] f5, AT5A B
W2 AZ, 12 EGFR-CT97S KA, ZRALRALLHIZ 15 20%, FHIbEEIIA EGFR-TKI Ly H T2
AT A AR . H AT SR A AL T I PR AT B i 265 DY A7) IBJ-04-125-02 7T LA XS C797S JeallRAg, HAEK
PR SMABE I AT 0] EGFR L858R/T790M/CT97S {5 514 3. I3 A IEK KIE Y TQB3804 1 it [ RIKE 4 5k
BN LHAIGER, EAMY A e R = AR I 257 AR 1 2AE, L REHI] EGFR B4 A8 Al T790M 2¥7% .

HHLHERE—REEZFEAARLTFENA
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10: NSCLC & EGFR-TKIs M55 S5 Si& R

Y OEGF Y Bypass signalling
EGFR kinase EGFR amplificationand .~ PR iiacaen
domain mutations autocrine signalling e, Multiple 3 EGF GAS6 IGF ou ik
EGF EGF {oaet igands % ! HGF * % i resistance

EGFR activating mutations 1 5 J| Jl i Lossof
* Exon 19 deletions ~45% r = L, | EGER-T700M
= LS8R ~40% Downstream E—

*
= ath alterations y
- Gerx % o S ] (D) @ i
H
- ¥ :

mutations

Primary resistance
= Exon 20 insertions -4%
= T790M

< d-sit
= T790M >50%
= T8S4A
= D761Y

#IEKIE: Understanding and targeting resistance mechanisms in NSCLC. LLIFEiF&M 53R

SEKRE, HEDNT EGFR RAZMIM] NSCLC B, —ZifyT A2 TKI 254 mrik, HABRI
BIFIIRCR - 8B B 12 A& R E, H AT EGFR JAZ ) (B I R e i FH KL /& TKI B2R9T
AN T B P 2 AR A R, 1 H5y7 . priiE Ak

IT S HABEL R 256 T AR SRS T SRR R IR T R
[ 11: EGFR ZR%ER) NSCLC BEIATTokER
| First-line treatment for EGFR-mutant NSCLC I \:I TrigR
I Erlotinib ” Gefitinib H Afatinib H lcotinib H Dacomitinib | l Osimertinib | et | Molecular biology
L 1 1 1 1 L_,____' and hypothesis

First-generation
TKI

i
| \:I Second-generation
| TKI
L]

_______________

|
| Tertiary kinase |

,,,,,,,,,,,,,,,, s T e = — i i Third-generation
i v | — — | m— ! 9

Ohgo progressive E {Negative|; | Fositive Osimertinib i mutations E v _Y_e_s» ! TKI

dusease 1 S AT 1“‘““ _________l _________

| | _Lossof EGFR ! = 453 ! EGFR C797S ,
{  T790M mutation | 1 No i allelic distribution |
1 4

Cis | Trans
v ¥ ! !
Unknown Activation of Small-cell * Clinical trial Erlg(inig 28
resistance bypass resistance . gefitinil
mechanism mechanism transformation © Chemotherapy + osimertinib
¥ ¥ ¥
* Clinical trial * Clinical trial Platinum +
* Chemotherapy * Chemotherapy etoposide

HHEKIFR : Making the first move in EGFR-driven or ALK-driven NSCLC _ first-generation or next-generation
TKI_, WEIEHHARER

LES LISV E DL UV LTS SL
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3.1.2 ALK

W SE A R A-1 AR E R BB (echinodern microtubule-associated protein-like 4-anaplastic
lymphoma kinase,EML4-ALK) & 3Lk 24k EGFR KR4 JE, T 2007 FH R ILMIRENEER . ALK f@is
B A SR EUR(E 5l SEUMRAI BN . ALK ZE NSCLC FII SRR R 3.3%-6.1%, %
TR NRESO R, EERE T, SHEMTE EGFR M KRAS RELfF, WRHKRT EGFR
REF, BB ALK Bi&RET Hiik 16.8%. EMLA Fl ALK SERELAL T 2 S4eadk, HIFRL) 12.8MB [I#E
B, EMLA4 LRI 575 ALK DR 1 33 A A= (] 8 S o () B 1 22 L AT BURE L1 EMLA-ALK 15 5%
B, FEgmiD A A EML4 Z Ak Al ALK J 3 % Z B B (1t 5 821 #E NSCLC H EMLA-ALK & ALK
BEERTRNE RRBERE, HASMAZMEEGLRRE, B WIZ VLA V3ab, PI#ERAERT 5|
1E 43%F11 40%. Bk EML4 4F, KIF5B. TFG. HIP1 %% 20 R Ff:H 1 nf L ALK B4 .

12: EML4 5 ALK fHEERLE

EML4 ALK
¢ Kinase.

EML4-ALK

#IEHKIE: The EML4-ALK oncogene: targeting an essential growth driver in human cancer. LLIFEIE&5FR
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13: ALK ZETHHR

43%
(n = 55)

0%
| B = S et

i)

M A2 Kinase Valb (n=3
n— ‘ i
u 8 A20 Wl (.5
| I0ED - I
Non-EML4- 5%
ALK F(n-e)

HHEKIF : Impact of EML4-ALK Variant on Resistance Mechanisms and Clinical Outcomes in ALK-Positive

Lung Cancer, LIFaUEZER

ALK Fil & R R T 2 b, B BRI T AOREF, BRI ARy NSCLC 4 AR .
Crizotinib 2 EMEFF K K/N3F ALK SEEEMEIF], 75 PROFILE 1014 #F 5T, ALK BHTE NSCLC B4
% crizotinib fFy—2GyT, MHERRZ IR IIERRGH12R1LST, ORR B (74%vs45%), PFS A itk

(10.9 A vs7.0 A). £ 17 4 ESMO ¥ ¥ 7 PROFILE 1014 ¥ T OS ¥dE, tyrdirhfz OS ik% 4 4, i
crizotinib [ OS & ARIAF], AJ WL crizotinib £ ALK PH: &2 K B B K A4 A7 K25 . Crizotinib fENSE—
ALK MFIFIEARA ALK Ri-E2 X FHPEBEH NSCLC H—&ARMERTT 25 -

RESET VRS Y ERT TR ST
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14: PROFILE 1014 &7 crizotinib 45 ALK P B HFRIGKR KR
A Progression-free Sunvival B oveal sunival Crzotinb ~ Chemotherapy
Response N=172) (N=171)
1004 Hazard ati for progression 1004 Tyoe of espanse — no. %
g or death in the crzotinib group, ., Ciotinib Complte esons ) 20)
. 045 (35% 1, 035-060) I W _
2 PO.001 (two-sided stratfed og-rank est L Chemotheapy Patal response BE B
2 = Stable disease 2(17) 63 (37)
3 S
g 604 (;. i Progressive disease 3(5) 112
é 7 Could not be evaluated 744 10(6)
5 401 ) =E 40 Objective response rate — % (95% CI| 14(67-81)  45(37-53)
) 0 !
¢ 6 Hazard ratio for death in the crizotinib Time toesponse — mof
8 B roup, 082 95% €1 054-L25) Medin 14 1
0
& Chematherapy P=036 (two-sided stratified log-rank test) Range 0695 1285
0 T T T T T T ] 0 T T T T T T 1 Duration of response — mo§
0 5 10 15 20 2 3 3% 0 5 10 15 20 25 3% % Median 13 5
Months Months 9%l 81138 4158

#IESKIR: First-Line Crizotinib versus Chemotherapy in ALK-Positive Lung Cancer. LLIF8IiE&M 53R

SE—AX ALK 5]

Crizotinib FEff H] 1 - /24 K2 — B o N 25 s i 7%, T 25 22 JR KA . ALK AR B (4K Kk 1
RAZ, Ll L1196M. G1269A. C1156Y. Cl156Y 45 miZRAF: SHERMIE, #lll KRAS RAE, MET 34 &
PIK3CA RAFLESE. fEEH] crizotinib M2y /5, 2T TKI FI40 ceritinib. alectinib 1 brigatinib /£y —
ZRIRYT, ANFIHNEIR T RAAEZE S, AR H ATIUA IR RS0, B LLBORE ceritinib 77 XUR2, brigatinib
FYRCEAE, mPFS BKIAE] 16.7 1M H

*® 3: ALKHIEIF—. —%

SBTF NSCLC ImAREIEXTEE

ORR mPFS ORR mPFS
— AR AN Crizotinib 74% 10.9
Ceritinib 72. 5% 16. 6 33%-58% 5-7
Alectinib 82. 9% 34.8 46%-50% 8-9
—AH Brigatinib 71% NR 56% 16. 7
Ensartinib 80% 26.2 52. 6% 11.2
=AM Lorlatinib 90% NR 69. 5% 11.1

HALKIE : Brigatinib in Crizotinib-Refractory ALK+ Non-Small Cell Lung Cancer_ 2-Year Follow-up on
Systemic and Intracranial Outcomes in the Phase 2 ALTA Trial . ALEX,ASC02018,PROFILE 1014,CSC02019,

LSRR 5 BT
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ZARZGY) ceritinib /£ ASCEND-4 i, —ZRiG97 mPFS 1A% 16.6 H, I THy74dl, (HH B WiEs
PR, AR FEEGREEE, B, K,
£ ALEX WF5¢, 78 ITT AEf alectinib AHEL crizotinib 35 ZE K B (1 PFS (34.8 H vs 10.9 ;) fr KLk

AR RGBS T, alectinib F1 crizotinib (1 mPFS 43514 27.7 MM 7.4 A J, FEHEL T HAX
M RGER I BE TR, mPFS 405104 34.8 A R 14.7 AN H . 2019 £Ef ASCO 4E4/A A | J-ALEX 58T
Bivi4EH, alectinib MEA—RIBIT YR crizotinib PFS FRERE K (34.1 A vs10.2 A), 1 HAE %4
J5TH, alectinib [FIFEAL T crizotinib. 3T ALEX W7, J-ALEX 75, FDA #t# alectinib —£&¥8JT ALK
B NSCLC &% .
7E ALTA-1L B S PPl A 352 1 ALK $HI550G 77 1 ALK BH: 8.2 7 brigatinib #H EL crizotinib (1974,

MSTEAR VAL ZR 2 PEAG ) brigatinib H 47 PFS [HiRiXF, crizotinib v 9.8 M H, ITT AH brigatinib ORR
N 71%, crizotinib f*J ORR N 60%. & ALTA W 5T 1F44 brigatinib 597 crizotinib il 24 & 7 2L, WL BN
%52 90mg-180mg Y477 1 B 21 ORR i3] 56%, mPFS A% 16.7 M H, M ORR N 67%, mPFS ikF|
1844 H.

15: ASCEND-4 R7x ceritinib 7 ALK PR 2B BEF A6 T 5B

1004 Kaplan-Meler median progression-free suvival 100
Ceritinib 16:6 months (95% C112.6-27.2)
Chemotherapy 8.1 months (95% C1 6.8-11.1)
804 KROS5 (95% C1042-073) 80
9 p<0:00001 by stratified log-rank test
3 ?
£ 60 s
§ 3
w40 g 401
a :
g Kaplan-Meier median overall survival
& Ceritinib not estimable (95% C1 29-3to not estimable)
01, & Censoring timepoints i 207 Chemotherapy 26:2 months (95% C1 228 to ot esimabl)
—a-Ceritinib : HRO73 (95% C10-50-108)
—+ Chemotherapy p=0:056 by stratified log-rank test
T T T T T T T T T T T T T T ] I I S e R A B A S
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 2 ¥4 0 2 4 6 8 1012 1416182 224228324

BHERIE: First-line ceritinib versus platinum-based chemotherapy in advanced ALK-rearranged non-small-cell

lung cancer (ASCEND-4) _a randomised, open-label, phase 3 study. LA E&AFZER
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16: ALEX RR—%;A7T alectinib #8EE crizotinib BEIEKEEAY PFS

100+
90
80+ Alectinib
70
60+ Crizotinib
50
40-
}0..

20 Hazard ratio for death, 0.76 (95% CI, 0.48-1.20)
104 P=0.24 by log-rank test

| 1 A l‘l 0 r— T T T T T T ™1
o 1 18 2 N % Day 3 6 9 12 15 18 21 24 27 30

i 4 PFS{%)

! |
e AR fp=152) | 109
1 (he151) 91129

Overall Survival (% of patients)

BHEKIR: Alectinib versus Crizotinib in untreated ALK-Position Non-Small-Cell Lung Cancer, ASC02018. L
FESR R
& 17: ALTA-1L E7/R—%JA7T brigatinib % crizotinib BRAE LA

Median At 1l Yr
(95% C1) (95%6 CI)
mo 2%
Brigatinib NR 67 (56-75)
Crizotinib 9.8 (9.0-12.9) 43 (32-53)
100+
T
£ 20
a g 70— Brigatinib
28 ol
g 599 S
-2 ‘S 40 Crizotinib
g€X  30- :
=3 20 Hazard ratio for disease progression or death,
£ 0.49 (95% ClI, 0.33-0.74)
104 P<0.001 by log-rank test
0 L] T Ll L L} L )
0 3 6 9 12 15 18 21
Months
Variable Brigatinib Crizotinib Odds Ratio (95% Cl)
Intention-to-treat population
No. of patients 137 138
Confirmed objective response
No. of patients 97 83
% (95% Cl) 71 (62-78) 60 (51-68) 1.59 (0.96-2.62)
Complete response — no. (%) 5 (4) 7(5)
Partial response — no. (%) 92 (67) 76 (55)
Rate of objective response at =1 assessment — % (95% Cl) 76 (68-83) 73 (65-80) 1.13 (0.66-1.97)
Complete response — no. (%) 9(7) 11 (8)
Partial response — no. (%) 95 (69) 90 (65)
Median duration (95% Cl) of confirmed response — mo NR (NR-NR) 11.1 (9.2-NR)
12-mo rate (95% Cl) of maintaining response 75 (63-83) 41 (26-54)

#IESKIE . Brigatinib versus Crizotinib in ALK-Positive Non-Small-Cell Lung Cancer. LIFGIiEAZAR
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[ 18: ALTA E/RrT%

S&IT brigatinib &7 crizotinib Tt 75 B £ R & 17

EHMRRE

TR/ RERE

IRC-Assessed Systemic PFS ~ Megian Iniracranal PFS,
100 S o Months (95% CI
% ) == AmA:Qmgqd 128(02-183)
X & 809 == AmB:%mg - 180mgaF 184 (126-239)
o 70 5 70
& 60 c
5 50 g 01
= n
34 g %
930 £
& v o
0] = AmA:00mg od b T
| == Am B:90mg - 180 mg of® £
: s 8 2 16 20 4 B BN % A 2
0 4 8 12 16 20 A B R B 4 : 20
No. atrisk Tons g 0 -
AmASOmgd 12 7 8 ¥ B P/ 9 4 0 E
AmB:90mg- 180 mgqd® 110 8 61 45 k] 2 12 6 3 1 o
v
Investigator-Assessed IRC-Assessed 0 é 1|2 1I8 2; 32) 3;3 4|2
AmB: 90 mg - Arm B: 90 mg -+
AmA%mgod  180mgqd  AmA%mgqd  180mgaqd . Time (months)
n=12 n=10 =112 =10 No.atisk
Medan PFS, months (5% C) 92 (T4-111) 156 (114210)  92(T4-128) 167 (116214) AmA Smgod 81 i i lf 1 0 0 0
1-year PFS probabiity, % (95% CI) 37 (2746) 58 (47-67) 45 (35-55) 61 (o-70)  AmB:Omg-1B0mgad' 74 4 % 1 § 1 0 0
Intracranial Target Lesion Response in
Patients With =1 Baseline CNS Target Lesion
Arm A: 90 mg qd fﬁ Arm B: 90 mg = 180 mg qd=

Best Change From Baseline in
Target Lesions (%)
88888888

i
-

Extracranial Target Lesion Response in

Patients
Arm A: 90 mg qd

gasdbonse

Best Change From Baseline in
. Target Lesions (%)

Patients
Arm A: 90 mg qd

888

Best Change From Baseline in
Target Lesions (%)
L)
co0ooo

gs

With =1 Baseline CNS Target Lesion

Target Lesion Response In
With No Baseline CNS Target Lesion
60

Arm B: 90 mg = 180 mg qd®

Arm B: 90 mg = 180 mg qd=

Il Progressive disease [l Stable disease [ Partialresponse [l Complete response

4 >KIR : Brigatinib in Crizotinib-Refractory ALK+ Non-Small Cell Lung Cancer: 2-Year Follow-up on Systemic

and Intracranial Outcomes in the Phase 2 ALTA Trial. WA IF&FEER

LR ensartinib( BT
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A 724 B BRI B 1SRG, &P am sk, ik BRI H— X ALK #0817, 4 NMPA
A E 2 o2, ERRBISE e R T “BEN AR BT IaIRT 27, HaE M AW E N 136 AR
FEE WAL IR BB R TR 1 2 WllmRIT 7T, Hh s RTS8 e —4iByr ALK B NSCLC & 4Bk
Z el 1 PRI AE R BE MR X-396 —£R¥GYT ALK FHE: NSCLC BHEIIBHTIRRSEE, ORR
LF) 80%, mPFS 9 26.2 MH - 18 4F 12 H 26 H, 4w A, ensartinib (X-396) 24 i M H 153845 NMPA
T, BLUCERIR B B AR 2 SRR K2 < P X-396 FREEVRT RS B AN ALK BH MR/
Jitife BB BT B 2 e IDHEE . ZPOIERETAR”, 19 4 9 H AR A S Bk, SMar v i
2 (IRC) X4k 2019 4 5 H KIS Eudt 7 1PAh, T REmm, BWEBRA ORR N 52.6%, H
fr PFS R 112 N, RIRHEERIZFRAN 87.8%, fliN ORR A 71.4%, FRAIRMIZHIZRIE 95.29%, BkST AN
PRI R8s R RR RS R

19: Ensartinib £t 3+ ALK PHI£HY NSCLC B & IGKETE

" Best change from baseline in target lesions

2

Best change from baseline in target CNS lesions

(

40 )
20 | e
|||||

in target

Best change from baseline in target CNS lesions (%)

; 0 l =
E - | B ‘ I
4
&= -4
-40
i -60 ’ 5
-80 W ALK TKknaive
E M ALK TKi-naive Prior crizotinib therapy only .
@ 0 M’r bt “w:c::':u-mm ALK TKI X B Prior crizotinib and a second-generation ALK TKI
- Soma of ot cuiofl > Still on study at the time of data cutoff >
Progressive disease as best overall response : -100 * Progressive disease as best intracranial response 2
g Mot A e oo Note: ALK* evaluable patients at 2200 mg who completed >1 cycle and had i t > >
S -1 _ ) QL — Al
—Progression-free survival data L i —— ALK TKI naive
i " : — Prior crizotinib only
cq o -- 95% Confidence intervals b = —— Prior crizotinib and second-generation ALK TKI
o c ]
©
& = ©
o S -
L
-
o S
N 4
o o
o
<
o ()
| | [ T 1 1 =
T T T T T T
0 6 12 18 24 30 36 0 6 12 18 24 30 36

HHEKIE: Ensartinib (X-396) in ALK-Positive Non-Small Cell Lung Cancer_ Results from a First-in-Human

Phase |_II, Multicenter Study. LLIFEiF&HF53FR
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FE=R ALK 317
Lorlatinib #&—F{754b T 1F 78 B B 1 8] 28 P90k B8 3 CALKD BS U ER B 4H155) (TKID, FDA T 2017

4 A2 lorlatinib SmE 142

HESEHFRRE : TR/ R

2P gias, T 2018 4F 11 A #edtbetE b, HTEREEZ T
FIEIT Ja g 3 R ) ALK BHME#6 R vE B /N B it (NSCLC), FERET—I 1/2 }

RER S

—Fha 2 ALK 04

(NCT01970865) H ) 2 AR . AE X T 52 7 S, lorlatinib £ R 223697 1) ALK FHE i34+ ORR A 51 90%,

1Py ORR 1% % 67%, 1EREAEEZ T

REAE szt

crizotinib Y57 23, lorlatinib [ ORR & 69.5%, /i ORR X 87%,

FRTFEET 1 F ALK-TKI JBITHIEE, lorlatinib ) ORR & 47%, [y ORR 4 63%. Lorlatinib

BRI DA F SRAP R H B ALK #IHIFI =L R B R (KRR G1202R), FREZ % MK Bk .
Lorlatinib ) =1 CROWN #f 5t (NCT03052608) L\ 1F :IF 4. CROWN /& — Il BEHL. XUE

BT,

B 7E 1A lorlatinib A5z e 8

20: Lorlatinib F§F ALK+NSCLC B4 1/2 HR#ff33

— 2897 ALK FHYE NSCLC B35 (197 Riofn 22 4 2 5

| 276 patients enrolled |

_.[ 1 excluded (died before receiving first dose) l

-

275 patients enrolled and received at
least one dose of lorlatinib

v

47 ROS1-positive patients

30 treatment-naive 27 with 32 with 65 patients treated with 46 P
patients (EXP1) previous crizotinib only previous crizotinib and two previous ALK TKis three previous ALK any line of treatment
(EXP2) chemotherapy (EXP3A) with or without TKis* with or without (EXPS)
28 patients treated with chemotherapy (EXP4) chemotherapy (EXPS)
one second- ion
ALK TKIwith or without
chemotherapy (EXP38)
Treatment naive e Zotinib =2 previous ALK TKis =1 previous ALK TKI
(exP1) with or without ALK TKI with or with orwithout with orwithout
(EXP2-3A) (EXP38) (EXP4-5) (pooled EXP2-5)
Overall responses
Number of patients 30 59 28 111 198
Best overall response
Complete responset 1(3%) 1(2%) 1(4%) 2(2%) 4 (2%)
Partial responset 26 (87%) 40 (68%) 8 (29%) 41 37%) 89 (45%)
Stable disease 20G%) 10 (17%) 10 (36%) 38 (34%) 58 (29%)
Objective progressson 13%) 6 (10%) 7 (25%) 20 (18%) 33 (17%)
Indeterminate o 2G3%) 20%) 10 (9%) 14 7%)
Patients with confirmed objective 27 (90 0%: 41 (69 5%:. 9(321%:159-524) 43 (387%.296-485) 93 (47 0%:.3995-542)
response (%: 95% Ci)2 72-5-97-9) 561-80-8)

Median time to first tumour

response. months (IQR)

Median duration of response.

months (95% DS

Median duration of follow-up for

response. months (IQR)Y
Intracranial responses
Number of patients]]|

1432327

NR (10-0-NR)

69 (56-125)

3

Best overall intracranial response

Complete responset
Partial responset
Stable disease
Objective progression
Indeterminate

Patients with confirmed intracranal
objective response (%: 95% )3
Median time to first intracranial

response. months (IQR)

Median duration of intracranial

o

2 (67%)

1(33%)

o

=)

2(667%
S5-4-959-2)

202227

NR (NR-NR)

response. months (95% CNDS

14(13-26)
NR (11-1-NR)

69 (4270)

23

S @2%)
15 (65%)
2 12%)
o
o

20 (87-0%:
66-4-97-2)

141314

NR (8 4-NR)

1401427
NR (4 1-NR)

70(56-83)

S

1(11%)

4 (44%)

o

3(32%)

111%)

S (55 6%:21-2-86-3)

14(1426)

NR (4 1-NR)

141429
NR (5 5-NR)

72(56-958)

4s

10 (20%)
16 33%)
17 35%)
4 (8%)
2 (4%)
26 (531%:383-67-5)

143331

14 5(63-14-5)

14013-27)

NR (11-1-NR)

69 (5683

81

16 (20%)
35 (43%)
20 (25%)
7 (9%)
3 4%)
51 (620%:515734)

14@13-27)

14-5(8-4-145)

BHEKIR: Lorlatinib in patients with ALK-positive non-small-cell lung cancer: results from a global phase 2

study. WIFGIESARZTER
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& 21: =18 ALK-TKI &#%

F
Cl H_.-"'HTH D oy
: Ll do A | |
I o = M. i x.;:?'"‘*Hf N ﬂ e AN -«.._'.5:"‘-.} {,A._ﬁ}
Cl o : 0-5-0 0. 7 I
| A J .
NN 0. Hel
Crizotinib f34H33 Ceritinib Alectinib Hydrochloride

Chemical structure of brigatinib Lorlatinib {L=24519=%

HiEskiR: AFFERL 2. Drugs. WIERIESFAREN

F 4: =R ALK-TKIHEXEE

f;{fl FMFHE | Crizotinib | ZEAH W 2011 | 2017 | 5.244z%5%
L% e | Ceritinib L 1BYN AR 2014 2018
6. 37 {21 vkE
FEA | FREE | Alectinib ZXIh B 2015 | 2018 1¢ % /jﬁ;EB
ALK-TKI (#)6.414370)
fiMEJe | Brigatinib | ALUNBRIG | @R o017 | - | 9ZMCHIE (A
i 4733 JiZ£T0)
B Fifi#%Je | Lorlatinib | LORBRENA i it 2018 -
ALK-TKI

FRERIR: EIRER. FRER. KAWAFR. WAEIESFARHA
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& 22: ALK Bh&H9 NSCLC EBEGTTHRE

b | First-line treatment for ALK-rearranged NSCLC I
¥ ) ]
[ Aectinib | [ Ceritinib |
|
______________ { } 3
mjmeemsemmnegpeessneneeg REssERs e e e R s
EOllgoprogmss:ve 1! Off-target |Unknownor' e Resistant mutations in ALK KD with crizotinib |
i disease .mechamsms .nol studied | o 1 ______________ [ J -------------- [
D UloeM | ofmsttes i !
I 1o S1206CK ) 1 L1152P s 4
JUTINA G Emoc | lcusey ) GO
| | 1 GL69A | {FI7ALCN | | !

................................................

' l
1 f ]
Local Second-generation Ceritinib

treatment ALK inhibitors ’ : :
rigatini
I Lorlatinib |
Offtrget HUnkoownor | 1____________ Restance uttonsin AKKOwihnextgeneration AT}
i mech i ded' -
Lr_n-e_c__ails_r?i _T?(_fl_u__l_,_J I Alectinib | | Ceritinib | | Brigatinib | Any second- Lorlatinib
} ) ) generation N
Vsl ] [FOAUCY | | ke SToN | ot LCiseYs |
i M171T/N/S : i C1156Y | | E1210K+51206C | | G1202R | | L1198F |
+ Clinical trial | Lorlatinib | | Ceritinib | | Alectinib | | Lorlatinib | | Lorlatinib | | Crizotinib l
* Chemotherapy |Clinica[trial| | Brigatinib | | Brigatinib |
| Lorlatinib | | Lorlatinib |

HIEEKIR: Making the first move in EGFR-driven or ALK-driven NSCLC _ first-generation or next-generation
TKI_, WEIEHHATER

3.1.3 ROS1

ROS1 72 —Fh s 2ER, BFAEA ROSL £ T 6 S 4uthfk 6g21, 4K 127kb, £ 44 MLET, HAmLH)
ROS1 H H % 2347 MaIERR IS BRI A PRI 52 A4, PRI s IR B DX, B DI 25 N S A7 1 )
A AXIRA K. ROST ZE RS . L RIBFRAZE) 2 FE ROSL AL, ROS1 ZAAMERIHNEZS
H5¥E 2 % FiEE 5@, @5 PIBKIAKT/MTOR. JAK/STAT3. RAS-MAPK/ERK UL/ PLCy /IP3 A
SHP2/VAV3, Tl =2kili%Z 5 MR AN EIEE 51505, JEME N AL SHE NS 5 g gn s .

LES LISV E DL UV LTS SL
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[ 23: ROS1 MG EBENL TIHESREEHIER

3’ ROS1 5’ Fusion partners
Variable region FIG (GOPC)
(exons 32-35)
Conserved region SLC34A2, CD74, SDC4,
(includes kinase | TPM3, EZR, LRIGS,
domain) __| KDELR2, CCDCS,
YWHAE, TFG, CEPS5L

Plasma membrane

T R RNy S R R R R R s P T PP
SAOOOEAEAAADBAAAAEEEEN e VoYt aVateYe e tata o Ve tovate taretareto Ve te e araaVurele ataratolete ale e e e tave are e o e tals

—»@—v Invasion

Cytosol
/ supz\
Golgi
g, ¥ aratus
’/ (p PISK e
\1
EK (
Proliferation and survival

¥IEKIR: Molecular Pathways: ROS1 Fusion Proteins in Cancer. WIFAIESMZER

ROS1 Bl &% F7E NSCLC RER A 1-2%, {H7E EGFR. KRAS. ALK BiHEf B H HRFBRIRE
3 5.7%. ROS1 [k 5 ALK FHPE[ NSCLC A B ARG RAE, BRI MASIRAE B A % 4 B i e
BB . ROSL LA HHEN 5 3 3 & £ F ROSL ) 32-36 4142 1. #E NSCLC 1 ROS1 &% WAL AR BN
CD74 (Z145—3). EZR. SLC34A2. SDC4 Fil TPM3, H4h ROSL /b W& £ A, i GOPC-ROSL,
LIMAI-ROS1. MSN-ROS1 %%,

ROSL fl ALK Z [AIfEREMBERLEMIRICE AE 49% R, FHEAE ATP &40 8 —F FVRER
& 77%, WEFRUIER alectinib 4, HE ALK ISR Xdzh] ROSL FHEEE MRt . ALK HHi5]
crizotinib 7E7f177 ROS1 {47 NSCLC A& B R AIRER, Rl crizotinib th4 /1] T ROS1 H A NSCLC i
%, f£ PROFILE 1001 f#f7cH, ORR IAZE] 72%, mPFS ik%] 19.2 A, T LL LS crizotinib # FDA
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1 EMA H#E#EF T-7697 1 1 ROS1 HHEN NSCLC. 2017 4£ 9 A, NMPA #t#:smme# B 497 ROSL fié
3 IR B P e HA R /NSRBI . 7E NCT01945021 1) — 154t 45 IF. ROS1 BH 1 (I #5 30) NSCLC 2% (1) FuE 2 31
R, ANZHM 127 &, ORR N 71.7%, mPFS &N 159 ™ H.

24:

NCT01945021 &7 crizotinib £ ROS1 fH4 B IRK K i

1 Complete response n = 17)
k] Partia response {n = 741
1 Stable disease n = 18)
1 Progressive disease n=7)

Change in Target Lesions From Baseline (%)

PFS (%)

No. at risk:

Crizotinib

1004
904
801
701
604
504
404
301
201

Median PFS, 15.9 months (95% CI, 12.9 to 24.0 months)

104

I I

0 3 6 9 1® B BN WU N B K
Time (months)

7 Mm% 7 66 % &6 B 16 7 3 0 0

HHEKIF : Phase Il Study of Crizotinib in East Asian Patients With ROS1-Positive Advanced Non-Small-Cell

Lung Cancer, LIFAUEZZER

Crizotinib 7597 ROSL FH4: & 25 i 24 Jit K] 3 22 I S B
M2 84 D2033N. S1986Y/F. L2026M. L1951R 54,

IR — R RAR, Ll G2032R A W, IHANS:

Ceritinib #1 brigatinib 12 [FI£EXF ALK A& ROS1 B4, *fBEAE#E3Z crizotinib MY 251 %, A

ceritinib 1 brigatinib #R A8 K15 T %4,

D2033N. L1951R BY S1986Y/F 5245 T4

JEIR] T B X K 2 AT LR BT L2026M, {EXT G2032R.

Lorlatinib 7 H RiME——X 4 NCCN ##F T ROS1 FHE B E 5 RIGTHIZEY, 2019 4£ 10 H 25 H,

M 7)1 4% & 3 lorlatinib F T ROS1 ) NSCLC g% bl HE

H% ORR ik 62%, PFS N 21 M H, Rzt

WP AR D2033N. S1986F. L1951R % 240 3 W R 85 4, (H A fe s WL

WHLHERE AR EFEALARLTFA

«FAIRIR S R, KRB TKIIRITHY

crizotinib 597 I & ORR N 35%, PFS >4 8.5 ™ H . Lorlatinib

] G2032R AR R4
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25:

B A=

lorlatinib 7E22 NSCLC Y crizotinib ;&?

ra&)

crizotinib ;&

BB EETRIGKRKRE (TE A AKRES TKI 83

EHMRRE

TR/ RERE

TRE,

Best change from baseline (%)

Progression-free su rvival %)

TKil-naiwve

Freviows crizotinib omnly

Dverall
Mumber of patients
Best overall response
Complete response
FPartial response
Stable disease
Objective progression
Indeterminate™
Patients with confirmed objective response
5% CIF
Tirme to fArst termour response, months, median (HQR)
Dwration of response, months, median (95% C1E)
Extracramnial
Mumbers of patients
Best overall extracranial respomnse
Complete response
FPartial response
Stable disease
Objective progression
Indeterminate™
FPatients with confirmed extracranial objective response
o959 CIT
Intracramial
Mumber of §

ks wwith b lirve TS metastases$

Best overall intracranial response

Caomplete response
FPartial response
Stable disease
Dbjective progression
Indeterminate™
Patients with confirmed intracranial objective response
o5% CIf

Duration of intracranial response, months, median
(9 5% CIF)

A Best overall response
80 4 [CIComplete response
g: [EPartial response
50 4 [CI5table disease
40 4 [E10hjective progression
30 4 # Off treatment or progressive disease
20 4
10 -
~10
-20 4
-30 4
40
50
80 J
=70
_80 4
-50
-100 - el e
WM+ 7TTT T T T T T T T T T T T T
Patients
C
100
Bo 4
60 o
40
20
0 — T T

— T T T T T T T T T T T 1
0 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30 32 34

Time since treatment initiation {maonths)

21

Z {10%)
11 {S2%)
5 {299%)
= {1o9a)
o
1= (G52}
IB-E2

A-f (L-g—1-4)
25-3 (F-5-31-9)

21

2 {109%)
11 (529%)
6 (299%)
2 {10%)

13 (629}
IB-_82

S {459%6)

2 (18%)

2 (18%)

2 (18]

o

7 {54%)
3I1-89

MR {5-7—MN R}

40

2 (5%e)
12 (30%)
16 (A0%)

4 {109}

6 (159%:)
14 (353D
21-52

21 (1-4-2-8)
13-8B (9-F-MNER)

40

2 (5%e)
12 (30%)
17 (439%)

3 (B2)

B (159}
14 (35%)
21-52

2a

9 (38}
EXEEL ]
6 {25%)
2 (B%)
4 {17we)
12 (50%%)
2971
MR {11-0—ME)

Best overall response
[CIComplete response
[EFartial response
[Cl5table diseasa
[E0bjective progression
[dindeterminate
# Off treatment or progressive disease

ey

Patients

—T
4 6 8

— T T T T T T T T T T T 1
W 12 14 16 18 20 22 24 26 28 30 32 34

Time since treatment initiation {manths)

#HESKIE : Lorlatinib in advanced ROS1-positive non-small-cell lung cancer: a multicentre, open-label, single-arm,

phase 1-2 trial. LITGIEZAZFER

HHLHERE—REEZFEAARLTFENA
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Cabozantinib /& —FfhEAG$H7 ROS1. MET. VEGFR2. Axl. Kit 1 RET &5[# 250 525, I T g AE
R IR BEREE S B AR 4 — 2 1097 2. NCCN i T18% RET FIYER B3, ol 7T & P cabozantinib
JEBFAE R ROSL BG4 kI F, e nl %%t crizotinib iy 259848 G2032R. D2033N A 1R 4135 .

Entrectinib /& —# %% ALK, ROSL Fl TRK ] TKI 254, F 19 4F 6 H{E HAE 3kt Lli, FDA #%
THRBIEITEGE, I HT 19 4 8 JI skt b7, FZITOCRM 1 I RS STARTRK-2. | ##fF
i STARTRK-1.1 #1F 5 ALKA-372-001 ] 53 {5l ROS1 i B M il £ 5 1 54 51 J53 3R sl i #8 74 NTRK
B B 1 SR £ (KR o 7E 53 44 ROSYL FHEY) NSCLC % H, ORR A 77.4%, CR ix%] 5.7%, mDOR
L) 246 N H, mPFS A 19 M A.

Repotrectinib &#1—f8 ROS1. TRK 1 ALK 1] TKI Zj#y, 5I[FIZEHNHIFIAHL 37 &5 /N, Fibnr DR
W PR FE I ML BRI, repotrectinib XfEFAER ROS1 EHEABUEMTEH, FIBXF=4 G2032R F1 D2033N i
R E B AENE. H 25T repotrectinib 4% ROSI/ALK/NTRK1-3 B HEf S48 535 (11— T 111 3
Il AR IRIE IEFEHEAT 24 7R . 2019 4E ASCO K4, repotrectinib JE7R T8 =1 ORR, £%| 82%, X FMiEHA
BT HT R, HF HTT G2032R i 255845 ¥ ORR 1]k 40%.

% 5: AN[E ROSL #M&IF (RZ TKIETT) MIIGKIRIEEIEXTLE

Crizotinib 53 2% 19.3 24. 7 51.4
Ceritinib 30 67% 19.3 21 24
Lorlatinib 21 62% 21 25. 3 -
Entrectinib 53 7. 4% 19 24. 6 -
Repotrectinib 11 82% - - -

HRLKIE: Profile of entrectinib and its potential in the treatment of ROS1-positive NSCLC: evidence to date.
Lorlatinib in advanced ROS1-positive non-small-cell lung cancer: a multicentre, open-label, single-arm, phase 1-2

trial. PG IELAAZER

Al UE HFE ROST FHE B H KRS B, He TKI MR AR crizotinib FHAL, repotrectinib
TE FoBT R 50 B0 2R = ) ORR ik 1 82%.
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TEETXT crizotinib FIMR 24 1, ceritinib A brigatinib BRI RN JLFE—2, B EATA CAREKT
L2026M, {EX} G2032R. D2033N. L1951R BX S1986Y/F &AZFAL. Entrectinib Xi%f L2026M. G2032R.
D2033N 45548, AL RHNETE. Lorlatinib M RBKEBA) &, MEFAER, D2033N. S1986F.
L1951R ZZRAFHNHI R BB, (BT G2032R T3 . G2032R A ROSL K% W.382E, HRTREEHIK
BN, KA repotrectinib M cabozantinib 25 LB E .

26: NSCLC 1 ALK #1 ROS1 #l#IFIM A THIESESIKEZ

ROS1 resistance ALE-independent resistance mechanisms ALK-dependent resistance mechanisms

EGFRTKI KITinhibitar | .-==-, HERZinhibitors .-~ .---._ EGFRTHI!

' ormab
mﬂfw (::i:::i::t:i...J[....,....,... E::::::::,,...
KIT-DE16G
Bypass and
downstream
pathway activation

| 1ﬁmnﬂj =1

= L1196M (7%) Later-

ALK copy number galn
ar amplification

¢ ] JAK @ @ = G1269A generation
' ROS1 resistance i } } = C1156Y ALK
: = G2032R (up to 80%) T = G1202R inhibitors
| « D2033N @ SR inhiblors @ = 1TIT/NSS
] « 51086 Y/F 1 = S1206C/Y
« L2026M ¥ « E1210K
v

MEK inhibitors 1

i @ . Histological transformation

} ¥ { = EMT

@ KRAS and i = Small-cell transformatian Ceritinlb resistance
L NRAS ' = Sarcomatoid carcinoma |L111155 12TF1$

mutations ! » C1166Y/T
! =F1174C
= G1202R

= [1151T
= F1174C

- L1951R — @D Lisem

Alectinib resistance
= [1171T/NSS

= W1180L

= G1202R

Brigatinib resistance
= G1202R.

= E1210K+51206C

= D1210K+D1203N

#IEKIE: Understanding and targeting resistance mechanisms in NSCLC. LLIFEiF& R

3.1.4 Met

6] 5 b B AL TR T (Met) ZERIAL T 7 S A KB (7921-31), K2 125kb, &4 21 MR T c-Met
& Met JE B g it A= R BA B ERERR A IS PRI ES BR324k, Ak sema dsk. PSIk. IPT 380, A IM 35, i
o TK . CoRuta e, FERET M. Hai4KE ¥ (hepatocyte growth factor, HGF) /2 HHlIK
DR R PERCAR, HGF 5 c-Met [ sema 3845 5150 o7 A IR U BR PR ik 5 A2 E B R R AL, AT VAt P e R
Vg, NITTEOS T, B0 PISK-Akt. Ras-MAPK %@ . 4 c-Met 53 0% 2 80 1 A= KA
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%o

& 27: Met BN ENF

SEMA Il 1l

domain P, . PM.

R e v e e e’
\ ) )

i | it 0 !
A h)-, . - - . -

PSI

: _—
domain

PIK3CA

IPT - Motility

domain Survival «— ( PIK3CA

l

Tyr 1235 (p) Proliferation v
Branching

Tyr 1349 Q morphogenesis
Tyr 1356 Q

HHEKIE: MET genetic lesions in non-small-cell lung cancer: pharmacological and clinical implications. LLFaiE

SR

c-Met I % 58 BOE EEEE Metld SMETBEERREE. Met § A Met HATRIA 3 FRA: Metld
AN IR H AR F gm0 4 (1 IM $5) Y1003 F1 c-Chl £5- 507 sUAfi S, T 2Rz RALFEE, Met
A AN RRERBOE, 1X— R NI K R R SR, EfE PR RAERKRY 3%; Met ¥R
Met #% D138, BRI Met ™[RI A EGFR SRR AR, Rtk Met 330 2 HAR IR B ZE A 1)
R ZIHIHZ —; Met AL RE BT Met BOE, S HAENN e A R ik 65%, (HIFAME
NIE KRB ER, 1 Met 3 H mRIBEEAERE Met 971, HH 4L NT52%, {45 c-Met BITE
R thRERZ 23 T Met $04I5 o
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#*® 6: c-Met BEREHERE

SAhEELtEE
Met14 5B FHRERSS2E 2 3% (R &HERNER)
Met 4/ 1% R M d 1-2%; EGFR MZ5dy 15-20%
Met id FRI& 2 65% (HERERBERNZIREMS)

BHEKIR:  c-Met BERANINFIFIZEIE N HARAtRE PRV SRR . LUARIESFAAZFR

KT Met MFFIIIFR, &EHRANENE, MHERGFREGUNZERE URREL, BEEA
5 E R ERE AR/ F 2. 2017 £EDASKE, savolitiinib. crizotinib. capmatinib. tepotinib A4k# FDA
BT REMETIERIAE, FF Met exonl4 FZARHAE/NEfafitE &3 . L+ crizotinib Al cabozantinib /& £ T
I, crizotinib & #] T 2011 4E3K FDA it T ALK BHYEffE £, 2015 430t ROSL FHMEE R, 1E
PROFILE1001 1% crizotinib 7EifiJ7 Met exonl4 548 i id #2rh ORR 4y 32%, mPFS 7.3 A, KM
FREm e 9.0 AN, RNV 2 Wit 47 2, ARRKEA crizotinib Y577 Met YR & R AL 770 (1
A IE B 240

Capmatinib & #2271 O BUIRIRE /N7 Met #1177, 44 INC280, 7E 2019 4F ASCO K44
#i ) GEOMETRY mono-1 78 (—30i 1 #HZBASI) . Z 0P capmatinib X B3] Met exonl14 248, Met
3 NSCLC B 17RO, 7l 69 1IF1 28 il 48 ¥a FIw)iE B H5Z capmatinib 697, W PAULZ B AT
NIERARBRKIORT, HARSHERRN ORR HBMRFAEE, Rl F4liaEs ORR Himiksl
71.4%, 236 B3 ORR N 39.1%), capmatinib 45 22 il Met exon14 Bkik 5845 ) NSCLC £ & (K3 iR 7 1 #%.
A HIFRIE ) Tepotinib YE415%F Met exonl4 245/ NSCLC &35 1 MW 7L, EALZUGT (TBx) KIS,
WL T — 4TS (LBX) I PRSESR T, TBx 4111 52 il s, 41 ik i7y7 %00F 4, ORR 1% 41.5%, LBx
411 55 il £ 35 B AT BEATPEAST, ORR ik 51.4%.

Savolitiinib GRAE JE) 2RI 5 HrA] Fe3L [FIIT A e £ c-Met IR, H ATAE b E &
PRI ZANERDEIGATE I, PR, . BR%%. 1EIRIT Met exonld AL NSCLC B
BT, 45 R IR AE 36 A vFAG B Hh, &K ORR Jy 52.8%, DCR Jy 94.4%, ifi PFS Ak .
FECHIA PR B E T, AR 8 1.5 M A, g @Fsenf Al (DOR) RikF. xR ERERZ T
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{RATTVAIT IR B, M4k ORR N 41.7%, DCR 5 91.7%. X T-2&74 #3%1 ORR & 58.3%, DCR A 95.8%.
A LA HIRA B R IR 9T Metl4d MR 12848 ) NSCLC i b B R B b s s 1k

= 7: §H3F c-Met BEE /NG FHIHI T

S B YN Bl
Crizotinib EIm ALK, ROS1, c-Met
% BERHNHI5 c-Met,VEGFR1/2/3.RET,
Cabozantinib Exelixis

N F Met ¥ B KIT, AXL, NTRK, ROS1
HsR 5 Capmatinib HE c-Met
TEFEMEHNEF Tepotinib LN c-Met
KRR FicEE. FETFIR c-Met

#HiEskiE: ESMO, ASCO. WUAIEEFZAR

3.1.5RET

RET JEREA T 10 544 ik (10911.2), & 21 MMET, it 1100 NMEERRA KM RET 1M,
R RS2 A, A AR IS R A AN X L B IX LU A T e R S e 1 P P 45
WX =, B ECAR S 32 AR I S, RSN N X0 AR BERR AL, ARTTIOE NE S, T4
W5 .

RET EFfl G R 2B 10 3 Ek B8 RGN 4 RET Wit 5 e EE K456 kK A ALY
BT HIR G ], A2 A0 AT RET kPR M sl BV s A 1 5 il Jhe Ak it — AP iR AL , JF B R )
YA I AE 5 B R AN I P 1 A 5 SO RS A il - RET A 22 RIFE NSCLC B R ER LA 1%-2%,

RAIRAREE KIFSB fl CCDC6, 6 —2/b WAL AA, 7F 17 47 156 [E I AR IR 2 22 A S i0i i
2755 Pl 3 vh 37 kAL RET fibe, il & K7 KIFSB 15 67%, CCDC6 i 25%.

3% W i B — R B LA Ao ST
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28: KIF5B-RET g &£ E

pl122  ql11

Chromosome 10

i RET KIF5B i

= 56 paired reads mapped
E § at intronic sequences
KIF5B RET
aal aa575 aa7l3 aalll4

#IEKIF : Systemic and CNS activity of the RET inhibitor vandetanib combined with the mTOR inhibitor

everolimus in KIF5B-RET re-arranged Non-Small Cell Lung Cancer with brain metastases. LLPGiE &5 ER

HAr&r Xt RET @hariusemzey), 2 8EEMHIF], B cabozantinib. candetanib. lenvatinib.
ponatinib. sunitinib. alectinib. sorafenib £&. 2017 4, —Ii4ERLd. 4% RET @& NSCLC ##,
B2 52 22 BN HI R TT (0 [RUBEBF 78, ORR M 18%% 37% A%, fEGNNIRIG I Z Wl smdlmd, HfF
cabozantinib. vandetanib. sunitinib &7~ tH— %€ 119720, ORR 437124 37%- 18%7#1 22%, lenvatinib 1 nintedanib

M 2 R . A EEE A AR X, mPFS Dy 2.3 4N H, mOS 6.8 1M .

B 29: &A% HMEBHIHITIENETIAR

RET Inhibitar Complete Response Fartial Response Stable Disease Disease Progression Mot Evaluable Missing Data
All agents (n = 53) 2 (4%} 11 (22%) 16 (32%) 20 (40%} 1(2%) 3
Cabozantinib (n = 21) 1 (5% 6 (32%) 5 (26%) 7(37%) 0 2
Vandetanib {n = 11) 0 2(18%) 3(27%) 6 (55%) 0 0
Sunitinib (n = 10} 0 2 22%) 3(33%) 3(33%) 11{11%) 1
Sorafenib (n = 2) 0 0 2 0 0 0
Alectinib (n = 2) 0 0 0 2 0 0
Lenvatinib (n = 2} 0 1 0 1 0 0
Mintadanib (n = 2) 1 0 1 0 0 0
Panatinib (n = 2} 0 0 2 0 0 0
Regorafenib n = 1) 0 0 0 1 0 0

3% W i B — R B LA Ao ST
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Cabozantinib
Sunitinib
Vandetanib

1.00 4 1.00 -

0.75 - 0.75 -

©2 w2
[ © 0.50 A
- 0.50

0.25 - 0.25 -

0 2 4 6 8 10 12 14 18 0 6 12 18 24 30 a5

: Time (months

No. ot risk Time (months) No. at risk ( )
Cabozantinib 21 11 8 5 2 2 2 1 o Cabozantinib 21 7 a 3 1 1 0
Sunitinib 10 6 2 1 [} [} 0 ("] "] Sunitinib 10 2 1 1 1 0 "]
Vandetanib 11 8 4 3 0 0 0 o o Vandetanib 11 6 3 2 0 0 1]

BHEKIE: Targeting RET in Patients With RET-Rearranged Lung Cancers: Results From the Global, Multicenter

RET Registry, LUPAIEEHAZER

A UG 2 2 BB ST RE T R A B, 207 IR B W] 882 T 2 BB A R B I BE R P EE
MR GRS RET #1500, BB R M RET #F)E RXDX-105. LOX0-292. BLU-667,
FHA BLUB67. LOX0-292 HF H&KIIGREIEIRE FDA =B 5T HEAE .

RXDX-105 #& Ignyta J1 & FRE 4 RET #1017, 7E4F% RET HEHER NSCLC B3 | Hik56 A4, g9
21 7 RET El&r () NSCLC 2%, Hob 13 fil KIF5B-RET 4 3% (¥) ORR 4 0%, 8 f43FE KIFSB-RET fli & &
# ) ORR 1A% 75%. RXDX-105 *f RET HIRh&RAE B EER R, HX KIFSB-RET BB RT3
.

BLU-667 & H Blueprint Medicines Corporation 2 #] JF & I —Ff FIAR « 580 mnide B P i 4 ) B0 1 RET
A3 S (/NG TN, 7E 19 451 ASCO K4:, ARROW B 7T B #7 T 414 RET @l FHE NSCLC i3 B8
WA R, 1E 48 A rIl kL H 2 /D7 — R BE Vi iP5 Y & 1, ORR 24 58%, DCR & 96%. 7EEE
A2 ATV 35 4 B, 3 ORR ik 60%, DCR A 100%. ff 7845 R IR, BLU-667 HAT 58K
FE AR 2 (TS P, £E RET Bl BHPERE I NSCLC i vh BAT R IR 2 1k . 545 25k 2018 4E 6 A
CUR Blueprint Medicines iX B K &-4F, IEFE 4 J3HEE BLU-667 7EFRE NG IRIT & . 2019 423 A 18 H,
E E 2 BB R (NMPA) 4ttt 7 RET #i57 BLU-667 ££ 1 [ 1 1 I AR5 .

LOX0-292 s& Loxo Oncology  ®] i & 1 RET #IiilF, J&—Fhm FEIERErER DIk RET #6155, BA &
W, AKEE, XTI LR IF R . fE 19 4 WCLC K4x, A ¥ LOXO0-292 #4597 RET fli& NSCLC

LES LISV E DL UV LTS SL
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0N BAEEIG R B, ELFE 105 &t
BEHE, SRER, MTHIREE L ORR X3 85%,

Ak

& 30: LOX0292 3497 RET g4I NSCLC BEH &

SRS : TR/ RERE

LYRIT IR RET flér 8 DLR 34 Bl R 2969710 RET @& B )y
AL DOR AL PFS MRIER], BT g
#, ORR A 68%, CNS ORR A 91%; Hfiz DOR A 203 4NH, HALPFS A 184 AH, [AE RIfFH %

KREHOS BRBIEAEAR. TR th 26 RIS T RET e Bifs 07 0 B e 2

#hile R 2 AR

Efficacy of Selpercatinib: Primary Analysis Set (n=105)
40+

Prior therapy
hemo

i . i1

ekl 20

~
1=
T

o Efficacy of Selpercatinib: Treatment-naive Patients (n=34)

s
=
1

Best Tumor Response (%)

Best Tumor Response (%)
&
=

= i .

100% ——— 100%~
g £
=z -,
% 80% R §
§ e g
2 0% — g
H a
E §
3 40%- — &
£ &
® 20%- Median DOR: 20.3 montns* (95% CI: 13.8-24.0) £
Number of events: 16/69 2
o 4 Median follow-up: 8.0 months o
&L T T T T T
0 5 10 15 20 25
Months since start of response
No.atrisk: 69 67 51 34 20 15 n 9 3 1 0

80%
60%
40%
20%- Median PFS: 18.4 months* (95% CI: 12.9-24.9)
Number of events: 33/105
04 Median follow-up: 9.6 months
T T T T T 1
0 5 1m0 15 20 25
Months since start of treatment
No.atrisk: 105 95 87 54 38 24 14 1 5 1 0

#iEskiE: LIBRETTO-001, WCLC2019, WA IEEMZET

3.1.6 BRAF

BRAF R [F{7 T 7q34, 18 MME TR, iS22RI 215 FIRE A3, J&T RAF X%, BRAF

7E RAF F it fcim. BRAF £ H 5 KRAS % HI[A N RAS-RAF-MEK-ERK 15
SIEEE P OCEIER . RAS BSIE S, 1EFT RAF, ZRJE#HL MEK. ERK, %N H5

7£ MAPK/ERK &
Rl R R AL, DT R4 40 i 2 K 1

I B B R T

BRAF K2 H 5748 KA 1E BRAF & F IS 0 X B i, L2 709%-90% /2 BRAF 2K 15 M2 15
1799 MifZHR T AN A, FEGRIE IS E R A ZIRIUE (V600E), F=E&EAFHIeA, Ml i@
B R, SRR KA . BRAF R RASTE NRIEAE M R AE RN 8%, fEEMAZER (50%). HFARARA K

HHLHERE—REEZFEAARLTFENA
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ARFE (45%) 25500 R R 5, FE NSCLC REBERERA 1%-4%, ZRFictk. IREEE.

31: BRAF Ef#lHI K BRAF HIHI5

T~ /FI3K/AKT/mTOR
pathway

Dabrafenib
Vemurafenib

%

L

Proliferation, Growth, Survival >

HHEMKIF: WCLC. WLFIESM=FAr

Vemurafenib 72 %' KT & ) BRAF R 7 PEAIHI7], T 2011 4-4% FDA flkifEiG 7 BRAFV6E00E R4 (1) A r]
DI R e R 1 s PR K08 . 76 VA JT NSCLC HF BRAF AR 35, A 1 I PR Eds .75, 19 %4 BRAF V600E
A5 NSCLC #3252 vemurafenib #.25477 5, ORR N 42%, DCR %% 84%, mPFS N 7.3 MH, %L
AR R E . ZHFIRTKI . vemurafenib 751X U 70 H 7R X BRAF 845 NSCLC B B i
I7 3o

Dabrafenib J&i# T & 1) 51—l BRAF #lIfil57], #2258 — /M FDA fit#EiRy7 BRAF VB600E RAZ I #M:
S ZR RE S ERIHIF,  trametinib A2 U5 TR MEK #0157, T MEK fE28 BRAF I FIESTF,
LI 2] BRAF RASRIEYT /5 K. 76— dabrafenib 525501564 trametinib ¥4 77 1 1] BRAF V600E 5848
ff) NSCLC #1111 ke (BRF113928) fEZE B Bror W= B\FIi¥flhi: dabrafenib #2540 . dabrafenib
BE4r trametinib 1597404 540, dabrafenib B£4 trametinib VAT M4 4, 7E dabrafenib 825477 84 {3
BRAF V600E 8451113 NSCLC &35 7, ORR A4 33%, DCR & 58%; {E dabrafenib B4 trametinib 577
57 Bl iG 54, ORR SN 63%, DCR N 79%, mPFS Jy 9.7 /™~ H; 7E dabrafenib BX4 trametinib J&57 #1748 &

#H1, ORR A 64%, DCR A 75%, mPFS 4 10.9 NMH, mOS iA%] 24.6 ™MH, SR RRrrRG, & LA

RESET VRS Y ERT TR ST
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R MNAERER#R Rk, RIESES, 28 rmes TER., BT E4R, EMA FIFDA T 2017 4 H
% 6 F A4k 3tk dabrafenib BE-4 trametinib 7477 BRAF V600E 245 [#) M i B #4714 NSCLC 3%, BRAF V600E

W NCCN #8r5 HiE# 1 NSCLC BIE U4 biomaker, dabrafenib+trametinib 144 BRAF V600E
RA) NSCLC BEFHH—RIBIT TR

32: #[E);RTT7E BRAF SRR NSCLC B&E P MlEAR

Clinical activity Vemurafenib® Dabrafenib Dabrafenib + trametinib
Overall response rate, % 42 33 63
Complete response 0 0 4
Partial response ) 33 60
Disease control rate,” % 84 58 19
Stable disease’ Y] 2 16
Median DOR, months NR 96 9’
Median PFS, months 13 5.5 9.7

B HEKIE: Targeting BRAF-Mutant Non-Small Cell Lung Cancer: From Molecular Profiling to Rationally

Designed Therapy. LUFIEHAZER

3.1.7 HER2

ANE A KR FZ4k 2 (HER2), XFK ERBB2. NEU, HER2 3N T-Yetafk 17q21, 4 R A BER
WS YEES A, B M EGFR A2 ERBB ZAAFK K % (HER3. HER4), W7 & r HER2 52 5 R i
HhE— R R SR A R R AR B 32 AR, (BRI E B SR BLA HER2 TR &), T HER2 5
BCARTE B 526 W B S L B AR O AR 45 & Ja 7 AR BOME 5 B0, BRItk HER2 SBUA R AE —RIL)E, W
i MAPK. PI3K 5515 5%, AT (2t 4 i b .

HER2 [BUEHLHI S HER2 & Hid%KIE, HER2 ZERY 14 LK HER2 KR =FER, LKA
FUIRRE . B, R, B, OR SR AR SE . NSCLC i HER2 S48 H A A 1 s R st 45 K R £
18-21 Ah T, P AhE T 20 AN RALENH M. HER2 RZRFE NSCLC BE I RAERLN 2%-4%, %
Ttk R, BEERE.

3% W i B — R B LA Ao ST
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& 33: HER2 (5 2B%

EGFR/HER1 HER3

PI3K
= Bl -

Sl

FERTRTRTOEEOREE O RS S

MEK o ‘~——/} C )
D
\‘ Cytoplasm Mo
Nucleus J

!

Cell cycle progression
Proliferation

Evasion of apoptosis
Invasion

Metastasis

BRI : Targeting HER2 in the treatment of non-small cell lung cancer. LLTFIESMZFT

HATEE X HER2 FRE R 259 %2 8 2 88 5540057, fl4n afatinib. dacomitinib &5 /N F#i5F), ALK&
trastuzumab &5 HLTCREPTAR, (HRERITROREE, IRIRA BRI, DA 2R KRE A N NSCLC &35 HER2
FEAR B IR A 259 -

Trastuzumab Emtasine (T-DM1) J& %' [R A\ {]— KB UAR- 25 R4 (ADCs), T 2013 4 1EXFK1F FDA
v, HTIRIT BT RS T SCE 2 R AWM IT 1) HER2 FEVER R M FLIIE B . HThk NCCN F8Ri#E
# T-DM1 FIF HER2 RA [ NSCLC BFEFRNGIT, =TI 1 IR R, A4l 18 4 HER2 TAZHH: 3]
filifis B, #5Z T-DMLRIT G A 23N 44%;: mPFS 5 MH. wAaMWREF, AR 1-2 %, FER
BEVBURNE L/ NS R S i e 5

nE g B Je e A EER I /N T B R R A 7R, P L4 EGFR. HER2 1 HER4, T 2018 4 8
B NMPA fitiE T AR RAEKE T34 2 (HER2) BRI LR IRYT, 7 A E AR 2577 .

3% W i B — R B LA Ao ST
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£ 2019 4 ASCO K2 AAh I — I . TFBRAE 12 o ISR g B JE VR T HER2 Ah 7 20 JRAZ (A
I NSCLC B Hy S 1 Wi rh, 4553878 ORR N 31.7%, i DoR N 7.0 1, s PFS ¥ 6.8 1M,

3 BRI HRA R PR RN 26.7%, FEARFMNEE (20%), 1 HIEFH B 4 &y B2 BB
T o LIRBE TT 45 AT WAE T ik B BRI IT HER2 20 SM 87 R38 NSCLC BERIT S 4.

Poziotinib & &5 [ 25 Z5 A & 1 — AN EGFR Fll HER2 JE K 20 54 5 - 98 A8 B (R 4 e M B 1) 24,
—IRIRARREE T, AT 13 5l HER2 28481 NSCLC &%, 12 B A #4597 %%, ORR ik 50%, J7 %5 & H 2
AR RN, 3-4 AR RN KA R EIR 56%, LT EARRMNARKE (34.9%). 875 (17.5%). H

Y4 (9.5%) FIE Ly (7.9%).

3.1.8 NTRK

JRILER S A IS (tropomyosin-related kinase, Trk)

PSR R AR BRI T IOE R PISK. RAS/MAPK/ERK Al PLC- v HIfS

A KR T2k, HS% i E RR
) TrkA. TrkB F1 TrkC 4%, 235l NTRK1. NTRK2 #1 NTRK3 4wt . #4820 15 Trk EA% &) 0]

s STk SR N Rl R RO, R SRR R A

34: NTRK HEHlEl

SIEEE . 1 NTRK (193 H mh

Synaptic
plasticity

Regulation of
actin cytoskeleton

Ubiquitin-
mediated
proteolysis

Pro-differentiation | Transcripﬁon

genes

v

factors

v

Pro-survival
genes

#IEKIR: Targeting TRK family proteins in cancer. LLFaIE&ZER

HHLHERE—REEZFEAARLTFENA
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FUERIE L e DL R — 85 DL PR 55

%%, 2013 4E Vaishnavi 25 5 ORI T e B 1) NTRKL @& FE K], ZEABATHORTE 70 A R BLF A NTRK 3 A fil

AR TrkA E R A B SRR T30S S BOLEUE 1,

2 MPRIP-NTRK1 &1 CD74-NTRK1

fibE o JE Sk AW KL, SQSTM1I-NTRKL F1 TRIM24-NTRK2 35 x| Fl-& #55 s 1 & A2 46 o it NTRK
BEHRERSK, Rb 0.1%EF, H NTRK AEREREEEREE R, FRE—LFE NEE
H, MBI NTRK ZFE @A RAERAIA 90%LA k.

35: NTRK EERtE S5HXMBEBER

NTRK

Fusion partners  Location of fusion partners  Tumar type

References

NTRKT (121-q22)

NTRK2 (9g22.1)

NTRK3 (15q25)

ARHGEF2 1q21-q22 Glioblastoma
74 5q32 Non-small cell lung cancer
CHTOP 19213 Glioblastoma
LMNA* 1q22 Spitzoid tumors
Colorectal cancer
Soft tissue sarcoma
MPRIP* 17p112 Non-small cell lung cancer
NFASC* 10321 Glioblastoma multiforme
SQSTM1* 5q35 Non-small cell lung cancer
TFG* 3q12.2 Papillary thyroid carcinoma
P53 17p13.1 Spitzoid tumors
TPM3* 1q21.2 Colorectal cancer
Papillary thyroid carcinoma
TPR* 1025 Papillary thyroid carcinoma
Colorectal cancer
AFAPI 4p16 Low-grade glioma
NACC 9q34.3 Pilocytic astrocytoma
PAN3 13q122 Head and neck squamous cell carcinoma
QKT 6q26 Pilocytic astrocytoma
TRIM24 Tq32-q34 Non-small cell lung cancer
ETV6 12p13 Congenital fibrosarcoma

Congenital mesoblastic nephroma
Secretory breast carcinoma
Acute myeloid leukemia

Zheng et al. (2014)

Vaishnavi et al. (2013)*

Zheng et al. (2014)

Wiesner et al. (2014)

Sartore-Bianchi et al. (2016)

Doebele et al. (2015)

Vaishnavi et al. (2013)

(Frattini ef al.,, 2013; Kimet al,, 2014)
Farago et al. (2015)

(Greco et al,, 1997; Hernandez et al., 2002; Edel et al, 2004)
Wiesner et al. (2014)

(Martin-Zanca et al., 1986; Ardini et al., 2014)
Beimfohr et al. (1999)

(Greco et al,, 1992; Greco et al, 1997)
Creancier et al. (2015)

Stransky et al. (2014)

Jomes et al. (2013)

Stransky et al. (2014)

Jones et al. (2013)

Stransky et al. (2014)

Knezevich et al. (1998h)

(Knezevich et al,, 1998a; Rubin et al., 1998)
Tognon et al. (2002)

Eguchi et al. (1999)

Mammary analogue secretory carcinoma  Skalovd et al. (2016)

#IEKIE: Targeting TRK family proteins in cancer. LLIF8iE&EM5IER

2018 4£ 11 H 27 H, FDA jini##it#E Bayer £l Loxo Oncology JL[FJF & (2 @A EE R 2 larotrectinib &
T, FFRIT 5T NTRK B [l A )5 S0 s A M Se AR i R LB R, IR —BRET 4 i
R SRAZ T AN R i T T2« R T i PR
B 75%,  13%F 62 MR 58 AT K .

larotrectinib %1%F NTRK1,2,3 JL [ g4 1) & FhiigiE ORR

WHLHERE AR EFEALARLTFA
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& 36: Larotrectinib £t %} NTRK1,2,3 EFE &N ZHEEEI

Investigator Central
Assessment Assessment
Response (N=55) (N=55)
percent
Overall response rate (95% CI) 80 (67-90) 75 (61-85)
Best response
Partial response 641 62
Complete response 16 13
Stable disease 9 13
Progressive disease 11 9
Could not be evaluated 0 4

Thyroid tumor [ Soft-tissue sarcoma  Appendix tumor [ Salivary-gland tumor
W Colentumor M Lung tumor [TIFS M Cholangiocarcinoma
B Melanoma B GIST |7 Breast tumor B Pancreatic tumor

Maximum Change in Tumor Size (%6)
o
= O
L 1

=90
-100-

BEKIR: Efficacy of Larotrectinib in TRK Fusion— Positive Cancers in Adults and Children. LLIPEiE&F3FR

Entrectinib J& — 4t %t ALK, ROS1 #l TRK ] TKI 244, T 19 4F 8 A 3k FDA kv, ImREE Bontt
X entrectinib ) ORR A 57.4%, %1%} iki#4 1) 3 ORR 1% % 50%.

EEL W iERE — AR ZERA ALK E R
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37: Entrectinib IIGFRIRIEHE

T P s n=50

50- ORR (95% CI) 57.4% (43.2:70.8)
40+ D 9(16.7)
301 PD 4(74)

101 Non-CR/PD missing or unevaluable 10(18.5)
0- - - —
10+
-20-
T, Se—————,. | | | [ SRR ERCNNRERRREN
-40-
-50
-60 -
-70-
-80-
-90-
-100-

Best Change From Baseline, %

BSarcoma MNSCLC ®MASC MmBreast ®Thyroid ®CRC M Pancreatic
¥ Neuroendocrine tumors M Gynecological ™ Cholangiocarcinoma

1

CNS Mets at Baseline No CNS Mets at Baseline
(n=12) (n=42)

ORR(S5%CI)  500% (21.4-789) 50.5% (43 374 4)

From Baseline, %
COPO —= = PO O BN
oCcCoocoocoooo

L J

e
'
rut

D do > dn
I==F=X=X=)
1

1
1

Best Chang

100
B CNS mets at baseline @ No CNS mets at baseline

HESKIE: ESMO 2018, ITGIFSAFZRET

AU NTRK 471 larotrectinib 57 — BU A5 2> B 25, H TN 25 R38R NTRK1 G595R J%
NTRK1 G667S RA. LOX0-195 /&4 —44 NTRK a2, A LLMHIHS > NTRK Mif 255848, HAT4ET I-11
im AR IG R Br o AR 1 I PR T iR 208 7R, LOXO-195 ZE4%T larotrectinib J8YT /5 NTRK iy
HREFHF R

3% W i B — R B LA Ao ST
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38: =X NTRK #&I5] LOX0-195 AJHIFIERS NTRK fifz5583r

Patient Cohort Total CR/FR, Stable Disease, FD Mon- evaluable, ORR
Patients,n n n n fn

TRK Kinase 20 9 6 3 2 45% (9/20)

Mutation

Solvent Front 14 T 4 2 1 50% (714)

Gatekeeper 4 1 1 1 1 25% (1/4)

xDFG 2 1 1 0 0 50% (1/2)

|dentified bypass 3 0 0 2 1 0% (0/3)

Otherf Unknown® 6 1# 3 1 1 17% (1/6)

Overall 29 10 9 6 4 34%

{10629)

HHEKIF: Phase | and expanded access experience of LOX0-195 (BAY 2731954), a selective next-generation

TRK inhibitor (TRKi). LUPEIEAMZAR

3.1.9 KRAS

KRAS J& T RAS S Z % (H-RAS. K-RAS. N-RAS), ‘&Rl RIS 558, 4l 21kD ¥
ras B, Xfi p21 FEB], KRAS Ji Kl R AR ML M i i W R R A Z — . RAS R Zwid (i 75
G HEH, EMEHRAERTRES R GTP MivEtEiek, RAS IGALL GTP EafffE, &b TiHHIRE, &
B N S TEAS SRR ARG . R 2K KRAS RAW I 410 12 813 (G12C, G12D 1 G12v) &
BeRAr, HABH N G12C ®E, HUUZ Gl2V /A,

HHEETF EGFR ALK AR5 WL AN (¥ Fifiia 25 2, KRAS 28485 LW 5 2 . 7E 15%-25%6 ) NSCLC
HRIL KRAS 28, A ANHMTEMARZERER, 254 25%-50%FH 5%-15%. 1T KRAS & H K
WA E TN AR S G R DA, BT REREROR, Rt B ATP58E — N BN KRAS IX—3E i)
2%, HTROIG YT SRS 2 E R ] KRAS [N iE % 4%, 4141 RAF-MEK-ERK 1 PI3K-AKT-mTOR 4§,
ik AR SRR 258, (HRCR R AES
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39: KRAS HEH1IE

I Cell Survival/Proliferation |

Epithelial Plasticity
Invasion/Migration
Vesicle Trafficking

#IEKIE: Behind the Wheel of Epithelial Plasticity in KRAS-Driven Cancers. LLIFEIEZ&AZIAT

2019 £F ASCO 223 (1) KRAS G12C il A A e R 45 5, Bt SON B FKFEN IR RBT BRI KRAS
G12C I, 76 H | GRS o R DL AN I ROR, T2 iR T R R 13 £ B3, AMG 510
LB BA%IEIH 4> G2 AR 2 100% IR RIZE . A 12 ZESZEER RTINS EEEE T, 1 H8E
BB M, 10 2 BEDRIFE, PORIEHIRN 92%.

Mirati A ] 1] MRTX849 s&—3 A “best-in-class” # /1f#] KRAS G12C il 7E MRTX849-001 [
12 WG RIS, 332 5 77 B MRTX849 Y397 ¥ 5 4 NSCLC SR % 3 £ AF MM, 2 4 CRC
1 AASRAGER I SR, SR AL 1T R

3.2 PB4 RAGWIGTT
W NSCLC HL L A BRZ6 4037 1 1 SRR, KR 2 I 58 G0 A L 5 A R 7 2 S AT

LES LISV E DL UV LTS SL
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AR HIEAEER TSR E M o T IS A AR ZG YR AE T MR GRS, (B iR I IR AL [ I 410
) SR A AL AR B, AT AR IR AR K . 24ET NSCLC KISt E A BIGTT AV ERFE=K: K
VEGFR-MLE A A KR T4 K By TR ESE. REHE VEGFR KB R/ TERERBEEIH]
Fl. EHNME A B

Xt O IR B DR ) i B, B AT XS L AL R T SR AERERNRYT IR 2 A, RPN R
FREYIBR A A TAE AL e g R T R FRES A Im R R 28, 0 EL XTI e T B A SR s 2 PRI |, B A s
Wnes BRI G TIE R . DULEERAMERERTRAER, BKET. BRETERAEGTT A E i
FEEIUHREER -

* 8: ERHUERIMES A

., YE AL e EKHEE | PHEE PSR ATLIE
IR ey | BT | et | et ji
¥E1H) VEGFR ) | Bevacizumab - B W e
gomkepk | OusEsD | PR 200012000 | T b
VEGFR.
Anlotinib | |POFRs AR/
/N3 TKI (RBEE) FGFR. e [E A i 24 2018 | AL /N
FEEBS ki, 41
Met
HANME N Endostatin , . Y .

HEEKIR: CSCO. MRHEAdE/NAREfbEMME S RAMIATT PEERLIR . ILAIESFHARFR

TUARZRBEHT R E AR H BT —— MRS A T NSCLC —&¥EYTH) VEGF RIS ERESTA,
B IR T 2004 AEPESEE BT, 2010 R4 CFDA #ibift Bilifa F o7 a5 B ARkl Nt i il 25 5&
FAE . DACERSTRT DL A2 H AT I RBIT 708 78 70 A MR I8 AR B2, 20, RTRETER FLiEsE, U
RERHPT S AR EILY) . TKI RSBk B A 3R] , W] 825 S fB 5 ) PFS A1 OS. 2018 4 DUARER
PUERREHEHUE 70 123270,

VEGFR-TKI 7] 5 ATP 3¢5+ VEGFR Wl X [f] ATP Z5-& 4 s, MM VEGFR W& 4 A T s 5 il
FEROAET, (A R A I R I AR, B2 A TKI & T & EGFR-TKI 252547577 NSCLC )
RIS K 2 LLAR I 26, KRR IR OS St in 7 HISCEEa M R L . RE B BRDBAEB TR R
HREESHERENZY, HWEEN B THE——MRAH T NSCLC BTH VEGFR-TKI. %22
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— T 2 B R R A7), BESHNH] VEGFR. PDGFR. FGFR. c-kit. Met S5 £ AN, fE
WIERRIEIT KT 2018 44 CFDA fitife Lri7, H Al 322 M Ti077 5/ N0 ML « /N P s  BZH 2L 0
BABES RILEERAE. 25 8 e 28 ME E PRt/ N BUifR B 20T K2, T80T /N KR a2
THRERR, BB/ N E =236 T A -

BN LA P R 400 2% G st U ) T RS L 25 1) PR R 4 B SE 8 SR a s 8140 ) g i A 7 R A e, AATATREL
W ek R84 SRR LG, Ak PR s ek B B B A H 1. RS A [ PN Sl 7R 2 AR R 1 B AN LA P R P
T 2005 -4 CFDA #EF2H T 13 NSCLC 11—k 2.
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