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FUR 452 Pt (atezolizumab) , (A
QIR AL 2R 2 . SO A RR A B AT B
FRRBRPURIT AR, xR
HARIE A 2225 T 45 64 A WA 2%
7 77 58 o AR BB 3 I MR R S

40 e C1C1/2/3) 1 fh R 40 i
(TC1/2/3) HIPD-L13ik %} 8 4T
NIE. RO =y 2 —BonimfPD-L1
Fik (TC3EIC3)
7E20194FESMO K 4x |, Spigel®s A
R T AR N#E, RIH EGFRAN/
ALK AR ) 8 # 1a AE R I (0S)
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e, WBITHZ ME MR E
Fo MOMAEMSREY S EIER KA
TR S BT . EETRE,
R R RPIAR R EAH MPD-LIRIA D
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ITHAB-F1RST R 56 A2 o) 1L V098G 98 A48 11
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firo RIE2018F A A1) EZE 5 Hr (2],
TSete & b TMBH 777 16 5 % E -
(R PR 3R 25405 . Socinskis A7E2019
FEESMO K2 B4 T 752 184 H IHBE
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A, VEF AL T PRS2, HiE Xk
MBEALAL ) — 2236 I7 S A 25 W0 g
R BT AR 5 R S B T (S R], DA
Je R N ILARRI A HTE I, R
WRPRIT B E G REMGE (13.8
59.11MH: HR, 0.59) . Mk
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Ho fElaiffisr, K EE LN
2GR PU IR & 5 3 RIS ()T
R e v A U8 (S e L
UMK E 5 S RS 5007, LA
M5 NEEAUINLIT . CheckMate 227
BAWRAMAL LR EEA L, — T
HEFEETMB (Bl 107278 /Mb) A
FEHIPES, 53— J7HEPD-L1> 1 %
ANBEF0S; Wi LB 59 bt
T2 R W PR L AT 2

PetersZ: NAE 2 A T OS%& /A
Fi &85 R (14]. A FHEPD-LIRIX,
I3 K583 4 I ML A Re B e 2 H &
AULST . fE1aiffisrH, 39644 MAHEZ
T YRR AT

I WER %

CheckMate 2277EPD-L1 > 1 %[ %
IKF| T FELN0S, FFHZIEREPD-1
JICTLA-44M#1 /£ NSCLCH A5 %L1 15 T
IR FE . 44 ulsa fin 2 3 1) 4 34 A0
7 B AL 0SS 5l 1715 14.9 A
(HR, 0.79; p = 0.007; &) . 241
HHEF, 40 %533 %M EE g, R
FIBET X FE T 18 % (HR, 0.82) ,
24 A 22 %57 %It .
N & 8 R A 5k 7R B
FFAKIZEAR. ORRN35.9 %1530.0 %,
HAEMAME RSN R E K (23.25
6.2 H .

HE T RSS2 B A IR

memo

© Springer-Verlag

3/2019




51

B XA, K 5PD-L1#KA
T, RN =50 %Al< 1 %1 B
Fikah (R « FEFTARNCEZ S, 4
ECERTIN 2 I A A AT (¥ 2. 0S 331
N17.1513.90H (HR, 0.73) . HZ§ak
HE WAL S R 5PD-L1 KA TMB
ZIAIAAEAE— UM G, CheckMate
227058 R R AN R ISR 5 2
TG ) 2 A5 5. (EETELS R
R, IXFROWCE VR 9T T RAER
T W WAINSCLC R 3 )8 75 3 — 4 ik
. ]

ﬁheckMate 227: RIEPD-LIRIE, NEKERMSLTFIBIDS HITHIZER
iﬂﬁ%g?g%% Wi HR
PD-L1&i%2 1 %
BEFH (B) 17.1 14.9 0.79
THBERFH (B) 5.1 5.6 0.82
EMERE (%) 35.9 30.0
EfEFFEATE (B) 23.2 6.2
PD-L1%i%2 50 %
BERH (A) 21.2 14.0 0.70
THREFH (A) 6.7 5.6 0.62
EMERE (%) 44.4 35.4
EfEFFERTE (B) 31.8 5.8
PD-L1&i%<1%
BEEH (A) 17.2 12.2 0.62
EMERE (%) 27.3 22.0
EfEFFEAE (B) 18.0 4.8
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38.6 (34.5, 41.8)
31.8 (26.6, 36.0)
0.799 (0.641, 0.997); p = 0.0462
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FLAURAIIFEA T 375 # e 5 5 48 BB
s e BA G R IR A
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H: HR, 0.799; p=0.0462; E1D . 24
AMAB, 74 %559 %R E AR 367 H
i, Xt y54 %544 %. FIT-OS/ZIK
BT, RIRIG A REVR Al A5 4 0 4L 1)
OSHUR . #Rifi, SXTHEAMLL, Frf
BN = ATKIE T 5 81083k 2%,
IS AT RAZEN O Sl N i
FAFI . X, Kaplan Meier i
KR PV = B A AR
Po 36 AW, m R A AR D
P10 ZE A AR AR 45 DN X

[REERTT

15 A 8 Je 20 o 5 B & IS
YR IT BRAE T A S IR S X I 25 4
13 B RR B M I B A% (25.5513.7
~H; HR, 0.478; p<0.0001) . 3674
HIF, 1528 %59 %I &3 5 1E B 52 1T
FLIRTT o« HIAMIRIELL B30 %I &
H VLA G 86y, Hbh K%

BAER AR REIT . ERFER
Jetidr, &Pt EE P47 Raksk
BT 2ePuaTT, HEZ A
T (68 %) . XTHRAIH 65 %I EE
2T 8iRyT, R RAE R
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BTFAST

S FLAURA 1 52 5 25 (1) % 5% 1) []
e, R TR AL BRI A] (20,75
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WS A R B ERE. 2=
RTKIIE YT 1) 83 A5 AR5/ 1 L 451
RA A RE B IR IT A K23 A B A
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(117122) (80/122)
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M 4 OSH M SCHEF R A B Je1E N
EGFRZZ M WINSCLC & 4 Al £k 367
b iERIT. RS BREN S0 —
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25 [JEGFR TKIF. 2457 1%

it B3R 5% B R kM
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BEREIFEIAALL (3.0 H 5260 )
fE1224 B ctDNASE R g b, &
47 BB T 21 RAE . E16.7 A
AT, MIHAAES % B4 H e iR
I7NTEh %52 HC797S R4, T TEXT R
HoE84N A G KW 74% 8 FH
T790M. ST, A 2 24 1
AR BIRECISTH 0 3k i 1) v 87 I ] g
LA H . RIBiZSH, Ml ctDNAK
DA BT 567 5 998 b | 22 i ) 1 3
RGP 25 R F R .
B — AR 1 3k — 2B M E AR AT
o

Xt B e i 24 1 Y T AR

FF HIIE MEMATCH-RIE 7T HF 49 A 1131
ZEH SR, BT
T XA B R IR I I 2L (4] X
TR 5E VPl 7 ok B 2 32 ¥0 W 210697
SR IR o PR A I . TERER
B e R ARk S I I L AT gk Hh A HE
2 R HBEAT AN LS R K . A
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BT B0 R IR o S E R/
TEAE R 24 B A1) e B P 25 A 08
AT R, X B B 8 i 2541
il SR, IF H BT A A .
TE 45% I 38 38 v ke I 21 58 3 — Fp g
Ay 19% M B E R A — Pt 25 bl
i, 29 % E AW ZiHLE], 16 %HEH
=R 2 ALH] . TP539EAE K B L
IR (71 %) . [FINE AR SAE
B E AL R R EHE (p =
0.002) . FRACAHLH (B, EGFRW;
A%, RETHIMETEHE) 539 %, Tiflis
W5AS ()N, NTRKIFEHE. KIF5B-RET
fit % . METY 3. KRASHINRAS
5) 526 %. 1E35% M EEF, MZEHL
TSR A AT
H5RFEFT790MI EFH M L, T790M
TR A S R A 25 B R
WA, I B T B AT 28 1 1k e A
UG, FEE BT PR )
(131MHA 5221 H; HR, 2.16; p =
0.046) . WA F, /i sA Y
BEMTIARE (16 %) , Hf—ik
WAL . BEERIEH, TR
T A IRTT RIS R MR IR IR EE R .

GioTag: fIiA%E (afatinib)
BEREAER

EGFR TKUAYT & Ik A ml ik fn, X
IR T IEERITIIN . — e &K
FONBEL S JE A B A B T8 11 U 4f
Pt T IkIE . B TEGER T790M 354K
FFH M fREGFR TKIf 3k 1t
M 25 80 EEHLH . 6, R
WIBT 2% JE I T790M & 42 850 %45
70 %[5-8], X TR 19FH PE g A
HEIERNT5 %[9]. Kk, KZHFTE
B e R B AT T i TR R A
BB, Ja# 7EAURA3IRIG 5w i #]
BT BLT790M PH M 597 1K 75 14 [10] -
R, WA E L2 WA SRR A
HER S B — 3 SN 2GR, 12].
I Ab s Z S0 R, K ZEUG BT K

#1
GioTagit &5 & FAM % 8 FEbE IR B % & E Y 2 &= R HAFN E G 77 K M B i8]

BB Hrk19 L858RZEs
(n=203) (n = 149) (n=53)
BEFH, A 413 457 35.2
24TER, % 80 82
ZEiRfrkmatiE, A 28.1 30.6 21.1
Bl fe AT TT o T BE 4 AE T 7 M B0 52 GIDEONWTF 7%

BT ax e g A B, A IR g
GioTaghff 7L V-4l 7 7ERIT 2 8 JB6 — 43R
I7 I R A T790M AR Ji5 4 F A5 % J8
B F R4S J . BRI e AL
ETAERAME S S T IX TR .
A4 — 37> GioTag N ik & tH T ECOG
RIVIRA (PS) I P 3l 358995 ek 1
WeHEBRTE IR R R 2 b B HE15 %
110 %AELEECOG PS > 2RI 5E [ %%
.

Hochmairé A\ 7E2019FESMO K 2=
AR TR AT R T, BoR2034
H B NFE P AI0S 413 A (R)
[13]. 80 %[z fE24 A B AF 1% . 78
BRIC19PH MR 2 b, HALOS 45,74
H, H2EATFRIES2 %. BAYLAIG
K19 3 1 AL 236 9T O I 1]
(TTE) 43 %)528.1H130.61 H .

T B ) A B JBIR YT, TTFAR
1561 H, XERMZZGMAERTILT e G
(1 2R R REAE IR B A IR RIR S
TEFLAURARLG H, —28 575 & e i
P2 FERI 916240 H (1] (EH1FHI4
Wik A, X T EGFRFEAENSCLCH
Ry 2 Je Bt i LA 5 J6 R 22 AT AT 1)
HWE . T EATHE MR RPN A
EGFR  TKIMUI Y 77 S 36097 1) a1
0S.

BEEE RHIRFSE

BB MR BTG 1 SCRRIU IR
JTHVIES - AE T EE 49D L BEAT

o, 1514 1% EGERFA 1 NSCLC & %
B2 T RBRE B . 2942 B2 B
LB B H G TEATAT G R 2 RAE B
JeiRIT B FIRA N BE R, E7
FAReR At A R (1], TERTVEE B
BITHEUAPIF )G, 89.3 %M F G, 1
SITEE,  HATOSEHRE MATA R 5T
RFNEHE5] 2, GIDEONWIFLH 52
JEER A B R TRYT B IAERTEE 19T
b T HANEGERIAR I 4.

WAk, BT E A E R A B
B FE 0 TKIseqiff 78 44 12 007 % 52 N
B A AT HET790M R AL (1) 35 [ vl T
Hmg[16]. Girard®E NTEILSL 4414 F T
il 7 #5255 — Qs 28 —{REGFR TKIRH
JE s WA B B VRIT I B IR IT I
. OS. EJT7HIRA . HHrikay
N576% 1 W EGFR9EZENSCLC H 4 .
A R T I (] CRID A RS BH o IR0 3% 2R
— RS ZARTKIZ A 7 JE ik sk ot
TR R S2E (D N34 H . 240 A
i, 64.8 %1 3 7EHZ EGFR TKIVA
J7s 36N HI, XL h48.2 %, %
F—ZIRIT AL ] N18.64 1, %A
TR R AR 119N H o i
SRS IR S AR AR IR 3701 H . 361 H
Bf, 51.6 B EF A 0T 2 B,
£ 4 B AR T B T B 3
1162,806 €. TKIVAIT (1% A & B4
77 %.

WL FHTH—L&PEER
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USRS SR T B VE B JBAE N AT £ 24
VIR T o A ER M AT A M R 2 T Y
1200.550F 5L /E EGFRZEAENSCLC 8 A\
BERIEAN T — BTk B B 197 i %
V7). TEHTR, 4794 g
RENGYT . HhKEs 7 RHECOG PS 1
(57%) , 17 %AFIEMER . i, #F
FNTE AT — 52 L I B T R 8 %t
FEHEAT I PR 058 o

SR, T ROR 2 A g R
5 LUX-Lung 3. 6H17iX5:[18-20]
R L — 8. w7 22 8 R 3 ) ]
(TTSP) FIPFS% 7l N14.9F113.44
Ho IR — R AH T A K
A, R HAFEAHECOGPS 2. 6
SR EEFS . 5 WWEGFRIEAZ N> 1505E
MG &mEE. £EFH KL
(TTSPHIPFS4) 712419.3F115.91 H)
FIECOG PS 0/1 (437°415.8F113.84
HD MEE SR RIERITR . 46 %I
BESTRIT AN, 86 %SBl 1w %
il BEVEFEZ R EE LKA RHE
i R I S AT DLE R 7 e SR

i, I HSFEUR D ek ]
TERIZ I 53 33 %A1 %) o

— IR HTIC S T 1E1200.55HF 5T
H 53— TR I S 26 AF T #EEGFR TKIW)
VAR R VA BTV 8 I K B iR
I3RS IR 1T 1 45 R [21] . BT
5, INT 11,0208 B, H68.8 %
HAECOGPS 1. %18 BIEFLM1E
EMFERE TN 4 WEGFRFEAE . 31 %[
FHZd — % K ATRIT 4R

XTI AT o A N BB KT
LA K 5 LUX-Lung ik 5% [18-20] i) & 8L
— S T T L T 4 1 e A VR AR AE
S NBE I H A TTSPATPES 43 1l 914,61
129 H o BRI KA 2 N52.7 %
HFF8212.90H . 3290 %I EE ST
PmiEd, HFF813.91MH. 76405 %
5L, #4740 mg/dF]30 mg/d
s E 5 AM2.1 %L,
Ak — > 2220 mg/d.

Sk it 25 I R FE 6

PR T 7E I PR S B P I8 DL S HEEGFR
TKUH 250, PRk 13 47 4 [t
P BT VRN T 232 5 — AR/ 38 AR TKI
BT I EE R WA B e G AT T
15 7 B 15 [ EGFRISAENSCLC & # 1 Il
IRIIFR[22]0 3BT B TE S AF T AR I SE
SRR E B RS PRE.

B TKUG T 32 EALRE vk 8 e
(49%) , BiJEEiEEE (36%) FlH
B (15%) . (E186% R/
RTKIR RS 4L, XF1538 ANk
(85 %) #H47 7 T7ooMilliR, Hr 84
(55%) %EHT790MZEAE (EI3) o N4
BHETCS R B N AET, B
AR FEH T AR FA S BT
ke . e, mVIEZE R
% —fCEGFR TKIIGIT B EAT41 %
P T mAE B ITRTKURIA NG
Jr G A0S M35 H . fEILR
i A B8 A 5 J8 I RE 3 A LG T 4 =2 A
N AR T R BT
RMEZEELLE (PA0OS, 525254
H; p<0.001) .

1 Soria JC et al., Osimertinib in untreated EGFR-
mutated advanced non-small-cell lung cancer. N
Engl J Med 2018; 378(2): 113-125

2 Ramalingam SS et al., Osimertinib vs compar-
ator EGFR-TKI as first-line treatment for EGFRm
advanced NSCLC (FLAURA): final overall survival
analysis. ESMO 2019, abstract LBA5_PR

3 Gray JE et al., Longitudinal circulating tumour
DNA (ctDNA) monitoring for early detection of dis-
ease progression and resistance in advanced
non-small cell lung cancer (NSCLC) in FLAURA.
ESMO 2019, abstract LBA85

4 Enrico D et al., Multiple synchronous mecha-
nisms may contribute to osimertinib resistance in
non-small-cell lung cancer (NSCLC) patients: in-
sights of the MATCH-R study. ESMO 2019, ab-
stract 1526P

5 Hochmair MJ et al., Liquid-biopsy-based iden-
tification of EGFR T790M mutation-mediated re-
sistance to afatinib treatment in patients with ad-
vanced EGFR mutation-positive NSCLC, and
subsequent response to osimertinib. Target Oncol
2019; 14(1): 75-83

6 Arcila ME et al., Rebiopsy of lung cancer pa-
tients with acquired resistance to EGFR inhibitors
and enhanced detection of the T790M mutation
using a locked nucleic acid-based assay. Clin
Cancer Res 2011; 17(5): 1169-1180

7 Sequist LV et al., Genotypic and histological
evolution of lung cancers acquiring resistance to
EGFR inhibitors. Sci Transl Med 2011; 3(75):
75ra26

8 Yang JC et al., Osimertinib in pretreated
T790M-positive advanced non-small-cell lung
cancer: AURA study phase Il extension compo-
nent. J Clin Oncol 2017; 35(12): 1288-1296

9 Jenkins S et al., EGFR mutation analysis for
prospective patient selection in two phase Il regis-
tration studies of osimertinib. J Thorac Oncol

2017; 12(8): 1247-1256

10 Mok TS et al., Osimertinib or platinum-peme-
trexed in EGFR T790M-positive lung cancer. N
Engl J Med 2017; 376: 629-640

11 Ramalingam SS et al., Mechanisms of ac-
quired resistance to first-line osimertinib: prelimi-
nary data from the phase Ill FLAURA study. Ann
Oncol 2018; 29(suppl): LBA50

12 Schoenfeld AJ et al., Tissue-based molecular
and histological landscape of acquired resistance
to osimertinib given initially or at relapse in pa-
tients with EGFR-mutant lung cancers. J Clin On-
col 37, 2019 (suppl; abstr 9028)

13 Hochmair MJ et al., Afatinib followed by osi-
mertinib in patients with EGFR mutation-positive
advanced NSCLC: updated data from the GioTag
real-world study. ESMO 2019, abstract 1532P

14 Briickl W et al., Sequential treatment with
afatinib followed by 3" generation EGFR-TKI:
subgroup analysis of the GIDEON trial — a pro-
spective non-interventional study in EGFR-mu-
tated NSCLC patients in Germany. ESMO 2019,
abstract 1527P

15 Mok T et al., Osimertinib or platinum-peme-
trexed in EGFR T790M-positive lung cancer. N
Engl J Med 2017; 376: 629-640

16 Girard N et al., TKlIseq study: efficacy and
burden of TKI sequence of first and second gen-
eration followed by osimertinib in non-small-cell
lung cancer in the French real-world setting.
ESMO 2019, abstract 1528P

17 De Marinis F et al., Afatinib in EGFR TKI-naive
patients with EGFR mutation-positive NSCLC: in-
terim analysis of a phase lllb, multi-national,
open-label study. ESMO 2019, abstract 1472P
18 Sequist LV et al., Phase Ill study of afatinib or
cisplatin plus pemetrexed in patients with meta-
static lung adenocarcinoma with EGFR mutations.
J Clin Oncol 2013; 31: 3327-3334

19 Wu Y-L et al., Afatinib versus cisplatin plus
gemcitabine for first-line treatment of Asian pa-
tients with advanced non-small-cell lung cancer
harbouring EGFR mutations (LUX-Lung 6): an
open-label, randomised phase 3 trial. Lancet On-
col 2014; 15: 213-222

20 Park K et al., Afatinib versus gefitinib as first-
line treatment of patients with EGFR mutation-
positive non-small-cell lung cancer (LUX-Lung 7):
a phase 2B, open-label, randomised controlled
trial. Lancet Oncol 2016; 17: 577-589

21 De Marinis F et al., A combined analysis of
two phase lllb studies of afatinib in EGFR TKIl-na-
ive patients with EGFR mutation-positive NSCLC.
ESMO 2019, abstract 1474P

22 Christopoulos P et al., Real-world implemen-
tation of sequential targeted therapies for EGFR-
mutated NSCLC. ESMO 2019, abstract 1538P
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84% A T790MBE:
(RURFEREISE%)  (T790MBAME & 192% )

TTREZREERIAT

6EBEE
FAE R R
BRTET

[43: 18644 55— 0155 —AREGFR TKIAYT J MU & 1 T790MI R B4 ¥ Je VR T %

fEEFaH, IFEGFR TKIGIT I3
LS B = T790M Ml i A1 T790M Y]

PEREE . K125 %I B EfE— 4 EGFR
TKIR WG K455 F—&iR)7: XLt

BITEARFEZ T7ooMMBAIZH (77 %) LE
ZTOOMPRR BT (14 %) Eafs
%, B0 BHITIOOMBHIE 3 Fe &% %
THREERE. |

EGFRHIME £ R ERZSMRIETE&AES

TE ARG IBIT [ EGERF AL IR i35 v
CLE R [ 5 —fREGFR TKIA N PTVEGE
PR DR ER 4% (bevacizumab) 45|
ACPFSHk s, HEA n#:2 [B MERRAE
[1,2]. JF bR 25 BE AL AL 2 A0 T
ARTEMIS (CTONG 1509) Hf7EAELEH
E NSCLC & 2 il ik DUk s b n e
&R M TR (3], 76 E 1
140 5, 353114 EGFRZEAS (H 4b
BT 195K AN 721 L858RHFAL)
WINSCLCH 3 452 DUAR Bk B 41 0 JE.
g (n=157) BuigEle (n=154) H
iR, AT SRS (RC) [
PRSHA A B4 ph

PFSER&FiZ101 A
DR BR BB TR N 92 51 42 T Sit b

23 Hilm R EA G HIPFSEGE (18.05
11.34H; HR, 0.55; p<0.001) . I

HotriEn, HBGL858RIIAR [ i
TE 3 A ) B AT 0 7 (1) 2 5 AL A
&7 45 2R I M PFSER 2 . W T
L858RIFEALL (4 BB —F)
M Y& IRCHY 1 A2 PES N 19.559.74
(HR, 0.51; B , Ft#d 76k
19T W22 2| IPFS R I (17.9512.54
H;: HR, 0.62) . SR ZE 5,
BAERITHZ M ZE 5. RIEIRCH)

ORR/¥86.3 % 584.7 %, ikt
#N95.9 %596.5 %. SR, DIAREEE
PUINE % B JE 1) 8 A i ) o
e E e (RYEIRCH16.6511.114
H; HR, 0.59) . H5AAT7EA RN
AR FHUER R AT Z B, R
Rl ER R i e ER =R

Z A 5 T 24 1 AR ) AR W oy
Mo 5 B A FH 37— AR e S 4

1.0 -
B XBREBEREEER
JERER
0.8 -
" Nk EHR+EEERS.
*ggf 06 - HR 0.51 (95 % ClI: 0.33, 0.79)
Bl T
ol 04
0.2 |- 19.5 |
(15.3,22.2) !
0 ‘ N ‘ s
0 6 12 18 24 30
EtiE (A)
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J7 X H AURE S AT AR . AR R
HAEH 5 EIEE B4 L% & H EGFR
T790MIi 24 14 AL A2 AR (33 %
a2 %) . A, SLIABREERH
BN LB AR ANy, X SR E
NN N TR LN P (= N R SR 708N
N, TURER PN E % & e H N
1897 W EGFRRAENSCLC I HT — &b
Vie

RELAY = B 25 41 51

1E N EGFREE [0 254 (1 20 & t1AB 3247 T
FEH 5 — b bt i 2 R 25 ) 2 b
VEGF-2%i & 7§ 5 7 . 5i (ramu-
cirumab) . fE£&EKMEIBYHRELAYR Y
o, K EGFRZEAZ PHENSCLC & # B AL
S BC N ER B P S B B e B
Bk R . S5EKE e RER
JTAALL, A A PRSI 2 B B FERE )
8% (19451240 H; HR, 0591; p <
0.0001) [4]. —HHRZ M H ARELAY YV B
FIAET7IOM 5 AR A Jy kA5 PE it 25 4L
il 1) R AE AN R BN (5] A ok | A
ST IR 97 A1) R0 22 0 a3 8 I U4 1)
L HE i (1) ct DNA 38 EGFRRAE . E
WbRED AT N EALRE65 5 MR
R 1Z 4, RS I T790M 9%

RIEWITHZ ML E R, HHAAEH
HAPFSH . FEARYE i 103677 A
PIHCHEAT 3 BT IE, B S B N B
BRI T790M3E AH Xt T Jui& & 8 ¥
fit, REXFARE. Wik, Z4HE
A BE AR B T790M 2R A% 5] {2 [ i 24 14
P AR —MRIT A, T790ME
WIAFAES A 38 A 23 B LI PES. @
b A B TR s ARG I (1 3
JE T790M 28 55 357 — AR e ) 3] £ 2
PR EIT AR LR — 8, R
TE 75 B BN ek & e it e AT
1 BEGFRAE YR TT 1V /1 -

NRZR B %S 2

HT NARER S H 5 58 —ACEGFR TKIR
5B R A T RESR T A R, T
i Okayamalfitii BF 7t 411091404 7E19
4 W EGFRIH P NSCLC B # oA 1
R 3 5 J8 i DUAK Bk 5 B A S il 46 A
IT o R i A IE 4% L5 201845 4
E 164 Al VAN B H 134 K A%
fi#[6]. Ninomiya%§ A 7E20194FESMO
K ENMATIREL S, Q%R
. PFS. OSHIFM:[7].
1E27.40 AR ALl /5, PESA
242 H, JEHMARE BT A0S, PFS

ROLGE TR EGFRISAS I RN 7
R (BRR19HAL858R AL 43 24,21
23.81H) . #RiM, ECOG PS 0f) 3
WIRHEPSI RS BA W K AIPES CR
EF513440H; p = 00192) . S AEE
*, ORRIA8L3 %, FLHTEALEMIIKE
F 6.3 %.

WAERT, 78 BFENIEREZIRIT, 5
ARk R AR Ok, 44 YA T A
1k, 3 Nk k. B
3B 7R 2095 B A 3k B TN A7 AE T790M 5
T, HETHERHEERE. EARFH
L ORERE . BRI, WK, &
E PR iR S oA H e R 4
AR B K BTvET e hn DA ER 1
P55 2GR E G e AT H A I B HLAY
I ELEHEAT |

1 Ichihara E et al., Phase |l trial of gefitinib in
combination with bevacizumab as first-line ther-
apy for advanced non-small cell lung cancer with
activating EGFR gene mutations: the Okayama
Lung Cancer Study Group Trial 1001. J Thorac
Oncol 2015; 10(3): 486-491

2 Seto T et al., Erlotinib alone or with bevaci-
zumab as first-line therapy in patients with ad-
vanced non-squamous non-small-cell lung cancer
harbouring EGFR mutations (JO25567): an open-
label, randomised, multicentre, phase 2 study.
Lancet Oncol 2014; 15(11): 1236-1244

3 Zhou Q et al., ARTEMIS (CTONG 1509): phase
3 study of bevacizumab with or without erlotinib
in untreated Chinese patients with advanced
EGFR-mutated NSCLC. WCLC 2019, abstract
14800

4 Nakagawa K et al., RELAY: A multinational,
double-blind, randomized Phase 3 study of erlo-
tinib in combination with ramucirumab or placebo

in previously untreated patients with epidermal
growth factor receptor mutation-positive meta-
static non-small cell lung cancer. J Clin Oncol 37,
2019 (suppl; abstr 9000)

5 Nishio K et al., Impact of ramucirumab + erlo-
tinib on EGFR mutations in circulation tumor DNA
—the 1st report of a biomarker study in Japanese
patients from RELAY: global phase 3 study of er-
lotinib + ramucirumab or placebo in 1L metastatic
NSCLC with EGFR activating mutations. ESMO
2019, abstract 1523P

6 Ninomiya T et al., A phase | trial of afatinib and
bevacizumab in chemo-naive patients with ad-
vanced non-small-cell lung cancer harboring
EGFR mutations: Okayama Lung Cancer Study
Group Trial 1404. Lung Cancer 2018; 115: 103-
108

7 Ninomiya T et al., Updated analysis of a phase
| trial of afatinib and bevacizumab in chemo-naive
patients with advanced non-small-cell lung can-

cer harboring EGFR mutations: OLCSG1404.
ESMO 2019, abstract 1525P
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KEMME LML S RETTi%EZERHE{ER

FE T AT # AF 9% Bl 5% A ) 3 65 4R 15
NSCLCHJZR T, St 5 s 4] 77
T B LS B0 bR R et . T BL
TE R A PO A BR T B[R] A
Mo BR TRt I8 AR A, A N B

ykeagrs
ZINZ5
N=25

RIRFTE
N=39

1.0 -

14.33 11.32

OS2,
A

HR (95.05 % Cl) 0.537 (0.292-0.987)
pfE 0.0161

ARKEF (VEGE) i & i@ il &1 %
925 241 6 Ty 1 SR 01 S G 2 1 ) 44 e 8 A
FR8E[1-3]. IX Ee L T e (2 2t o e
A SR 2 M, E AT DA =
I 5 g 0 ) R JE 78 Je 47 Cnint-
edanib) E4YRATH P L& Gy
SR T O IR T Tl IR R AR A
925 240 b ) 4 2R P 55 1E N T 928 ST RF
T P R BE R 4] o

VARGADO: ®EFEFERRE
oy =Xl

A S TP BT BE PEVARGAD O 56
CVASRAG T vl Be gl S 2 A 75 AU ] 5]
YRIT IR JE IR T IR B R AR T I0IE
5. VARGADOIEAE i #IE ST i —
2E b 9T I 1 JB I JE A N £ v A 5§
[E20 R N N
H, Hrp BAA B (1 5 3 B 52 w2k 1k
J7, WS AE 2R 2 R AT A S
i, ITE =L Bk et/ £ vifh
%%, Grohé% AfE20194FESMO K4 1
AHTREBSIB (n = 32) K5 H
5K A 5] -

(docetaxel) »

0.6 [~

TR

04

B R
MR Se BT ik Z SN2

o I Pt 3/ e I5 Je AT LR B ST i B HA 25 W0 ) = 2R3 7 R0 A A ok g BT 1 FO N )

TE=R MR, TEXBIEBAT/ £ 1
fh ZE AT 6.9 A B Ar VT S5, AL
PFSATIANH . 244 B kA e f 2
IR REAE, R EZN50% (
R) o FIREHIRNTI%. SANE,
XTVARGAD O 1% HE 8 7 A 4k BE B T
JeIE Je AT N 2 1 th ZE7E G e I T I R A
BRI B FH PR SR R . B AT
BAGH AR RA . fEFRH, R
AL S A B AR R B 35
7] RE AR TZ R NBEP A AT INIRT
Jii, ERHE— B

x
VARGADOH{E i = £ ik e %/ & f i E IR B HILE SR

THBEEEYR (B) 7,1
ENERE (%) 50
TEEB (%) 0
BTER (%) 50
BIRTRE (%) 29
BRIRIEHIR (%) 79
HRER (%) 21

SENECA: RiZRHR{EARE
7%

BT 8 I bR 2 1Ib I SENECAR 56
PAFVEAE AT T RO E . I
BRI SE R A — 20T J5 R A
JE B 3 AR IR NSCLC B 3 A ik 1
PifhZ rifh 2 7 R (3 LR
8K T33 mg/m?; FE3FEHIRL
75 mg/m?) , FEEERES:OR)EIA)E
fio FEFIRIEHIMTELT, 4Tk
JEAYEFFIRIT . WA (n = 170)
WESE T 2R e ik B A/ 2 P Al ZE 1N T
B, 55— AT I MG R ) i RR 4
B IA) RN 22 PG A 28 75 G 0%, WS
2 HOSHIPES A& FLAHALLL6] -
1E20194FESMO K 2= I 4 28 (1) £ 4
£ 1 T-SENECAT — £ Jé ik Je fi /£ 7h
fth ZEXT J5 B G By T R M LA [7] . TEHE
ZARRE R A AR =Ry (AN
PR, PTREAR R, IR n =
39) S HA =L Gl
i (gemcitabine) KA (vinorel-
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bine) . JEEEE. wE e, REEE
(cabozantinib) ; n=25) 64 HEHE (5
AT NFERI37.6 %) TPl TR E
SEHL, L SONPES2RI0S2, JEH E X
NMTHIRZ P 3E/ Je ik Je A e T #1 = 2%
YR IT M TR R R B T B ). AR
BT, PRS2TEFESZ ufleyT ik 5 R4 s
IPIEREE 2 MR A 25 (10.7857.91

SE

A~H; HR, 0.602; p = 0.0821) . %
M, XHT082, Fueyyikiasr AL
B % F £ (14.335 11.324
H: HR, 0.537; p=0.0161; B . iE
WWEFFraH, RE LT IFEARRE
/N, R 2 FEARIR/ Je ik Je A A ey T
AR SR B A AR e . PLinAs
AR ISR S SR T RN PRI E FH AT R

FEA NS R, AT R AEiasy
k. ]
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watch video

Filippo de Braud, MD, explains
what can be achieved with TRK in-
hibition in  TRK-fusion-positive
NSCLC, indirectly compares the
performance of entrectinib to crizo-
tinib in ROS1-positive disease and
shares his opinion on the intracra-
nial activity of entrectinib.

Michaél Duruisseaux, MD, PhD,
gives an overview on the role of
NRG1 gene fusion in the tumori-
genesis of lung cancer, the clinical
experience with targeted treatment
and the importance of molecular
testing with respect to NRG1 fu-
sions.

loannis Metaxas, MD, talks about
the rationale for the evaluation of
lurbinectedin in malignant pleural
mesothelioma, the clinical results
with lurbinectedin in patients with
mesothelioma to date and other ar-
eas of lung cancer treatment in
which lurbinectedin might prove
useful in the future.

Stephen Liu, MD, on the latest in-
sights in the field of ALK-targeted
treatment in lung cancer, a recent
update on the clinical evaluation of
NRG1-directed therapies, as well
as novel molecular targets for lung
cancer treatment in the foreseea-
ble future.






