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1.1 AHFE, BRFCHHCHIETE BEERRICBVT. DA
ERFEICTO LM - BRZFOEMNDS £ T, FIXEZ
ZELT, BEYEHEB SN BEFICOVTOARET B &,
. RERIKICEILS. BEXIIZORKICFROFMNMER
UEkRtE (FFIC, BEMEMRBOMEER. RATROEEER.
RCICESEGN H 5 EFICET 2158 . FE/MRaME
DEFEEFICOVTTRHCHAL, ABREZHETHLOSBRETSHC

E. [8.1BEE] 6. AERUHEE

1.2 XFOREICKEHEMMEBIHODNEIZENFHHD SEE. AT vE =7 LC150me% Ao FEH DL R
T. MEER (BRYlh, FREH%. ZHk. XHEF) OEIRV I EZAFMLEEICIH IO G 35, 2B, BHEOKREIZLD
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3. Rk - MR [15.1.2, 17.1.3&l#]
3.1 #mg 8. EELEARREE
W5t 44 5 V3 §E150mg 8.1 AHZHEG T HI2H 2o Tk, AHOBIERIZOWTHEEIZT
1§ ST A &, [1.13H]
B | TovaF = 7R 163.93mg 8.2 RF DG IZ LD BEMEMEE, 595, T, MAEzEil. A
(myvaF=7& L T150mg) S SEORERA S S5 b b 2 Db b, NS DFEHILE
FMEARAY ., VO —2, Ty ) a—) ROBENEE DN/ HAI1IE, R 2 I 2275 &9
- Br oA, ) NEBRFT N YA ATFT) BEERETLI L, )
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3.2 BFIOMSK L., WXt a1T) 2 Lo F/2, MBI U CHECTHA,
7% & v \$E150mg BRI 5 (PaO2) . BYARMEESRAAIE (SpO2) . MK Bk
#1IE TANKT—T (4 ¥ 7§ MEEZEEEZE (A-aDO2) . #LHkEES) (DLeo) HEOMAE1TH
> oy &, (1.2, 9.1.1, 11.1.1. 15.1.151K]
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ROBWERN S SN DI EDHDHDOT, BILEE 512470,
ARRO LN A I T 2 Ik 2 % ) A ME AT 2 &,

1.1 EXKEMER™

11.1.1 BEMMERE (41.4%)

TR PR A (R RUPERG 28, Ml S IO s PEAmie: o5 . 25 BUA LA 25
BARAERE . SRR 55 8 e i . MR, MabR %) b Hbh
LZENHY, BEICE - 7ZER O HE STV D, BHEAFED
SNZHEIIEIARF O G E2hIEL, AT 04 FiGESEO#EY) 7%
W75 2 &o [1.20 8.3, 9.1.1, 15.1.1&H]

11.1.2 R (0.1%Ai5) . AL (0.19%Ai) . FEEEE (1.6%)
ALT, AST, ¥ VEr O LAFELME) BELRTFREREDRD 5
DNDLIENRHY . TR AL VTSR - 72ER b i
ENTwb, [8.4. 9.35HH]

11.1.3 EEOTH (1.1%)

EEO TR, Hl, W, BEFRIRIC L) BACERE 2720, BA
BNZE S TEBIH S STV Do MBI U CEME S E iR
ATV, BEIREICL ) IHESE (0T 3 FE) oS, fiEsE
DY W ZATH & & DI AR OWE L IRELZEET L L,

11.1.4 2HEREE (0. 1%A10)
ANEREEFOEELERERSSHODNDLI LI H L,

1M.1.5 EEOEEREE
SRR EHFEORE (6.3%). LSO MOKEE (0.8%). FE
Wk - ERE A (0.3%). S (0.2%). 29 FEE (0.1%)
BHObNDLI e b, 7o, BEEOREREERIIRIC, EEL,
P IIAE 55 0 [ iE & A F L 72E B b s ST, [8.5F5 1]

11.1.6 RIEFLAEIRAEMREE (Stevens-JohnsonfEREE) (0.19%A)
hEMREIEFBMMBAE (Toxic Epidermal Necrolysis : TEN) (5
FEARH) . SHALBE (0.19%A)

B2 RS B . rh AR PE R BRI . ZIEALIESE O E R
A - FBEDO R REEDD HbND I LD b,

11.1.7 HEEZFL (0.1%FKi) . BEEEEE (0.4%). E{EEED
(0.3%)
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[9.1.2, 15.1.3&%]
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14. BRAEDZFE

141 EXZFEOEE
PTPEEZEDIHEHFNIIPTPY — b2 B I L TIRHIT A L 18ET 52
&o PTPY — bORAARICZ LY . TGS AT BB A L, T2
LA B LTt SO EE R GIHEX T 5 2205 5,
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15. ZDMOEE

15.1 ERER{ERICE D 158

15.1.1 BN THEHE L 72 F e R BGEN A (26#d) 2817254
LT OFER, PRS2 8REA R (ECOG Performance
Status : 2-4). HVEMEMIEEOEG LB, BlRdYEO A3
BEA, WA S A2 M PR ZE R S8 o0 & R S BEAE A I R Mt A
FEYL - BB ORI & LRI & (201342 H #5105 . F 72,
PV R BB L 72 BB I MR E L7 S R ORE 4,
2 HIRREAR R (ECOG Performance Status : 2-4). 1EH 5 A3
DIAE, WERERT O PAED - E R B O P RARKF (E)FET)
L LTt s N7z (20154F9H 4£5HF) o [1.2. 8.3, 9.1.1. 11.1. 1& ]

15.1.2 #AMI BT, EGFREETERO AR Wb I20i L 721k
SR ARG O AT IR N RE BB At SR & L7220 0 B Al
BRI ER S, 77 F F A EElbFE (Ko e
VIVATTF L ROV XN/ HNVKTTF ) ERA
O JF G S TRRIRIY 2 AT IR E N o 72 L OHEDH 5
FHEANT— %), [7.32H]

15.1.3 HEFHZ BT, NSAIDs & Ofif R B B s 388l L 72 &
OHEDRH L GHEANT—4), [9.1.2, 11.1. 78]

15.2 FEERPRAER (ICE D < 153k

15.2.1 E MFI 70V — 24 KUk MEETHIRZTIOUGTIALZ
WRERICBWTE Y VY D7)V 7 a Y ERFE DOIHEN RO S
NCn5b Zens, GilbertdEERSED 7V 7 0 v FRIE R X
UGTIAIZEEAMLT LT 2 BE Tk, IMiEEY) IV E VgD
FATEZBENDSH D, T HEAEBETEICUGTIALIZ K B
VO YBIEEZT AL )T VIEREAKIISEOREY L O
MEMEROW DS 5, [10. 58]

15.2.2 1 X & w2 REROHGHEERBICBW T, BHED
50mg/kg/ A B CAROEE GRE. RE. #E5. 21l 2755205
nTwnb, [11.1.8&H]

15.2.3 7 v P 3 A 2 & vz RER DR S BRI B W TR B
(BUOBWR ORI Ty M FEREOBE + 4 %), K (F
MINBEESE - 7 v b)) HAEE (T A %), B (B aLEsEse &
QIR - 9 v MROA X)) ROPIE (FEii: v b) ~D
REPHRE SN TV,

16. EMEIRE

16.1 MAFRE

16.1.1 BEBERVURERE
FREEZ1FIC T O F =7, LT50. 1003 13150mg™* % H.[A]
R Lz &o, EhzvaF = 7BEOHERE 2 LTOK
R L7z B GCH & &30 B2 5230 H FT50. 100313
150mg™ % 1 1 11nl o> F & © BSR4 G- % 92 L 72y o Sy B fig
INT A =8 F B ORR LI TRIR L2, BRSO
SEMTRE/ST A — F H S, T O F =T ORABIREI IS
o ST,

Ha#G-mo M oy o F = 7R Crigfb « Sk RE2)

120

1000

e 50mg(n=3)
4+ 100mg(n=6)
m  150mg(n=6)

800
1

i )L 0 F = 7 ¥4 (ng/mL)
600

| ]
I
:_ JITT—— \T’ETT

R (REfED)



BRI AR G RO v 0 F = 7 O3 EhEE/ ST X — &

AUCo-2n Crnax Tmax t1/2
(br - ng/mL) | (ng/mL)| (hr) (hr)
L TEE™] 3266 (54) (194 (44)]5.0 (72) [14.8(71)
50mg/ H ™ -
23HH™ | 15844 (50) {820 (42)(4.3(114)|23.6(67)
| THR™)| 7705 (46) |571 (47)16.0(150) |18.0 (62)
100mg/ H*
23HH™| 14623 (48) {1023 (31){3.0 (67)|15.6(56)
THHE®| 12845 (29) {958 (48)(6.0(149) |25.9 (36)
150mg/ H —
23HH®| 42679 (48) 2384 (39)|1.8 (22)(27.2(33)
T (CV%)
##2) n=3
##3) n=6
#4) n=5

16.1.2 BERMEDENEETORIE
WM B CRI B O FETER R E I CARK 2 25 L7z &0
FHEMBEM BT O R TIE, 2075 Y AZDnT
NBE, fRE, MBI E RIZTINT-CTld Ak h o722 (bF
EIANT—%),
16.2 &I
16.2.1 NAFTXRXLFEUFT ¢
TR N8B AH % E KGR DN A T XA FEY
T 4 13R59% L HEE S ) (EINT— %),
16.2.2 BEOFE
TR A20601C Ty a5 =7 & L C150mg % &% (BRI,
B a0 — ) HEERROHS LR, Z2IEREE G
IV F =7 OAUCKHT I ZIE2RE 2RI L 729 (SHEIA 7 —
). [7.221]
16.3 2%
INaF =T IEMIEFOT VT I 2 R el - BRI &
MET 50 B MIBITZIMEEAMARIE, 3.8ug/mLD
BWEIZBWTHNBU THo720 T2y TNVT 7)) Y RUT
075/ a—)VoRFEIC L > THREROZELIZERD S
N o72% (n vitro) o
IaF =T DMRBATROFHEMIE, A~ b7 1) v b
730,48 D34 .2% T - 7Y (n vitro) o
HERT v MBI A, UC-TvoF = 7HRIORS %Ok
BIREIL, BALRE L IEH A e 2 1A L 728, IO
TTED %o 720 Foms i BEFE 5 O MR T O BT RE 1L #
RPIZIHE L, HEHRRETIRITE A COMIIZ B W
THEERFALTE 2oz ABART v MIBIFAYC-ZV
05 = 7RO G- %O RS RES il R T v ML
L7z, A9 = vuFErx gt (7 My BER, A0zE)
BT EA = 20 5 7296
16.4 {Xt
TvaF =7 ONRHENIEEE L THEHOCYP3A4D % 54
BT EHUREEN, CYPIA2OB G- 378051727 (in vitro)o
o F =7 ORBRKIETEICRBTHY . FFVY >~
B DOO-IE 2 F AL & Z U HiE < VAR Y EENOEEL.
7 F LB OBRILE FIUSE L T IV H VR VR
DMK R, R T7 2 = VT v F L v 85505 & ik
1bEEhdfiE S hz® EINT— %), EAAHREOO-H
AF WAL & A ORI g =)L B 5 = 7 &
L. Z DS EE I T Va5 = 7 D10%LL T THER L 729
HHEANT— %), [10.2:H7]
16.5 Bttt
TR N4 ICMC-T )L B F = 7 100mg™Y % B | 1455
%264 (11HM) <. #5-HEED 9 HFI91%A EIL
R, RIZ8%. FIZ83% DT REAHEM S 7z, F 72,
FRF O ZE R S Lz oy o F = 71358 0 2% A il
TH-72Y GHEAT—%),
1) KR E N AR, mrveF=7E LT
150mg#x1H1MTdH %,

(4)

17. ERERRIE

171 FHHRVOCREMICEET 5H5R

(B AL RREE DI/ A RE)
17.1.1 ERE I H:ER

{LFHEE RGO ECFRE LT AR (Exonl 9D K K2R
NI3ZExon21 OL858RZ ) % 43 % AT X ILFFE D IE/I
MBI A ok 52 & U 7 AR5 B AR 5k o0 BT 45 T1AH AR R
B (JO22903) 2B 5 AR PERHM 6 R E1102461 0 ifk =
DU IR$10,

I A IOARERIR SR (JO22903) Wik

JHE™ 1022903 (10241)
4 T A A0 P o i 11.8% H
(95%fE X)) (9.7 A — HEEARE)

Bt i

R = = R i U
ZERI b L fiE

(959 fRHAX )

78.4% (80/102%1)
95.1% (97/102%1)
11.17H
(9.47 1 —HEEARE)

1) Ay M7 H 20114E9H1H

72) RECIST (Ver.1.0) &4 FJ4 »IZX 5¥%E (CR+
PR)

73) RECIST (Ver.1.0) #'4 FJ4 12X 2% (CR+
PR +SD)

Fe GV FIAT R BI10361 FF 10361 (100%) \ZEIEH A3520
iz, EREIEMIZ. 58958561 (82.5%). T #i82f41
(79.6%) . F2JEH2179%1 (76.7%) . JNPFH 256851 (66.0%) .
Z 9 FEIEG6HI (64.1%) . LINZE6481 (62.1%) %TdH > 720
17.1.2 B51E MHEEER

(b R B R DEGFREE T2 5 (Exon 190 /K 4728 R
XiZExon 21DL8S8RZERER) % F T A#E4T LIT I DOIEN
R % 50k RASARFNPL G- B & AL LA i L 72
B ER R SR (ML20650) (2 B1F 2 A 1R %51
1536 D B & U IR MEAT— %),

R AL S AR R SR (ML20650) it

HAFEER

e ARH| L% |[HR(ONY—RlE) ™o
i:5) ﬁ
BEP D nm | gn | roswmmxm | P
i1 T A A
9.4 | 5.2% 0.42
| <0.0001127
I ] —
(s i) (7780) | (76%1) [0.27-0.64]
T sa5% | 10.5% )
ZehsgzE2) _ 8)
B o | (s/7600) <0.0001
H4) AL VAT SF U+ PRy F VIV AT S

FUATLVICY (VAT TF " AINKT T
ANEFELTHREW,)

A1 M4 7 H 20104E8H2H

JEALFREE L 7 WCoxARE T VIZ BT AT — Rt
JERE B Log-rankiisE

7 A 2FE

4 T A AR 1 18] O K aplan-Meier HH A5

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

— KRFEGHE (77 B)
{L=EREERE (76 61

18 21 24 27 30

%1215

5.2 9.4
(e oefil)

<VATEEORES>

)

brpsit 76 40 14 7 5 3 2 1 0 0 0
FHEFGH 77 53 42 26 17 11 7 5 2 0 0




KRFN B GO L VR G 7561 16951 (92.0%) (2l
TER SRRSO iz, EREITERIE. TH43%) (57.3%) .
953761 (49.3%) %ETH -7z,

*17.1.3 ERLRSEIb/ TR (RELAYHER)
(LFAFREE O 2 WEGFRIAR 75 (Exon 190K K728 5
M1ZExon 210LB5RZEME) WtEDHEAT - FEE D IE/ Ml
Jiliffe B 44950 (HARMNEFI21160 % &) xRS, 7
MY NI T +ERHNE T TR+ KH & & T 5%
ICZEEW T 7 AR (BB S — M) 2506 L 72,
T LYV 710mg/kgXiE 7T R (QEMIZ1E) AR
#1150mg (1H1E) % IHAEDEALLEAERD SN b F TG
ARG L 720 EEFHITE Th b mISEAFHIIZB W
THBRIEE 2ROz, VEREEAFRIII A VT
+ REFLG-HETTL.9% (95%IEHEIX[H165.1~77.6). 7T
YR+ REFGHETS0.7% (95%(SHAIX 43.7~57.3) T
Z%Of:wo

IR 25 Th/ AR (RELAYRER) R

FSAYIVIT + 7R+
AFIHe 5B LN e
EBI 5L 224 225
A RN FEBHIE 122 158
SR A T ILE (F) 19.35 12.39
(959% 15 HE X 1) (15.38-21.55) | (10.97-13.50)
NFE— R 0.591 (0.461-0.760)
(959%Z HE X 1) P<0.0001
ST A AP B O Kaplan-Meier fif  (RELAYEUER)
00]
0.8
ﬁ 0.7
0.6
1H
g o
B 03
0.2 . S
0] TZ FELET AR el
004 1+ TEaw
0 3 6 9 12 15 18 21 24 27 30 33 3
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