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P R SRS O FEARR 2 B & L R AEIRMMIRASGE (LT, BsAeE)
WD, FERBLYCER - SERIATSE O BERIEFH 3 B H EF 2T e RIS 0O 3
REREERT 2B21%, WA SCEIC R SN B2 AT 2 IR G s 4
ERGENH Y BEEREOEERERILE (LU, MR) F~OEHOBINGERSE
BEIC X VIERAEMT L TETWD, ZOBRICHEREREEENICAFTL200DHE
HUANE LTERMA HE2—T7+—24 (LT, T FEIKT) AL LT,
1988 12 H AJPEsAlRT e (LU, BEK) P 2 /NEESH T F ONCEM T,
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Bt #%E L, fx O 1 FPNIRMNSCEZ ST S EEAEH E L ClEbngEe -
BEafL T3,

2019 FEDORM CERHEFEOLF |[CE& D, [1 Fil#iZEH 2018 BAKRS, 4
B TP A IR AL O BB E AR SN BT 2 51 K71 > ) (B3 2 5 o
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B F R
W& 58 MERENZ (J55E) MEEENZ (HAGH)
AJCC American Joint Committee on Cancer |—
ALT Alanine aminotransferase TI=UT ) R T AT 2T —E
AST Aspartate aminotransferase ;X RIXBT IS RTYRT =T
ATP Adenosine triphosphate TT )= UER
AUC CAlf;zjeunder the concentration-time L e i — T
AUC Area under the curve from time 0 $e 5.0 7 & MERRARE F T o AR
7 |hours to infinity — IRF[ R T A
AUC Area under the curve from time 0 P50 0 6 B f&E &R E T Mg iR
't hours to the last measured point FE — FRERE AR T A
Area under the concentration-time TEHREEIZ 331 T 2 I v R B — IRR ] h R
AUCss .
curve at steady state T e
AUCH Area under the curve from time 0 to B H-RRIZ 31T B I A i B — KR Bh AR
2% | the end of the dosing interval tau R
BCRP Breast cancer resistance protein FURMTEE A
BICR Blinded independent central review BTN P RFEMEE S
BIRC Blinded independent review committee | 5 FM R E S
BID Twice daily 1H2[H
CI Confidence interval {54 X FH]
CK Creatine kinase TVTFroxF—F
CL/F Apparent total clearance Wrdors V7oA
Cmax Maximum concentration e e I AE R
Cmaxss | oxmumm COnCOntration at steady”™ | iy i1 331% 5 i L EeP
CR Complete response SERTR
CRC Colorectal cancer Al - B
CTCAE Common terminology criteria for 2 4 S ) 2
adverse events
CYP Cytochrome P450 F 7 vu—L4 P450
DCR Disease control rate BT b — L
DLT Dose-limiting toxicity JH il R e
DOR Duration of response 5 M1
ECOG Eastern Cooperative Oncology Group |—
EGFR Epidermal growth factor receptor | B HEBE IR 52 AR
ERK Extracellular signal-regulated kinase |ffifi@st> 7 Lilf % - —+
FAS Full analysis set —
5-fluorouracil + folinic acid + INFavT+T7 Y SRR+
FOLFIRI irinotecan AV /)T Hh
ICso Half-maximal inhibitory concentration |50% PH. 25 &
International Council for
ICH Harmomsatlon of Technical . IS 4 S [ e 2
Requirements for Pharmaceuticals for
Human Use
INN International nonproprietary name [7% 4[] B — i 44
JAN Japanese ac?epted names for H A A4 B
pharmaceuticals
LDH Lactate dehydrogenase FLERI K AR
MAPK |Mitogen-activated protein kinase ~A M R R XS —E




S MERENE (J55E) MEEENZ (B AGH)
MedDRA g/[e(.iliga.l Dictionary for Regulatory 3 ) 25
ctivities
MTD Maximum tolerated dose e K FH
NCI National Cancer Institute KEE LD AAFFERT
NE Not evaluable BN
OAT Organic anion transporter AT =F > N TV AR—F—
OATP Organic gnion transporting FHET = A AGEA Y RTF
polypeptide
OCT Organic cation transporter BWHFF o T AR—H—
ORR Overall response rate ZENFR
0Ss Overall survival AL
PCR Polymerase chain reaction RY AT —BHGIRE
PD Progressive disease HE1T
PFS Progression free survival SR A A A
P-gp P-glycoprotein P-HEERE
PPK Population pharmacokinetics FHEE R &) 8
PR Partial response 22N
PT Preferred term FEARGE
QD Once daily 1H1ME
QT QT interval QT k&
QTec QT interval corrected HHIE QT MK
Response Evaluation Criteria in Solid s S 2k B | e
RECIST T [T D3 A D VR IEE N F ] i e
umors
RES Response efficacy set —
RMP Risk management plan RIS Y R 7 B G
RP2D Recommended phase 2 dose 55 I FHRBRHMELE ) &
SD Stable disease RE
SLI Safety lead-in LAME N
SOoC System organ class R ERIR 5 H
T2 Terminal elimination half-life TH 800
Tmax Time to me}ximum observed plasma S L R
concentration
TTR Time to response FhFE oM
UGT UDP-glucuronosyl transferase 732 AR S s
VEGFR lzzsé(;ia;r endothelial growth factor L5 PN B S B R - 7 s
v-GTP |Gamma glutamyl transpeptidase W~ ITNEINET AT FH—E




BMEICEHT SHRE

. FAROER

vZ 7 hEeh 7 50mg ¢ Tbmg (—fik% : = 3T 7 = =7) X, AA A Novartis f&:
1280 AL S 7=k 0 % 5 FTREZ: B-Raf proto-oncogene, serine/threonine kinase (BRAF)
FRERITH Y, FEHEERBRIZB VT BRAF V600 2R A2A4 2 b HEM: B[ i Sk ek
KO NEERG - BB (CRC)  Hi SRRk O 5E 2 fiil L7, 12
A7 ME®EE 15mg (—#4 : E=AF=7) 1, ROEEGARER~ A b = IR R
Sy 7B RS —E (MEK) FRESITHY . FEERKFERIZIS T BRAF V600 2 5 %
AY5e bEMEEANED SR L O b CRC HSHIIERE O 858 2 il L=, 39
TaT 7 =T RO = AF =T O, v A Y= UEE Y XX
(MAPK) ### D RAF X TUXMEK % [RIFFICIAE T 5 Z & CBRAF V600 £ 22 H4 5
I i e SR AR K OV e b CRC EE%E%EH@EK@%?‘[E%W%U L7z, 39 F£7-, BRAF
V600 R A2HT 5 MEMRAREMBHEKBEHE Y A ICBT 5=y a T 7 =T k)
E=AF =T OHTIE, E=AF =T ALY SIS D & L b, EEmED H
B KD IESOFEHE 2 M L7-, P BRAF V600E 2% %2469 25t  CRC HHiukk %
AW~ 2RBEBEET VICBITATy aT 7227 EoXAF =7 VX~ T 0%
AT, BEREE & be | BESHEIGIER 2R S 22 o 723, 3 FIOFH ClrIiEgs o BsH 4
mEl L7, ®

HATIL., BRAF Bz AR 2T HEMBAERELZHNRICLI-o 297 22T DH
BRICEEE T AHEBR (CLGX818X2101 #liR) ., BN ABFEELRRIZLIEE= AT =7 D[H
W TR (CMEK162X1101 #5) . NRAS &5 F L R4 3 % B BEAEBE & 515
IZ L7z = A F =7 OFEBEILFEFIFERE (CMEK162A2301 #kb#) . RATEITUIFRAHE
1T BRAF V600 R A H T AEMBAHAE L WNRICI Lo aT 7 =7 KO
= AF =7 RO EERILFRFEIFERER (CMEK162B2301 3E) 23 L. 20194 1 HIiZ
TaATZ 7= KRN = AT =T O G2 XKD [ BRAF &6 1A R %267 HRIEY)
PRAREZREEMER Q@R | NRIEE IR & L TORRBENT, 728, A&IIZ BRAF V600 15 1
2SO RAE A TE SILAZREXITIR & LT 2018 4= 3 A ITA/DH H EE
WZHE S,

72, BRAF &5 AR %2H T 2I5M YR ARREREST - RO - B EE 2510 L
Frooag 7 =7 kYR~ 70O EBLLFES I b/ IR (CLGX818X2103 %ﬁ
5%) . BRAF V60OE £ % % 3 D IR VIR RRE 72 1T « TR OFERG - B BE 2 xRz
Trorag =T B2 AT =T RN Y v~ 7 O E RS DR SR (ARRAY
818-302 #ABR) A FEki L., 2020 £ 11 A= agd 7 =z=7 kY For~7 Iz v
957 2= B2 AF =T RO Y F I~ T OMHR G XD (DAL R e L
72 BRAF B AR 2 AT 2 IR0 0BG/ METT « FI ORI - EAE ) 2SRhRE ST
BINE v,

I 512, BRAF V600 B5 4R %2 H T 2 IG0IRA G RIS B E 2 xR L= =
'77:e7&0t AF =7 HHAOENE TR (ONO-7702/7703-03 :5) % FEht L\
20245 Al a7 7 2= RO = AF =T OMHKEGICL D TR ALARERIC

M L7- BRAF Bin T AERZH6T HMIGUIRAREZ2 FRME ] | BRAF BI5 T4 /E:%:ﬁ@‘é
RIBYIBRAHE 72 HURIRA MEHE ) S hse X IBh Rz B s v,

T AT 7 =7 RO = AF =T O REICOW T, KET /BRAF V60OE & L < 1%
V600K &fn+ZE B DO U GE X it o i BafE | 2 80FE Iz & LT 2018
6 HiT, BINTIX TBRAF V600 iE1s 12 Bt D IR A fe XU RE O EVE RaE ] %
THEEX TR & LT 2018 9 HICAREINS, T, 2 ag 7 2= kY Fi <7
PERBIEIZ OV TIX, 2020 4 4 HIZKET, A4 6 HIZERMN T, 2021 4 8 HIZHEET

BRAF V60OE i#{x A 27 DI YIBR R 72 AT « RO - BEE % 2h6E
R & L CEBINEER S =,



2. BROBEFMRETE
D77 hE®h 7L 50mg K NE T 7 hE®h 7L 75mg 1%, FRAFKS5A[fE7: B-Raf
proto-oncogene, serine/threonine kinase (BRAF) FHEAITH 5,
(48 _—T &)

OB SHE S
(RRIGUIRARE R B R EE)
BRAF V600E %4 H 3 % b M RAREB Mg ICHBS VT, MAPK RO 7))
fESF (MEK X OXERK) @V kw2 L7= (in vitro),
(49 X—T M)

(BRI REARELT -« BSOS - BB
BRAF V600E %%z A9 %t b CRC HERMIEMKEZ o~ ¥ ZA RGBT 7 /L2 B0
T, Zyadr==7 E=AF=TRULYF v~ 7 OBEIE, BRI ER 2%
L7z (vDA),

(57 ~—VBR)

@F Wik
(HRIGBIBR AR BB 22 B B A1)

BRAF V600E/K % 5% 9 S ARIAUIFRARE 22 BV AR 25 5 & U7 [E BRI E I
FHFABR (CMEK162B2301 3%B&) (235U VT, FEIEIEH Td 5 BB A AR (hdefil

[95%fEHIXA]) 1%, AHI+E=2AF =71 (COMBO 450 #) T 14.9 » J [11.0~
185], NAT 7 x=TRET 1.3 # H [56~82] THY, "AT T x=TRL B LT,
COMBO 450 #ECTHEFRICHBICIER T 25 Z LB MREES L7z (Y — RE 0.54 [95%
{EMIXH : 0.41~0.71] *, J il p<0.0001> [JE%H] log-rank Hi7E]).,

%) CMEK162B2301 #UBRAGHHICIE, ARSI HELOHE TRV a37 7 ==71 (£=
AF=TBHR SBT3 T 7 = =7 300mg HAKFED ORMNEEET.

a: BRI Cox FUFET /. b : F1l 2.5%H =k

(87~40 ~— V)

(BRI RE R EST « B ORE - BEREY2)

—RIBIR T ZRIGHE% I CHE L 7~ BRAF V600E 28 5 2453 2 1B YR AR RE /2 AT - F
FHOREN « B RE ARG L U EEL RS IAHRE (ARRAY-818-302 k) 20\
T, EEFHEE Th AWM (PRl [95%EEXM]) X, AF+ b =XF=7+
Y X~ TR (3HIBHHEE) T9.0 4 H [8.0~11.4], AV /T > Xix FOLFIRI [~
nAnwZn (5FU) +74 0k (FA) +A4V 7 hy] +®Yy o~ 7 R

(RHHERE) T5.4 » A [4.8~6.6] THY | XfHRREL LB LT, 3 AIPFARE CHREHZICH
BIIERET 5 Z E0EEE N (N — R 0.52 [95% 12 EX [ : 0.89~0.70] *. Al p
<0.0001> [J&%] log-rank 1),
[ U< EEFMEE T 5 2%% (CR+PR) [95% XM 1%, 3 FIPFHRE 26.1% [18.2
~35.3]. xtHEEE1.9% [0.2~6.6] TH Y, xHHEE L i U C 3 AIGFHBE TR FIIICE
BICEEE b 2 EMEES N (v X 19.10 [95% 15 HEIX R : 4.41~82.80], p<
0.0001¢ [J&R] Cochran-Mantel-Haenszel ¥:i7€]).,
a: &5 Cox EIRET /L, b Fl 1.02%HE AU, ¢ Al 0.5%FH & KU

(41~46 X—TUBR)

(RRIGDIBRABE 72 F IR IR X3)

VEGFR-TKI |2 R, ARt S E AR e 2 © BRAF V600 i fn 125 2 A9 5 IRIG YR BE 72
FOR e BB 2kt G2 & L7 [EN S TARBR (ONO-7702/ 7703-03 5kBR) 1B\ C, TERE
28 H T D Mar ] Eic L 52253 (CR+PR) [95%EHEXM] 1. SEEMIZBW
T 54.5% [32.2~75.6] TL7/=, }

a: 1%L ED VEGFRTKI (Lo ANF=F | VT T7x=F NUFH=7%) It LTRIES L<
IR & 22 o7z, X% VEGFR-TKI 12 L 2 7EE SR &l e BE DNk & Sz,
F7-. VEGFR-TKI (T X % iAW O 4L PR e F T, e 3 w7 381 X 2 i
WD, it I v EOTLARRGRD HAIVTHEE S 7 FIC X HIBRCAEIE Tdh D = L AN L
=i,



3.

4.

b : 95%(Z#EX [H]i%. Clopper-Pearson ¥4 AV CTEH
(32~36 X—T M)

) ARFNOEE I RICBET 2R () B\ T, TRAREIN TN,
(IS AE L IRIEIR I U 72 BRAF B in 2 2% A3 2RI UIBRARE 22 R IR
5.7 Wkt a U RIC L DIEROMIL & 7R DB ITRBW L, YBFREELE T &,

OF = X3
BERAEWER & UC, BEEMES, IRREE, OMWeeREE, TFEERERRETE | BRSO M ARE |
ELE, ST UV —8, Hifn, BE - RERRINT R SIEGERE, S AR R
INTWA,
FEREIWER GEBLE 20%LL E) & LT, TH, Bh, JEREER, B2 (BB, o8
), EHPRE STV D,
(T7~79 X—T B R)

X1 : BRAF G R %A HRIG VIR RE 2 v R GE

K2 MDAACTFIRIERITHE LT BRAF BT RERZA T IR YBRAGEREST « RO « B
;;LE-E.'

K3 MAALTERRIER ITHEE LT BRAF RIS T AR 2 AT 2 RIBUIRARE 22 FR S, BRAF BART
RE & AT DARIGUIBRARE 72 R IR /3L e

a0 HEFENSE
OARFNIRE O 5B AIRE 7R RO 72 VA TH 5,
(Mv.1. (1) FEOXH OIE (8 X—TRH))

QAFNT A 7N EiEICHY 2 — F T/AALGX 50mg (ALGX 50mg) ], [\ LGX 75mg
(ALGX 75mg) | ZHIRLTW\3,
(Mv.1. (2) "WHIOHNE L OVER] OE (8 X—TU5MR))

@PTP v — MIEyFar ha—1ZfTn, 1 I v EICGE4 . &, GS1L 55—
— AR LTW5D,

OFLERIT, BIEr AR B (PSR &, Woe4. &R, TR, WEH S, G817 —
58— Gl U= AN R WTRE R 610 IR Y & 7 F & T B,

MIERRICEL TRMY N &R

S T (2 B % ” "
e B B4 bov, B

RMP H (TT. 6. RMPOHE] OEEM)

BN Y 27 Fw/MeiEB & L s ERROESEA AT SR IR A R
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I. &¥ICRIT5IEE

1. BR5E4
(1) M4
77 heeh 7L 50mg
27 hEeeh 2L T5mg

(2) #4
BRAFTOVI® Capsules 50mg
BRAFTOVI® Capsules 75mg

(3) BFDHEE
BRAF CEFMEH) + TOVI (~7 7 A GEH K T good” DEIR) 7Lk

2. — B4
(1) ML (wkE)
a5 7=x=7 (JAN)

(2) #4 (w4E)
Encorafenib (JAN)
encorafenib (INN)

(3) AT L
RAF (rapidly accelerated fibrosarcoma) %7 —-EPH%EHA| : -rafenib

3. BEAXNITRER

N AL o
cl = N oo @
e
e
o 0O
A
-~ - "‘-\_\_
HaC™ N ¢
E MN—=N

. N—CHj,
HaC

4. RFXRUHSFE
4313 ¢ CoeHarCIFN704S
4y : 540.01

5. L8 (A& XIEEXEHE
b % 4 : Methyl N-{(29)-1-[(4-{3-[5-chloro-2-fluoro-3-(methanesulfonamido)phenyl]-1-
(propan-2-yl)-1 H-pyrazol-4-yl}pyrimidin-2-yl)amino]propan-2-ylicarbamate
(IUPAC)

6. {ER4A. fl4. BES. BEES
BHFECE : ONO-7702  (NEP3RE TR S4)
LGX818 (7T LA« RN F 77—~ ERER)



II. A®ASICEI SEE

1. YEENEE
(1) 481 - R
HE~FEAEAGOHRRTH D,

(2) BfEE
BIEARERVKBRICHT 28 (257C)
it e HRIE R 5 DI R 2
mg/mL)
K 0.0076 FEAERT RN
AB ) =) 43 AP AN
T X ) —) (99.5) 10 Wiz
9-Fr 8 ) — )L 1.9 i<
TEr=FrIL 19 LB T Iz
1-4 0 5% ) —)v 0.99 D TEIFIZ <
USP standard buffer solution pH 1.0 10 Iz <
USP standard buffer solution pH 2.0 0.93 D CTEEFIZ < W
USP standard buffer solution pH 3.0 0.11 D CTEEFIZ < W
USP standard buffer solution pH 4.0 0.018 FEAEET
USP standard buffer solution pH 5.0 0.0095 FEAEET R
USP standard buffer solution pH 6.8 0.010 FEAEET R
USP standard buffer solution pH 7.5 0.018 1ZEAEET 2
BIKBRICHT HBEHEE (370)
it e HRIE R 5 DRI R 2
mg/mL)

7K 0.027 & AT IN
1-F0 82— 1.7 Tz < v
55 NN LIBIK 0.039 & AT IN
g AN LIGIR 0.017 FEEAEBE TR
AT B (0.1 mol/L ¥Efz) 2.0 BTz <

A BRI 0.018 FEEAEBT R
USP standard buffer solution pH 1.0 20 RRETIT LW
USP standard buffer solution pH 2.0 1.0 WD TEITFIZ < W
USP standard buffer solution pH 3.0 0.13 WD TEITFIZ < W
USP standard buffer solution pH 4.0 0.020 FEAEET R
USP standard buffer solution pH 5.0 0.0095 FEAEET W
USP standard buffer solution pH 6.8 0.012 1FEAEET 2
USP standard buffer solution pH 7.5 0.028 FEAERT RN

(3) WiEt

G2 QAR

25°CT 0%RH 7°5 95%RH O#iPHIZI 1T 2 HEZEGITAR KT 0.1% Th -7,

4) MR (28R, BR, AER

mhs s 183~185C

(5) ERImEAREETEH

pKa : 4.49, 7.21




(6) HECFRE
3T°CIZHEIT B HE R

TRIR BRI
1-427 % /7 —n /K (pH 7.8~17.9) 1.8
1-42 % /—/v,/0.1 molV/L #f (pH 1.1) 0.38
1-4 7 % ) —)v /Wil (pH 4.3) 1.8
1-42 % ) —n /U iEiEER (pH 6.8) 1.8
(1) ZOfDE 7 REME
AL )= TolERE ([df) 1£-0.6° ThHD,
2. BREHSOBEEFHETICEITEHREMR
PR RS PRAFSRAT RAT 2] it R
Ty a7 =
Efierras | 7 ERY =F V| 80°C/75%RH 60 1 /1 B
YR AR TTH
D I
VES NS
AN TH %
) 5, ThE&E
iR K35 Az Ahze | 40C/75%RH 6 & H Hiks
ZHD D,
75 21 12051k - hr e Y
Wil ERER Oh) a L e T 45 AR S = % L % — 200W - Bk
GE B |

AHIETEE - MR, MUEERUER CBiWED) . K4y, Bk Y

3. B S OERERRE. EEE
TERBARBRYE © RAMRUL A~ R VRIE
TEEE /Ko~ NTF7 40—




V. ®&|ICB89 51EH

1. #FE
(1) #FwORER
BT 'AKl (§FED TR A])

(2) HEDHMEREUHER

W 7E4 v7 7 hE®h 7L 50mg v 7 hE®H 7L Thmg
E T
S (<&@ E [ & £ )
T 05 00 5
Ef (mm) 217 %9 23.3
2 (mm) #7.3 # 8.2
B (mg) #7429.0 #1617.5
e R TRte AT IR AR
G TR (AR ] A 135 ]

(3) #Aa—F

W 7E4 v 7 b el 7L 50mg v 7 hE®h 7L Thmg
W o — Z\ LGX50mg Ze\ LGX 75mg
(A LGX 50mg) (A LGX 75mg)
AL T B 7, PTP »— b 77, PTP > — b
(4) HEOYHE

(5)

AT IR DR 2 o LB E D e VA CH B,

AR K ONERL A O M X, pH1 XIIHEEEH KR O pH Th D pH1.2 2B\ T,
1.8mg/mL (1 Hf K& 450mg % 250mL DO /K RIEE K TEH > =) % B[S,
ERLE R ORI DR EIL, pHA~7.5 O /GO #AH) pH ik (pH4.5~6.8) %
41e] T 1.8mg/mL % Fal % 28, FUEKEMIZ RS ERMREIL LML EE L o T D,

T Ot
A% LR

2. HHIOMM
(1) ARG (FEERS) OEERERUHME

W 7E4 v 7 kel 7L 50mg v 7 hE®h 7L Thmg
e 1 H e 147
R T aF 7 x=7 50mg T>aT 7 =7 75mg

aRE R, RV AHRTF Ly (160) AU AF 7L (30)
7Y a—n HiEkFlE LTI T F e Raxy bl 2ETe),
, R —RA L a7 aARYE R, EEKr A AT
WAL 5y e 7 ks
NT'MIET T, BbT &>, Bk, = @ bgk, HEe -
TSR E ST D,
(2) BREEZORE
M ER e L

(3)

RE
Y LR




3. AftBARROEBRRUVERE
PPN

4. hif

PPN

5. BAYTSHHEIED H L R#EY
BHNIRAET D WHRENTED & D IHEWIE. ARG R OCRF Bk DR TH 5.,

6. HAIDEWEHTICHTIREMSE
ES 7 kE®H T4l 50mg

PRAFSMF PRAFTERE PRATIAH] jLE S

EWRERS | 25°C/60%RH PTP 48 14 A JRAEN

Bk
RS | 30°C/7T5%RH PTP 48 14 A (24 8 A THEMITHLN

B bhi,)

BN

g ERER 40°C/75%RH PTP 6 & A (1 % 3 THEDIZHEN
B HhT,)
et - T KRB & 720 72,
T vy—L 120 /5 Ix-hr UL .

25°C (feal %t - SHk) 200W-hr/m? 2L |- | KOTSRS & T2 o T

S PTP R P

GRS
o 9 W[ E TIIBIE,
25°C/60%RH* (/ﬂf/ﬂ Hf) 12 I 12 R[] TR BN SRS S
I Lo,
Y 1.5 BRI CIRR M,
30°C/75%RH* () 3 IR 3 IRF] TR D LA S
- Lo,
HIETEE - MR, MEERER e, WM. E8IE, Kokl

*H

&l

HH MRIR, BRI, Ky OHFE




ES 2 LE®H TH)L 75mg

PRAFSR: LRAFIERE FRAFH R A
JHFEN
EMRERE | 25°C/60%RH PTP 48 i A (36 T A THREDITHMN
O HNT,)
RN
b AR R 30°C/75%RH PTP 48 15 A (36 & 7 THEDITHEN
D HTz,)
R
JIBEE 40°C/75%RH PTP 6 & H (1 5 A THEMITHEN
W HTz,)
et - T AEHEDHEIN & 72 o 72,
KT D Gl 120 /5 Ix-hr UL |k .
95C (%5 - ) | 200W-he/me |- | KA L R T
L 9 BEMH £ TIHLE N,
25°C/60%RH* () 12 EER 12 FEE TR E S RS A1
a Lot
30°C/75%RH* Z;é%; 3 i HHN

HIEER - Mk, MESRER S E, WM, ERE Kokl

MUEEE MR ERE KO BT

7. ARMERUERRORELE
RN

8. #MEDRALL MBEILENELL)
AR L

9. AHH
ik IHERERE SNk
FEEL BRI S LT,

10. B3 - 8%
(1) FEMFMBEGRSR - K. MBI RKRERS - SKCET HER

(2)

(3)

(4)

Y L

2k

v7 7 he®h 7L 50mg : 42 7L [6 7L (PTP) XT]
60 7 7 [6 7 &/L (PTP) x10]

v7 7 he®h S T5mg : 42 7 72V [6 L (PTP) XT]

FHEE
A= ROV

BHROME
PTP: RE 7 AN TNANI=g AT 4NV (FAay TAI=uh RNIEIE=L)
BT UNL  TAI=TLE (TAI=00)

11. AREHEShIEHE
Y LR

10




12.

Z 0t
AR L
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V. ARICETSER

1. MEXEFTHR
OBRAFBRIFERERAT WM AVURTFRLEHRGIE
OMALEEERICIBE L - BRAFBIEFEREZRT HABUIRTRELTET - BRD
iah - ERE
OMALFRERICRE L - BRAFBGFERER T HIRABVIRTRES RRRE
OBRAFBRIFERERT SR AUIRTRLBRIK S LIE

(FE#R)

(BRAFRIFERZH T HIRAVRTHELCELREE)

KHFNE = AF =T ORMEIEICE T D | BRAFBIG AR LG T 5 RIGUIBRAGE 72 Hp: B
) ORI FIL, EICEBELR S IR (CMEK162B230173E:) 9 ORiEIZ&ED
SWREL,

CMEK162B230175% CiZ, BRAF V600OE/KZ %% 454 % R AT TUIBRARE ST Ha Bt oo H
PERANERE 2RI, NAT T = =TT S, AFI450mgd1H 1A (QD) L E =X
F=71E45mgD1 A 2[E] (BID) OffAEE (COMBO 450H) DA K& O 2Vt % ik
L7,

CMEK162B230175k © = BT IE H Cb 5 M EAFHM (PFS) OH il [95%(5HHIX
M (CI) 11X, COMBO 4508 T14.9% A [11.0~185] . "RAT 7 ==T7#T7.34 H [5.6
~82] THV, "AT 7 x=T7HEL L T, COMBO 4508 CTHFHEMICA BIERE T 5
eSS (N — FEE0.54 [95%CT : 0.41~0.71] . A lp<0.0001 [J&%!log-rank
el ) o o, BIREHIEE Th 2 24 (0S) OFREEITICIBWT, RAT T ==
TREL i LT, COMBO 450F£I13E T DR Y A 7 #39% 8 L7z (/~F— Kb 0.61

[95%CI:0.47~0.79] . i {llp<0.001 [J&Hlog-ranki®/E] ) . OSOFJfii [95%CI] 1,

COMBO 4508£T33.6 5 H [24.4~39.2] . RATF 7 = =7FT16.9% H [14.0~24.5] Th
. ERNRETCHALOD, XAT 7= TEEE LT, COMBO 45081308 % 5 &
IHER: L7,

& 512, CMEK162B23013 8 OPart LI\ T, BIKEHEIE H T 2 COMBO 4508 & Al
300mg QDHIMEEDOPFS (HhfE [95%CI]) ) Zi#gL7=& 2 A, COMBO 4508£T14.9%
A, AFHEMBETI.64 A [7.56~14.8] TH Y, COMBO 4508 I AK HAMEE 2 A (7]
STz (NF—FRE0.75 [95%CI : 0.56~1.00] . Ji{llp=0.026 [J&%HlogrankiiE] ) . &
7=, Part 2128\ T, AFI300mg QD & £'= X F="745mg BID D &%= (COMBO 300%f)
L ARH300mg QDHAMBEZ e L= & = A, PFS (thaffif [95%CI] ) 1%, COMBO 300%f
T12.9% H [10.1~14.0] . A#F¥EM (Part 1+Part 2) #T9.24 A [7.4~11.0] THY.
AFIHAM (Part 1+Part 2) #EE bl LT, COMBO 3008£1ZPFSAEE L7z (NP— FEb
0.77 [95%CI : 0.61~0.97] . F{lp=0.015 [J&HlogrankiiE] ) . WT D LLERRFTHZ
BWTH, AFlL B =2 F =7 O HBREIIAREMREEZPFST ER->TRBY . Al
ZAF =T OHHBIECHT O = AF =T OFGINRE NI,

UbEDZ L, BAERSCOBKEEOE CTEERERRBRICB OIS L SNZBEOE
W21 5 BRAF Ein FARORBEZFHE L, 2 I RIZEE T 2FEEOHT ko F
PUEEMLEE L7 BT, BEXIIAIE & LT [ BRAFEG TR AT HRIA U ARRE 22
BafE) 2% L,

(DBALERERICEE LT BRAFEGRTFERZE T 5ABURTELGET BROEE - E
)
A, E=AF =T RNV XU ~T (Bl z) O 3FIGHHEE, AR LY
Fo~7 (BIEHHEEZ) O 2AERREICE T D [0 AALFRRIER I Ul BRAF &is
FTEBRAZGT HIEMYIBRAGEREIT - RO - EE) OZEEUIRIRIT, FICEERSE
FIE AR ER (ARRAY-818-302 #R) 10 ORLFEICESEHRE LT,
ARRAY-818-302 7k CTlE. 1 I X 2 IIGHE%IZHIE L 7= BRAF V60OE 2257 5%
TR EIBR R RE 72 HEL T - R OFEN - I O BE 2 %1512, FOLFIRI [7 v 4w v Z v (5
FU) +7x Vv (FA) +A4 YV 7 0y] Ry Xo~7 (BEFHERZ) OFfEE
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XAV )T H RO Y R~ T GBI z) OFFRERE HREE) ok 5. AHl
300mg QD., B'= A F =7 45mg BID } NtV ¥~ 7 (EinF## z) (FE DA 400mg/m2,
Z Dtk 250mg/m? Z i 5) OOFHEFEE (3 AIGFHEL) U3IAH] 300mg QD LUt Y & &
~7 (B Z) (WEIOH 400mg/m2, £ D% 250mg/m? Z i 5) OPFHEE (2
KGR OAEMER O 22 e LT,

ARRAY-818-302 ik > FEFHEH TH 5 OS (FRAE [95%CI]) 1%, 3 HAIPFHEET 9.0 #
H [8.0~11.4], xfH#ET5.4 » H [4.8~6.6] TH V., *IRFEL LT, 3 AOFHRETH
HHEMICEBICIERE 35 2 EPBRGES Lz (BRI Y — R 0.52 [95%CI : 0.39~0.70],
Frffl p<0.0001 (/&5 log-rank #7E]), £72. R FEFMEH TH 5 5 F ST
7E (BICR) 24-3< ORR (FE#h% [95%CI]) X, 3 AIFHEET 26.1% [18.2~35.3], %}
FERET 1.9% [0.2~6.6] TH Y, *FREEE EE L C, 3 AP CHRETFMICHEEICHIME &
BT ERREEES N (v X 19.10 [95%CI : 4.41~82.80]. Al p<0.0001 [J=H
Cochran-Mantel-Haenszel 7€ 1),

S 6T, BIRFHEEEH CTh 5 2 AIPFHEE & XFIREED OS (Rl [95%CI)) At L7z & =
A, 2HI0FHEET 8.4 » A [7.56~11.0], XIHETH5.4 v A [4.8~6.6] THYV ., 2 KIGFHEE
VIR L LSRRI A B R IE R A2 LT (BRI — REE 0.60[95%CI:0.45~0.79]
Jr il p=0.0002 [J&51] log-rank ME]), [F U< BEKREHBEE TH 5 2 FIOFHEEE 3HREED
BICR HiEI25< ORR (F#h# [95%CI])) ZLb#kL-& A, 2 AI0FHEE 20.4% [13.4
~29.0], XA 1.9% [0.2~6.6] TH V. 2 FIOFHBEII BB LR FIICHEZICE
ETHho7= (v X 18.72[95%CIL: 3.15~59.80]. /il p<0.0001 [J&% Cochran-Mantel-
Haenszel K:7E]),

PbEDZ L RAIOREEX T E L LT IR AALFRIER ICH M U BRAF SR
AT HIREYIBRRAE 72 AT - TR O - B 23T L,

(DBALERERICEE LT: BRAF BIFERZE T HRAVIRFRELPRRE. BRAF &
BFERZHTHRAVRFEELGZRRBRRDEE)
KAl E B = AF =T ORERPRIEICB T D TR ALRIRERICHE U BRAF & a1 AR+ H
T HRIGUIBR R RE7e HOR A | [ BRAFEIZ TR %21 3 2 BIRUIBRAEE R FURMRA (b
DOFHRES TR L, ENFE DR (ONO-7702/7703-03 3Bk, LLT 03 3ER) 1D OpkiEIC
HAOXETE LT,
03 7Bk CTix. BRAF V600 i#{n A R4 H 7 2 RIGUIFRARE /e FR RS O BE 2 38, K
FlL =2 F =T OHBIEOHIMER WZeM 2Bt Uiz, EEFMEE TH DMk
HITEICE S ORR (K [95%CI]) 1. &KL 22 #llB\W\ T 54.5% [32.2~75.6]
f@@\9wMH@T@@(wz%)m$m_&ﬁbk%@£@$5n%%iﬁoko
7. 03 RERICIIT 2 MR O B ERAERF 1L, /LR RURARE (W37 FLERE) 17 1,
@hﬁ% HMEIE 5 B Th v | HURIREAE O B IXBER I N2 h o 7o, KRR ORST H g
HIEIZ L D ORR 1L, s BB HURARE T 47.1% (8/17 fil) . HARARA LI T 4/5 I TH Y |
AL X BT R R S iz,
512, 03 HAEBRTIT. FRIEEIRIEI L LTo 1 FILL oo i & PN R B AE R 52 25K
(VEGFR) %ML U7/ FEERERIC S U CRIGR, AR XA s & I & 7= B 2
4L LTHEY ., VEGFR ZHEH) & U724y FHEAIERIC K 2160 2 A S 22V RIBHEE] (RS
) 25 261 (S ERURVRAREE « 1B, BUIRBRRbRE - 1 61) %%ﬁﬁmﬂom( A
FORIRE 16 B, FRARAMbIE « 4 ) BEkS 7z, Sz Jef)E 7% ORR I3KIE
B (RESE]) & OBERERFIC W T, %n%mzmm&uam%(umom)f%b
VEGFR ZHZH) & L7z FREIRIZ L DBRBEOF I L 6T BYNHR I Nz, Ll
N6, BRI U 2 B < AR I B W TiE, BEfFIAR T 5 VEGFR 21y & L=%y
TIEREE DS RRFEHRER O A I RS W THERB I TWA Z L akE 2, Aflbe=2xF=7
DOHFREEIL. VEGFR 28R & U= RIS R LTS, AN U IR E S & Ik S
CREETHIENEYEE T, — ., BIRIRERSLEICBW T, PTRARTHDLHZ &
F¥ 03 RBRIZBWTHRINT-ANMEZEE 2, KA =2 F =7 OHERAEEIX
VEGFR ZFER) & L7200 AR R % U TR AN S AN i & W S = BAE I BEE?“\
VEGFR ZAZEH) & U720y FRERERIZ L DIRBBEDO 72\ O ZIBR OGN & R BRELE
HDH I ENEY) EE X T,
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AEDZ e, RANDOFHREITZIE L LT I ALFFEZIZHEE LT BRAFBLE AR
AT HIRIGUIBRA e/ FURIE | [ BRAF Bin 1A R 267 HRIGUIBRARE 72 FUIR R 7>
b 2% E Lz,
¥1: VEGFR ZAZE1) & U720 THERVIRIZ L A TRME AT A & Il S 7o B, 2 bR FOHR s 22
FHTIIERBOSHREREAEA L Wiz, BRI EEERE CIEEMEE &0 L T\
72O THoT-,

2. DEXEHRICEETIIE

5 MEEREXHMRICEET HFE

(FhREEIE)

5.1 +0 722 A3 Z B E UM AR 2MAIZ LV . BRAF BinF2Z2H»
HERINTBFTIEGTH L, MAEICHT > TE, AR S RG22 3K o
MITEREIRE A ND 2 L, Il KGR S VTR W 3 SR R AR L B
THERIZOWVWTIE, LTFTOU =T YA M BAFARETHD -
https://www.pmda.go.jp/review-services/drug-reviews/review-
information/cd/0001.html

(BRAFRIGFERZEZH T HRBURTECELERCE)

5.2 117, ERIRAGRT) DHDOWE 2RI L, A OAFNER O etz o B L7 b
T, HISEEOBREITH Z L, [17.1.1 2]

5.3 AHNDIERAMIIRIEIZI T 2 H IR OLEMETHSL L THZRUY,

(RALERERICIEE L - BRAF BIEFEREZE T 5 AHURTERLET - BROK

7 - ERERE)

5.4 T17. FRIRAGRT) DIHDOWE 2RI L, A OAFNER O etz o B L7 b
T, HISEEOBEREZITH Z L, [17.1.2 M

5.5 KA RAIFIEIZ I T 2 A MR O A PEITHESL L TV,

5. 6 KA DU I 1T 2 A BE K OV BPEIIHESL L TUV7RW,

(BALERERICEE LT BRAFBGTFEREH T 5 RAVIBRTREL BRIRE)

5.7 Bt a v RIT K DIRROEIR & 72 5 BEICBW L, HHEREELT L2 L,

5.8 FRAFERITHA AN BT B ORI EIZ O\ T, 117, BRG] OHEOW
BERBF L, RAOFNER R RMEE 3 g L LT, IS EE ORIRET
5Z &, [17.1.3 2]

(FR3L)

(RHEILIE)

5.1 AHIOIEMBET M OERRRBREGED O . AANC L0 BIRF SN D3R 2155 T2 01T,
RIGUIBR R RE R FEME BANE, 23 AALFIRIER (CHIE L 72T I BRI RE 72 AT - TR D
FE N « B M OARIG BIBR AN RE 72 LRI [ 35 1) 5 . BRAF & n 28 S5 4 # U] 72
BAEICIVER T2 ENERTHDL EER, [H0RRRE AT DWEE X IHRA
MR 23T DALY | BRAFBIZ FERP R INTBE IR ET L2 &, ik
o To > T, AR SR 2 I E IR S T EFE R 2 W2 2 &) & 2hne
IRICBEE T DR & UTRIE Lz, A% b LWL, METIESENARE S
LAREMED D Z L ABE L, ZMIHEOREITETICRE LT,

(BRAFRIEFERZATHIRAVRTHELELREE)

5.2 BRI T17. BERAGE] O TIL, FEREIRBGEZ AT 57201, g b
> 7= BH OfEE O BRAF Bin A ROMEIC O W Rt Lz, 117, BRSR o8
T HREEFEE SO AANC L DIEREDONKT v bV A7 4y ER LT BTl
JIGREEBINT Z2MENH D 2 LD eI RICE#E T 23 E & LCIT17.
RAE ) OTEONREZ B L, REIOF M L e %2+ B R L7z BT, i
BEOBREITIZ &) BZRELT-,

5.3 BRAF BEZFERZAT 2BMERANICI T 2 aiBhiRIE & L CoOARFIHM T
AF RO = A F =7 OO ARIEDO AR V2 BV IS DTV RN T2,
IAF O R IIRIEZ I T DA MER VLRI LTV RV, | ZRIRE U3
RICHETHERE LTRE LT,

14



(BALPRERICHE L BRAFEGFERERY HABUIRTREGTETT - BREORK
B - ERE)

5.4

5.5

5.6

WAL O 117, BRG] OE T, EERBARBREEZHAT 72010, it Lh
ST BE DL O BRAF B A ROBAICOWTRE L, 117, BRRBE) 128
T AREHFEE SO ARANLDIEEORRT v bV A7 48R LTz LG
IREEZBRINT DXL ERH D 00  RE NI RICEET 2R & LCIN17.
IRASAE | DIRONE 2B L, RAIOFME K Ot 2+ 1B fR LTz B¢ s
BEOBRNEITIZ &) ZRELT,

BRAF #EfaERE2HT D « EEICB T DI mMBELE L L TOARA RO E
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(FFAmE ) 2 /%— |k M JE R Frae =i
AEBEMRS)
= ¥
| sy 114 % Fi
L 1A Haak., 5 | @ERA 40 SRMENHE .,
ARRAY-818-102 | Fit, #E/EH(L, BHEROPH,
(FFAmE ) H A& 5, 2 A,
way 7 B A% RIS
— N
WAL 1A Hhask, kG | BEERASMT 4 T ANTG A
CLGX818A2101 |, H[E#H S5 I Eh e,
(FTAmE R Frae
TR E
EREAL RIS 1 AH Lk L, FE | BT U 3Es Mt BRAF # | 107 MTD/RP2D,
CLGX818X2101 |E#H. HEW |BmTLR2ET2EEHEANE | HEWE 54 | 22k
(FFAmE ) W, ORESER | B (HEWE R O EIER) | AEJEK 53
ATTEEYIRARE 22 1T - B3 | (AARAN @ 4)
DOFER - B RaE (R
DH)
S5 1A ZharxILE, I | JFHRERE 2 B4 2 BEF K| 13 SR ENHE,
ARRAY-818-101 BiR, HERG. | JFREEIE & etk
(FTAmE R
HESM 1A B, G | EERA 15 IR EhRE
ARRAY-162-105 . 2 BE, AT (FRFF—
(FFAmE ) BEM R, B E L& DOR)
JIEF, 2 #30% pree=yiis
3 W7oz
— N
HESM 1A B, G | EERA 32 IR ERE
ARRAY-818-105 | #i, 23—k, (RYy =y
(FFAmE ) 2 #1, — LR
[i] 72 B NFTE A
EDBEA) .
2k
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(BALERERICEE L: BRAFEGFERZEH T HAMURFEELET - BROWEHE - E
BRE) 2020 4F 11 H 2hREEINEE
(EZAF=TJ - +vxo v JHARS)

=24 ¥
ﬁfﬁaﬁf R o s e &
[ B 4L [R5 AR ZlugxILFE, FEEMK. BRAF V600E £ # %4 | SLI : 37 B,
ARRAY-818-302 | JExtift (SLI &), T OIRBOIRAGE /2 | (AARAN - 7) | SpEhiE,
(FEAME R MtE2it GBI | | 47 - B3O - B [ - 665 | 22Nk
eI GEIAHOZ) | | B (AAA : 20)
FEERHE T O 2)
(EZAF=_JHRAKRE)
RO R . "

SLBRE PR PO %k B
HESNES 1o #8,/ AR | Sk 3LE], (4 I b #A] 126 B
CMEK162X2110 | FE&SH, BRAF V600 ZER %A 9 54T | & I b : 47 | IipEhRE,
(FEAME R FH W B AR HUAE 79 | Zelbk.

Hesxt (55T AH] (1) BE:11 | A5

(1) BRAF V600 ZE & & A4 %1k | (2) #f : 26
WU RE A AT - FR o | (3) Bf @ 42
KN - ELE B
(2) BRAF V600 £ 8% H 4 % 5
PR R B (BRAF FHEFA
BEIGRH)
(3) BRAF V600 £ 8% A4 % 5
PR R R (BRAF FHEFA
S EU)
(EYXxo T JHAKRSE)
=4 ¥
e T A 1% i A
ERIERIZS [bAE, | Zhisk IR, FEEM, BRAF #iz+ER%4A | 156 HE,
A MEWHHE (HI1b HO | T 2EEERTEE/RE | 55 Tl : 54 | 2ok,
CLGX818X2103 | #)., MfEXA{k GEIAHD | 47 RO - B | 9 1 © 102 | A5k
(FEAE A ). FERR B Ib D | BE (HAA :6)
A) | FEEHH GE T A
)
(KRFIBEHIRE)
2 £ =
ﬁ;ﬁgﬁf _;;f?/ s % H i
[EIBR I [F S 1 4H E2 &N JRPTHETT X XA E BRAF #1x | 107 S BhRE,
CLGX818X2101 | FHE#. FERPET A ESEBREGIERY | HEW : 54 | 24k,
(zBEED FH B RS R OV R UTis | YR« 63 | BAE

FHEIEK, WO 20 AT - IO - | (HAN : 4)

FHst B RE (HEIKOR)
(DRALERERICEE L] BRAFERGFERZEH T HRAVRTELRARIRE. BRAFE&E
FLEREZATHRAVIRTREGCRRBERSERE) 2024 4 5 A XhEE BN
(EZAF=_J#tE%S)

2 £ =

ﬁ;ﬁgﬁf _;;f?/ 4 i H
[ N5 AR RRBR % htigk 4L, BRAF V600 #5 AR HT | 22 HE,
ONO-7702/ IEEMR. SRR UIBRAHE 72 FUIR R ek,
7703-03 Hesxt h@hhe
(R
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2) EREREEHER

(€:37V)

(RFEHIRE)

1) EfEERE I AFEEBR (CLGX818X2101 #ER) 1219
(RG]
&S 7 = — X TliX, BRAF V600Z 2 41 7 5 R ATl T IR o 2 B 4 il R
FHAM) & KR, AHFI50~T00mg% 1 H 1A X 1X75~150mga 1 H2mFE &5 L= (%
FE2~1001), FAIMMAE (MTD) OPE £ T UZTRBRIKIEA K& OV i [ R B O EE R ©
HAEZHEEL THLENULEORRT v RELNRWE REN T 5 £ T, AEH
B &MkGE L, MTD K OV IARRERHESE A & (RP2D) ZMat L7z,
FHEJER 7 = — X Tld, BRAF V600ZE 227 5 MATHEIT S L < 1T O EME R A
JEBE AT U BRASGE 2R AT « I8 OFENG - B B 5351 (B RN B4 % & 1e)
TG, AFIOBMEH E300mg 1H 1A 214 H R 05 L=, AFI300mgk 5-H112
ﬁ%%&@l%%ﬁ# YETERVERKRIICE K72 Grade SXITADFEERNRBD 5
NWiero e A1E, 1560 HIZ450mg 1H1BNZHET 5 Z & & L, D%, HENSME
LR D EMENNEHLT D £ T450mg 1 H 1[I0 H EZ kiR G L=, 1A 7 %28 H T &
L7z,
(FEFMEE)
P A 7 AUTBIT DA O HEHIB#EME (DLT) REEHRIL, HEBH 7 ~— X T14.3%
WM%W\%$#k7I~X@Eﬁ%@@@%3%(ww@%)ﬁ%%k7:~f®%
R NRE /R AT - B OMEN « BB T17.6% (3/17#1) THh -7z, AH|DE/DLT
1%, PAEIR18.5%. MiIIRE18.5%. J%9711.1% ., BENET.4% ., FIRIET. 4%, EH:5.9%.
BI5.9%. FRRE4.1%., RAMERER 3. 7% KO 7 MR 3.7% T - 7=,
(2]

FHERLIIAE ., BIERIL., HEER 7 = — X o4 h5241] (96.3%) . HEILK 7 = —
A DEVERAANEC355 34651 (97.1%) . HEIEK 7 = — X OIEMYIFRRAE /R HEST - FF¥
OFERG - B C18BIH 176 (94.4%) 2RO LIz, ERAEFESG (B0%LLE) 13X,
FHEMIHE 7 = — X C, P R ASIEGERE2861] (51.9%) . i A{E2761 (50.0%) .
RE BN M OV 2401 (44.4%) . % 9 BENE2241 (40.7%) . LM LAiE2141 (38.9%) .
WEIE2061 (37.0%) . BARIBGE N OV 57451961 (35.2%) . #EFIE18H (33.3%). FifF

H K VIR A 1761 (31.5%) Th -7z,

HERAEFRIT, HEWHE Y = — X C314] (57.4%), ARIEK T = — X0 EERANE
T18%1 (51.4%), HEIEK T = — XOIRMUIBRAGE /R HETT « TR O - B T8H
(44.4%) \ZRD BN, HEWHE Y = — X285 ER2b0 (5%LLE) X, &F @k
REAX F561 (9.3%) ., SEELIRRE K O\EER 4530 (5.6%) Thotz, ZDH b5, $EELIREED
261 (8.7%) 1XIEBRE L OREBEBENEE T2V snTz, BEFILICEST2H
ERLT, FAEWE 7 = — X506 (9.3%). AEILK T = — X0 R E T8
(22.9%) HEILK 7 = — X OIERYIRAGE /R LT - TR OFE 5 - E 9 T34 (16.7%)
RO LN, ARIER T = — X285 ok, B [EERAE 26 (5.7%) .
RO RE R AT « FFREDOFENS « EME T8 (5.6%)] ThoT-, 1THINEL (RH
HEAT « 1661, B EERIRREIR T  141) L. 2H KRBT O 1ITIRBRER & DK 5B
BNEETERWETM SN2, JFREN A U RREITORE S Y 2k & %
2 BT,

FHEWH 7 = — XI2BW T, AFIDO MTD % 450mg 1 H 1[HlE L=, HEIK 7 = —

RIZHEW T, MTD/450mg $¢ 51286k L7 ¥l D 34 il D22 4 J OV 2 5l L 7=

FERL 10 B YA 70 1 O DLT 238l Lz LW S, 55 7 611X 300mg ~

OWENMLETH 72, DLT, Grade 3 DHEFRL OEELHFEEROBIISELN S

Mol-Z &, FEREZOEZOHENVNE THoT22 LY, & wetra 7 74

JVISBIE TR -T2, HEYER 7 = — X TAAID RP2D % 300mg 1 H 1 [ & i

i 7=,

1010 Bl 1 B, BICAK E ORREBENEE SN2, Fkéi7e DLT RBELE

FHITZ 9Bl TH -7,

JNEPEESL TR - WS 1A (CLGOX818X2101) BRAkE ((ENERL) /KGREREME R

Delord JP, et al. Clin Cancer Res. 2017; 23: 56339-53438.
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) AAID (BRAF WMo+ EREZHT HRIRUIBRARE R EE R ANE, NALBRIERICHEE L2

BRAF B5ERZH T 2HRIGUIBRARE 2 R IE,. BRAF G5 T ARE2H6 T HRIGEIERA
/R R L) ISk L THARENTW D HIEROHEIL, TE=2F =7 L oftHick
W, EHE, RAIKIEZ 25 72272 LT450mg # 1 A 1 B ORG-S, ok, BE
OREEIC L VEERET 5,1 THD,
F1o. RO (RAACFEIERICHETE LT BRAF GG EREZH T 51U/ T -
FFEOFENG - B ([ L TARIN TV D HEROCHEIL, Yo~ (G
Z) EOBH., XFE=AF =Tk YR <7 (Bor#iz) EoftHIicBsW T, #E
WA T 27 7227 L TC300mg & 1 H 1ERAKRET S, 28, BFEDIREIC
X VEERET D, THD,

(3) HERBEBEREER
(HE)
(EZAFZJHAKRE)

1) BHEIb/ THEE (CMEK162X2110 #R) 14.15

(% 1 Db fH]
BRAF V600 £ ¥ %2 49 2 I TEE M ABE 2 X521, AE|I RO E = X
F=TONFREELE FEE LT & 20K KMHE (MTD) KO TR
HHY Bl R (RP2D) a5,

(4 4R]
BRAF V600 £ 5213 2 TEE NS ABE Z R, AFIKROE= 2T
=T OB REEE FEE LT & X O MER OZeE AR S,
WERT A v | ZhaexdtlE,. FEE M. S, FEx SR

(2 1 b #H]
BRAF V600 2 5% 2 A3 2 JR FTlEAT SUTERE RO EVE R AR, 153 DI
ANEEZRHETT « PRI DR « B S OO B A 47 B

EAigEN
BRAF V600 ¥ %2 H 35 LI FOHEE 79 4l
PSES 1 BE AR EREIR IR DM e R BIR R AR 2 AT - TR D

RN - LB 11 1
4 2 B 1 I BRAF BLEAIAHEIED & 2 TS SXUL B RE0 E
Ve TR 26 51
4 3 IR BRAF BLEAAHEIE D 72\ RFTET T LB 1B
PERfE B 42
(4 1b £
- RFTEAT UREBAEENE BAME (AJCC OIS A7 — VI
B~IV) & AR HEE I ST
CHEFTHIO IR SIR AR AR HEAT - TR ORENG - B & HEE I S
e
SRBREHEE L OBEICHES < ZOMOBEIES A O BE T, HIIEROH
WS VAR S HEAT U 7 S S U0 80 AT 2 72 B VAR O 72 S %
% B
BRI | (1 40)

1R ZDCE RN R IE YRR O 72 W IEITH O TR U R R RE 7o HEAT -
RO « B & EZW SN BE

%2 B BRI O®INA) BRAF [HEA# 5% 21T L7 BTt T
IR M B EAE (AJCC HHEICHES < AT — Y MB~
IV) LR E W S B

% 3B - BIRW) BRAF FLESIARIGE O Jm il 7 XU THEB M R
fE (AJCC HHFIZH S 27—V MB~IV) &Mz
MeEZk Sni-BE %
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-1 EIC RAF BFHEHR E MEK EROHERG#%C PD (#17) 25
D HNIZEE G 1T HHABRD )

SERMESUIRIGIR OBBIR B2 H 4 5 BH

- MR [ EEE (CSR) . MAIEHHIRPAZEE (RVO) 72
ET XIFAN—=RA T A URFZIREF R A IS L > T CSR/RVO DSk
NTZ2A9 5 &l S BRSO R 24 5 84

TARBROMEEYE | - BRI AT R A AT D B
SRFRAL - W) R IR & 52 T T FEECHIRE S A ST R S R B R A A
TRIEMTER 2 £t U, RBOREET 3 UL LR O AR b/
WESH BN A, SUTTERATRR 2 50 U, sRBRReknT 3 4L
EEFEOFTRBERD SN WE DM OETE A A
s b MUERET A LAY L TS B
- )72 CYP3A4 OMFAIZEH L TV D EE %
(% 1 b #H]
AHI50~800mg & 1 H 1R E=XAF =7 45mg # 1 A 28], &0
TS L= (50mg : 6 5], 100mg : 5 5], 200mg : 4 . 400mg :
5%, 450mg : 13 %1, 600mg : 8 fil, 800mg : 6 f5l), MTD DK EE
TXNTTRBRARAEE K RGO =M CHEZHEL THL 2L
LEORXT 4y ERBELRRWE RN T 5 E T, MTD KT
s RP2D # it L7z,
R Y
AH 450 XX 600mg 2 1 H 1Al E=AF =7 45mg % 1 H 2 [A],
RO eSS Uiz, TEFHEIE RECIST A4 R4 > L1RICK D,
B 1A 7 VTR, B 2 YA 7 TR, 2 O%IRTRER 5+
8HEM (2% A7) wIcHIT (PD) NRDONDHETIT-7=, PD,
FARTERVWEMEORB UIRZEOREIOWTNNARELSET 4 8
A 7 LTk 5 L=,
(% Ib MH] JHESIRAEM: (DLT) OFEBUHEE
N (FEOAR] 8 1 #EORi = br—L=k (DCR¥),
ERFHIFHA % 2 BERL O 3 BEO%4)% (ORR)
% : CR+PR+SD
T [ 1bfH] ORR %
;:v[{ a\/ IE
AIUGHIAR | e k9] PFS. TTR. DOR. OS %
(4 1Db #H]
(EEFEHEE)
DLTI. AHI800mg+ = A F =745mghf D 1FIZDHFRH B, ik
Bk & O R REIR NS E T E 72\ Grade 3OBIEI AN I L=,
(R P ZE B )
- ORR
e ZORRIT, AAI450mg+ B = A F =7 45mghf T53.8% (7/1341) .
G AHI600mg+ = X F =7 45mght T25.0% (2/8%l) TH -7z,

(Z4&i)

HERGT, &5 47 H1% 47 #] (100%) . BITER X 47 Bl 44 45
(93.6%) 1T bz, FERAERERG (40%LLE) 1%, B 26 4
(55.3%). NI 25 B (53.2%). 57 21 5] (44.7%) K OMERL 19 15
(40.4%) ThH oz, BEELRAEFGIT 196 (40.4%) RO LI, £
72t d (2BILLE) X, N 3B (6.4%). M. L, NEM- FEL
FEWED F U KERIE R OB A2 2 6] (4.3%) Thote, #
HBRIFICEST-HERELIT 46 (8.5%) ICROHH., ERbD (24
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LIE) 13, ALTH#INA CASTHINA 261 (4.3%) TdHh -7z, THIAFELT
(RBIET) L7ohy, RBREE & ORRBRMAEGE TE v Ll s
FETITRE O e o7z,

(BB A]
(FEFEHEEB)
- DCR [#1#t]. ORR [ZE28E K OV 3RE]
DCR*, ORR
H1RE Homt iRl
(IREUIBRAREZ: | (BRAFBHERNE | (BRAFRLEHNG
AT - FROK | RBEO D DB | RIBO W
15 - EIFEAE) | BEMEReERY) | EEREERE)
RS E AR 11 26 42
DCR (%) 63.6 73.1 95.2
[95% {5 F& X [t ] [30.8~89.1] [52.2~88.4] [83.8~99.4]
#EORR (%) 18.2 42.3 66.7
[95% {5 F& X 1] [2.3~51.8] [23.4~63.1] [50.5~80.4]

% : CR+PR+SD

. (Ze2ME)

HEFRRIL, %G9 F 795 (100%) . EIEM X796+ 7741
(97.5%) \Z§RD BT, ERAFFGIL, FH1RECTIEL FHISH (72.7%)
K OMEM-6%] (54.5%) . H2RETIX FHI14%1] (53.8%) K OMEM-945
(34.6%) . E3FETILHELL206] (47.6%) K OMEM-14%1] (33.83%) TH
ST, BERAERERIT., FIRETITAH (36.4%) . F2RETIL124]
(46.2%) . H3WETILI5M] (85.7%) IZ§BH BTz, F72b D (261LL
), B GRETIBI IEAL6H (7.6%) | B M OVFEEAE5H1 (6.3%) .
‘7 LTI = mEA] (5.1%) ., 1K) R U v AMSESH] (3.8%) ., &,
T, BEPAZE R OFERA-261 (2.5%) ThH oz, BHHPIICEST-FE
FHII B GRETIHFTH] (8.9%) IZFED Hiv, Ak R4, ALTHEN,
ASTHIN, ftf 27 L7 F R AR F—BIN, &2 L7 F = ME.
OMAEZE | DU R OSRAS M = = — 1 S F— & 145 (1.83%) 28F6E L7~
SHIMIETS (LT : 661, DARFEZE : 14, JRIRARH « 161) L7223,
BRI L ORISR EE TE 20 & SN2 TTITRB D e h

ST,

Dbz s, RAIKOE=XAF =7 OO HEIEORP2DIX, AHA
450mg 1H 1[4+ = A F=745mg 1H 2[0] & fEawfr T bz, 7z,
ARBRIC BT 5 AHN450mg 1H 1A+ B = A F=745mg 1 H 2[al D Hf
PEOKERIIBIMARBR TCOILRIBFE T 20 THo 7,
/NBPER L T VESNES Th AR/ A (CMEK162X2110) iBRpkit ((EPERE) AGREFREARE B
J Clin Oncol 33, 2015 (suppl; abstr 9007)
) AR O A Z T T EEUTERIL, (BRAF BB TER AT HIRIGUIR N2 B R, RAAlk
SPRIER I U7 BRAF B T AR 24T 2 IRIRYIBRARER FUIRRE, BRAF BT ERZHT 5
TRIGUIBRARE 72 FURIRA M EfE) OV (S AALTFIRIER ICHE L. BRAF s AR 26 21589
PRARE 72 HETT - R ORI - BEE Tho.
AHND (BRAFBETEREZH T HRIBUIRARE R EERANE, A LFPRIERICHEE L /- BRAF&
BT EREET HIRIGOIR R RS, BRAF 85 72 B2 A 2 RIGEIBRARE 72 BRI b
) IS TARREN TS AEROHEIX, TE=XF =7 LIk, @E., AT
a7 7x=7L 1L T450mg % 1 H 1 EEAKE5T 5, ok, BEOREBIZLVEERETS.] Th
%,
Fiz. KENDO (DAACFIEIER I U2 BRAF BT AR EH T 2I5EYIBRAGEREIT - RO
W - B ISR L TERBINTOIHELECHER., ey v~7 (BETHiRz) Eofff, X
HEE=AF =T ROy X ~v7 (BEHEEZ) LoffHIZBNT, B, A= a277 >
=7&L1LT300mg 4 1 H1EREAKEGT S, B, BEOREBIZIV#EERETS,] Thb,
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(RAIEEEERICIEEL- BRAFRGFERZEHT 5 ABURFRELET BROBE-E
BE)
(VX< JHAKRE)

2) BNEI1b/ THAER (CLGX818X2103 #kER) 10

(% 1 Db#H]

BRAF B AR A2 BT 5B UIRARE I T - BB O - ElmEE %
SR AFI R O v~ 7 +alpelisib™ OFFHEEZ Eii L7z & & O
KiitfH&E MTD) KO DFHRBRAELEHE (RP2D) Z/eETd 5.

H (45 48]

BRAF B AR A2 BT 5B UIRARE T - BB O - ElEEE %
SR, AFI K Y %o~ 7 +alpelisib™ OFFHEELZ Eifi Lz & & DOF
i e OV et 2 Mt 5,

X1 [EPNARAKGR

v o | BWERRIER, IS R (55 1b ) . R GETAR) . R (5
Eitu\‘ hﬁ_/l) =
RTTAL | o). B (514)

e BRAF &G ERZ2HT IR0 REERMEIT « HR O - EREBRE
156 % [45 Ib#H : 54 5], FIAH : 102 B (ARNEE 6 HlE2ETe)]

B YIBRANREZRIEAT - FRROFEN - BN T 5 2 L 2SRk UM
FHYCHEE W S TCBE

- KRAS #/EM K& O BRAF V600 25, XI3Z Dffiod> BRAF V600 28573

TRk TE i Sz /B3, T OMo BRAF ZRPHER SNIZEBEICS>VTE, 1R
BRI & O 25 T AICSINAREE T 5,

s N= R T A IR 2 T R 1R T E 5 BE GEIFOA)

c R 3 WAULOBRE F

YR T | RV AT XEFOMO EGFR PLESKC L B iR HEE
DHDHEE CEUHOHR)

- RAF [H%E3E, PISK PHEIK VT MEK FHEIRIC L 2RO & 5 B

(GEUFHDOH)

< SEBEME ST RIGR OB R 2 53 D HBE

CEMEEE OB XA EAT 2 BE, 7272, mUNSIER ST R
EMESA S L ITRERE RN AOBRE . XITRIGHIEEI T O,

BN S = 230 TRERBGERT 3 AEMILL EFREBERD 5TV R W E SEES E RPN
ADBIE . UTRIGHHEFENTOIL, o, IRBRBEET 3 ERILL EFE%S
MNRD LN TWRWNWE DD EENADBREEZRL,

- JEBRERBE H-BRMART 6 7 A UINIC AR ZERRYE MmO FERE R LT
BE, 2D OFESIT @M M VE, IS RS R FR IR AR IE
K OVl FERRE % & o,

- VR ERFE G BRAAET 2 EBLINIC K TN 22 1T 72 BE AR EDO TS
TERICEE L TWRWEE

b MRERAT AR LTS ERE %

(%5 I b #H]
c REl+EY X TRE (2 FIOFHEE 26 6
AF) 100~450mg # 1 H 1 [FfE AT, BYF~7 %@ 1 H (Dayl :
400mg/m?2, Day8. 15. 22 : 250mg/m?) #HHRIN T, PRS-
N . « AF+ Yk~ 7 +alpelisib™ (3 FIPFHEE) 28 4
AIRITIE A1 200 1% 300mg % 1 H 118 & alpelisib™ 100~300mg % 1 A 1 [l
BEOT, BYF~7%2#EiZ 118 (Dayl : 400mg/m2, Day8, 15, 22 :
250mg/m?) FEARN T, PFH#& G-
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RBR T 1k

(55 L AH]

KA+ Y X TRE (2RO 50 i (HARNERE 6 filxEte)
AH| 200mg = 1 H 1 FRAOT, BYF~7%2@IC 1 [\ (Dayl :
400mg/m2, Day8. 15. 22 : 250mg/m?2) RN T, PFH#EE

« AFI+ &Y%~ 7 +alpelisib® B (3 FIOFHEE) 52
AF| 200mg % 1 H 1AL alpelisib®1300mg # 1 H 1[5, &O T, &
VX <7 &2 1 E (Dayl : 400mg/m?, Day8. 15, 22 : 250mg/m?2)
FRN T, PRS-

% 1 b TIE MTD X% RP2D O iE £ CH &M 2 fikee L. AsBriL,
T (PD), #FRTEIaWEEORE, B, i FE R o Al oI S
[FE ORI OWT N AE LD E Tk 5 TRE L LT,

1 ENARKR

FERHtIE H

[% TbAH] MEHIR#VE (DLT) OFREIHSHE
[ 1+H] PFS

ARG T H

[% I b #H] PFS, OS, &E#AE#AE. DOR, TTR %
[ 0AH] OS, mEMAEHE, DOR, TTR %

FER O EOBRERILTH 5 280 AREORE R 2 LLFITRT,

(%5 1 bfH]

(FEFMEE)

DLTX, 2KI0FHEE T, HEREREM 2461 F 361 (12.5%) 258D B,
AFKI200mg + & > ¥ 2~ 7 BE TR 14 z!iﬁﬂ400mg+)z/ﬂwvﬂ$f
MR, AFI450mg+ Y F o~ 7T LEXKQTER 1FH 23 FE LT,

(Z2t)

HEHRLIL, 250 HEE2661H2641] (100%) . BIVEM X266 912141 (80.8%)
RO BTz, ERAEHERSR (B30%LL L) 1%, 551461 (53.8%). MEHt12
B (46.2%) . MERIREEIB] (34.6%) . MEJH. aldm. (HEL, BEJE. TEAICEE
I RS K O8] (30.8%) Tdh oz, HERAERELIX1] (73.1%)
RO B, ERBD 5%LLE) X, IERESHE (19.2%) . MiZzsf] (11.5%) .
M ey ve s, mfEgE, o Lo A R & ORISR & 261 (7.7%)
Thole, BEHIEICEST-AEFEFRITAH (15.4%) IO HIL, ML
Uov e s, OEE Lk, MR RN NS R AEHE N OO 14 (3.8%)
DFEL LT, BRI (RAEST « 46, OMEIE 16 L7z,

(55 T AH]

(FE 2R E )
« PFS (SEHEReik B o [ Rk i)

PFS (EikERHEEDERFITE)

2/ OF
RS E AR 50
AR NEAGER (%) 42 (84.0)
PESH R [95% (5 HEHIX[#] 4.2#% A [3.0~5.1]
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(Z2t)

HEFRLIL, 251050615041 (100%) . BIVEH X506 414861 (96.0%)
%zsb%imio FHERGL (30%LL 1) 1%, FH&EOMELA 174 (60.7%) .
1441 (50.0%) . 571241 (42.9%) . & Ik & OVA E B 45 1141
(39.3%) . IEJ. RIEHIELOBEIB (32.1%) ThoT-, HEELRAE
F50325061 (50.0%) 1RO B, EobD (5%LLE) X, IE8E&OEA
WD ROSEBH1 (10.0%) . FESH] (6.0%) Thotz, EGHILIZE-T

frs AEFERII5H (10.0%) 1RO DI, B BFEE DR, FLEE QWL

Vo=, B, A Lo AL O P EREORAD A 161 (2.0%) 3FEHL
L7z, THISFETS (RERETT @ 661, 2288 0ME 1k - 141) L7,
PLbEDZ L AFI450mgE TOHETMTDIZIXE L 2> 7228, DLT
DREE, ZOMOLEEMNT — % RO EYEIRET — X L2 EBE L, AFIEWY
Y&~ 7 O HEEDORP2DIZAA|I400mg 1H1E+ &Y v~ 7 Lk
T 6,
1 ENARKR

/NEFERIL T3 - BRAF B+ AR %2HF9 25 mCRC BE xR & U ERELL RS o/l fH35R

(CLGX818X2103 ilg) (FENEEL AFRREREMGE B

1) AR D (DS AALERRIER (W LT BRAF AR T AR 2 AT D16 UIRARE AT - RO «

gD |

HLUTER SN TV ELOH R, Ty Fo~7 (Bl o, ie=

AF=TROEY X< T7 (ETHEEL) LoV T, @%, RACE= a7 7-=7¢
LT300mg# 1 H1EROKET D, 2B, BREOREIZIVEERET 5, THhD,
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(DBALEEERICIEE U BRAF BRIEFEREZEHT HIRAVIRTEGRRIRE. BRAF &
EFERZEH T HRAUVRT LG BRIRKSEE)
(EZAF=JHEAKBE)

3) EINE IH#E (ONO-7702/7703-03 ER) 1

BRAF V600 A& 55 249 2 RIGUIFRRRE 72 BRI B & 551
AFAJRORE=AF =T OUHEG2FEE LT & 2 OFIERONZE2E %2R
5,

M1 PREEIC TR S,

HE

RERT A | ZasdiF., FEER. o HER

VEGFR ##EH) & U7 THERIERITRIS, AR XA © BRAF V600 i

K5 (G AR 24T 2 B BIR R B2 B A 00 FR R A 22
LRI B £ 0 BRIA B e O BT 1T S iR 2 A5 5 Tk
B & 2l S C Vo 2
« e B AT o WA O ISR IR S ALK C BRAF V600 i
(TR = b 7SHETR S LT Bk
R A HEIE L LT 1 FILL L o f P B T - 7 O
2 - X AN - FE B SRF =TS VTG T =S

INUT B ZTE) TR LTRSS Rt & 7e o 7e . XAXTEREA R & B
AN S 7= B

+ ECOG Performance Status 78 0 X% 1 DHEE

c A7 Y —= v T RAER OISR BT, RECIST 4 K74 > 1L.1R
WCESWIEHIERTEER A 2 1 DLl AT 2 & Sl e S vz
BE F

- RAF [HEA], MEK AFANC X 5I0REE AT 85 (V77 ==72kk<)

SEBPERNERTS . IR U3 Z OMTE B AR PR R & A 5 B H

- MARESE AR PAZEIE OB IE A OFE, TR T ) A7 W+ (2> hr—L T

T 7plRAob AL TE PRUNRRPIRRL | e IR | RS FRAE (A SBR[ THEIE e RE %) 2 9~ 5 1A

» MR F IR PR ZEAE LA OMEREAVERR B (R DM MRS TR ISE | ARSI B
AT NNm B MES) OBEERE XIS OHEZ A 2 8%HE

SRR G0 BELINICERE OB I B HEEZ A+ 28F &

A 450mg # 1 H 1Rl &E E=AF =7 45mg # 1 H 28], B0 CTHHEE
BRI 15 Uiz, 1% A 7 Vi35 00 28 AfE] (k35 HIA)) & L. #T XUTLeet%E o
HHIZL DV EETE RV EHB SN E TR LMt TE o2 L L LT,

TEGEHETHE | 2253 (ORR) (7 Jf)iE)

ORR (EHHIE) . #E= s hr—s (DCR*2)  (JSZH s iE K OE il
HIE) . 2EAHH (0S), BHEEAARE (PFS) (iszrp JufE e OV AR
HIVGEHEIEE | HE) . 22081 (DOR) (BSZ JufliE i ONERHIE) . e BREGZIR Ol
NEPICHIE R ONERIEE)

%2 : CR+PR+SD
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(FEFMIER) GERELBIOY 7 S — 7T OFERE2 &)

« ORR (Jh~7.rp ) )
SREMIZE T H50RR (CR+PR, E4h#% [95%CI]) 1354.5% [32.2~
75.6] THY ., 95%CID FIRMEIL, FAMNIRE L7-FEEORRTH 55.0%
Z ka7,
RS T, 0 g T8/ THNCZE N A3 eE D H AL, ORR[95%CI11347.1%
[23.0~72.2] ThH o7z, Kiuofbhs TlI4/bENZTZ D580 HivT,

ORR (JRII I R¥ITE)

S ACH Ea -
RS EE 17 5 22
%% (CR+PR) %k 8 4 12%3
ORR (%) 47.1 54.5
[95%CI] [23.0~72.2] [32.2~75.6]

BEORR : 5.0%

%3 : VEGFRAFER) & U7 5y FAERHIT S U TR & T S 40 7= 20 (08 15 e OSSR o3k 1451
ZETe,

(BIREHMEIER) GREEB DY 7 7 — S o R 2 &)

- DCR. BEHREZE (AL SE)
AREMICE T HDCR (CR+PR+SD, w#E = ho—/L:R [95%CI])
13100.0% [84.6~100.0] T&H 7=,

DCR, RER#EMR CRIPRHE)

FEARILR (B L — T HRT) Aotk
AL KoL
FEAT R EK 17 5 22
Jm#ay fr— (CR+
PR+SD ) #il%k 17 5 22
DCR (%) 100.0 100.0
[95%CI] [80.5~100.0] [84.6~100.0]
KERAEE, FlE (%) — — —
5e27% (CR) 0 (0.0) 0 0 (0.0)
2% (PR) 8 (47.1) 4 12 (54.5) **
ZE (SD) 9 (52.9) 1 10 (45.5)
#17 (PD) 0 (0.0) 0 0 (0.0)
RGNS 0 (0.0) 0 0 (0.0)

%4 : VEGFRAFER & U7 5y FAERYHIT S U TG & W7 S 40 7= 20 (08 15 e OSSR 3kfi 1451)
ZETe,
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LEES

- 0S

EREHDOOS (FRfE [95%CI)) 1TRE [NA~NA] ThHol,

0S
53 (L Foy (A

RS AES 17 5 22
A X2 bR 4 0 4
OSH i K RiE FS=3
[95%CI] [5.19~N.A.] [N.A~NA.] [N.A~N.A.]
08 (%) [95%CI]

61 H 76.5[48.8~90.4] (100.0[100.0~100.0]| 81.8 [58.5~92.8]

125 A 76.5[48.8~90.4] (100.0[100.0~100.0]| 81.8 [58.5~92.8]

N.A.=not applicable

(%)

OSMKaplan-Meiersh #i#

34

100 == T
1
90 4 =
80 4
70
60 +
s
TF 50 oo
=
40 4
30
20 4
paxle
10 4 Ko
— 2
0, T T T T T T T
0 3 6 9 12 15 18 21(8)
HARE
at risk#k
MR 17 17 13 9 9 6 3 0
Esaule: 5 5 4 3 1 0 0 0
ESVN 22 22 17 12 10 6 3 0




« PFS (Jlis7 p o) )
SREMOPFS (P9l [95%CI]) 13k [13.70~N.A.] THh o7z,

PFS (B3I R¥I%E)

FER (V7 7V — T RAT)

AN
SEHE FoCHE i
RS E S 17 5 22
A X N FEAERFIER 4 1 5
PFSH JufE Az R N3
[95%CI] [4.63~N.A.] [5.06~N.A.] [13.70~N.A.]
PFS& (%) [95%CI]
6% H 79.0 [47.9~92.7] |75.0 [12.8~96.1] |78.8 [52.8~91.5]
125 A 79.0 [47.9~92.7] |75.0 [12.8~96.1] |78.8 [52.8~91.5]

N.A.=not applicable

PFS (MIiId®R¥FE) DKaplan-MeierBi#z

(%)
100 4 ;

90

80 4

70

60

BREH ok

40

30

20

____________________________

R T ————— e s L

Mz
Bl
— 2

at risk#

baxle’ 17 13 10

Evale 5

ek 2 18 13

- DOR (ffi~7 Fhgef) i)
BREM D 5 HIRBDFED L1262 38T, DOR (1 9E [95%CI])
1IRE [NA~ NA] Thol,

DOR (B3I HR¥IE)

G MW

o
o

FERR (V7 7V — T RAT)

124 H

85.7 [33.4~97.9]

AN

LR KM i
FEAT T S5 % 8 4 12
A R R FRAEFIEK 1 0 1
DOR 414 PSS PS5 i
[95%CI] [1.97~N.A.] [N.A~ NA.] [N.A~ NA.]
DORZE (%) [95%CI]

6% A 85.7 [33.4~97.9] |100.0[100.0~100.0]90.9 [50.8~98.7]

N.A. [NA~NA]

90.9 [50.8~98.7]

N.A.=not applicable
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(Z4it)

ME R A S & a O RIER 1. 22 2MERTf x5 2261 FH 2041 (90.9%) (1272
O BT,

FARRIER (10%LL 1) 1%, EL106] (45.5%) . BAKIGEK VT2 « RIK
FEARIN AR BIEBERES 661 (27.3%) . ¥ 55 B OV 1k 8 A 3] e 4% 5 451
(22.7%) . BAfE, b7 L7 F R 2RI —EHNn, mhr 7=
VAN, R U R—BHIIN R ONEE 451 (18.2%) . BRHCRED, y— 27
s L NEINVRT AT =T — BN, FURISREIR TRE, SHEERE, PR,
ZIEEIE. 3B, BRIREBIREDE. BNE KR OHRE RHEA 36 (18.6%) T
HoT-,

EEZBEMRZIB (4.5%) 1+ FHBBEEENRD b,

AFINIE = A F =T ONT ORI 59 (R I2F - 7R IEA L, BE
HERBA 361 (18.6%), i« BJEFBIRIT A IEMERE, SR BEUE % 1641
(4.5%) THHoT=,

IS E - ZRIERITZERS Sl o 1z,

ANBPERAL T - [ENE AR (ONO-7702/7703-03) iRERAKEE (FENERL) A&GREEIEAMLE R
1) AFONEE TR EET 2 EE (—EHEY 2BV T, FREARESNA TV,

(DBAACFIRIER (T U2 BRAFEBIGFER A2 AT HARIGUIRRARE 72 Bk i)

5.7 MEHES v HIT X BIREDHIG L 25 BEITB N TIE, YRR ELBET L2 L,
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(4) HREERIEAER
1) AIERITAR
(BRAF R FERZHTHIBAURTHELENHREE)
(EZAF=—J#HRAKZE)
DERLFRAENMERE (CMEK162B2301 3. Part1) 9

HHY

BRAF V600E/K 28 ¥ 2 459 5 IRIGYUIBR A RE 70 B vE B AIE RS 2 x5,
AT x2=T LS LT, ARIE O E = A F =7 OO 5.2 PFS 2 iERK3

DMERGEE L, BEMEIZOW TR 5,

XK1 PRHEIC TRA SR,

BT A

28— b, ZfigdtE, HEERL. JEER. WATEER LEGR

PSES

BRAF V600E/K R % A9 2 MIGUIRARE 2B RAERE 577 #) (AR
NEBE 11 plEETe)

EAR BRI UE

- JIPTEITOIBR AN RE XTIt D R e B lE ¢ L < 13RS AR o T B
i (AJCC 25— B, NMC EIV) EHEFHRICHEZ S T-BE

s RCREEIC K0 B ERAT O FEEEALRLZ BRAF V600E X% V600K A H 4 A
THZENHERINTRE
« RIGEOBE XIIRFTETUIBRARE S L TSt EERAE T2
— IR & U CORERIEEZ IR B ET L BH
+ ECOG Performance Status 2% 0 Xi% 1 DHE#E
< EHE, BRESTSEE KX ONERR MR 2N LA T O FEE A i 72 9 AR
< FHPERER - 1.5x109L Bk
CHfi 7R Lo~E S B ey 9.0g/dL L E
- i Ze Lo/ MREL : 100x109/L 2L E
+ AST ROV ALT : JR¥EME LR 2.5 5L T
(s B (X LR 5 5LLF)
cREULE Y Y ERRO 2 LT
s 7 L7 F =" 1.5mg/dL LT,
XiF7 vrF=r27 V77 AFEME (Cockeroft-Gault ) : 50mL/min DL |
< DBEREN LT O HHE A 7o 9 EE
c FEEEKHER (LVEF) : 50% 0L E [V FF—hAxy o XTbhxoma—Z L5
JE ]
s R=R T A OLAETHIIE L7z QT M 3 [BIJIE EE : 480ms LA T
- B EBAART 72 AN O MIE B -& MEREM T N e B RO
BE RIS D LMEFOR) %

TrpRAM AL TE

* RIGEO AR RIFRE 26T 5 BHE

< 7R 7 R B fid R OVKE R B I 0D R

- R - BRI O & D RS

- HIEERIREAZEIE (RVO) OBEFEREXIIFT RN H 5 L <L RVO DfEkiik
FEHETHEE (22 ba—/LARBORENEE SIS IR, kG5 i
BE ST RS TUE E MR O BEAE R4

- [AfEE B S s A OV 2 A4 5 B

* BRAF [LEA] (RAaT7 7 2= ¥T7T77=2=7%) KO/ T MEK Fi
EH (M AF=T7%) OIRFEREZET 585

c EHALFERE . TR O B E SIS R IE DAL OTREREE . B L <1E 2 [[]
PLE DGR X DRI O & 5 RPrE TUIBRAGE S TR o v B
Al B

- RERER B G-BRAART 3 38 [ LAPIZ K T SIS R 1k 2 52 1 7= A X%

ZTOMEDORIWER B EIE L T WnWERE

+F b7 r—2A4P450 (CYP) 3A4 0L ERITHD Z LML T
LIERFTHEEA 2 EH LT\ BE E

BT ik

BEAZ1:1: 10848 T3HBERICERELIL L,

c REH+ = AF =78 (COMBO 450 #) 192 4
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AH450mg # 1 H 1[H & B =AF =7 45mg % 1 A 2 [0, &0 CHHEE
cRAT 7 =7 HE 191 4

RAT7x2=7960mg % 1 H 28], #&0O CHMEKE
AN HAREE 194 4

W71 AH#I300mg % 1 H 1[H, &0 CHAME S
LB IR T AJCC G A5 — Y (IB+ MC+1IVM1la+IVM1bvs. IV
Milc). ECOG Performance Status (0vs. 1). —&RIBEEE L TOREHED
TBIERE (B vs. ) & L7=,
N B TN EMEZ A S (BIRC) HIEIC & 2 EEEATFHRM (PFS) [COMBO
ERE | 450 ve, <057 == 7]
B [ N RV
Bl e S BIRC H|@EIZ X5 PFS [COMBO 450 B vs. AKIHAEE]
2ATFHM (0S) [COMBO 450 B vs. XA T 7 = =7F] KO
[COMBO 450 £ vs. AFIEMEE], PFS KT OS [AFIHEMEE vs. RNAT
BIREHMIEE | 7 = =7 8], #58E0EHE (ORR), E&hE TOHIRE (TTR), #5E
BoOJFEE o ha—LFR (DCR*?), Z=&hH#IM (DOR) %
¥2: CR+PR+SD
T T OFREAEHTIZFull Analysis Set (FAS) Z MW\ T 306 L 7=,
PFS: F112.5% 2 &4 E /KT, AJCCHE I/ HE & RECOG PS# g il K+ &
L7z @ hllog-rankiR &2 & 0 fbT Lz, 5 — REei, E@RlbK-DAICCHHE
#4538, ECOG PSIZ CTH# L, @HICox[ElIFET /v & H v CWald® D 95%15
ﬁﬂ:ﬁ‘jﬁff HE X [H (CI) L EHITHETE L7,
OS : AJCCIHEA ¥ % 'ECOG PS % g Bll[A 1 & ¥ 5 & CoxIalfE 7 /v %&
W TOSONY— Rt AWald®l D95%CILE & HITHEE L=,
ORR. TTR. DCR. DOR : BIRCH|E &k OVAER =T E CREMM L. E7efifsT
(ZIEBIRCHIE & VW =,
KEWREHRIZ, RECISTH A FT A U LAIZHESEFEM L 7=,
(BEYR)
COMBO 4508% | _aT7o=78t | ASK|HphpE
(19211)) (19141) (19411)
S fiE 56.2 55.2 54.6
. (FEHE R ) (13.62) (14.18) (12.63)
A LT 57.0 56.0 54.0
/M, R KIE 20, 89 21, 82 23, 88
< 657% 132 (68.8) 140 (73.3) 154 (79.4)
IR e 60 (31.3) | 51 (267 | 40 (20.6)
b LN 77 (40.1) 80 (41.9) 86 (44.3)
B 115 (59.9) 111 (58.1) 108 (55.7)
HA 181 (94.3) 166 (86.9) 174 (89.7)
VRN 5 (2.6) 8 (4.2) 6 (3.1)
T AU A RER 0 2 (1.0) 2 (1.0)
LEES AN ZOf 3 (1.6) 2 (1.0) 2 (1.0)
R 2 (1.0) 12 (6.3) 9 (4.6)
T — & K 1 (0.5) 1 (0.5) 1 (0.5)
0 136 (70.8) 140 (73.3) 140 (72.2)
PS(ECOG) 1 56 (29.2) 51 (26.7) 54 (27.8)
N 57 & 191 (99.5) 190 (99.5) 192 (99.0)
BRIy 1 0.5) 1 (0.5) 5 (1.0)
B 0 1 (0.5) 2 (1.0)
mc 9 (4.7) 10 (5.2) 4 (2.1)
IVM1la 26 (13.5) 24 (12.6) 29 (14.9)
gﬁig VM1b 34 (17.7) 31 (16.2) 39 (20.1)
A IVM1c 123 (64.0) 125 (65.4) 120 (61.9)
LDH & i 50 (26.0) 36 (18.8) 50 (25.8)
LDHIE & & 73 (38.0) 89 (46.6) 70 (36.1)

FRZRLROROIRY | Bl (%) &9,
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(FEFMEE, EELRBIRFMEEE)
« PFS (BIRCHIE) == BT H#EH:
PFS (Ffli [95%CI]) %X, COMBO 450%£T14.9% H [11.0~18.5], X
LT T72=TRETT.35 A [65.6~82] THVH, COMBO 4508 £ (XL T 7
= =T RECH UREHEMICA BICIER 32 Z E it s vz (Rl —
FE0.54 [95%CI : 0.41~0.71] *1, p<0.0001 [&5log-rankfiE]. 2016
EEHI9RT =40 v b A7),

PFS (BIRCHIE)

COMBO 4508 | AT 7 ==THt A F B
RS ERE 192 191 194
A R FEAEREK 98 106 96
(%) (51.0) (55.5) (49.5)
PFS e 1?'3’6? 7.3% 1 9.6 1
[95%CI] 18 5] [5.6~8.2] [7.5~14.8]

(FHFmEE) (FEEBIREHmEE)

JERIAY— R 0.54 0.75
[95%CI] B [0.41~0.71] *1 [0.56~1.00] *1
JE5llog-rank k£ p<0.0001%2 p=0.025672

X1 : @HCox[ElFET L
2 1 AI2.5%A Bk

PFS (BIRCHIE) (MKaplan-Meierph#

100
90| COMBO 4508
A BB IRET
80 —— ARLASDOIZIH
704
t 607
B B0 e fe
iz
40+
(%)
30
20
10
O_ T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
at risk#1 e ()
COMBO 4503% 192 171 151128 107 92 87 70 57 41 28 14 4 O
A EIRIREE 194 162 125 99 84 71 68 55 41 28 17 10 1 O
ARASTT”J8 191149101 75 56 45 36 32 23 18 13 10 4 3 0
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LEES

(B FHER H )

* ORR, DCR, TTR, DOR

ORR. DCR*3, TTR. DOR (BIRC¥I)

COMBO 4508 | "ALT 7 == R ASKI B A
FEMT X B 192 191 194
e EORR (%) 63.0 40.3 50.5
[95%CI] [55.8~69.9] [33.3~47.6] [43.3~57.8]
DCR (%) 92.2 81.7 84.0
[95%CI] [87.4~95.6] [75.4~86.9] [78.1~88.9]
TTRH 4f 1.9% A 2.1% A 2.0% A
[95%C1] [1.9~1.9] [1.9~3.7] [1.9~3.6]
e EDOR A JE 16.6 % H 12.3% A 14.9% A
[95%CI] [12.2~20.4] [6.9~16.9] [11.1~NE]

%3 : CR+PR+SD

(Z2t)

BE PR A o0 BB 2 & e BIVE L. COMBO 4508 T, 224k BT x5 19241
116941 (88.0%). NAT 7 =7 F T, VAT 521864 1 1804
(96.8%) . AAKIHIEE T, ZZRVERFM*I 21926119141 (99.5%) (258D 5
b gy

FAREIER (20%L4 1) 1Z. COMBO 4508 Tl HE.L596] (30.7%) . TH#i
5201 (27.1%) . H 574861 (25.0%) LOMLH 27 LT F AR AR —BHIM
416 (21.4%) Thotr, AT 7 =7 FETIE. B T7461 (39.8%). it
FIE641] (34.4%) . HIZE51H] (27.4%) . L4961 (26.3%) . K7 MK O A
{b44601 (24.7%) . JCAEEEOSA66] (24.2%) . FHI44%] (23.7%). £
HLAEAILAE40B] (21.5%) KOREHE38%1 (20.4%) Th o7z, AAKIHM
FECIX, BBIEITHI (50.5%) . T « BJEFIRFNHAIEBEREIS ] (49.5%) |
REEIRE 7161 (37.0%). #@FA165651 (33.9%). HLb5661 (29.2%) . FEHLHE
5201 (27.1%) . FHAIES0%1 (26.0%) . HH4ATHI (24.5%) M OB FE
4641 (24.0%) TH-o71-,

FHELEIEMIL., COMBO 4508 T21%1 (10.9%). NAT 7 = =7 T25

Bl (18.4%) . ARFNEAMEET33H] (17.2%) IZT@BD B, F2b o (1.0%LL L)
X, COMBO 4508t T, 8. AL OFEED FV&261 (1.0%), <A
77 = =7 RECIX, BAEESH (1.6%). SEEFRERT, B2 Lk ORYLE
FFEA200 (1.1%) . AFIEIREECIX, B, BN &M % OB FRE 4 341
(1.6%) . BB, Wi, B AR, & i, B a5 A & 09
WA20 (1.0%) ThHoiz,

BH G 2 E S -RIWEAIZ. COMBO 4508t T1241 (6.3%), XRAT 7 ==
FEC2661 (14.0%) . AFIHEMEET194] (9.9%) IZ@BDH B, E2HD (1.0%
LLE) X, COMBO 4508 Tid, ALTHIIM &L CASTHINA 461 (2.1%) . y-GTP
#hnesl (1.0%). NAT7 7 x=7FETiE, y-GTPEIN, B & OOk @
PRG35 (1.6%) . Bl AFEME. ALTHEN. ASTHIN K O35 4 241
(1.1%) . ﬂxﬁlmﬂaﬁifi T - RIERFRINE AR BIEGERESH (2.6%) . M
H-3%1 (1.6%) . FH#l, EEUE, BRHFERAD &K OB EES 26 (1.0%) Th
-7,

FEEICE - -RITEAIL. COMBO 4508 T K& O H %BEZ% N4 1451
7o

b

/N E%EDDI% .5%3
) AF O (BRAF BIETAEREG T 2R B EANE |
lE=2xAF=7LOftHIC b\T WE, AT a9 72=7L L T450mg % 1 H 16
ROEET 5, ok, BEORE

=23,

LRIZEIAE (CMEK162B2301) Bkt ((ENEERDH AGRRRHLE Bt
Zxt LTHAR STV S HIEKROH

CLVEERET D, THD,
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(RALRRERICEE L BRAFEGFERZHR Y S ARVRTFREGET - BEORKE - E
FEHE)

(EZAF=T - 2YX T ITHARS)

QEMEHFRE MM (ARRAY-818-302 ik, MAELILFUAH/ S— ) 10

—RIBIE T T IRIBIE#% 21T L 7= BRAF V600E Z5 55 2459 4 A U &
REEZRHETT « R OGRS - BB AEE 2 512, % (ORR) KUOE4ALT
M (0S) 122\ T, KFI+E=AF =T+ YF T ~TOHHEEN, A
U5 Hr+E8YF~7 XL FOLFIRI [7 /v 4w w50 (5-FU) + 7
H#Y + U UlE (FA) 244400 25 ] +8Y X< 710%t U CESMEZ <30
EREET 5, Fio. BEMICHOWTHHT 5,

1 PRHE IS TR S,

X2 ENOBEFICH LTI, ATEREINTWBHESTHD LARKY JF— b af

517,
BTV A | S, IEEMR. BIEA L, BRI, FESHGER
w4 —IRIBHR L ZRIBH#2 12 81T L 7= BRAF V600E 2 %2253 2 15 UIkR R

REZRMETT - P ORENG - EIGIEEE 665 B (HANEH 20 flzET)

R UIBRARRE 72 ST - FRROFENG - EME Th 5 2 & AR ST
TR HEEZW ST B
c ATV == U TRIOWT I ORE T, S PR B S R AR B o
T oAk, EEEMIC BRAF V60OE 2R ZHT 252 & NMEESN
T~ B
B EIRIBE ST RGBT LB
- JEE D RAS AT — & AT D EHMOKRER T LI, BY F
~ 7 OF G I B
TR EREEYE |« ECOG Performance Status 7% 0 i 1 DB
< BBE, IRESEERE M ONEF R R AT Y LT o FEUE A4 72 3 R
 GFHEREC - 1.5%109L L L
s NEZ BBV 9.0g/dL LE
o M/ VRE : 100x109L LA 1
- AST OV ALT : FE¥EE_EIRO 2.5 LT
(s B (XS EBR O 5 £LLF)
cRE U ey s EEE ERO 1.5 5L T A 2meg/dL i
VLT Ty R ERO 1.5 FUF, X7 LT F=r 7 VT T AR
HUfE (Cockeroft—Gault ) & L < IZMIEM : 50mL/min PLE %

- RAF [HEA], MEK HEA], Y X~ A=Y AT X IZF Do
EGFR [HLEHSNC X 2 1EEL A 5 B3

QML DAY )T H 2 180megm2 Z AR TEX RN L2 RET5 A1
J T 9 v DOWBUE AT TN REH L7

FRBRINEHE | - SEEEOMIEE A AT 5 A

IRBRBERAT 5 LI OEMIER OB X IXA 2 AT 2 BE, 28
L. 769 L 7= SR R S & U < I3RS b B B s . 28 78 PR e |
RSN RN, = SHE BRI, TZEOMOIERIERN S L < 1348
Pk DN (RIS OAKRAEE) 1TR< %

BEEZ1:1: 108G T3 EERICEEALLE,
cARHFE=AF =T YR~ TR (3AIGHHEE) 224
AHK|300mg # 1 H 1 EE=AF =7 45bmg % 1 H 2[0, AT, &Y
X <7 %Iz 18] (Dayl : 400mg/m2, Day8. 15, 22 : 250mg/m?2) &

B T1E RN T, PFHI G-

KA+ X TRE (2 FIOFHED 220 4

A 300mg # 1 H 1 \RAT, EYF <7 %@IC 1 [ (Dayl :
400mg/m2, Day8. 15. 22 : 250mg/m?2) ##RMN T, fFH#EE

- XHRBE (a UEb LY A CEE) 221 41
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BRI

a: AV /7% 22 1A (Dayl, 15: 180mg/m?2), BY ¥ ~7 %

#1Z 1\ (Dayl : 400mg/m2, Day8., 15, 22 : 250mg/m2), &5

b: AV /7 Hh %22 1E (Dayl, 15 : 180mg/m?), FA % 2 #IC 1

[f] (Dayl., 15:400mg/m2) ., 5-FU % 2 i@iZ 1 [a] (Dayl, 15: 400mg/m?2

R—T 2A¥E L, D% 46~48 BfE17 ) T 2400mg/m?2 #5.), &

VX ~7 %A 1[E (Dayl: 400mg/m2, Day8. 15, 22: 250mg/m2) |
P G-

Ve 4 L RIIK 11X ECOG Performance Status (Ovs. 1), AV /T H> D

B [f vs. ], Y% o~ 7 OUER DREKRR vs. BONAGR] & L7z,

FERHtIE H

AR (OS) [3AIPHHREE vs. XIEE], B MSIFHIiZ S % (BICR)
HIEIC L 578503 (ORR) [3 AIDFHIEE vs. *IHRE]

HER
ARG T H

OS [2 FIOFAIEE vs. ]

ARG T H

BICR &£ & %5 ORR [2 AIOFHRE vs. & HEE]

HHEVEAWIR (PFS). KWK (DOR) & UZh% TOMHE (TTR)
(3 AIOFHIRE vs. HBEE] KOV [2 FIGFAEE vs. XEREE],

OS [3HIPFHRE vs. 2 AIDFHIEE] %

fitT 07 ik

BEMED#ENT X Response Efficacy Set (RES ; HANIHAEL(L S 172330
Bl & 33061 B D HE &R BIZEEA(L ST B I EE 15 CHEAR) . LT Full
Analysis Set (FAS) Z MW\ T30 L7z,

BICRHIEIZ X A0ORR [3AIFHAE vs. *HBERE]  IEIEZAE D TR RN
F*1% T Cochran-Mantel-Haenszel i &2 L 0 f#T L=, AEZE (p<
0.005) 2338 b 725E1E. FRNIIRE Lizfallbackifiz iS5 %, OS [354
OFREE vs. XPBREE] & F 2.5 % A B K UE TR RIA %1% v T g Bllog-
rankfREIC L0 T L7,
HTROWRRLHE T 2720, BEREL AWy — -t ViEx 3
i L7z, OS [BAIDFHRE vs. xtHEIE] ORI AEZN RO by
L. AMI2.5% A EKRELZHWTLUTOIRICAEALAREL FEMT HZ L &
L7z,

1) OS [2AI0FHIRE vs. XfHRHE]

2) BICR¥IZEIZ L H0RR [2AIGFHRE vs. *FHREE]

3) BICR¥|EIZ L HPFS [3AIOFHRE vs. KFHRAE]

4) BICR¥IEIZ X APFS [2FI0FH#E vs. XFFRAE]
ORR : BERI LR 1T MEAE 2 E] O 11T RE o Jg BIK 7 % vy T Cochran-Mantel-
Haenszel## 12 L 0 fi##T L, 95%(5#E X (CI) I%Clopper-Pearsonit% H
WTCHEE LT, fUiEEZRIE. RECISTA A K7 4 1LIRICE-S < BICRK
ONEBRE AT AN E TRl L 72,
OS. PFS : BfM s T MR 25 0 3T R0 @ BIIA - & v T Blllog-rank
BREIZ L O RNT LTz, A~ — R IEVEZAEN D (TR Jg BIlA 714 FvC
@R Cox[ElJFTT /L THEE L., OSD95%CLIZWaldiE %z FHWCTHEE LT,
TTR. DOR : Kaplan-Meieri£% AW CHEE L 7=,
¥1:PS (ECOG) [0, 1], A1V /T HvOERE [Hv, 72L], BYXF~TD

SRR CREAGR, RRINAGE])

GEINFENT
FASO2HEE 7365 H UL EOBIZRWIM 28808 L 7-Re iz 2 82D
fifdT 2 F2hE U7, £72. OS [BFIPFHRE vs. 2AIGFHEE] O 77— 772
Mr 2326 Uiz, SBONENT IXFHANCARE SN TIE 2o T2 b O D
OMEFE CTHREFIH T HMIE L LTRSS, AR SN2 &0
HEDRFE ST D,
¥2: 7 U X AMEREOPS (ECOG) . #slidiasi, ~—2 7 4 VIFOCRPAE, JRREHE
OfFHRE %
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(BEER]

SEIOF A RE 270 A &E poiishisa
(2244) (2204) (2214)
IS SN 59.5 60.2 58.4
(R 22) (11.65) (11.65) (12.07)
i = A 62 61 60
e/ MEL ROKIE 26, 85 30, 91 27, 91
< 655% 141 (62.9) 137 (62.3) 149 (67.4)
R 4y =65i%. <75 67 (29.9) 63 (28.6) 55 (24.9)
=751% 16 (7.1) 20 (9.1) 17 (7.7)
P 2tk 119 (53.1) 105 (47.7) 127 (57.5)
B 105 (46.9) 115 (52.3) 94 (42.5)
EPN 195 (87.1) 183 (83.2) 172 (77.8)
TIT A 20 (8.9) 25 (11.4) 39 (17.6)
BANITT7UHFR
i XU mA 2 (0.9) 0 0
Z D1 3 (1.3) 4 (1.8) 3 (1.4)
BRI
T 0 3B 4 (1.8) 8 (3.6) 7 (3.2)
0 116 (51.8) 112 (50.9) 108 (48.9)
PS(ECOG)* | 1 108 (48.2) 104 (47.3) 113 (51.1)
2 0 4 (1.8) *3 0
FEAIR 4 79 (35.3) 83 (37.7) 68 (30.8)
g ARG 126 (56.3) 110 (50.0) 119 (53.8)
- FE AR+ A5 8 (3.6) 11 (5.0) 22 (10.0)
AN 11 (4.9) 16 (7.3) 12 (5.4)
B
}%ﬁ;ig Vi 224 (100.0) | 220 (100.0) | 221 (100.0)
LEFRIRIC L DRNRERD Y 224 (100.0) | 220 (100.0) | 221 (100.0)
ﬁﬁ; I q 146 (65.2) 146 (66.4) 145 (65.6)
ggggf’) 5 77 (344) | 74 (33.6) | 75 (33.9)
BTIAERL >2 1 (0.4) 0 1 (0.5)
AU T EEED Y 116 (51.8) 114 (51.8) 117 (52.9)
FxV VT FUIREED Y 199 (88.8) 210 (95.5) 201 (91.0)

FRIZEH DO WREY . 3 (%) &7,
X1 TZ2OMO AN ITIEKRERT 7 AT ORERENEEND,
%2 :PS (ECOG) 1Z. E/EAE Y AHITHEEDIWRS (webl AR XL 25 L) Tl

2, N—=2F 4 VEEDOCRF (EFIREE) 2RV,

%3 RAFINIEIER T AT REOIWRSTPS (ECOG) 1 ThHoTz,

w4 TEAIKREG [IXEBEZE T,
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(FEMEEE., EERFIREMER)
- 0S
OS (9l [95%CI]) %, 3HIBFHRETI.0% H [8.0~11.4], *tHREETH.4
» A [4.8~6.6] TH V. 3FIGEHREII BB L FRICAEICIER
T5Z L (@R — RE0.52 [95%CI : 0.39~0.70] *1,
Jllp<0.0001%2 [J@Hlog-rankiRE], 20194F2H11AT—X 1w b A7),

0S

SHIOF FHHE 250 0F FH#E o HEHE
?;Krsx;f%wjﬁ 224 220 221
A R R FAEFIEK 90 93 114
(%) (40.2) (42.3) (51.6)
OSH JefE 9.0% A 8.4% A 5.47% H
[95%CI] [8.0~11.4] [7.5~11.0] [4.8~6.6]

(FEFmIEE) (EERRIRGHEE)

JERI AN — Rt 0.52 0.60
[95%CI] [0.39~0.70] *1 [0.45~0.79] *1 B
J&hillog-rank R E | Fiflp<0.0001%2 | Ffilp=0.0002%3

X1 : BRHICox[EIFET L, X2 FI1.02%F EAKNE, %3 FHl0.42%F HkHE

OSMKaplan-Meiersh #i

(%)
100

— 3FIGtAE
— 2Elft AR

HRtHE

at riskEL

SRR 24 186 141 103 69 37 24 14 6 4 2 0
FGRABE o0 184 133 87 57 33 21 12 8 3 1 0
THEEE 591 158 102 60 34 18 15 7 4 2 1 0

44




i R

os
[3AIOFREE vs. 2KI0FHEE] (BIREHMIE E O Y7 7 )v— T k)
RO SEMIARATI X B 28I 0F HREE IS )T 2 SAIDFHBEE D~V — Kb [95%(F 48
X1 4, ECOG PS 104 (3FIOFHEEL0961], 2KI0FHEEL07H]) T
0.71 [0.51~0.99]., #xilestt =30 EM (3FIGHHATELLLH], 25I0FHEE
103#1) <0.63 [0.45~0.90]. CRPfE >1mg/dLOE (3KI4F LIS,
2FIBFFHEETIH]) T0.65 [0.46~0.92], JRFE N KU TR 220D
£ (BAIGEHREILB], 2KI0FHAEQ7H]) T0.55 [0.38~0.79] THh -7z,
—75. ECOG PS 04E [ (3FIGF HRELL5M41, 2710 FH#E113/451) <0.99 [0.66
~1.47], inBlEas = 20 LM (3FI0FHEE11361, 281 0F HEE11761) T1.04
[0.72~1.50], CRPf =1 mg/dLOE (3FI0F HREE12201, 2410 HEE139
) ©1.02 [0.71~1.46], FEREDPZEYIFROER (3FIOFHRE133%1, 2
FIOFARE123641) T1.00 [0.71~1.41] TH-o7= (201948 H15HFT —H 4
v A7),
¥4 AREMICBOTHERECoxBIFEF VEICL Y RESh-, OSICHEL K
FTEEZLN55ODHEEN R T (CRPE>1 mg/dL, iFiiBH v . CEA
> 5ng/L, CA19-9f >35U/mLKE WNinklianit =3) T L7-fER

(FEMEHEE . BIRFHEEE)
- ORR (BICRHIiE)
e EORR (CR+PR, &%h= [95%CI]) 1%, SAIGFHRET26.1% [18.2~
35.3], XMEETL.9% [0.2~6.6] TH V. 3HIOFHREIIBELIC R LFEET
PHNCHBEICEM E 72D Z EOBFES N (8 v X1H19.10 [95%CI : 4.41
~82.80], p<0.0001%*! [f@5HICochran-Mantel-Haenszelf# &1, 20194F
QAR =47 v b4 7)),

ORR (BICR¥IFE)

SEIOF A EE 270 FA&E *fPREE
T %1% (RES) 111 113 107
et e B A h s — — —
E4225%) (CR)
B (%) 4 (3.6) 6 (5.3) 0 (0.0)
A AN P
ﬁﬁg%jﬁ) (PR) 25 (22.5) 17 (15.0) 2 (1.9)
ZE (SD) Bk (%) 41 (36.9) 57 (50.4) 26 (24.3)
{7 (PD) Bk (%) 11 (9.9 8 (7.1) 36 (33.6)
FECR/FEPDH4
B (%) 6 (5.4) 4 (3.5) 5 (4.7)
FHEAREE B3 (%) 24 (21.6) 21 (18.6) 38 (35.5)
e EORR (%) 26.1 20.4 1.9
[95%CI] [18.2~35.3] [13.4~29.0] [0.2~6.6]
(EZEFHEH) (FIRFHTE )
v Xt 19.10 13.72
[95%CT] [4.41~82.80] [3.15~59.80] —
J&%llCochran-Mantel- p<0.0001%1 p<0.0001%2
Haenszelfi &

*1

X2
%3

x4

: Fr0.5% A Bk HE
Fr2.5% 4 Ak
CREUPRIZ, #hHHERAE A 72 U7z 4 LD L1212 F20E L 7= FFatmic X 0 i

E LT,

O HIIRWEFE,
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(RIRFHEHE E )
- PFS, DOR. TTR

PFS. DOR. TTR (BICR¥IE)

3 OF FE 250 OF B o B
fiET x5 51% (RES) 111 113 107
PFSH i *! 4.3% H 4.2 H 1.5% A
[95%C1] [4.1~5.2] [3.7~5.4] [1.5~1.7]
DORH HfE 4.8% H 6.1% A NE
[95%C1] [3.0~9.7] [4.1~8.3] [2.6~NE]
TTRH fE 1.5% A 1.5% A 1.4% A
[95%CI] [1.4~2.0] [1.4~1.6] [1.4~1.5]

X1 : FASTZESE (SHIGHHAE : 22461, 2KI0FFHEE : 2201, *fHRE : 221641),

(Rat)

FER R AL 0 B 2 & e fIEMIL. 3HIDFRRE T, ZeaM it 52224 d
208%1 (93.7%) . 2AI0FHEE T, ZZaMEailix5:2166]H 19161 (88.4%).
FREEC, ZZaMEilixr5:19361 176641 (91.2%) 258D b=,

E2RIER (20%LLE) X, 3HIOFRRETIE, FRI118H] (53.2%). IIEER
FERE210761 (48.2%) . BELTIH] (35.6%) . HH6161 (27.5%) M ONEM:
5761 (25.7%) T -7-, 2AIDFHRETIE. SIBRERER6006] (27.8%). ¥
57490 (22.7%) M OEE4401] (20.4%) THo7-, FBEETIL, FHIS5HH
(44.0%) . ZEREE G561 (38.9%) . L7061 (36.3%). M JIAE434]
(22.3%) ., FEFH420] (21.8%) RUOWNHEK41H] (21.2%) Th-oTz,
BEEZLBWERIZ, 3FIOFARET3661 (16.2%) . 2FI0FFARET206] (9.3%) .
SHREET2561 (13.0%) IO B, ER2HD (1.0%LALE) 1%, 3HIGFHRE
TIE. THI8H] (3.6%). B.L6H] (2.7%) Kk OEVEBREESH] (2.3%). 27
BEARECIE, LK OTEANICEE D BOGA3H1 (1.4%) . SFIREETIZ, T HIsHl
(4.1%) . FEEMEAF P ERIBAESH] (2.6%) . MM K OVEAITLE 5 K4 2451
(1.0%) Thoi=,

Fe Gk lc B - 2 EIERIE. 3HIOFARE 1961 (8.6%) . 270 FHEE B
(4.2%) . XFHERET2361 (11.9%) IO L, Eebo FILLE) 1%, 3
HIOFHRETIZ, FRIROELES4G] (1.8%), EIIE, Iihs L7 F =4
N, BEH RIS J O 55742451 (0.9%) . 2AI0FFEE T, FEACEE O RG24
(0.9%) . *THREETIL, GFPERIBAESH] (1.6%). FHI. MEALE, TEAICEE
5 B, G EREORD RO AN K261 (1.0%) Th o1,
FETCICE > T2FIWEHIE. SHIDFHEE CRIBZRILA LA, MREETT 740 7%
3B R ORI R4 284 1158 6D B AT,

ANEPRESL T3 - EERLFRIF A (ARRAY-818-302) #BRAGHE (FENEEL) KGR & K

E1D) AHND GRAALFRIER IS LT BRAF BT AR 2 A3 DB VIR E R LT - RO -

EIERE) 1O L COKRBEN TV AELOCHARIL, Y So~7 (BEaHMiz) o, Xix
E=AF =T ROy v~T (Earliz) &offRickn T, @%., kAo rasy 7=
7L LT300mg % 1 H1ERAKGT S, 2k, BEORBICLVETHET S.] THD,

1 2) AFRCET DAY /70 Okl - B (FHRREESUIFER) (IZ81T 2 B ORI T O Y
ThHo,

AW AV 7T h CBEEBEEKFI E LT, @HE. BAIC 1 B 1, 100mg/m? % 1 HHMRET 3~4
FIAREEHEL, e &b 2 BBKRET S, Thxk 17— & LT, BEEZ#EVIET,
Bik: AV /T UERE KT E LT, @5, RAIZ1 H 1[E, 150mg/m? % 2 MM T 2~3
FIAREEHEL, e &b SHEMKRIET S, Thxk 127 —1E LT, BEZ#EVIET,

£ 3) AFRICEIT D UREKEY F— b OFEG « BEIBEICHT 5 7 vAd v v T 2L OHEERD B ORIz

LRAEROHE (—HEFE) U TO®BY Tho,

WH . A VAR Y F— 1 E LT 1A 200mg/m? ((ERER) % 2 BT CTABETIRA S
T 5, LAREY F— FOSREEIRNEFK TEZICZ LA T T30 E LT 400mg/m2 (K )
ZEIRNES T L L biC, 74T LT 2400~3000mg/m? (KFEFE) % 46 FfH
T CEERIRN ST 5, Zhge 2 S LTk Y kT,
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(B3 AL R\ Ui BRAF IS TR & AT HIRIASIRTAE72 FRNE, BRAF
BETFEREHT B RATRTRR FRERS L)
gk L

2) REMHR
(BRAFREFEREHT HRGTRTIEATER CM)
TR L

(BAACERERI T LT BRAF BIETFEREHT 5 RBIRTIERET - BROM
W - B
AR L

(B ALFRIERITHEE Uiz BRAFBEGETERZH T 2 RIBUIRAEZ FARIE, BRAF
BETERZHFHT HRIBUIBRAREZ FARERS LR
LB R L

(5) B - MIERIBA
(BRAFRIETEREHT AR A B R CE)
DR L

(IS AACFHE R Ui BRAFBIETEREAT HIMEIRTIERERT - RO
W - EHE)
gk L

(DS AALFHIERICHE LTc BRAFBIEFERZH T 5 IRIBYIRT a2 FAR B8, BRAF
BIEFEREZA T HRIGYIRRA R FARERR /L)
RCAEER L

(6) AMRAIBEF
D) ERARERE (—REMRBERE. EERRERE. ERRBRLERE) . RERFTR
T—ER—RRE. HERTRERBROAR

< FH A A A >

ES R
BRAFBIA RSB AT 2 IRIGUIRARE R EERA | 4T
JEEE 2 RS & LR E ki (2pl)
N IACFIIER T LT BRAF B +EREZH | FEhih
T DI YIBRANRE 2R AT - R ORI - B RE
ZRIR L LT R iR i A

2) RBFEHLELTREFPENHNERIIREL-RE - AROBE
[ BRAF ot ER AT HRIBUIRAGE 2 VR Al (IR EZ ST L,

(1) =0k
MR L
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VI. EMMFEEICEY SHHE

1. REZFHICEEHSLEYRIILEYEH
B-Raf (rapidly accelerated fibrosarcoma) kinase inhibitors, BRAF BH Il
WL RNAT T =T BT T T =T AV
I E EED LB ORREIIZNRF L, KFOEBFRCESZRT L2 L,

2. ¥HE{#%H
(1) {ERAEMLL - EREF

MAPK #&#&1%, oMb, HEFH, ZEA75%, BEx 7o fiudgRE 2 I35 o 7 UniE#iE < b 5,

MAPK D > 7 MeizEld, BRI CIREE Il ST b 23, RAS <° RAF 25155&

G EREZGT D50 A A CIIEEICIEHE L SN TREESCSENAEFZFRTH B X

LILTW5, 1820 RAF (1% 3 FE DY 7 % 14 7 (ARAF. BRAF. CRAF) 251510 THY .,

ZD 95 H BRAF OFF—E KA A VNITHIET 5 600 FH DY L (V600) N7 V42 X B,

VDU UET AR ¥ /E& ZiEH (V6OOE. V600K XiZ V600D) ¥ 2285, flix D
MNCBWTESEEICRD LD, 1719 Z8EA BRAF (B4 & il L Chisd T —

Pint D, RAS OIGHLOA Iz ) 5T MEK LY ERK #iEM L35 &2 5

5, 17, 19, 21)

a5 7x==7% t k BRAF V600E OxF—PiEHaHE L, 2 MEK XO*ERK © U
b ARRE LT-, .29 Zhi2 kY. BRAF V60OE ZRA44 % b MEMEANEH K A375
#MfaRk, BRAF V600E 2% A4A4 % b s CRC Hkiilatk (COLO 205, HT-29 %) DOHgfiE
R L7, 12
E=AF =71, & b MEK1 XUXMEK2 OIEHAL R ONFF—BEEAHE L, 2 ERK OV
VER L AEBHE L7, 20 ZUC LY., BRAF V600OE AR A2A9 5 b b M B b Sk lagk
(A375, COLO 800 %), BRAF V600D A#A2H3 5t kRN EE K WM-115 Hfiurk,
BRAF V600K Z£5#4 44 5 b MEMEREAMEESE IGR-1 ffutk, BRAF V600E Z£HR%2H4 5
t b CRC HiskHiakk (COLO 205, HT-29 %) O ZBIHI L7z, 39
Tag 7 =7 K= AF =T OFHIX. BRAF V600E ZRA G4 5 MEM AR
SRR 2 O -~ 7 R BFERAET T /UCRBW T, B2 A F =T EMIC A, JEEORGE &)
Fllize ? o, mrvag7z=T B2 RXAF =T BY T OKIEANEMTIL. BRAF
V600E £ %4479 %t b CRC HEiEkZ FV iz~ o ARFEBHEE T MZBWT, BARRE
Fe, BEBHETETHEIVER 278 S22 o 728, 3 FIOEA ClIMfEosyE A4 Lz, ®
TaT 7 2= RO = A F =T OFHIL. MAPK B OFEMAL 19.20.27.28 2442 =
L, BRAF [HEANCKTAMMEORBEZESE D EE2 NS, T, Toad T =T,
= A F =T RO YR~ 7O HIE. MAPK #REE O FEIENE(L 298D 24045 = & T,
BRAF & AR 26T HIEEORGE 2T 5 L E2 65,

ERBRASRAF T 7 Iz BRAT VEOOERSAIARO BRAT VEOOEAAIERO
o o wumF TYAST1=T1C =X F = T D= I“J:Ijjn:_jJH:_)(z;‘ '7+l1§)§§vjmﬂsfﬁm
I it T O e
i e L M
MMWWW” $ j F””Wwwwwiyg@ﬁ fu@@%@%@%ﬁ

m SRR D m
—;—) VIFIVIGERE | —;_)
— BRAF R
veooER ﬁmt VeOOER ESThE
I ot
MEKEEEH]
R o |
—T==

1858 - &7 FEEIEE - £FDR e ETEIME

BRAF FEEZH]
ESTIRE |
MEKBEZH
XIhE

19) Lito P, Rosen N, Solit DB. Nat Med. 2013; 19: 1401-1409.
30) Prahallad A, et al. Nature. 2012;483:100-103. X v {Ex%
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(2) ENEEFTITEHHBRE
(a5 7z =JHEM)
1) Z£E2 BRAF 2t 5BEEME (in vitro) 3?2
T aT 7 =73 ER BRAF (V600E) #BH5E L, ICsofEIZ 0.35nmol/L T - 7=,

FiE: b NHEOEHSESNE SF 20 U A VAR S TERL L 728 28 BRAF (V600E) (2,
a7 x=7, ATP L' MEK1 % & B MK 2 NN L. 3 REIAOG S 872, Amplified
luminescence proximity homogeneous 7 v A 2LV, RAF OEEX L _IETHD
MEK1 ® U b2 E L7z,

2) RAF USN DT+ —F (T BEEFMSE (in vitro) 39
RAF LIS D 439 fEEO X 7 X F— B R ONEE * F—Blo x4 A REEN: 2 s
L7z ZA, =mraF 7 x=71%STK36 ®%4% 10nmol/L T 87%[H2E L7~

3) BRAF B FEE#H T 5t FEMHREBEDRRMAMKICKT 5 MEK 1) VE{LIEEER
(in vitro) 23
BRAFV600E £ #4243 % b MEMEEREER Mgk A375 % VT, RAF OJYE # L)
JETHD MEK OV URbIicx T 2EERZREI L& 2 A, = a T 7 = =T RER
%, BRE1 KO3 EIEZO ICofEILx. = 24, 3 KO 4.2nmol/L TH 7=,

T 2 ag 7= EeE MR T A3T £ SRR L, mra T 7= T B EE R VE
HIZAZHA: S 502 1 X 3 BERIESSE L7z, AR % alva b L ERAL RO g IEEIC L Y
U ek MEK &2 HIE L7~

4) BRAF Bz FZEE#EH T 5 FEMEREBRRMEHKICKT S ERK 1) VER{LIBEER
(in vitro) 29
b b EEME R SRk A375 2 VT, RAF O FHiIALET 2 ERK @ U Rk
ST LEEEAEZRF LA, =aT 7 =7 TEREICLCT ERK U ViR
b FHE L, ICsfEiL 3nmol/L TH - 7=,

T o a5 7 =7 Ao M T A375 & 3 R L7-1%. in-cell Western BT L 0 VU
ik ERK &4 @& L7,

5) BRAF BEFEE*#ET 5 FEHEBIEREMIEKRIC T S EHEINE /£ H
(in vitro) V
b R E b AR AT ICkM T A HEEMGER ARt Lz 2 A, = a T T
= S IVTAVERFE G U CHaREsE 2 il L. ICso fElE 4.4nmol/L TH -~ 7z,

FE o ag 7 =T BETe T A375 & 72 KL L7=# . CellTiter-Glo 7 > &A1 #5IZ
L0 AMREEERE LTz,

6) BRAF B FZEE%*EJ5E + CRC HEMBEKEZETEEE FHAAMBKRICH T 518
FEHNFI{ER (in vitro) 2
T a7 7 x=7% BRAF V600 £ (V600E, V600D, V600K) ZH+ 5t kHAM
fi 38 Kk 28 ¥k (74%) 1Tkt LT, £72Z2» 55 BRAFV600E, V600K Z#H 4 HT 5
CRC 13k 6 KR 4 BRIk U CHAFEIMFIVER 27~ L7z,

Gk 2rad 7 = =7 G T T BRAF B FAROFEPHER SN TVWD 12 Db
~ 23 ARBRARE 2 T2 FEEEE 28 L7-%%. CellTiter-Glo 7 v & A &I & v a4 HIE LT,
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THBF R

7) b FEHEEEREMEG ASTS BETORIZEITSESS MEK XU ERK ) Vit
PEEERA (v R) 39
b bR B R SR RE ASTS 2 W~ U R BERBEE T LICRBWT, =ras 7
= = 7 IS N R ANERD S5 6mglkg THEE T MEK %O ERK U bz 5
6 RFM#IZ T0%LL . 24 FfEI#412 50% LA B LT,

F51E  AST5 BMEEX — R~ DU ZADE T L, ENES LRAT, BERb20WExzras
7 x=7% 0.6, 6, 60mg/kg THEESL Lz, &5 1. 6. 24, 72 %MK & OFEE
ZERELL. ST o) Rk MEK 2OV U EL ERK B4 B5ALF RSl EEIC &
D HIE L7z,

8) b FEMEBEREMIEG AT BIETIRICH TR ESEENHER (w7 R)
BRAF V600E % %49 % b hEM R AN R A3T5 2 H\W i~ v 2 BfER
EFACENT, BAREL LT, =35 7 = =7 6mglkg VL EORETHE A0
A R I HIE R 23380 Sz (p<0.05. Dunn #iE),

(mm?3)
2000
—— 5
1800
1600 —(O— Tv3571=7 0.6mg/kg
00 —@— Tv357x=7 6mg/kg
1400
200 —— I»3571=7 60mg/kg
'I —
I>337x=7 300mg/kg
1000
VENE 18208 0O0%5
800
600 THEHRAERE
(n=5)
400
200 | & _e e
0 I T T | | I | \
0 2 4 6 8 10 12 14 16 (H)

#®58H

F51E  A3T5 BMEEX — R~ U 2DKE FICBE L, B 11 B> OEEH Ny aF 7 ==
7% 0.6, 6. 60, 300mg/kg T1 H 2\ 14 HREXE®RS L,
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9) b FEMHEEIERFEMEY% Malme-3M BiE< D R (2H T S EHEEINF R
BRAF V600E ZH2H9 % b b EMg: RS Mgtk Malme-3M %z H -~ o & Bifl
BT T VB WT, = a7 7 x=71% 3mg/kg DL ECHEEZ &5 E L0 b/
SH7 (p<0.05. Kruskal-Wallis DJEAIZHS < 8% @ Tukey WMEE MV
pairwise i),

(mm?3)
2000 —
—— =%
1800
1600 —@— Tv3571=7 05mg/kg
—f— Iv257x=7 3mg/k
1400 — Ee
Iva57x=7 20mg/kg
B 1200 —
= 000 Wehe181ERO%RS
'I —
% T
800 — (n=5)
600 —
400~ jE______': —9
200 — .ﬁl’f |
0 T | I T | T I \
0 2 4 6 8 10 12 14 16 (B)

=S5HH

J715 - Malme-3M # MM EIEHE A BN R~ U AL TICHIE L, B 11 BZ > EED 50
TraT7x=7%0.5, 3. 20mgkg T1H 1[0 14 HREXEEES L=,
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it i

10) £ k CRC E3k#iiatk COLO 205 BHET I X IZH T L EFHEEIHIER (v V&) 3D
BRAF V600E Z #2745t I CRC Hkffifafk COLO 205 # v 7z~ 7 X BAEM A
ETVIZEBWTC, BARE L L C, = a T 7 2 =7 R COBCTRIFFEMICHE 2
fEE R ER NRO b (mraF 7 x2=7 5, 50, 150mg/kg ; p<0.01, =
277 x=7 10, 25, 300mg/kg ; p<0.001, Kruskal-Wallis &% OBLAREEIZ xS
% Dunn B 7€),

(mm3)
2000
——
18004 —~)— Tva57x=7 Smg/kg!
—@— T3571=7 10mg/kg’
1800y Tva571=7 25mg/ke!
1400 —/v+— TIv3S5T71=7 50mg/kg*
—@— Iv357z=7 150mg/kg!
1200 —()— Iva57z=7 300mg/kg*
IXTUFFE)L 30mg/kgt
1000
800
600
400
EELRAERE
(n=10)
] e
e Rt i £ vas= s p vt
0 | \ T | T \
0 5 10 15 20 25 30 (B)

* 1 H1ERO%S
T 18208085
1 fRHICSORESEIRAERS

J5{% : COLO 205 #MiEX — R~ ADL TIZBME L, B8 A% NDOIE, = ad 7=

% 5, 25, 150mg/kg T 1 H 2 A% 10, 50, 300mg/kg T 1 H 1[a] 28 HMH 5 i<
7 U & %%/ 30mglkg %M B 5 BIKERS L=,
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(Tva57zx=7 - EAF=JHA)
D b FEMEGEHRRMEKICTT SEHENFER (a5 7z =27 E-AF=T
BtFA) (in vitro) »
BRAF EinZROFENHR SN TS 16 FEO bk EM: B ik 2 v
T, T2ad7==7 = AT =7 ONFHIC L 2 BEMEIER 2 fBEt Uiz, fH3EXX
AN FH3EZ 7R L= 01%, BRAF V600E X% V600K AR Z2H9 2% 12 MEEF TIL 9
¥R, B34 BRAF 267 5 4 Mgkl 2k Cch o 7=,

Tyay =7 E=XAF=T X BRéF
AR 4 SS | CI Gida RIS b
1Cs0 (nmol/L) ICs0 (nmol/L) e
R FR
A375 5.8 20.0 1.20 | 0.87 | fHAN#H3E | V6OOE
COLO 741 32.6 1190.4 1.45 | 0.27 | A0 #8%F | V60OE
COLO 800 7.9 50.5 2.67 | 0.84 | FHMM#F | V60OE
IGR-37 17.6 82.8 1.03 | 0.70 | FJ0 %83 | V60OE
K029AX 12.8 78.8 2.59 | 0.73 | #HINFH3E | V6OOE
LOX IMVI >2700 >2700 5.99 | 0.28 EES V600E
A2058 1486.1 978.0 2.07 | 0.34 EES V600E
IGR-39 >2700 >2700 0.70 | nc nc V600E
RPMI-7951 >2700 >2700 1.02 | nc nc V600E
SK-MEL-24 776.0 892.2 1.87 | 0.66 AR V600E
UACC-62 3.7 47.0 1.26 | 0.93 | fHAN#H3E | V6OOE
IGR-1 167.6 893.0 3.81 | 0.02 EES V600K
COLO 792 >2700 182.5 0.90 | 1.29 FEAN 2L
HMCB >2700 >2700 2.86 | 0.04 EES 2L
MeWo >2700 >2700 2.60 | 0.25 EES 2L
SK-MEL-31 1032.0 >2700 0.93 | 0.80 GREDI el

SS: v FV—2ay Cl:arvvx—arAryFy 7 A, ne: BEET

Fikxragd 7= RO = AF =T 2GR CAMEKE 72 BERIE R L2k,
CellTiter-Glo 7 v A LI L 0 a2 HE Uiz, OFRHERIZUL T OHERLEICHE S
B L 72,
FHZE : SS>2.0 7> CI<0.5
FNABEE © SS>2.0 >> CI>0.5, it 1.0<S8<2.0 7»> CI<0.5
FEAN : 8S<1.0 7> CI<0.5, XIE 88<2.0 7»> CI>0.5
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2) £ b CRC HRHMBKRICK T HIBTEINHIER (T>a57x=27 - EZAF=JHA)
(in vitro) ©
BRAF B AROGENHERE SN TS 10 FEO v ~ CRC Hiiatkz v T,
Tag 7 2= L= AT =T ORI LAEEMEWER 2R LI 2 A, TT
Otk TOF YR MRS S iz, M FHFEZ /R L7z 4 BR1X. 773C BRAF V600E
EREGL T,

Tyay =7 E=XAF=T X BRéF

AR REA SS | CI GiaEEvES b
1Cs0 (nmol/L) ICs0 (nmol/L) e
R FR

OUMS23 >2700 >2700 0.17 | nc Fe0 V600E

SW1417 15.0 24.01 2.55 | 1.34 | #HM#F | V60OE

COLO 205 3.7 15.71 2.05 | 1.05 | #HIN#F | V60OE

LS411N 3.6 19.42 2.01 | 0.89 | #HM#F | V60OE

HT-29 4.1 32.00 3.32 | 1.43 | FHINFHZE | V6OOE
KM12 >2700 231.6 0.19 | 1.30 Fen L
CW2 >2700 >2700 0.14 | nc Fe0 L
NCIH716 >2700 >2700 0.93 | nc AR L
C2BBE1 >2700 >2700 0.50 | 0.63 BN L
SNUC1 >2700 10.2 0.35 | 2.23 GREDI L

SS: v FV—2ay Cl:arvvx—arArFy 7 A, ne: BEET

FiE o ag 7= FO = A F =7 g e © BRAF Bl AROFENHER SN T
W5 10 FiEO b b CRC HIdcHilark % 72 FEfHE52 L7=1%. CellTiter-Glo 7 v & A {EIC &
0 RIS A HIE Uz, BFRZRIZLL T ¥ E L UE 12 HeS & 34 L 7=,
FHZE : SS>2.0 7> CI<0.5
FEN AR © SS>2.0 >> CI>0.5, i 1.0<8S<2.0 7»> CI<0.5
FEAN : 8S<1.0 7> CI<0.5, XIE 88<2.0 /7»> CI>0.5
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3) £ FEMHEAEHZME HMEX1906 BET YR ICH TS ESEBENGER (T>a5
JIZJ-EZAFZJHA) (w7 A) D
BRAF V60OE Zf 243 5 b +HEMEAE A i HMEX1906 BiE~ 7 A 2BV T,
T AT 7 =7 RO = AF =7 0F, BAREE & i U TN E VA CREE & i/ S
B8 (Bt 50 HH : p<0.05, Tukey B/E). TOIEMAEZEMICEHHT 22 &R T
=9, FEBO TN A BT,
—Jj. =va77x=7 (3mgkg) Lt =AF=7 (3 L 10mgkg) OHH TOBME
% 117 H BB 285046 H 26 OB REZLRITZ N E1-76.70% L T-92.77%
Thoi,

(mm?)
2000 -
R
1800 1 == EZXF=T3mg/kg
1600 - B E=AF=TM0mg/kg
=¥ I¥O371=73mg/kg
1400 A EZXAF =T 3mg/kg+
I257x=73mg/kg
1200 A E=AF=710mg/kg+
E IvaSTI=73mg/kg
1% 1000 A nWIMs1 828805
L)
800 A
PHOfEHRERE
600 ~ (n=8)
400 A
] il
200 LT 1 1 |
- e A | J_ 1
0 T T T ‘ T T )
20 40 60 80 100 120 140 160 ()
#iEg e

MR ORI CIE, =027 7x2=7 (3mgkg) L =2F =7 (10mg/kg) DOHH
RV, A HARE & bl U CREGGHFIIICA ER AT OIERE SR bz (p<0.05.
log-rank FR7E) .

(%)
100 ————— b———————

: —— 5t

I - === E=AF=F3mg/kg

l —— EoXFTT10mglkg

—f— I¥a57T=F3mglke
EZXF=F3mglkgt
I¥a57x=73mglkg
EZAF =T 10mg/kg+
IASTI=T3mg/kg
Wb 18208085

80

i
60 | |
L

A

404

20

0 30 " 90 120 150(8)
FiEREH

PSS RAE A 750mm3 A OB D EF=R AR LTz,
J51E : HMEX1906 ZHfE X — R~ 2O TFICBM L, B 29 B G, A = a7 7«
=7 HH| (3mg/kg. 1 H2E), E=AF=7HH#A| (3 X1 10mg/kg. 1 H 2[E]) HDH\E

xrag7x=7 (Bmgkg, 1H2A) L=2F=7 (3 XKW 10mg/kg, 1 H 2[E]) &
DR & B 117 ARIRKE R G- LTz,
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(Tva5272z=7 &YX ITHA)
1) £ b CRC HRMAMRIZx 9 HEEIMGIER (Toa257x=7 - €YFX T ITHA)
(in vitro) 39
BRAF V60OE Z£¥ %2 H3 5t b CRC H¥MlakzH T radyrvz=7tkEYx
= 7 O L D HEEMHIER 2 Bt L7k R, By v~ 7 (50nmol/L) {F(E FC
OHEFEINHEAIT TR D@D Th -7z,

HT-29 SW1417
(%) (%)
100 4 — BYFIIITHRL 100 4 — BYFIITHL
] — BYFYTS | — EYFYTS
(50nmol/L) A (50nmol/L)
80 80
- ) 1 )
i;% 60 - EE 60 -
5} T pE e N
= g | | = ] ! !
B0 W E | e
| | | ;=
201 L FIHE 201 w T
] ! ! HEERE 4 ! | HEERE
| | (n=3) | | (n=3)
O T T T T T T 1 0 T T T T T T 1
0 0.001 0.01 0.1 1.0 (umol/L) 0 0.001 0.01 0.1 1.0 (umol/L)
IVIASTI=EE IVIASTI=JEE

FiE 2 ag 7 2= RO Y R~ T Gt ¢ BRAF V60OE Z£8 %2445t + CRC
A skAmagk HT-29 KO8 SW1417 % 72 s L7-1%. CellTiter-Glo 7 v A I LY
AFINE R WIE L,
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(Za57zx=2T-EZAF=T - wYXITTHA
1) £ b CRC HEMfatk HT-29 BB Y RIIH (T 2 EHBREIMNGIER (T332 =
T-EZAF=T - wYFITTHA) (vvR) 9
BRAF V600E Z5 %4434 %t  CRC HKMIgkk HT-29 BAg~ ¥ 22BN T, ==
TT7x=T, B2 AF=T . BV XU T OSHAITIE, SRR & He RS S
MERS I oTz (—IChLE S BTk OAARE % Dunn #R7E) .
—75. 3AIDOOFATIZ, AR, BYFRT~TRE, mrag o= HERBRL T, &
SN B E RS E A 3580 vtz (p<0.05, — JoBLiE 5 oy ik D IR
B, BYXR U~ T HEOT 3T 7 2 =765 Dunn BE),
(mm3)
2000 -
—>— B+ T/hO—ILIgG 20mg/kg* (n=8)
1800 1 —@— EYFy<F20mg/kg! (n=9)
—/\+— I35 71=720mg/kg*(n=9)
—jl— E=*XF=735mg/kg' (n=9)
1400 4 —(O— IvaAST7I=720mg/kg*+EZXF =7 3.5mg/kg! (n=9)
—— TO5T71=720mg/kg+EYFITT20mg/kg? (n=8)
12004  — | E=*F=F35mg/kg'+EVFEYTT20mg/kgt (n=9)

IS 7=720mg/kg*+EZAF Z73.5mg/kg!
1000 - +eYF2IF20mg/kgt (n=9)

1600 -

iR i

800 -

600 -

400 4

200 +

FHIEHREERE
0 T T T T 1

0 5 10 15 20 25 (B)
L
#1H1EROBS =SB

T 182080O%5
1 B2DEERERIRS

J715 HT-29 M X — R~ 2AOE FICBE L, B 22 HE» L, KL 2 ho—L IgG,
Tag 7 =T A B2 AF 2T HA B YU THA a7 b= R
F=T O, mrad vtV TOH, B2 AF =T YR TD
P, = as 7 2= b= AF =T ey T OHOWTAE 21 ARIKER
517,

(3) {EFRTIRFR - Frimesha
CNEE R L
(%5)
[VI. 2. (2) 3) BRAF & fn AR E247 5 b bEMg: R RHKICd 5 MEK U
VERALILEIER  (in vitro) | DIES PR

VI 2. (2) 7) b MEMEREREBORGEILK A375 Bii~ 7 22k 2EET MEK X O
ERK U “BRALBLEIER (w7 %)) OHZM
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VI. EMEEICEY 5EE

1. MPBREDOHRS
(1) ARLAEDGMbBE
BRI L

(2) BWERBRTREShi-nhRE
) REHRS GEADTF—4) 12

ERRILEZE 1 FH#ER (CLGX818X2101
(Zrtr a7 7x=7450mg # 1 H 1 E}i?ﬁﬁm&ﬁbf:& xpTraT
7;%7@mﬁ¢%f%%&0%%@

15 H B ® AUCtau DL TH 5 BFERHIE 0.438 T%Of_o
BIVAIZAE1L LN HE, WICE 294 7 VE1THEIC

BE (6 ) |

XTT%)
F7z.

#BR) T BRAF Bin ARz A 5 EMER G
ENTA=Z U TIRT, 51 HHD AUCtau

BIozr=a7

7;%7 OMmAEFR N7 7HRE CEE S EERFZE) 1$EE4 99.95192, 5.02+2.85
K ) 5.02+2.21ng/mL “C%ot; EMD. AT 7 e =T OmMEREE T, BB
% 15 HUWIZEFIREBICBZET D B2 bz,

(ng/mL)
12000 =
m
5% 10000 -
h
T 8000 -
> THE+HIZERE
3 ® 1HE (n=6)
5 6000 - O:15B8H8 (n=86)
7
T 4000 -
7 2000 -
N:::]
=
E O L] L] 1
0 4 8 12 16 20 24 28
BFfE (hr)
REZFOKREBEOMBERI OIS T JDEYEE/INSTA—4
A 5R H Cmax Tmax AUCtau AUCow Tie
(H) (ng/mL) (hr) (ng-hr/mL) (ng-hr/mL) (hr)
1 2 2.92
+ + +
(n=6) 6650+3220 (2, 2.33) 3850024100 | 3910025100 (2.32, 4.98)
15 2 3.19
+ + +
(n=6) 43302070 0.5, 2) 13800*=5050 13900*=5050 (2.82, 3.56)
SERE AR R ZE . Tmax MO Tue X R (/M. Boi)
%) ARANO (BRAF B TEREZAT DRIGUIBRARGE R B R ANE) (20 L ORRI TV HELOH

=23,

gl

Te=AF=7LOfFHIZBNT, B, FAICIET= a7 7= 1L T450mg # 1 H 1 [
Beh4 %, ek, BEOREBICIVEERET D] THD,
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2) ESAF=JLOHARERS GAEADT—4) 19
WA 1 b #A5ER (CMEK162X2110 #6#%) T, BRAF V600 £ 4 A9 2 #ATEE A
WBFIZ, =oa772=7450mg 1 H 1A E=2AF =7 45mg 1 B 2 A% (/X
EROBE L E20METT a5 7 2 =7 OEYEHRE T A — % &% FiliRd, K
AR TRONIZMEN T 2T 7 =T ODIYBEANT A — S xraF T2 =TH
BB G RE ORBRARE (58 X—URBM) LI L, = a T 7 = =7 OMmiEhiREEIC
FET =2 F =T HAKG ORI EEZ b,

E-AFZJEDHAREROBREHOMBFI IS T ZJTOEYFHE/NS A —4

git% EI Cmax AUCtau AUCO-oo T1/2
(H) (ng/mL) (ng-hr/mL) (ng-hr/mL) (hr)
(n:313> 7620£3350 3630019000 3670019400 3.47+0.402
miiw 4320+£2260%1 | 15900+8730%*1 — 3.57+0.688%1
¥1:n=11 R AR 2

V) AFIO KRBT TR IR, (BRAFEEFE R 2 BIGOIR R AE /R B R EAIE, 25 Ak

PEIERICHIE U BRAF G T ER 28T 2 RIGURARE/ HIRNME, BRAF G TERZETD
RVBEIBRARE 72 FUR AR () KOS (D AALFIRERITEE L. BRAFBIE TARE G T 2 IR%EY)
BRABEZRHETT - PR DRSNS - B THD.

AHND (BRAF&n AR %263 2 WRIBUIBRARRE R EIE R GIE, A LRRIER IS U7~ BRAF %
LT ER BT HIRIBUIRARE R FAR IS, BRAF B T AR 2T D RIGYIRARE 72 B A4k
JE) AZX L TCEARIN TSI HELOHEIR, TE=2F=7 L OffHizs\nT, &%, mAZE=>
a7 7x=74L 1L T450mg% 1 H1ERAKEGT S, B, BEORBIZLVEEHET S]] TH
%,
T, RAID (DAALFPRIERICHEE LT BRAFEG AR 2G5 5 IREYMRAREREST - BROM
W5 - ) 1oL CEAREN TV ABERCHRIL, Y 3o ~7 (EEHRZ) EoftH, X
FEE=2AF=T RO YF~7 (BETHEZ) Loz T, @8%., RAKEF=ya77x
=7LLT300mg# 1 H1ERAOKLGT S, ok, BEOREIZLVEERET S, ThD,
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3 EYFIITLOHARERSES WEADT—4) 10

FEIBSILEZE 1 b/ MAHFER (CLGX818X2103 #klk) <. BRAF #Ein - AREZ AT HIHE
GIBRAREZRHETT « FEREORENG « BRI, =023 T 7 2=7 100, 200, 400 K
450mg 1 H 1 m&KERAO#KESE, 28 HMZ 1A 7 LTy ~T &2 A 71
1 045 1 B HIZ 400mg/m2, LT 250mg/m2 ¥ 1[04 KEFIRNER S L- & & ol
Whrer a9 7 = =T OEWERE T A —Z Z LU TFITRT,

YA N1 VA0 20%5 1 AEZLET S L, 200mg UL EORECREREGICX
HIFFEROMK T RO Tz,

TYX I TLEDOHARERERD

MPFPT A5 T TDEPHENFA—F (F1biE/N—F)

=
==X

Cmax

Tmax

AUCo-

AU C tau

Tz

(mg) ekl (ng/mL) (hr) (ng-hr/mL) | (ng-hr/mL) (hr) RCmax RAUC
coi| ue | 2o | G0 | g0 iz
(n=2) | (818, 1500) | (1.98, 2.02) 170, 5060, 4.10, N N
100 ’ ’ 7020) 6930) 4.46)
C2D1 1510 L51 (7660 ?.42 (1.27 (1.36
(n=2) | (964, 2050) | (1.00, 2.02) N 5820, 8.08, 1.18, 0.839,
’ T 9510) 3.76) 1.37) 1.88)
C1D1 1.99 22900+ 22500+ 3.83+
. _ _
200 |0=6) 39302450 | (6 97 9.05) | 15600 15300 0.918
C2DL | | oon ey 2.00 B 7270+ 3.10+ | 0.707+ | 0.317+
(n=5) - (1.00, 4.03) 3070%! 1.01%! 0.558 0.122%!
C1D1 2.03 38100+ 38800+ 3.60=+
100 |LB=9 56602440 | (1 00 4.00) | 12700% 12200 0.305%
C2D1 | e og 1.98 B 12700+ 242+ | 0.753= | 0.315+
(n=6) - (0.97, 4.00) 903*! 0.950%! 0.399 0.130%*!
C1D1 2.17 45000+ 44600+ 3.24=+
150 |L@=D 785056130 | (1 00 5.97) | 27000% 26900%% | 0.899%
C2D1 | 000 os00 1.98 B 16500+ 3.06= | 0.830+ | 0.621*
(n="7) - (1.05, 2.05) 5290%! 0.586* 0.555 0.238%5

B AR R 22, Tmax (ZHRAE (R/ME, RoRMH)
100mg B 5-FE LR BIED 2 4 D72, Tmax PO/ A — 2 [ IFAMITEAME  Gi/IME, HokfE) TR L7z,

CID1: 127 v10%E1HHA, C2D1: A7V 20% 51 HHA

RCmax : A 7/ 2 DF45 1 HE® Cmax,/ %A 7/ 1 0O#%%5 1 HEB® Cmax
RAUC : 4 7 2 D51 HH® AUCu,/ W1 74 1 OFEH 1 HH D AUCtau
%1:n=4 ¥2:n=8 X3:n=5 X4:n=6 X5:n=3

) ARFND (D AALEIRIERITHEE Ul BRAFSG T ERZH T DIRMUIBRARE R EIT - RO -
B 1t L CEARENTWAHERCHREIL, TeYyXi <7 (@EFEIRZ) Lo, Xiir=
AF=T ROV Fo~T (B Z) EOFRICBWT, @%., ATy as7z=7L
LT300mg % 1 H1E&EAOKEGT 5, B, BFOREBIZLVEERETS,] THD,
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4) ESAFZIRUEYFIITLOHARERS MEBADT—2%28L) 0

[EIFR LR 5 MAARUSR (ARRAY-818-302 #tlit) T. BRAF V600E Z# % 7 5 IniE bR
FRE7RMEAT - TR ORER - EMpEEEIC, =377 x2=7300mg 1 H 1[A], =X
F=745mg 1 H 2 & XEROHKS, 28 HMZ 1A 7L TRy X ~T 2
A7 1 OEE 1 HHIZ 400mg/m2, LIEIE 250mg/m2 # 1 [Bl1% KEEFARNE S LT-
EEDOMIFEF T 2T 7 2 =T OIMBIHE N T A — X Z LU FITRT,

Trag =7, KEBRSGICLIIBBEORTARD LN, CYP3A4 2 LB E
PHEAEH O RTREMED R S 7z,

EZAFZITRUVEYFOITEDHARERSHD
mMEERT a5 T = TDEYHEE/NS A —4
(REMBAN—FRUBERAREHEAN—F)

s Cmax Tmax AUChast
o (ng/mL) (hr) (ng*hr/mL)
C1D1 2.00
=+ =+
(n=34) 395072270 (0.883, 6.25) 131007170
C2D1 2.00
+ +
(n=29) S01071750 (0.950, 5.73) 76503980

T E SR 72, Tmax 1 EPRE (R/ME. feKE)
CID1: %A 7v10%51HHE, C2D1: 17 v 2051 HH

(3) HhEE
MR L
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(4) BRE - tAEOEE
1) BEDEE WNEADT—42) 39
A (B14)) (cmraT 7 =7 100mg ZZEE T &% (EIEHE) (CHE#
H Lzl &, ZEEREL g LT, B%E GO 27 7 2 =7 ® Cmax X
AUColZZFNF1 64.0 L 1X95.9% Td - 7,
(ng/mL)
1000 4

900
m %07 | FHE

B o o—a ZEE (n=31)
f”(). o BHH/RS5E (=31

6001 | O
500 | @

4004

MREENLl I H WU HEB

3004
200

1()0; © B o

KR (hr)

EERERUVBERBREROMEBEARAI ST JDEYFHB/ NS A—4

Cmax AUCiast AUCop Tmax Tz
(ng/mL) (ng-hr/mL) (ng-hr/mL) (hr) (hr)
22 IRy 1009+321.29 3387+1433.6 3385+ 1457.8%! 1.495 4.790+3.7930%*!
(n=31) U B ) - ) (0.997,8.49) | T
B GRE 3 499
(BB 670.0+243.87 3234+1278.2 3250+1282.2 : 5.612+3.6862
(n=31) (2.00, 5.00)
BAEHHEO (%) 63.97 95.81 95.91%2 B
[90% 15 #H X 1] [57.73~70.90] | [91.66~100.14] | [91.62~100.39]

M AR HERZE, Tmax (TP RAE /Ml HKME)

AUCh : $5-% 72 M & COMEFRE T — % 2 AW CHEH
LAPEHEOL . %GR (SRR 2GR
%1 :n=30 3X2:n=31/30

1) AAID (BRAFEGFERZAT HIRIBUMBARGE R B R EQME, AL FPRIERICHE L. BRAF %
(G REHT HRIETIRRRE 2 FR IR, BRAF WG 1 ERE2 A4 5 ARIETIRARE 2 R IR AL
FE) AR L TEABENTOWAHELOCHARIL. (= AF =7 Lo BW T, @, ATz
27 7x=7¢L 1L TC450mg % 1 H 1 BIRROET 5, 72k, BEOREICLVEERET 5.1 Th
%,

Fio. KB (DAL FRERICHE L. BRAF S FER 28T IO REER AT - FROK

W5« B 128 L CORRINTW D AELOHREIL, Yo~ 7 (Eaifaz) Lofif, X

BE=AF =T RNy X ~7 (EEHEZ) EoffAlckBn T, @8, FAiEDryad 7=

7L LT300mg % 1 H 1EKO#ET 2, Ak, BEOREICLVETRET 2. Tho,
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2) GrREODFE

OIFRTFZ /=Dl GMEADT —%) 40

fEFER A 114 2277 2=7100mg & 777 V' —/L 20mg Z LG L=
LE oo 7 2= TEHMBRER L C, MEYT a5 7 2 =7 ® Cmax X
AUColTZFNFN 94.2% (90%EHEIXM : 59.32~149.56) KX 96.6% (90%(ZHHX
M :76.62~121.75) Th-o7=, WTHND OWBEHEXE L 100% %2 EFA TR, TX7
FY—VBIC L A ENpH ERIZT 35 7 2 =T ORYBIHEIC R A RIES o
77

I>a57x=7 100mg BMEEBRREVIANTS Y —)L 20mg HiAESHED
MiEhTY a5 7T = JDEYEEE/S A —4

Cmax AUClast AUCow Tmax Tz
(ng/mL) (ng-hr/mL) (ng-hr/mL) (hr) (hr)
A B I 1.503
(n=10) 1100+362.88 4321+1442.1 4340+1449.7 (1.01, 2.00) 7.529+7.5768
TRT T — ) 2,000
GiDEEE=AES 11144494.25 4213+1432.0 4234+1435.4 a 5(‘) 3.01) 9.175+9.7473
(n=11) T
EAPEHEO (%) 94.19 96.47 96.58 B
[90% 15 #E X [H] [59.32~149.56] | [76.40~121.81] | [76.62~121.75]

AUCs © 5% 72 Wl & CoMPEPRET — & & W CHE

FIIE RS, Tmax (TP 0E (B IME, R fE)

SMPTIMEDO © T T T Y — VOB G AR 100mg Bk -y

1) AHO (BRAFEEFERZ AT DIRIGUIRARE R EIER AN, 23 A LFIER

LN

L7c BRAF#&

BT EREH T HRIGUIRARRE R AR, BRAF BT AR 2 AT HRIGYIRAEE 7 BRI 5
) IR L TARRIN TV HELOHEIL, Te=2AF =7 LIz T, @, ATz
a7 7x=7&L1LT450mg % 1 H 1 BIRAOKET 2, 2k, BEOREBICIVEERET 5.1 Th
D
T, KENO S AACERIER ICHIE U7z BRAF Bin+ER 28T DR MU GE /T - RO
B - B 1O L CHEGREN TWA HIEROCHENT, Yo ~7 (GEisHfiz) EoffH. X
EE=AF =T RO Y Fo~7 (Earlaz) EofFRICBWT, @, ARy a7 7=
7L LT300mg % 1 H 1EROKET D, ok, BEORREBICIYEERETS.] THD,

QFEYaF V=LA RO AFTELEDOHH GEADT—%) 4D

AR A (16 B1]) |[CARY =25 —/L 400mg ® 1 H 2 [A] 9 HEREHR GHiIco a5 7
=7 50mg ZOFAKE L&, = aT 7 2 =7 HEMEB G L g L ¢, g
a7 7 x2=7® Cmax XN AUCoIZZF N E4 168.4 L) 283.4% CTh -7z,

F7o, BEERA (166]) ([P FTE L 240mg D 1 H 1[04 HEEHR G Iz o
77 x=750mg ZOtHEG LIt &, = ad 7 o =7 EERGRE L g LT, M
x>y a5 7 x2=70 Cmax XN AUColFENE4 144.7 (X 183.0% TH - 7=,

I a57zx=7 50mg BRIEERHEUARY I+ Y —IL 400mg FFRZEHD
MFhT a5t JOEYEEE/NS A —4

Cmax AUCiast AUCop Tmax T
(ng/mL) (ng-hr/mL) (ng-hr/mL) (hr) (hr)
A B I 1.500
(n=16) 581.3+196.67 2195+952.57 2210+954.81 (0.999. 3.00) 4.309+1.1034
RYyp=atrry—n 1494
iR EEa=A153 973.4+295.58 6175+2375.2 6203+2386.4 © 99'6 9.49) 7.264+1.8634
(n=16) e
BANEHEO (%) 168.39 284.27 283.41 -~
[90%15 X [#1] [153.57~184.64] | [254.75~317.23] | [254.05~316.16]
SEYIE S FEYERZE, Tmax IXFRAE GR/IME, HKE)
AUChs : #57% 72 BE] £ COMBEFREET — & 2V THEH

ATPIED b« WY =9 — VPR G ARH] 50mg B G-y
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I>a57x=7 50mg BMBEERRUDILF7E L 240mg HFRBEHD
MEFT a5 T2 TDEYPEFENS A —4

Cmax AUCiast AUCop Tmax T
(ng/mL) (ng-hr/mL) (ng-hr/mL) (hr) (hr)
AT B -y s 1.499 s
(n=16) 509.7+160.35 2012+653.38 2012+699.94 (0.998, 2.01) 6.644+6.0599
NFTE A 1501
GiPEEsa=A153 743.5+247.95 3802+1437.0 3837+1487.3%2 ( y ) 7.924+4.7039*2
(n=16) 0.999, 2.50
ETPEDE (%) 144.67 184.44 183.017% _
[90%15 X [#]] [124.14~168.58] | [167.71~202.83] | [164.64~203.42]
EE AR AR S, Tmax (T RE (B/IME, RARHE)
AUCHs : #5%% 72 B CToMmigE e — % 2 W CE

BPEHMEO . DT T B AP S5-RARH] 50mg B 5
%1:n=14 X2:n=15 3X3:n=15/14

(i, 7. (2) PEHEE L Z0HEBE] OESH)

) AFID (BRAFEGFERZAT DRIRUIRAREZENE BOE, 2 ALFHRERICHE L~ BRAFE
BT EREH T HRIGUIRARRE R AR, BRAF B+ AR AT HRIGYIRAREE 7 BRI 5
) IR L TARRIN TV HELOHEIL, TeE=2AF =7 LIz T, @, ATz
a7 7x=7&L1LT450mg % 1 H 1 EIRAOKEST 2, 72k, BEOREBICLVEEHET 5.1 Th
D,

F7. KENID S AACERIER CHIE U7z BRAF Bin+ER 28T DR MU RE /T - RO

B - B 1O L CHEGREN TV HIEROCHENT., Yo ~7 (GEisHfiz) EoffH. X

EE=AF =T RO Y Fo~7 (Earliaz) EofFRICBWT, @k, ARz a7 7=

7L L T300mg % 1 H 1EROKET D, ok, BEORREBICIVEERET 5.1 THD,

@uANRZREZF O GMEADOT —X)

HPEEAE (104) Ico> a9 7 2=7450mg % 1 H 1[I E=XAF =7 45mg %
1 H 2 FIEREGR e 22 4F 0 10mg Z0FHESES Q1 HE, 14 HH) L& X,
0 ANZAZF B GR L i LT 1 HH O 2322 F 2D Cmax M O AUCo-ast
IXFNFI 434% K R 279%. 14 ABDOE ANRZZF o ® Cmax & X AUCo-1ast 1ZZ 1
F1268% K N 157% TH -7,

OR/NARAF2 10mg BERBFERENIZTT 5T =27 450megl B 1 BEY
EZAF=7J 45mgl B 2 AREBRESEHKIZEITHIO0RNZAEF 2 10mg HABSED
MPFHFAINRIFUDOEYPEFHE/NTA—F (n=10)

Cmax AUCo1ast AUCo Tmax Tz
(ng/mL) (ng-hr/mL) (ng-hr/mL) (hr) (hr)
Or AR K F o B G- 9.37+7.72 43.4+34.2 81.6+44.3 a 0%42 02) 3.56+1.57
@u AR B F O RES 1.85
(Day1) 45.6+43.8 124+94.3 1644101 (0.78. 7.00) 2.16+0.373
@ru AR EF K S 1.40
(Day14) 25.3+20.4 61.0+32.6 69.0+32.7 0.92, 3.00) 1.90+0.431
AEHEOLE @,/ O 4.34 2.79 NE -~ -
[90% 15 #E X []] [2.94~6.40] [2.08~3.74]
RFfEol 0O 2.68 1.57 NE B
[90% 15 X [H]] [1.82~3.96] [1.17~2.11]
SEHME RS, Tmax (X RE G/ME, SR fE)
AUCo1ast : #5%% 8 B[ £ COMIEPRE T — % 2 AW THEH

NE : B4

(vir. 7. (2 FAEE L FOHE] OHESHR)
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@I FY T LEDHH GNEADT —%)
mMEGRE 196)) \coraT 7 2=7450mg % 1 A 1[H & E=XAF =7 45mg %
1 H 2 MINEERERICI XY T4 (CYPSA £E) 2mg #0FHEEG LIt &, 24V 7

L HUR P G & el LT
17.5% Toh > 7=,

XV T 5D Cmax MY AUCotast ZZFNF1 25.8% KT

SAYS L 2mg BB ERITRICTI 357227 450mgl B 1 @RV
E-AF=7 45mgl B 2 AIREHEESHICETE 4 Y5 L 2mg HRAKZKEHD
MFERIZJSLOEYPHE/INFA—2 (n=19)

Cmax AUCo-1ast AUCo- Tmax T

(ng/mL) (ng-hr/mL) (ng-hr/mL) (hr) (hr)

e 9.59 23.0 24.4%1 1.00 3.42
SV T AR S (4.03, 18.7) (8.14, 57.8) (8.74, 69.7) | (0.77, 2.93) | (2.14, 5.91)

N NG D E e 2.34 4.92 5.56% 0.88 2.19
(Day14) (0.635, 5.40) | (1.10, 9.98) (1.33, 10.5) | (0.68, 1.00) | (0.806. 4.70)

SV EE O b 0.258 0.175 0.187 _ B

[90%(EHE X ] [0.215~0.308] | [0.151~0.204] | [0.154~0.228]

AUCo1ast : $5-1% 8 Wl & CoOMAEPIRET — & & W CH

*1:n=9 X2:n=17

(i, 7. (2) PEHEE L Z0HEBE] OHESH)

®FEX 7 4=NEDOPH GFEADT—4)

A (Fe/IMIE, R AE)

HPEEAE 116 I a9 7 2=7450mg % 1 H 1 E=AF =7 45mg %
1 H 2 BIREERGRICES 7 4 =/ (HEEO CYP3A FHEH]) 400mg # 1 H 1 [FEIfFH
BHLZEE, B 7 4 2 VIEFHBEERRLHBL T, =20 a7 72 =7 ® Cmax K}
AUCo1ast IZZNFI 79.8% KN 76.2% T - 7=,

I>3571x=7450mgl B 1EARVPTE=AF=T 45mgl B 2 BAREHE G
(BEF 74 ZIVEHRKRE) HUITES T 4 =)L 400mg HRBRERFIZE TS
MBPFPT 5T TDEYEFENTA—F (n=11)

Cmax AUCo1ast Tmax T
(ng/mL) (ng-hr/mL) (hr) (hr)
o 3560 11800 1.00 3.50
THT 4 =ASRIREGDayld) | 950 Tgea0) | (6300, 195000 (0.88, 2.03) (2.36, 5.04)
N 2750 10000 1.00 3.80
T 74 =/ (i (Day21) (678, 7150) (5840, 14400) (0.98, 3.00) (2.22, 5.42)
A (Lo He 0.798 0.762 B B
[90% 15 X [H]] [0.585~1.09] [0.613~0.945]

AUCo1ast : $5-1% 8 Wl & CoOMUEPIRET — & & W CH
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®©H7=ALDPH GMNEADT—4)
mMEGBRE (156)) \coraT 7 x2=7450mg % 1 A 1[H & E=XAF =7 45mg %
1 B 2 EFHRGHEICH 7 =4 (CYP1A2 JE) 50mg Z0FH&HZ G L&, 7=
A HMB SR L LT, 7 =4 @ Cmax X T AUCo1ast IFZFZEH 113% K Y

127% Toh - T,

AT 142 50mg BMIEERITNIZT 357227 450megl B 1 ARV
E-AF=7 45mgl H2 BAIRBHRERHFICE TSI T 4 > 50mg HHRKRERKD
MR H T4 DOEYEFRE/NTA—EF (n=15)

Cmax AUCo-1ast Tmax Tz
(ng/mL) (ng-hr/mL) (hr) (hr)
e 1050 5300 1.00 7.617
H7 = A RS (719. 1880) (3650, 11200) (0.80. 1.98) (3.52. 16.5)
i 1260 7420 0.90 125
#7 = A GBS (Dayld) (930, 1780) (5730. 11800) (0.72. 2.92) (5.20, 31.1)
SO 1.13 1.27 B B
[90% 15 FH X [H]] [0.992~1.29] [1.10~1.46]

AUCopast : # 5% 8 R & COMEFRET — % 2 AW CHEH
% :n=14

DAATZ =D GMEADT —4)

e G/ M, feKfE)

MR RE 196)) \coraT 7 2=7450mg % 1 A 1[H & E=AF =7 45mg %
1 B 2 [AIEHEGHICA AT T — (CYP2C19 ) 20mg # FHEE G- Lz & A4
AT T = )VEME SR L LT, A AT T — LD Cmax XY AUCo1ast 1ZFNE

A 101% Kk 82.7% Th -1,

AATSY—)L 20mg BRIFESHHNICT 57 =7 450mgl B 1 ARV
E-AF=7 45mgl A 2 AREBERIZEFTE4 A TS5V —IL 20me HABEHD

MEFPA A TS5 J—ILOEYHE/ S A —4 (n=19)

Cmax AUCo-1ast AUCo« Tmax Tz
(ng/mL) (ng-hr/mL) (ng*hr/mL) (hr) (hr)
- 309 1030 1770%! 2.20 2.13%
AAT TS ARBEGRE | (101 T9560) | (36.9. 7940) | (186, 8950) | (1.05. 8.07) | (0.777. 2.65)
FAT 5 — RS 254 724 8687 3.00 1.33%
(Day14) (82.8, 888) | (229, 1820) (552, 1930) (0.85, 7.85) | (0.910. 2.62)
KMFEEO 1.01 0.827 0.556
[90% 15 HE X 1] [0.659~1.56] | [0.526~1.30] | [0.316~0.977] B B

AUCopast : # 5% 8 KM CoOMEFRET — % 2 HWCHE
%1:n=8 ¥X2:n=9 X3:n=12 X4:n=13
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@uHng Lol GNEADT —#)

mMEGRE 196)) \coraT 7 2=7450mg % 1 A 1[H & E=XAF =7 45mg %
1 H 2EREHRGRHICaY L (CYP2C9 HE) 256mg Z0HH#EG- Lzt &, uin
Z H P R g LT, m L2 ATk 2R O R R R E O X 72.3% Th

277,

AY)LA Y 25mg B 5T NI 357127 450mgl A 1 IRV
E-AF=7 45mgl H 2 AIREIFRERFICETH0HILE2 2 256mg HRKRESHFD
Rep#EttE (n=19)

=R v R N -
B S L% TV E AT DR
ﬁ*ﬁgi R*ﬁgi DI B o> H
RPNV 0.239%? 0.227% 0.920%?
nY NS R (268.0) (293.3) (65.6)
i 0.286+2 0.205% 0.693%
RS PERES (Dayld) (277.3) (317.8) (99.0)
S EIE O L - 0.723
[90%1Z 4 1] [0.566~0.923]

BMTEIE (CV%)
K1 G 8 R E TORPYRET — 2 2 VTR %2 :n=17

O@F %A bux b7y Ol GHEADT—%)

BMEEGRE 196)) \coraT 7 2=7450mg % 1 A 1[H & E=AF =7 45mg %
1 H2MIEHRGRFICTFA e A L7y (CYP2D6 H'E) 30mg #(FHE G Lz
EETHXARB A MY 7 UBEMBEGRELEEL T, TXA MR A LT 7 T
LB OIR PR E O I 105% TH > 7=,

THERALOAMLT 72 30mg BB ERBAERICT 572 =7 450mgl H 1 BIEY
E-AF=7 45mgl B 2 BREHRERFICETHTFRAMOA MLT 72 30mg AR S
DRFEHHE (n=19)

. LI TFERRAPRA R TS| L
T e @t T e
\ R P R RGPS
(mg) (mg) DR RO
FEXARBA T 7 0.0264%2 3.78%2 151%2
P Iy (396.7) (183.9) (383.2)
FEXA B ARMLT 7 0.0225%2 3.55% 167%
¥ 5 (Day14) (899.2) (222.5) (354.5)
BT FEME D L o o 1.05
[90% 5 #E X[ ] [0.748~1.46]

SETEE (CV%)
K1 B 5k 8 R E CORPHRIET — & & VTR %2:n=17
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2. RUEEMK/NT A—4
) FRMTAE

J v ars— kA BTV

(2) IRAREAE SR
A L

(3) HEEEEH
MAEER e L

4) 9YVF7S52R D
b h~ AT 2B (CLGX818A2101 iABR) <. fdFk A (4 f) [ uC-mraF 7
=7 100mg ZHFEREO&HEGE L&, #HrEshizB2s V77 A (CLr) X 0.5L/hr
THY, AT ors Y752 (CL/F. 27.9LMr) (2585 Clr OEIEIX 1.8% Th -
7o ET-. REAEEE (GFR. 7.5L/hr) (255 % CLr DEIAIZ 7% Th -7,

5) STEE
b h~ AT 2B (CLGX818A2101 i&ABR) <. fdEEk A 4 f) [ uC-mraF 7
=7 100mg ZH[EREO#H G Lz &, TP a7 7 2 =7 OKRMTO LT O
OARFE (Vz/F) X 235L Thoto, 9 @EMARONAEFEOMFEYZ 2T 7 2=
TWET — X & VT ENE U 72 FHEM SR B RE AT X 0 HH S 7o db R OV =2 o)
— F AV FOSHBERITZNEN 141 LV 13.2L ThHholz, 9

6) TOH
AR L

3. Bl (REaL—>av) f@iF
) fRTAE
1) 2019518 TEMHEGIE] &AZER
TR & 5 2-21 2 78— K A o R 7 UMM

2) 20205118 #5557 - ERFRE] ShEeBneEF
TR Z 5 2- 21 78— R A v b BT LRRAT

3) 2024¢5H MEEIRIRSE | ZhEEEh0EE
LR e L

(2) IRFA—LEHER
1) 2019518 TEMEEE) KBFY

fERERR N 2t 8 S50 U 72 55 1 FHER (ARRAY-162-105 #ER) KOS AR &%t
LUTER LT7- 4 >OEKFAE (CMEK162B2301, CLGX818X2109., CMEK162X2110
KON CLGX818X2101 #kliR) (2 Xk 5, fEFERA 15 il e O3 AU B 686 il B 15 B v 7= 1
Ehr aT 7 = =T RE AR RSR & LT B SR B e T A 1T - 7,
T TIVICEIT D PPK 3T A — 2 #ftEfEIZ,. CL/F 2 27.9L/h, V/IF 23141 L Tho
7o
CL/F X ONV/IF i b A S E A RIIREThH 720, EHELEOFEIZL S CL/F
K ONVIF OZGIZ T b ERF A B OFHANS Th - 72,

X1 FLUEL U7-mhBRE i, BERER N, B, (KE 75 kg, 4N 53 k. REAME 70g/L. B YL EUHE
0.4678 mg/dL., LDH f& 327U/L . eGFR {& 111.6mI/min/1.73m2, ECOG Performance Status
750, CYP3A4 OBREEHIDIEH ML L7z,

2) 2020 £ 11 B T#587 - BEERE1 e e 4
TR 2 3 12 ke L 7= 155 1 #HR5R (ARRAY-162-105 &5k) K UVHARANZ ST A
BEZXNRICER L7 4 DO KABKR (ARRAY-818-302, CLGX818X2103 .
CMEK162X2110 K O' CLGX818X2101 #kli#) (2 L 5, MR A 15 il L O A B 379 f
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PO/ONTMIER T a7 7 =T REALITNRE Lz, E=AF=7 - Y F o~
7O G- RO RHEE HI S EhRefEtT 21T > 72,

BAEET MZHIT H PPK /37 A — 2 #EEMEIX, CL/F 7% 16.4L/h, V/F 3 17.0L Th o7z,
AFND CLIF \Zxi4 58 L LT A, ECOG Performance Status, CYP3A4 [HZEH
PR OAME, BHERE. AST. &M, BV Ay, LDH, FiE UOEEDBSHAGAEIL, &
FOVIFIZxtT 288\ E UTEMRPHAAENT-, FHELEOREIZ L 5 CL/F X O'V/F
DEENTN TN S EEMEZB OFEFHN TH - 7=,

F7-, EEENAK D Cmaxss XM AUCss IZKIFTEELZFELI-E 2 A, WTFhodt
8t Cmaxss KON AUCss (2 & IET 82T 0.8~1.25 OHIPAN® TH - 7=,

362 HEMEL LT-WBRE L. EMEEANEE . KE 71.6ke. i 58 %, AST fE 24U/L, v UL EHE
0.409mg/dL, LDH fi 238 U/L. ¥ M1 69g/L. CYP3A4 FHEMOIEHEHEE, BHERENIER & LT,

3) 2024558 THIRARE | *hAEBINE:
MUER e L

4. IR
(1) "AFFRLSEYFT 4 42
PR BRI CARFN ORI G- 1250 L TRz KFNOMHI A T X T
V7 4 ICT 27— 230N TW AN, b b~ A7 0 235 (CLGX818A2101 #H)
T, BERA @#) [cuC-mraTd 7 =7 100mg #HEREAOHKEG LI X, RO
HLTEARFDOD 2 L HH 86% XTI SNz EZ bNT-,

5. 9%
(1) I — fixi B8 P9 @ 14
MAEER e L
(%5)
Ty MoUC-m a7 7 = =7 % 50mg/kg HERR A& G L= & &, MO,/ ik
R REE LN IX 0.0177 ThH o7z, 49

( IVI. 5. (5) ZDOMOMEE~DOBITIE] OESM)

(2) Imik—REEERERTE @
RCNEE R L
(%5)
Ty RO HXETIE, YEBO aS 7= RRIROMEN BB ENT-T-0, =
AT 7 o =7 OREEIE SR S iz, 49

(Tvil. 6. (4) £hEEE2 AT 2F] KO V. 6. (5) il OEBH)
(MX. 2. (B)2) & - BRIERAEICHETIHER (T b, UHX)] OHESBHR)

(3) HLHADBHE
AR L

(4) HE~DBITHE
ZEERR L
(%)
Ty MoUC-m a7 7 ==7% 50mg/kg HER A& L L= & &, FREOMGE /1
TR RER E 1X 0.0153 T o7,

(TVI. 5. (5) ZDOMOMEE~DOBITIHE] OHESM)
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(6) TOoBEHE~DBITH
M ER e L
(B%E)
HHOT v MIUC-=ra T 7 =2 =7 %50mg/kgHmfR &5 Lz & &, ARERE D
TmaxiTT & A DR T0.25~20FH Th > 77, BEBEDAUC)-IZ DS XBH L7
ik, I R RS RE IR B PR IX IR C8.17, K T2.66 Th o 7223, F LA OFERE Ti
149 T CTHoT0, T2, BT A 7= EFMMBRICERE Loz,

RSy FMIUC-T2a5 7= J50mekgZ BEEFEAOREL-EED
MBS RED EMEIRE /NS A —4

T Cmax Tmax AUCow J ik @f(ﬁt{: T2

(ng eq./g) (hr) (ng eq. hr/mL) R RE IR b (hr)

17 48.5 0.25 216 1 2.91
Jird 0.916 0.25 3.82 0.0177 2.64
il 0.708 1 3.3 0.0153 3.02
TR 16.5 0.25 72.8 0.337 3.56
iR 0.283 2 3.76 0.0174 7.71
5ED P 30.9 2 133 0.616 5.61
N— B — [ 14.5 2 70.7 0.327 5.36
WEE 77 i 14.1 0.25 64.2 0.297 2.68
R R 14.8 0.25 58 0.269 2.36
i i 6.02 2 28.4 0.131 2.82
Dl 22.7 0.25 86.7 0.401 2.94
Hiti 42.0 0.25 189 0.875 3.32
JHF ik 70.8 0.25 574 2.66 47.2
e 57.6 0.25 322 1.49 2.86
B RE 39.0 2 233 1.08 3.46
B 39.5 2 258 1.19 10.4
I BE 32.0 0.25 97.2 0.45 2.72
FULEE Y 35.7 0.25 115 0.532 3.01
gk 9.26 0.25 55.4 0.256 4.61
TN 13.6 0.25 101 0.468 3.87
AR 157 0.25 685 3.17 2.78
WG (t&f) 17.7 0.25 57.6 0.267 2.72
g (Bf) 2.25 2 2.25" 0.0365* NA
i 8.53 2 31.9 0.148 2.27
B 2.46 2 10 0.0463 2.66
‘B 13.5 2 47.7 0.221 1.92
R 14.8 1 79.9 0.37 3.58
I i 10.8 2 61 0.282 2.53
FE 5 5.74 2 51.8 0.24 3.3
FE5%E 1.29 7 4.65 0.0215 1.36
FEEL BIR 9.86 2 65.1 0.301 3.61
Bl 27.8 1 102 0.472 2.57
H 17.6 0.25 63.7 0.295 3.01
v 25.3 1 107 0.495 5.13
K 31.1 4 69.4* 1.18% NA

T 2T REAL GO O RRIRE X B U2 EE AT
NA=not analyzed
*: AUClstZ T #% : AUCLs2> bR L2 EE R
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(6) MPBEAFEEE
Trag7x=7Ob MUETEBAKESRIZE6.1%., b MR MR E L 1X0.75TC
o 7= (in vitro),

6. fK#
(1) RSP R U B
REBEBAL - £ & L TH g
R . =3 T7 7 2= T O ERREHRKKIL CYP3A4 (255 N7 VX ALK ONE
IHEE vy a U Bineg T s (in vitro), 4849

(. 7. AHEAEH ) OEHZM)

(2) REICBAET58BF (CYPE) ONFHE, FE5FE
bk CYP BRI /7nY—AkUC-2aT7x2=7%NADPH f7{£ FCTA »Fax
—va v Lzt & OREEE O % radio-HPLC To#r L. & CYP /DAY
WADOTFHREHE L2 E 2 A, FRRHIEZIT CYP3A4 (83.3%) THY ., CYP2C19
(16.0%) KU CYP2D6 (0.71%) & —#FE5- L7z (in vitro), 4849
T a7 7 x=71% CYP1A2, CYP2B6, CYP2C8., CYP2C9. CYP2C19. CYP2D6 K
O CYP3A % m[ifpglc 3 L, ICso fEIZFnF4 22, 1, 20~30, 5. 50, 25 K 8~
15pmol/L Th o 7= (invitro)s £7-. =27 7 = =71% CYP3A % HE{K{FRIICPHE
L. I RARIEHEALEED 1/2 OREHLEZ 7253 EE (KifE) X 20.5pmol/L, i KAR
EMALEETH Kinat ) 1% 0.0527min! THo7= (nvitro), 0 X HIZmraT7 7 x
=71X UGT1A1 ZPHE L, ICsfElE 1~7pmol/L ToH ~7= (in vitro), >V
¥/, = a7 7 =2=71% CYP1A2. CYP2B6. CYP2C9 ##5i& 7= (in vitro), 52
a7 7 x=71% CYP3A4 Z75E L, 50%A%0EE (ECsoff) I 10.2pmol/L, K
HE (Emax f&) %1695 Th o7 (in vitro), 5

(rvit. 7. MAEH] OESMH)

3) MEEBNROFARRVEDEE
AL L0

4) REPOEHOFERVESEL., BELE

t h~2ANT 23R (CLGX818A2101 #BR) (2811 5. MAEHIZFRD b v RE IR
RORE &+ AUC e (fR@im o AUC24,/ Mg eED AUC24) 1, = a5
T2 =T7 D NPT VXA K QIR GiE 25 T T-AGE W o 7 v 7 v g AR (M12.8)
N23.0%. =>aTs 7 =70 N7 /LXK (LHY746) 25 15.5%. N7 V%L
bR D 7 v 7 v U EfA AR (M17.3) 28 6.2%. BRERILT 2 /AL ON&E T & 5% 1 F 7= At
Yy (M44) 28 5.09% CTH 7=, ZOMMDIMIEFAEITNT b MEFRENGED 4%
UTTholz UMEADT—%), 49

728, LHY746 13X BRAF V600OE £ 4 A3 % b MEMER AWM b ik Malme-3M O
I ZIEI Lo, = a T 7 2=7 LR LT ICso fE 30 (52X 7ofECTh > 72 (in
vitro), 59

7. *;F;ﬂ- 42)
bt h~2ANT 23R (CLGX818A2101 k) T, fERERKA (46 I UC-=>aT 7=
=7 100mg Z H[# 5 L= & & F 5% 144 B £ IO G HEHER O 47.2% 23 d1ic,
47 2% D3RI HE STz, RIS E1% 48 B £ TICREEHED 1.8% S ARZE(LIK
ELTHRE SN UREADT —#),

8. FIVARKR—E—IZET H1EH
a7 ==L Pgp DERETH D (invitro) .5 = a7 7 =73 BCRP,OCT1,
OATP1B1, OATP1B3. OCT2. OAT1 & T OAT3 %#BHE L. ICso fEIXZNE I 10~25,
12.7. 5.35. 6.16, 2.05. 4.20 & T*0.92pmol/LL TH -7~ (in vitro), 3659
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9. ENZICLBBER
MR L
10 BEDERZEZHITHHE
(1) BeeEERFICEIT52EDRRE
MR L
(% HNEANDOT—4)
REHEE MR BN REARAT Ot e, BREAEIE 8% (44901) & Hhile L€, BHERERE = B A (i
FE21TH|, FEEREQ8MH) D a5 T x=T DI VT T ADKTIT 5%FKi & i S
N, BEERTIZZ L a9 722707 U T 50 RATIGEEALREBLE X hoT-, 9
% :eGFR IZ X 5%% (IE% : eGFR=90mI/min/1.73m2, #F : 60=eGFR=89mL/min/1.73m2.
4 - 30=<eGFR=59mL/min/1.73m?2)
(2) FFiSREEEREFICEIT2EDERE MMEADT—4) O
W AT REREE E R (645, Child-Pugh 2 =7 5~6) UIAFHEREES # (6f) lc— =
T 7 2=750mga HEREO#E Uiz & &, FFEREERE & LB L€, BENMEIERE R
FEoMmEFIEEAF Ty 25 7 2 =7 OCmax X FAUCo1TF N F1.21 L M.55(5 T
HoT,
R EFEE R VB EFEEEEEREICTI a5 7 = J50mgEER OB 5RO
MEEGFELESB I AS T TOEYHFHE/NS A —4
Cmax (ng/mL) AUChst (ng-hr/mL) AUCo» (ng-hr/mL)
Hmffj}f% 35.1413.2 13836.0 139+36.7
@rgﬁﬁﬁff%‘%ﬁ 41.7+10.6 229+121 231+121
e LI D b 1.21 1.56 1.55
[90% 1545 X [#]] [0.901~1.64] [1.05~2.30] [1.05~2.30]
SEYEE = R UE R 2

AUCHLs: : $¥5149605 & CoMmBEPEEE 7 — & % F\C & H
ERHE S ITHSREIL A

T E DL « BT RERT

(. 6. (3) iTiknem

HE ) DHSZM)

) AHIO (BRAFBETEREZHT HIRIBUIBR AR R B R ANE, BACEEIEZICHE LT- BRAF#
LA ER /T HIRIBUIRAREZ RIS, BRAF B2 RE2 AT HRIAUIBRARRE 2 R A b
JE) ISR L TERREN TS AELOHER, Tv=AF =7 LOHHIcB\W T, @i, fAiEz
27 7x2=7¢L 1L TC450mg % 1 H 1 BIRROET 5, 723, BEOREICIVEERET 5.1 Th

%)

Flo. KA R AACFIRIER (THE LT BRAFBAR TER 2 AT 216N e /T - FER O

5« ) (T L TAR SN TV HIEL MR, Yy Fo~7 (Binf#z) offi, X

FE=AF=T ROty X U~7 (Barfiz) EofHIckN T, #@%F, RACE=yad 7=
7L L T300mg % 1H1EROFET D, 2B, BEORBICIVEERET . ) THD,

11. £t
REER e L
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. ££% (FRLOZEEF) [CEHJISEHE

g

HEREEZTDEH
&

_
I

FEIL. BEBIHHETE 2EBEERI 50T, M AIEREE 5 0mE - SR E
HoEMD S & T AROEAENEY & LS hBERIC N TOBEET S &£
MBI S . BEXIEORKCADRRUEREE+HHEL. HEEECTHD
BESZC &,

(figsn)
AENOMERIZHT- > TE. DALFEREIC 072 mi & R Z FFOEMO b & Culfi i
INABVENRDDHZ LG, MLOPFEMERZEANCUE C Tt L=,

2. ¥ERELFTOHA

2. B3 (ROBHEICIIEBELEWNI L)
BHN DRI R CIBBE DB D & 5 B E

(fifa)

AHND AT LIRBUE DR OB 5 BE TlL, BERT VX —KIG%E 29 5 algetn
HHZEND, HHELHEHT S ETO—RERE LTERE LT,

3. MREXEHRICEAET HFELENER
V. 2. BREXITRICEES LR 22T 5Z &,

4. AERUVHAEICEHET IR L TDER
V. 4. AEROCHEICEETIEE] 2283752 L,

5. ERLGEFNIE L EDER

8. EELRELANIE

8.1 MEEMEENH SbND 2 ENHDLDOT, EMIICREORELHRT DL Z L, £i-.
FEJE DB NGB BN AICIE, EHeNICEREE %272 L0 BEERETH 2
L, [11.1.1 28]

8.2 FRIELIANDOENIZEMIEE NS SN DBENNH DD T, BEZ2 712470 BEHR
O ONTHEEITIR, MERELZITH Z L,

8.3 HELIREENRESNTWEOT, THMICIROREOFELZMRTHZ &, /2R
OEENRD LN GAITIT, BN EFREZ 22T ) BELIFEETH 2 &,
[11.1.2 &1#&]

8.4 FFREREFEEN S Db d Z 3 d 5 O T, AFIE G-I EMIC A ERE 21T\, B
DIRREZTERT 5 Z &, [11.1.4 ]

8.5 DHEREFEENH LD Z L0 d D DT, AFIFE G BAAAHT M OAAF & 5+ 1308 B O RE
B (Do a—5) 217\, BEOIREE (EERHER (LVEF) OZ#i%251Te) ZHER
52 ¢, [9.1.1, 11.1.3 ]

8.6 MHEUHAAENH SN D Z ENH D DT, AKFIFEGHITEHMICCK, 7 LT F =%
OBREEITV, B, B, CK EH-, Mk ORF I A7 ey EREICHSEE
52 &, [11.1.5 2]

8.7 BIES V—FRHLLNAZLNHLDOT, MEOCHBE+SEE L TRETSHZ
L, [11.1.6 ]

8.8 EBAEIEMEEN H L ONDZ ENHH DT, MG T EMREEE N OB SR E 1T
7l BEORELZHSICBIETHZ L, [11.1.9 ]

(fig#n)

8.1 JEJEKMfaRE. 77 NTh v h—~, Hiiz e RO EENE R AANES O R EEEEE S S 5 b
N5 ENDHD, EHCBEZITV, BHEORENFRD LNIZHEAITE, BNz
B 22T o Lo BB LIEET HMENSLTORE LT,

8.2 RJELIANDEMMIICEMERE NS SN D Z ENd D, BEEL oI iTV., BENED L
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NIGAEICE, BURLEEZITOMNERND DTZDOHRT LTz,

8.3 MAMEpEE, SEIMEE (MR, MEEHRAXREZET) FOERERREENS b D
ERDHD, EHMIICIROBRE OFBEAME L, IROBENRD LNLAITIL, #Hl
DICEFERE 22272 L) BEZIRET 20 EN D 5720 E L1z,

8.4 AST. ALT. v-GTP, B U VEVED EHAZME D FEREERN S bbb Z &b 5,
EMPNFERERE ATV, BIEZITONERH DT OKE LT,

8.5 EMHEANE, BHERW D EOLEERENHLOND T L0 d D, HEOKEEEREZ
TV, BIEETHOMEND DT OBRE LT,

8.6 MUGRIMRIENH SN D Z LnHHD T, EMHICBHREM A S 21TV, R, it
&, CK B, Mk NRF I A7 oy EREC TR T DNEND D IO E
L7z,

8.7 mIMEZV—ENRHLobndZ EXHDHDOT, MEOHBEIZ HoER L T&RET 04
ERHAT-ORE LT,

8.8 [HEMBYEMEENH bbb D Z ENH D DT, MG N EMEEE KR OBHEEREZTT
Il BEOREZHSICEBETAVLERH D OETE LT,

6. RENDHEREATIBEICHTIIE
(1) &fHE - BERFOHLEE

9. BEDERZETLB8FBICHETHIE

9.1 G6HE - EEEZEOHLBE

9.1.1 DEBRIIZTOREROHSHHE
JERDE(T D RBENNH D, [8.5, 11.1.3 ]

(fig#n)

AHNL, BE=AF =7 L ORI DREIIZFDOBEERO B 5 BE TIERN BT 55
FNRHDHZENLRIE LT,

(2) BHMEESSRSE
FEEN TR

(3) FritRefasmE

9. REDERZEHRTIBHICHTIIRE

9.3 FFRERER RS
AFIOWREZEZET DL L bIC, BEOREL LV EEICBEL, RHEMORERIC ST
o2 L, AROMPIRREN LA LO@ERDH L, [16.6.1 ZH]

(fig#n)

AFNL, HHERERRE O H 5 BE TR P REN TS L OWENH DL Z ENLERE LT,
JFHERERR = B I 5T 2581213, AFOBEEZZRETLHE L bIC, BIEE LVIEEICIT
W, BIERORBUC3EET 5 2 &, WS 1 HEER (ARRAY-818-101 #fk) 60 T, #%
FERATHEREREERE (6 5], Child-Pugh 2 =7 5~6) XIIAFHEREIER & (6 1) (ZAHI 50mg
HEEERG L & & REF#EREREOMFEHIEMSEGF= 27 72 =70 Cmax KO
AUCowl%, FFHEBEIER & LB L T, TNEN 1.21 K155 TH -7z, R LEFHE &
g LT, TR RER E RS CRIARIORE RO EAPNEBO LN, oz b JF
FERERE 35 BB CIIARR O M R E N I3 D ATREMERN & 5 & B 2 72,

(TVIL 10. (2) fFHRERE S BE 2T 2 8MERE GMNEANT—2) ) OHEMR)

(4) 4FEREERT SHE

9. REDERZERTIBHICHIIIRE
9.4 £JEREERT HE
PEURT 2 ATRENE D & 5 ePEICid, ARG T R O Gt 2 H ISR W TREE§ 5 2
PER QN ) 72 A I DWW TR 5 2 & R A REESRIC K DBHEE DS A 1TIE, R Nkt
RN D Sk z o THEMT 2 2 &, [9.5, 10.2 2]
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(fign)

)RR CATERAETBENRE INTWA =D, HIRT 2 ReE 0 H 5 o MEIZ I3 ) 7228t
AT R OET A ENBHEETHH - ORE LT, [EFSL OB G B4 2 BT o 2B
BT A A XA GRASKER 0216 55 1 5, ALK 0216 5 1 5) HE 2. &K
DELEFTNEY 2713720 OO R (CCDS 128\ T 6.32 FFff]) @ 5 fEn3% 2 BRE &
AL aEL, MEOMLEIE N OZFOWRICBIT A EEMENRLIETH D Z ENLRE
L7=, A#HZ CYP3A4 FENEMZAHTHZ LD, HOBEEIC L 28T EOSESITIE, &
A REEE LIS O FikE HbE THAT 5 Z &,

(. 7. (2 JFHEEEZOBEE] KO TX. 2. (5)2) - BEFEAEICET 28 B (T >
o UHX) ) OEEH)

(5) HEbR

9. BENDERZHITHSBBICEHATIHIE

9.5 iFiF
I SOFEEHR L T2 ATREME D & B oMl ik, 1RIE LB ERIEZ BBl % & ]l S
NOFEICOBFKETHZ L, Ty FERWEZEBERRICE O CERIEZE RO 27 {2104/
B3 HETHIEEREOKE, BB ITERER, VX2 HWEmRRIcB T

FEIRIREE B D 180 IS T 2 HE CHRIEAREOIE, B{LEBENRD iz, (945
e ]

(f)
) SR TAGEFRE AL FME DS R ST WD T2 fllm SUTAEIR LTV 5 IREMED & 2 2 ki
R EOARMENERMEZ BRI D S SN DG RICORRET LT L,

(X. 2. (62 - KREREICHET L2 (T v b, UvHF)) OHEEM)

(6) {RILi&

9. REDERZERTIBHICHIIIRE
9.6 $RELIB
B EOARMER ORI RBEOARMEELEE L, RILOM UITIEEZRF T2 2 &, b
M A~OBATIIAHATH S,
(fiFwt)
AAIDE ST ~OBITIIARATH D, KAl 2G4 256 IR O UT P IE 2 kR
AT ENHETHDIORE LT,

(1) MRS

9. BREDEREZATILIBREICEHTSHIE
9.7 INRZ
INREE G L U B RERBR IS LT,
(fi3n)
BERARER I W TR AEMRE IR, FrER. 2R, SR XN Z2xt5 & UK BRI e
LTCWRWZ EMBERTE LT,

(8) EiE

9. FENDERZHIHBAEICHT IR
9.8 W&
BEOREZ T3ITBR LN OEREICKREG T2 8, —RICAEHEENMIT LTV,
(fEwt)
i I —RENC AR T LTS Z e BREMICIDENERR I LT
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WEBZ BN, EEMOBRGIZHT > TUI TR REENLETH L Z L OIEREEZME LT,

7. #E{EHR

10. #BEEH
AFNTFIZ CYP3A4 I LW REtEan s, 7. AFNL. CYP3A4 2#35E4 25, [16.4.1%
iy

(figsn)
INFETITHE LN TWSD in vitro KON in vivo iR b DOIFH % 5o# L 7=,

(TVI. 6. 143 OmEE)

(1) FRERETDER

BRIE SALTUV 20
(2) BtREE L ZTDER
10. fAE{EH
10.2 $FREE (BFARICEET S L)

KA % BRPRIER - HEiE 15 TRy - falRR 1

CYP3A BHEH AFIOMAPPREN EH L, BWEHOR | Ziub OFEH &
U hFEn, BENEEEINA2BZE0ULRH DD T, ORI LY AR
75 ARTA T CYP3A FHEMEH DR WEAI~OMRER | Al R 23 FHF
R at > — EEETH L, RUEST CYP3A | i, MmHREN
PINFT Y L ERZ T 581X, AAloOW | ERT568%F01
[16.7.1 &[] BEBETLHE LI, BEOREZ | b5,

HEICHZE L, RIEHORBUC o
BET5Z &,

OATP1B1. OATP1B3 X | OATP1B1. OATP1B3 Xi%X BCRP @ | A&HIA

X BCRP /& RE LA LT 2 85A1%. 2 | OATP1BI1,

0 ANARF o OFEFNOIMFPREN ER T 55% | OATP1B3 O

T RANRZEF nNind s, BCRP % BHE9

A KLY — M HZElzky,

[16.7.2 Z /] B DOIEFD
i FP R EE S -
THBENLND
%,

CYP3A & CYP3A OB L7253 K 0T 5 | KAl 2 CYP3A
IHEVT A, AT, I 0EFomMPRENMS | 2FET 52 L
NN TIBBENND 5, &, 2neo
ORI () LT R A o 1 o
FHay s F=)LT R | NIKETTHEB%
T U — V) nnbs,

(9.4, 16.7.3 /]
(fig#n)
AHL CYP3A4 OIETH D72, CYP3A BHEAI L OFH L7258 I AR ORE N ILE S

DBRENND D,

oS 1 FEEER (ARRAY-818-105 #fR) 40 T, fEER A (16 fi) [ZA Y =) > —/L 400mg
®1H2A9 HMMER5EICAR 50mg 2 FHE G Lz & & RFIHEM B 5E & g LT,
AH|D Cmax & O AUCo-lZE1EI 168.4 KT 283.4% Th -7z, Fi=, @KL A (16 i)
WOV FTEL 240mg D 1 H 1\ 4 ARRERGRFICAHF 50mg #FHE G L&, K
FHAAR P G0 & el L CL AAIO Cmax KN AUColZF N Eh 144.7 KT 183.0% T -
77,

F7-. AHNZ XD OATP1B1, OATP1B3 X% BCRP MHEIC LV, HE & 72 5 3K o i fE
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BENEATLIBENNH S,

BMEGRE (10#]) o297 2=7450mg % 1 H 1 E=AF =7 45mg % 1 A
2 MIERGRFICr A2 L2 F 2 10mg #0FH#H&E5 (1 HE, 14 BH) LcdE&x, m AR
ZF MR EEL T, 1 BEOEANZZF D Cmax MO AUCoast IZF1FH
434% K 8 279%. 14 BHDO B ANRZZF O Cmax K AUCoHast 1T ZNEH 268% M O
157% Cdh - 7=,

T, KANTLD CYP3A4FFEHICKL Y, BELZ2EHOMBEFREDMETTH28FN00H
%

HMEGBRE (196)) o397 2=7450mg % 1 H 1S E=AF =7 45mg % 1 A
2 BB RFIZ 4T A (CYP3A £2H) 2mg Z A& G Lzt &, 34V 7 LM
BRI LT, 24 Y 740 Cmax XN AUCo1ast 1ZZIEFI 25.8% K N 17.56% Th - 77,

(TVIL 1. (4)2) PFHIEORE] OESMR)
8. BlEA
11. BlER

ROBWERD S BN D Z EBRHHDT, B2 H0IATV, BENBD O NI AT
Gl d 57 g 2170 2 &,

(1) BXGEIMER & DHER

11. BlER

11.1 EXGEMER

11.1.1 RIEEEHES

FEEMIE (0.8%). 77 b Ty b—= (0.5%). BRI mEtBafE (BEERE)
EOREEMEENH LN Z ENH D, [8.1 5]

11.1.2 IRpEE

ML (11.5%) . S&E IR (Mgk. IMEEEEREELEST) (1.4%) SOEREENH
bbb Z EndHb, [8.3 2]

11.1.3 1(DiBREfESE

FEEEREARE (0.5%) . BEHRIED (3.2%) ZEDLEREBEENH SN D Z End D, [8.5,
9.1.1 ]

11.1.4 FFifefEs

AST (4.1%). ALT (5.2%). y'GTP (4.4%)., B UL E Y (0.5%) HD L7215 ki
FEEND LDONDZ N D, [8.4 0]

11.1.5 HEBEBARE (0.2%)
[8.6 ]

11.1.6 |ME (2.5%). BMMEY Y—E (0.2%)
[8.7 K]

11.1.7 Hi

HEEHIN (2.6%) FEOHIMAH Hbhd 2 ERnb 5,

11.1.8 FE - RERFARFLMEEHE (8.6%)

M EAEI ST A ARF O MBI = A F =7 L O GR L i LT, FE -
SEEEFETR N AN RIEERE S O B HMBEE NN 2 AN RBD 5N TNWADT, E=AF=
T a ik LAKIZ ke 285613, Bl %2 +oI2ATV, 2D OFELROFEBUH3ICEER
T5HZ &,

11.1.9 EHEEBEREERE BEETH)

FENRO LN GE TG 2 IR L, @) el CEBRRER, & IRERIME G REHIZE D
Beh, BITE) 2179 &L b, ERDBEIET S E THREORELZ FICBIZRT L,
[8.8 2]

(fiRL)

11.1.1 BN OEEERER O S IENTIZ 3B\W) C R JEEME RS 3380 b T\ 5, BlEaE T4

ATV, BENRD N GEICITE Y e LEEIT O 2 &,
11.1.2 EWNI DR O A FITIC B W TIREENRD 5T 5, BIEZ 012170,
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RE DO DI HE ISR, RS TRG 2 P Id 572 8 WURAEEZTT S Z

s

ENA O B R R O RS MEAT I B WD TOERERREENRD b T 5, BlEE2 71
1TV, BEDNRO DN GAICITEE, REXIRGE2H T 5708, @Y diE s
1Toz &,

ENA D ERRFRER O RS MEAT IZ 3 W CIFRESE  FHEREREE RO H LT\ 5, BE N
RO LT AICITE, KT E2FIET 57 Y, @MU EEITY 2k,
FE N4 O il R BRER O DF A RAT 1 3 CREROT R ARE . BT Bl IE 1< B 3~ 2 RIME
HARRO N TWD, BlEE 012470, BENRO b ZHAICid3dE, IR
AR ILT oL, WEIREEZITY Z &,

E N/ DR R AR O AT I B W TEIMERRBO 5 TW5, BENRED Lz
TaiZix, MOpEE21To Z &, £, \IEZ UV —ERRO b GA IR S
ok L, WYRE AT 2L,

E NS O RERRBR O A FITICB W THMAR D ST W5, BIEZ 45127, &
WD LN GAICEEE, KREUIRGEZ IS AL, @URLEEITH 2
L,

EPNA DOERARRBR O OFARATICI W T, RJI A BTG LIzt & E=AF =7 0H
PeHHE L bl UC, T - R ER IR AN SRS O FE BB EE A N3 D m 358
DHNTWND, AFINFME LG XD ATEetEN S 2 BEERAEICBN T, BE=2F =
T EH I UARFI Z R 255121, Bl L2 012 TV BEPNFRD b T-LE I
WO RAEEITH 2 &,

HIRBICB W CEBAEEEENRE SN TS, BENRD LN AICEERS
ok L, @O ALE AT O & & HIZ, IR EIE T 5 £ TREDOREL 018152
THZ L,

11.1.3

11.1.4

11.1.5

11.1.6

11.1.7

11.1.8

11.1.9

(2) XD EI{ER

1. BlER
1.2 ZOHMOEIER

5% DL E 5%
N7 R 1] > \DT
RO IR U 2 SERI SRR
LR BIFE, BV, s U e
R O Hify, FBED £
R, (U, IR, ROREE,
e i W L B TR, B
Ji, AN,
T (328%) . WU | AR, Bk, K%,
R (20.4%) . WELE, BT, 8 | PO, ICRE, B, F A
. nA% MR, e, T S 5
. TEE WK, A T LT U RRIRE
57 %) . /7 o -
sy P2 @5.0%) BIE. R | e CRiMtENS)  RRINEIR, &

SHEREIRRIR T, FoffiE, (B

I EUE

|

it

ok, NERHE, WHEAZK,
ARG, H DB EGE . BIBR

~JLR

B R O e

RARGR

Ea L AT a—/VIGE, Py P
DoEmA Y vsmE, S hY) 7k
U RIfLfE, EREBLE, K717 2
VIGE, VoS—¥HEm, KPRV o
I HMILJE

5 H R R OV
R P

BEER . A AR, I CK B4
n

PAfiJe, TERE. M KF. R,
RS E, DU, BERE. DU
PR, A A

78




PRI R, BB R, A2, RIRE .,

AR B, SRR, R,

IR, R = 22— 3 F— ZH)

PEOHFE, R RE

R R ONR [ i iz L7 F= 8, #R
=

Rt - fhRRIETE | BAR

RSN U130 U, DENR RS k. %

HE R b

Ko, BEEE, BEHET. 21T
fiE, BT, EARBEUE S FRRS
SHEMEABE, S ERE. RS AFER
D B aFRE, IEIRRE . LB,
B RE, R ERE
i+, 1ZTY
(REWR/, RERN, 77 aani kR
D1, AZ ) YA MERBE . BRIRMEACEE, FLEARE, RF
B

e

SHERRBI NG % (28.1%) . &
P Kk OB TR | 2 (895, iB5%) (26.2%) .
E BLBAE, B HIE., AL,
% 9 FEIE

IR

T

(fiL)

BRAF V600E/K %2447 2 RrE TUBRAGE Tt o B B EBE 28 & Lz
[EIRRIL[E 25 AR (CMEK162B2301 #lk) & O BRAF V600 E{n A #4245 R150)
BRANRE 7 ORI B E 25 & L2 [ENEE MAEEER (ONO-7702/7703-03 #iR) 1240 T,
AHIJRE=AF =70 2 A G HICREL L7ZEIEH & . BRAF V60OE £ 842 F9 518
WU ANREZRHEST - FR OFERG - HAE R 23t g & U 7= ERS LA AR SR (ARRAY-818-
302 RER) IZBWT, KAl E=AF =7 VX ~T (EnTHiz) O 3HIKOARA
YR wT (BIETHEZ) O 2FI0FHE G RIS L-RIERICE S fdk L,

79



S EHEHRIERRBEER VBRRREERY —5&

(BRAF V600E/K A% % A4 % RprtEfT YR~ 6E

PRIt [E S MAERER (CMEK162B2301 35k, Part 1)) 9

(E=AF=T7HH&KRE)

RO BEAEEE 25 L LZE

2 VERTAR X S 15k

192 11

BITEHSEBAEGEL (%)

169 fi (88.0)

FITERZE RIS FEELBIEL (%) BIER B RIRSHE T (%)

g(j:(%? (PT) 4 Grade Grade 3 UL E %(78;;:3) PT) 4> Grade Grade 3 UL
MiEB LY 3% FENO R BN 1 ( 05) 0 ( 0.0)
s 7O 800 8 QMO ek | Coso |l o (oo
E=lill 11 ( 57) 2 (1.0) i ) )
B BRI i 4 (21) 1 ( 05) | B 1 ( 05) 0 ( 0.0)
U SR E 2 ( 1.0) 0o ( 00) AR D JNE 1 ( 05) 0o ( 0.0)
A 1 ER g E 1 ( 05) 0 ( 00) IS By i 1 ( 05) 0o ( 00)
U v kR K 1 ( 05) 0 ( 0.0) | [hEk 1 ( 05) 0o ( 0.0)
Lo 14 ( 7.3) 0o ( 00) LTS 1 ( 05) 0 ( 00)
Efl 5 ( 26) 0 ( 00) NN EE S 1 ( 05) 0o ( 00)
Ji SRR R A 2 (1.0) 0 ( 00) EtiE 1 ( 05) 0 ( 0.0)
fENE IR PASH AN 2E 2 ( 1.0) 0o ( 00) ARERSE 1 ( 05) 0o ( 00)
KRBT A 2E 1 ( 05) 0 ( 00) IS 7 ) PRV e 1 ( 05) 0 ( 00)
B EEET Oy 1 ( 05) 0 ( 00) HARE 1 ( 05) 0 ( 0.0)
A= 1 ( 05) 0 ( 00) TR 1 ( 05) 0 ( 0.0)
JroEkkRERE & 1 ( 05) 0 ( 0.0) | |EELRF 1 ( 05) 0o ( 0.0)
HSMIHE 1 ( 05) 0 ( 0.0) | |MEEFEL 1 ( 05) 0 ( 0.0)
BN IR S B BHR 2 1 ( 05) 0 ( 0.0) | |MEEILED 1 ( 05) 0 ( 0.0)
SRS G 1 ( 05) 0 ( 00) HEMR A SR LA 1 ( 05) 0 ( 00)
=S PSS BE 1 ( 05) 0 ( 00) B 101 (526 )| 11 ( 5.7)
JeRME, FhEMER X BTN 59 ( 30.7 ) 2 ( 1.0)
O DO os N on oo 52 (2210 ] 5 ( 26)
= e 1 ( 05) 0 ( 00) M - 31 ( 16.1) 2 ( 1.0)
B X Ouk s 6 ( 31) 1 ( 05) [ 17 ( 89 ) 3 ( 1.6)
[BIEEPE D F 3 ( 1.6) 1 ( 05) i 16 ( 83 ) o ( 0.0)
Hg 2 (10)| 0 C 00) | |LEHE 15 ( 78)] 1 ( 05)
i 1 C05)| 0 C 00)] [WEFRE 5 (26)] 0 ( 00)
MR 78 ( 40.6 ) 5 ( 26) N R 3 ( 1.6) 0o ( 00)
Pt 18 (94 ) 0 ( 00) a7 3 ( 1.6) o ( 00)
A o e fE 14 ( 7.3) 1 ( 05) ShAs 3 ( 1.6) o ( 00)
AR AL 8 (42) 0 C 00) H Al MR R 3 ( 16) 0o ( 00)
HEEEVE S 8 ( 42) 1 (05 ) | |Ehstm 3 ( 1.6) 0o ( 00)
A T i 7 (36) ] 0 C 00) | RS 2 (1.0) | o ( 00)
vl 6 ( 31) 0 ( 00) AN 2 ( 1.0) o ( 00)
HANRAS EE 5 ( 26) 2 ( 1.0) W~ =7 1 ( 05 ) o ( 0.0)
A 5 (26)| 0 C 00) ]| |[mskn 1 (C05)] 0o ( 00)
SE 9 RS 5 (26) 0 ( 00) KA 1 ( 05) 0 ( 0.0)
R oD 4 (21) 0 C 00) TEIEME KA A 1 ( 05) 0o ( 00)
WL BRI 4 (210 1 Co5) | [+ =mmn 1 Co5)] 1 (C 05)
B NG 4 (21)] 0 C 00) | [DEEMmAHE 1 (o5)] o ( 00)
HET 4 ( 21) 0 ( 00) #Hifm 1 ( 05) o ( 0.0)
IS 3 (16) 0 C 00) HEE [R5 1 ( 05) 0o ( 00)
AU 3 C16)| 0 C 00) | |HWHHIm 1 Co5)] 1 C 05)
CHUE 2 (10) 0 ( 00) WAL E B 1 ( 05) 0o ( 00)
AR % 2 ( 1.0) 0o ( 00) A i 1 ( 05) o ( 00)
WA 2 ( 1.0) 0 ( 00) T AE P 1 ( 05) o ( 00)
HAREE 2 (10) 0 C 0.0) | [#HHim 1 ( 05) o ( 00)
il T- IR 2 ( 1.0) 0o ( 00) ik 1 ( 05) o ( 00)
e 1 C05) ] 0 C 00) | |ADEREHH 1 (Co05)] 0o ( 00)
FIBE 1 ( 05) 0 ( 0.0) | [mes 1 ( 05) 1 ( 05)
TH 1 C05)] 0 C 00)]| [nokEk 1 ( 05)] 0 ( 00)
M ifn /8 e o 1 ( 05) 0o ( 00) N 1 ( 05) o ( 00)
i Bt R 1 ( 05) 0 ( 00) | [#m 1 ( 05) o ( 0.0)

80




IRy [P =i

FEEGIEL (%)

RITER & E BT H

FEHBIEL (%)

g(j:(%? (PT) 4= Grade Grade 3 UL | %(i(%? PT) 4= Grade Grade 3 UL |
—i% - EHREER X T ANRTEURET
o smpoge | 52 (2270 9 CaT) )\ o s 5 12 (63)| 3 ( 16)
T 48 ( 25.0 ) 3 (1.6 ) | [EHM
) iE 26 ( 13.5 ) 0 ( 0.0) | |BEHEED 10 ( 52) 2 ( 1.0)
FHE 13 ( 68) 3 (16 ) | |MH7LTF=4
KRG PR 8 ( 42) 1 ( 05 )| [0 8 (42 1 Co0s)
TR 6 ( 3.1) o ( 00) REEHIN 4 ( 21) 1 ( 05)
I 3 ( 1.6 ) 0 ( 00) | |73I5—Emn 3 ( 1.6) 3 (1.6)
ey 2 ( 1.0) o ( 00) U X—EBHN 3 ( 1.6) 3 ( 1.6)
g RN 2 (1.0) 1 ( 05 )| [MEEYLEHM 2 ( 1.0) 0 ( 0.0)
;:/7»1‘/47‘%%% 5 ( 10)| 0 ¢ 00) JE;E:WXTUH/V 2 (10)| o ( 00)
ERES 2 ( 1.0) o ( 00 ) | [MmfY D 2 (1.0) 0o ( 00)
T A g 1 ( 05) 0 ( 0.0) | |fFHE-EES 2 ( 1.0) 0 ( 0.0)
A 1 ( 05) 1 ( 05) ER2 2 ( 1.0) 0o ( 0.0)
PRI 1 ( 05) 0 ( 0.0 ) | | PrEsAIRERN 1 ( 05) 0 ( 00)
ZEHE 1 ( 05) o ( 00) | |[BAEY LELEM 1 ( 05) 0 ( 0.0)
H E 1 ( 05) 1 ( 05) 7 L7 T N 1 ( 05) 0o ( 0.0)
15 1 ( 05) 0o ( 00) | |IH7LTFrERA
IE DA HE e 1 (05) ] 0 ( 00) | [AAFF—TMBH#N I
IR 1 C 05)| 0 ( 0.0)]| |MmPABBKERSE 1 Cos)l o ¢ 00
VETG 1 ( 05)] o ( 00) ]| [2EM
P REE b 2 (10)] 1 Cop) | M FrVorsim | 1 C 05)] 0 (C 00)
Mt 5 o 1 (05) [ 1 (Co5)| [MWHRIZVEIR T oo o 00)
AR 1 ( 05)] 0 ( 00) ﬁggﬁﬁm ( ) ( )
E RS AT S — GER 1 0.5 0 0.0
¥ s 1 C05) 1 0 C 0.0) | Mrjgmsm 1 C05)] 1 ( 05)
s A 3 ( 1.6) o ( 0.0) C-RUSPEE AN 1 ( 05) 0 ( 00)
YEELH T UL — 1 ( 05 ) 0o ( 00 ) | [FFEEERECEN 1 ( 05) 0 ( 00)
v 1 C05)[ o ( 00) | [HEERLA 1 C05)) 1 C05)
SRR 1 ( 05) 0 ( 00) U L SEREE N 1 ( 05) 0 ( 00)
R L 07 R
ﬁ%{ih’tvﬁim 19 C 99)| 3 ( 16)| [y 1 Co05) 0o ( 00)
T2V B G 2 (1.0) 0 ( 00) TR L3
R 2 (10) | 1 C 050 |rywe rms 1 Co5)| 0 C00)
eSS 2 (1.0) 0 ( 00)
ElTYS 2 ( 1.0) 1 ( 05 ) | |/ RERED 1 ( 05) 0 ( 0.0)
DS 2 ( 1.0) 0 ( 00) 7o ko e U
T 5 (100 ] 0 ( 00)] |ux 1 Co5)| 0 C00)
AR L~ A 2 ( 1.0) 0 ( 0.0) | [fRE#tBIO%ERE | 19 ( 9.9 ) 3 (16)
X = Rz 4% 1 ( 05) 0 ( 00) | |A&#EE 8 ( 4.2) 0 ( 0.0)
FME S 1 ( 05) 0 ( 00) | |EFIZUEY FlL
W T (o050 ] 1 (050 3 (16)] 0 ( 00)
LARES 1 ( 05) 0 ( 00) i DR I E 3 (16) 1 ( 05)
RIS 1 ( 05) 0 ( 00) ) 7 A E 2 ( 1.0) 1 ( 05)
SR R G 2R NE 1 ( 05) 0 ( 00) | [E7LTIvifE 2 ( 1.0) 0 ( 0.0)
AT 1 ( 05) 0 ( 0.0) | MK 1 ( 05) 0 ( 0.0)
NHEE 1 ( 05) 0 ( 0.0) | [JEE 1 ( 05) 0 ( 0.0)
BE, FER Lo BEalL AT a—/ L
AP 2 ( 1.0) o ( 0.0) o 1 ( 05) 0o ( 0.0)
B 1 ( 05) 0 ( 0.0) | [&F ~U D AMSE 1 ( 05) 1 ( 05)
WHEA~L=T 1 ( 05) 0 ( 00) 1KV BRI AE 1 ( 05) 0o ( 0.0)
fifh R AR AT 80 ( 41.7 ) | 36 ( 188 ) | |MEHKABLOHES
Wb LTFEA | o | 10 ( agy | RS B Capy ) 1 (W)
X —EHN ) ) B3NSR 32 (16.7 ) 0o ( 0.0)
YINEINRNT i PO 20 ( 10.4 ) 0 ( 0.0)
27 =T —PHN 24 (125) (13 ( 68) A 13 ( 6.8) 0 ( 0.0)
TI= T I NT B ¥ 6 ( 31) 0 ( 0.0)
VAT =5 —PHRN 16 ( 83) 9 ( 47) T ERTR 5 (26 ) 0o ( 00)
7 AH ) RA7 DU iR 5 (26) 0 ( 0.0)
7 5 — i 18 C68)] 1 008 g 2 (100 ] 0 ( 00)
R 2 ( 1.0) 0o ( 0.0)
U Jie A PR 2 ( 1.0) 0 ( 0.0)

81




IRy [P =i

FEEGIEL (%)

RITER & E BT H

FEHBIEL (%)

g(j:(%? (PT) 4= Grade Grade 3 UL | %(i(%? PT) 4= Grade Grade 3 UL |
waliis 2 ( 1.0) 0 ( 0.0) | |&H#ERER 1 ( 05) 0 ( 00)
R 2 ( 1.0) 0 ( 0.0) | [#HRE 1 ( 05) 0 ( 00)
TR 1 ( 05) 0 ( 00) BARA 1 ( 05) 1 ( 05)
YN 1 ( 05) 0 ( 0.0) | |K¥m 1 ( 05) 0 ( 00)
RA SRR 1 ( 05) 0 ( 0.0) | |£EWAPLOLERE
Tt 1T (050 0 (00 ] |= ezl o)
B R AR R 1 ( 05) 0 ( 00) RS TRAE 1 ( 05) 0 ( 0.0)
P 1 ( 05) 0 ( 0.0) | |FHAAR 1 ( 05) 0 ( 00)
REAC R ARE 1 ( 05) 1 (05 ) | |JRESER 1 ( 05) 0 ( 00)
Ji % 1 ( 05) 0 ( 00) 5 1 ( 05) 0 ( 0.0)
Bk, B KOG MR, HIERE L O
GWRBOF Y (5 % (135 ) o ( on) P 11 ( 57) 1 ( 05)
B LOR) —7% : ’ I K] 4 ( 21) 0 ( 0.0)
&) NIk 2 ( 1.0) 0 ( 0.0)
NEIRE A L AE 9 ( 4.7) 0 ( 00) sk 2 ( 1.0) 1 ( 05)
B % LEEE 8 ( 42) 0 ( 00) X R 1 ( 05) 0 ( 0.0)
Traan Ry 2 (1.0) 0 ( 00) S 1 ( 05) 0 ( 0.0)
7 NT Y h—~ 2 ( 1.0) 0 ( 00) LoD 1 ( 05) 0o ( 00)
AT ) A MR 2 ( 1.0) 0 ( 00) SR 1 ( 05) 0 ( 0.0)
O E 1 ( 05) 0 ( 00) R 3 KO TRk
L T (050 0 ( 000 |mE g ey )| 4 ¢ Al
AR 1 ( 05) 0 ( 00) Wi BIE 25 ( 13.0 ) 0 ( 0.0)
FRAEVERE R ER T 1 ( 05) 0 ( 00) 5 23 (12.0 ) 2 ( 1.0)
HAX AR RS 1 ( 05) 0 ( 00) Bk 20 ( 10.4 ) 1 ( 05)
F2J§ DY) 1 ( 05) 0 ( 00) B G Wz 18 (9.4 ) 0 ( 0.0)
FLEANE 1 ( 05) 0 ( 00) & 9 FEIE 16 ( 83) 0 ( 0.0)
b 1 ( 05) 0 ( 00) WA R 15 ( 7.8) 0 ( 0.0)
PR RBEE 53 ( 27.6 ) 6 ( 31) FEE - BRI
i 21 (1090 | 1 ( 05) | | FREs 13 ( 68)] 0 (00)
FEIED W 10 ( 52) 2 (1.0) BV LIE 9 ( 4.7) 0 ( 0.0)
R 10 ( 52) 0o ( 00) HLBE 8 ( 42) 0o ( 00)
LI 5 (26) 0 ( 00) SR BB S 7 ( 36) 1 ( 05)
BERLTE 4 (21) 0 ( 00) EERER 6 ( 31) 0 ( 0.0)
fEEIR 3 ( 1.6) 0 ( 00) S RS 5 (26 ) 0 ( 0.0)
SRR 2 ( 1.0) 0 ( 00) SRR AT 4 ( 21) 0 ( 0.0)
R T SRR 2 (1.0) 1 ( 05) 135 4 ( 21) 0 ( 0.0)
35 1 ( 05) 0o ( 00) LR O FEIE 4 ( 21) 0o ( 00)
SR 1 ( 05) 0 ( 00) I 3 ( 16) 0o ( 0.0)
A 1 ( 05) 0 ( 00) HEPEEBE 3 (16) 0 ( 0.0)
JETN R 1 ( 05) 0 ( 00) S 2 ( 1.0) 0 ( 0.0)
RS bEE 1 ( 05) 0 ( 00) ZITE 2 ( 1.0) 0 ( 0.0)
T BIRR 1 ( 05) 0 ( 00) BT 2 ( 1.0) 0 ( 0.0)
FolE R 1 ( 05) 0 ( 00) FLBEVE R 5 2 ( 1.0) 0 ( 0.0)
IR 1 ( 05) 0o ( 00) EE QU a 2 ( 1.0) 0o ( 00)
RIMERERR = 2 —n BER 95 2 ( 1.0) 0 ( 0.0)
S — 1 C05) 1 1 C05) | rgyrpims 2 (100 ] 0 ( 00)
Jep=TRiOIRNE 1 ( 05) 0o ( 00) R4 2 ( 1.0) 0o ( 00)
PN 1 ( 05) 1 ( 05) b f=EJES 2 ( 1.0) 0 ( 0.0)
— P PR I %6 1 1 ( 05) 0 ( 0.0) | |FHEGHERE 2 ( 1.0) 0 ( 0.0)
T p 10 ( 52) 1 ( 05) B & (R 2 ( 1.0) 0o ( 00)
I s = 3 ( 16) 0 ( 00) B 1 e 2 ( 1.0) 0 ( 0.0)
NS 2 (1.0) 0 ( 00) S 2 ( 1.0) 0 ( 0.0)
ARBRE 2 ( 1.0) 0 ( 00) | |XE 1 ( 05) 0 ( 00)
EE3TRES 1 ( 05) 1 ( 05) AP 1 ( 05) 0 ( 0.0)
SEELIRRE 1 ( 05) 0 ( 00) DL R 1 % 1 ( 05) 0 ( 0.0)
LPReE Y 1 ( 05) 0 ( 00) IS 1 ( 05) 0 ( 0.0)
U v R—iEak 1 ( 05) 0 ( 00) FEEPERTEE 1 ( 05) 0 ( 0.0)
R[INKTF 1 ( 05) 0 ( 00) EEHIHE 1 ( 05) 0 ( 0.0)
SN—=IF )T EE 1 ( 05) 0 ( 00) EELM 1 ( 05) 0 ( 0.0)
EHHEEDRE 1 ( 05) 0 ( 00) BEEE 1 ( 05) 0o ( 00)
BB L ORI b 5 (26) 2 (1.0) E B AIE 1 ( 05) 0 ( 0.0)
SRR 1 ( 05) 1 ( 05) R 1 ( 05) 0 ( 0.0)

82




IRy [P =i
(80C)

FEEGIEL (%)

RITER & E BT H
(800)

FEHBIEL (%)

HkzE (PT) 4= Grade Grade 3 UL | seAzE (PT) 4= Grade Grade 3 UL |
ERERE AT 1 ( 05) 0 ( 00) WL & 6 B 1 ( 05) 0 ( 0.0)
BE 1 ( 05) 0 ( 00) B ek 1 ( 05) 0 ( 0.0)
TR NE 1 ( 05) 0 ( 00) EBiAia P 1 ( 05) 0 ( 0.0)
TV it P40 1 ( 05) 0o ( 00) R ERR 1 ( 05) 0o ( 00)
BT IR 1 ( 05) 0 ( 0.0) | |BHmEyrEE 1 ( 05) 0 ( 00)
BNk A 1 ( 05) 0 ( 0.0) | [MEREE 18 (94 ) 5 (26)
el 1 ( 05) 0 ( 00) IR 12 ( 6.3 ) 5 (26 )
AR 1 ( 05) 0o ( 00) EAU) 2 ( 1.0) 0o ( 00)
2 1 ( 05) 0 ( 00) 1K ifn 8 2 ( 1.0) 0 ( 0.0)
EYRidra ] 1 ( 05) 0 ( 00) PEBR I L 1 ( 05) 0 ( 0.0)
% 9 FEVE R B 1 ( 05) 0 ( 0.0) | W4 1 ( 05) 0 ( 00)
i X 1 ( 05) 0 ( 00) EImEs ) —¥ 1 ( 05) 0 ( 0.0)
NE TR R 2% 1 ( 05) 0 ( 00) 1 JEE 1 ( 05) 0 ( 0.0)
B T I 1 ( 05) 0 ( 0.0)| HEFELZ MedDRAV1O0 ZHWTHEALE X, Grade
FE R 1 ( 05) 0 ( 0.0) | %I CTCAE v4.0JCOG %MW TFHHL % L7-,
FERERE 1 ( 05) 0 ( 00)

g 1 ( 05) 0 ( 00)

F & R 1 ( 05) 0 ( 00)

83




)
)
)
)
)
)
)
)
)
)
)
)
)

216
191 fi (88.4)

BE IR L LI ERRIE
2 FIOF A

i

(28]

IEL )

\nﬂ% °
FEBBIEC (%)

4
7l

(
(
(
(
(
(
(
(
(
(
(
(
(
(
(
(

Grade 3 ULk

13
0
0
0
0
0
1
1
0
0
0
0
0
0
0
0
0
0
0
0
1
0
0
0
0
0
0
0
0
0
1
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0

- FIED

14

=l e R e S S S S S S R R A B e R = B = = AR = = R e AR B R R = A R = R R = R R S R = R R S R R R R R R
3110000000000 (=] fo) fo) fol fo) fo] fo) fo) o) fol o) o] fol fo) fol fol ol ol fol o) fol Jo) o) fol f o) o) fol ol o) fol o) ol fol ol Jol o) Re) K]
3]
IM ~ ~ |~~~ ~ |~ [~ ~ |~ ~ |~~~ ~ [~ |~ [~~~ ~ |~ ~ [~~~ |~ |~ ~ |~ |~ [~~~ ~ |~ |~ ~ |~~~ |~
3 ~
WW‘GQuoOOOOOOOnAOOO lml k=l =]l fol ol fol fo) ol fol Jol £l Jol B ol ol fo) o) fol o) o) fol o) fo) fol o) fol fo) o) fol o) o) fol o) fol fol o) Fol ol K
ﬁ
= ~ —= ~~~[~]= N Py iy iy ey —~ RN Y R U O i ~ |~ <~~~ ~[~
I e e S S R S B o R AR R s B e s R e S = s B N R B R R e R S B R R R = R R = R R S R R R R R R RS
S |0 FH OO0 MO (=] fo) fo) fol fo) fo) fol fol fol Fol § ol ol Fol fol fol B o) ol ol fol Fo) fol Jol ol o) Fo) o) fol ol o) fol o) fol fo) ol fol o) Re) K]
~
M 0 1 N N 1 X 1 G ) Y G R N 1 1 G 1 1 ) 1 % 1 1 N 1 N N 1 R N ! G 1 1 N ! ! N ! N 1 1 N ! R N 1 N
H90200007000 2210110100w310040010000300000200000000
~ Y Y Uy iy g RN U I O O O O O R R O Y O Y R Y
mlonlo|o|olalafrv|olala|alalalalalalalalalalelala|alalalalalalale|alalalala|alala|alalalala|alalele
OO |O|O|O|O|O|O|Q|O|O|O (=] fo) fo) fol fo) fo] fo) fe) o) fol o) o] ol fo) fol fol o) ol fol fo) fol fo) o) fol o) o) fol ol o) fol o) ol fol ol Jol o) Re) K]

222 i
208 f3 (93.7)
3 A0 BE
)
)
)

3 F D AE

0.9
0.5
0.5
0.5
1.8
0.5
0.5
0.5
0.0
0.0
0.5
0.5
0.0
0.9
0.5
1.8
1.4
1.4
1.4
0.9
0.9
0.9
0.9
0.9
0.5

55 ( 248

21

17.6
16.2
0.5
0.5
0.5
0.5
9.5
2.7
2.3
2.3

(

4 Grade

39 (
36

R, BEAER LB IFR S— 1)) 10

it 52 B

BIERSEBAEGEL (%)

ii

FhEMEFS & OSBRI E

etk

K

IERZSE IR (SOC)

BEAFE (PT)
HLRARBEREIR T AE

MR PR

L RS ANAE
s

M/ N INE

B
N

S

T

il

(BRAF V60O % % £ 5 1A 0 A RE 7 T

A IMFEAER (ARRAY-818-302

MmigFs JOY /3R kEE
His L ORKRR R

5
MR a3 bR I

I R ER IS iE
1/ B E
HFEAERHS N
MR
RO E
TR TEAE R
SERME,

W A

Fa e
[EEE 8O F U
NG B
AR T ik
EHEENE

AR #7450
HENRAS IEE
Lol

i

#n

)
)
)
)
)
)
)
)
)
)

(
(
(
(
(
(
(
(
(
(

84

0.5
0.5
0.5
0.5
0.5
0.5
0.5
0.5
0.5
0.5
0.5
0.5
0.5

il

T
il I
P BER

=y

ViR

FE bk DR

I

el MR

T RTiEY
a3k b RUE

AR

R F 4k
HERGAE

AR D=
AR g 2 A
AR
R H i
MRS I

ARG ¢



RIERZRE IR (SOC)

FIBIEL (%)

o 3 AIDF RS 2 FIOF FHEE
xmE (P 4= Grade Grade 3 UL | 4= Grade Grade 3 UL |
e 0L FE A8 E 1 ( 05 )] 0o ( 00 )l o ( 00 )| 0o ( 00 )
KT 1 ( 05 )l o (C 00 ) o (C 00 )| o ( 00 )
Eal il o ( 00 )] 0o (C 00 )l 1 C 05 )0 ( 00 )
B HH 1 0o ( 00 )]l 0o C 00 )| 1 C 05 )]0 ( 00 )
b IS i, o (C 00 ) o ( 00 )| 1 C 05 ) 0 ( 00 )
AR A% o (C 00 ) o ( 00 )| 1 C 05 ) 0o ( 00 )
AR o (C 00 )l o ( 00 )| 3 ( 14 )| 0 ( 00 )
AR 5 FESE o ( 00 )] 0 (C 00 ) 2 ( 09 )l o ( 00 )
AR ARG o ( 00 )] 0o (C 00 )l 1 C 05 )0 ( 00 )
AR A PRk 0o ( 00 )|l 0o (C 00 ) 1 C 05 )0 ( 00 )
B IS 163 ( 734 ) |31 ( 140 )|94 ( 435 )| 8 ( 387 )
T 118 ( 532 ) |22 ( 99 )[40 ( 185 )| 2 ( 0.9 )
L 79 ( 356 )| 7 ( 32 )|44 ( 204 )| 1 ( 05 )
M - 57 ( 257 )| 4 ( 18 )|27 ( 125 )| 2 ( 09 )
mP 27 (122 )| 1 (C 05 )| 7 C 32 )|l 0o ( 00 )
% 6 (72 )l o ( 00 )| 6 ( 28 )| o ( 00 )
JE 9 5 (68 )| 2 09 )11 ( 51 )| 0 ( 00 )
1] 8 ( 36 )| 0o ( 00 )| 3 ( 14 )| 0 ( 00 )
g 5 (23 ) 0o ( 00 )| 4 ( 19 )| 1 ( 05 )
LR R 5 (23 )| 0 ( 00 )| 3 ( 14 )| 0o ( 00 )
H R ER 5 (23 )| 0 ( 00 )| 1 C 05 )| 0o ( 00 )
NN s 4 (1.8 )] 0o C 00 )| 4 ( 19 )l 0o ( 00 )
K N LA 4 ( 18 ) 0o ( 00 )| 3 ( 14 )| 0 ( 00 )
Bt 4 ( 18 )| 1 C 05 )] 0o C 00 )| 0o ( 00 )
NS 3 ( 14 )] 2 C 09 )] 0o ( 00 )| 0o ( 00 )
Ifn A P 3 (14 )] 0 (C 00 )| 1 C 05 )| 0o ( 00 )
EES 2 ( 09 )| 1 C 05 ) o ( 00 )l o ( 00 )
AL 2 (09 )|l 1 C 05 ) 0o ( 00 )l o ( 00 )
e TR 2 (09 )| o ( 00 ) o C 00 ) 0o ( 00 )
R A P 1 ( 05 )] 0o C 00 ) o ( 00 )| 0o ( 00 )
AT H ifn. 1 ( 05 )] 0o ( 00 )l o ( 00 )| 0o ( 00 )
JILFE D Je i 1 ( 05 )l o C 00 ) o (C 00 )| 0o ( 00 )
NN PN SR 1 ( 05 )l o (C 00 ) o (C 00 )| o ( 00 )
ENE 1 ( 05 )l o (C 00 ) o ( 00 )| 0o ( 00 )
iR 1 ( 05 )] 0o C 00 ) o ( 00 )| 0o ( 00 )
e TR 1 ( 05 )| 0o C 00 ) o ( 00 )| 0o ( 00 )
DR A 1 ( 05 )] 0o ( 00 )l o ( 00 )| 0o ( 00 )
BLW 1 ( 05 )l o (C 00 ) o (C 00 )| o ( 00 )
R 1 ( 05 )l o (C 00 ) o (C 00 )| o ( 00 )
i i, 1 ( 05 ) 1 C 05 )| 0o ( 00 )| 0o ( 00 )
AR 1 ( 05 )] 0o C 00 ) o ( 00 )| 0o ( 00 )
A1, 1 ( 05 )| 1 C 05 ) 0o ( 00 )| 0o ( 00 )
15 BF 3E 1 ( 05 )| 0o ( 00 )l o ( 00 )| 0o ( 00 )
KA ZEFL 1 ( 05 ) 1 C 05 )] 0o ( 00 )| o ( 00 )
ARG 1 ( 05 )l o (C 00 ) o (C 00 )| o ( 00 )
O PENTEBIE Ak 1 ( 05 )l o C 00 )| 1 C 05 )| 0o ( 00 )
JEESE 1 ( 05 )| 1 C o5 )1 C 05 )| 1 ( 05 )
JT P4 A DR 1 ( 05 )] 0o C 00 ) o ( 00 )| 0o ( 00 )
[EN s 1 ( 05 )l o C 00 ) o ( 00 )| 0 ( 00 )
P I o ( 00 )] 0 (C 00 )l 2 ( 09 )l o ( 00 )
AL TR o ( 00 )] 0 (C 00 )l 1 C 05 )1 ( 05 )
B A4 0 ( 00 )]l 0o C 00 )| 1 C 05 )]0 ( 00 )
e JE 9 o (C 00 ) o ( 00 )| 1 C 05 ) 0o ( 00 )
ELZES o (C 00 ) o ( 00 )| 1 C 05 ) 0 ( 00 )
T o (C 00 )l o ( 00 )| 1 C 05 ) 0 ( 00 )
ﬁ;&'@%h FRLOLGHAOR | 10 505 )12 ( 54 )|o0 ( 417 )| 9 ( 42 )
%1 61 ( 275 )| 3 ( 14 )|49 ( 227 )| 5 ( 23 )
WS 36 (162 )| 7 ( 32 )|22 ( 102 )| 2 ( 09 )
FEEN 6 (72 )] 1 C 05 )15 ( 69 )| 2 ( 09 )

85




2 AIBFAIRE

4 Grade

Grade 3 UL

)
)

0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0

(
(

0
0
0
0
0
0
0
0
0
0
0
0

)
)

(
(

)

(

)

(

0.0 )
0.0 )

(
(

0
0

0.0
0.0
0.0

0
0
0

)
)

(
(

)
)

0.5
0.5

(
(

0.0

0

)
)

( 05

(

1
0

0.0

0.0
0.0
0.0

0
0
0

)

(

)
)

0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0

(
(

0
0
0
0
0
0
0
0
0
0
0
0
0
0

)
)

(
(

)
)

(
(

)
)

(
(

0.0
0.0

( 00 )

0

)
)

(0.0
0.0

(

0
0

0.9

(
(
(

2
2
0
0
0
0

)
)

0.9
0.0
0.0
0.0
0.0

)
)

(
(

(00 )

0

2.3

5
5
0
4

2.3
0.0

1.9
0.5
0.0
0.0
0.0
0.0
0.0
0.0
0.5
0.5

0
0
0
0
0
0

0.9
0.5

2

0.5

2
2
2
0

0.9
0.9

0.0

( 120 )

26

3.2

7

2.8

6
3
0

1.4
0.0

0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0

0
0
0
0
0
0
0
0
0
0
0
0
0
0

0.0
0.0

0.5

0.5
0.5

( 93

20
19

8.8
0.0
0.0
0.0
0.0

0
0
0
0

8.3

18

0.5

I (%)

3 FIDFHRE

4 Grade

Grade 3 UL |-

)
)

0.0
0.0
0.0
0.0
0.5
0.0
0.0
0.0
0.0
0.0
0.0
0.0

(
(

0
0
0
0

)
)

(
(

0
0
0
0
0
0
0

)

(

)

(

0.0 )
0.0 )

(
(

0
0
0
0
0
0
0
0
0

0.0
0.0
0.0
0.0
0.0
0.0
0.0

)
)

(
(
(
(
(

)
)

)
)

1.4
0.0

(

(

3
0

0.0
0.0
0.0

0
0
0

)

(

)
)

0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0
0.0

(
(

0
0
0
0
0
0
0
0
0
0
0
0
0

)
)

(
(

)
)

(
(

)
)

(
(

0.0
0.0

0

( 00 )

0

)
)

(0.0
0.0

(

0
0

)
)
)

0.5

0.5

(
(

0.0
0.0
0.0
0.0

0
0
0
0

)
)

(
(

( 63

(

14

)

3.2

7

2.7

2.3

2.3

1.8

0.9

0.5

0.5

0.5

0.5

0.5

0.0

0.0
0.0

0.0

0.0

0.0

0.0

0.0

0.5

0.5

50 ( 225 )

16
12

7.2
5.4

3.2

3.2

1.4

0.9

0.5

0.5

0.5

0.5

0.5

0.5

0.5

0.5

0.5

0.5

0.5

0.5

0.5

0.0

0.0

0.0

4.5

10

0.9

0.9

0.5

0.5

)
)

23.9

(
(

53

7.2

16

(80C)

i

K
<

N

n

1B BIR

=1
H

& (PT)
AR PR

HA

WA

Wmﬂ\
#a

%/

acn
Y

BT ALEE

VR &
A VTV PR R

FECEE N

178

T—=7

B

N

2

€

D KIE
R

RFHRERR

J—EiljE

N7 27

151

SRR

A I A R

S L

BYYER L OF A BE

JPHZE

JEssta v fe 5
RS

v
7l

¥
@

X
2

Xo

o5

IiS

¥
&
=

apes 2 A2 E

NE LN
AT

X

d

b

ML)

AR e

X

)

b

IS E 9 R

XK
®

7

HR

R

H

g

X
=

o

uc!
gr

o
2

=

Iy

FZTF AR
a4 NESR

o

ER

¥
iy

G, PR L OWES IHE

HEAL

P 5 BUS

-

it 5

Glomnx
PonR—

RSN

TRk

fva
5]

A fp—=3

HE R R AR

MmH 7 L7 F R AR —E 8

86



RIERZRE IR (SOC)

I (%)

- 3 AIDFFEE 2 FIOF FHEE
AAE (PT) 4= Grade Grade 3 UL | 4= Grade Grade 3 UL |
;’E;;u“/T R/RTEAT=TEE e (59 )1 Cos )] a4 (19 ) 0 ( 00 )
27 v F =8 12 (54 )| 3 ( 14 )| o ( 00 )| o ( 00 )
R5 X ey I AN -

;f%é;/ﬁﬁ X/ RTYRT 10 ( 45 )| 1 C 05 )| 4 C 19) 0 C 00)
B S8k 8 (36 )| 1 (o5 ) 0o 00 )l o ( 00)
IR E 8 ( 36 )| 0 ( 00 )| 6 ( 28 )| 0 ( 0.0 )
MR T AH Y HRAT 7 % —F N 3 (14 )|l 0o (00 ) 0o C 00 )l o ( 00)
ke R = N 3 (14 )|l 0o (00 )| 1 C 05 )] 0 ( 00 )
DEM QT IR 2 (09 )| o C 00 )| 2 C 09 )0 ( 00 )
1 RSN RT AT =T (59 )l 1 o5 )] 0 ( 00 )]0 ( 00 )
M I 427 e e i 2 ( 09 )| o (00 )l 0o ( 00 )| 0o ( 00 )
RS 1 ( 05 )l o C 00 )| o ( 00 )| o ( 00 )
M7 7 3 8 1 ( 05 ) 0o C 00 )l o (C 00 )]0 ( 00 )
fLd e UL e 1 ( 05 ) 0o C 00 )l o C 00 )]0 ( 00 )
LA AN 1 (05 )l 0 C 00 )l 0o (C 00)]o0 ( 00)
o7 v7F= R 1 ( 05 ) o (00 ) o ( 00 )| o ( 00 )
< 7% 7 K 1 ( 05 )l o (00 ) o ( 00 )| o ( 00 )
e kU o A 1 ( 05 )|l 1 Co0o5 )l o ( 00 )| o ( 00 )
WILTF=r e J YT TR 1 ( 05 )l 0o C 00 )l o (C 00 )]0 ( 00 )
R HH =R 1 ( 05 )l 0o C 00 )l o (C 00 )] 0o ( 00 )
W BR A N 1 (05 )l 0 C00 )l o (C 00)]o0 ( 00)
ARE 5 1 ( 05 ) o (00 ) o ( 00 )| o ( 00 )
B Hh ER$ek ) 1 ( 05 )l o Co00 )1 C 05 )1 ( 05 )
I R ER BT N 1 ( 05 )l o C 00 )| o ( 00 )| o ( 00 )
R A 1 ( 05 )l 0o C 00 )l o (C 00 )]0 ( 00 )
Mg~ = U F b 1 ( 05 ) 0o C 00 )l o (C 00 )]0 ( 00 )
NF AT I)—¥ LR 1 ( 05 )| 1 C o5 )] o C 00 )| o ( 00 )
P ifn BR s 1 ( 05 )l o (00 )| o ( 00 )| o ( 00 )
ey LN LRSS 5

ggt”h bR RT T AT R 0o ( 00 )l o oo )l 1 C 05 )0 ( 00)
C- SO [N o (C 00 ) o (00 )| 1 C 05 )1 C 05 )
[ A v L N o (C 00 )l o (00 )| 1 C 05 )1 ( 05 )
U oS ERER I o ( 00 )| 0o (00 ) 1 C 05 )| 0 ( 00 )
R3S L O 57 ( 257 )|11 ( 50 )|47 ( 218 )| 5 ( 23 )
AR 35 ( 158 )| 2 ( 09 )|29 ( 134 )| 0 ( 0.0 )
&~ 27" %3 o AfUE 6 (72 )| 3 ( 14 )12 ( 56 )| 1 ( 05 )
T b U T AE 6 (27 )| 4 ( 18 )| 4 ( 19 )| 3 ( 14 )
e L 4 (18 )]l 0o (00 )] 2 C 09 )l o ( 00)
&AL 7 e 4 ( 1.8 )| 1 C o5 )| 1 (C 05 )| 0 ( 00 )
ik 3 (14 )| 1 C o5 )| 0 ( 00 )| 0 ( 00 )
&7 7 3 M 3 (14 )| 1 Co5 )| 1 C 05 )] 0 ( 00 )
KA U v A fE 2 ( 09 )l o (00 )| 3 ( 14 )| 0 ( 00 )
(N 1 (05 ) 1 C 05 )l o ( 00 )] 0o ( 00 )
w0 U S 1 ( 05 )| 1 C o5 )| 1 (C 05 )0 ( 00 )
157 & — /v e 1 ( 05 )l o (00 )| o ( 00 )| o ( 00 )
2R [ I E 1 ( 05 )l o (00 ) o ( 00 )| o ( 00 )
B PR I 1 E 1 ( 05 )l o C 00 )| o ( 00 )| o ( 00 )
WIRT # =— 1 ( 05 )l 0o C 00 )| o (C 00 )]0 ( 00 )
&7 2T —PlE o (C 00 )l o (00 )| 1 C 05 ) 0 (C 00 )
&7 LT F = e o (C 00 )l o (00 )| 1 C 05 ) 0o ( 00 )
U S —P L fE o ( 00 )| 0o (00 ) 1 C 05 )| 0 ( 00 )
B8 U o i i 0o ( 00 )| 0o (00 )| 2 (C 09 )1 ( 05 )
W B RS KON A Lk e 43 ( 194 )| 1 ( 05 ) |55 ( 255 )| 2 ( 09 )
RAEA 17 (77 )l 0o C 00 )|25 ( 116 )| 1 ( 05 )
i 6 (72 )| 1 C o5 )| 1 C 05 )| 0 ( 00 )
5 A 12 (54 )| 0 ( 00 )|21 ( 97 )| 1 ( 05 )
VU 9 7 (32 )| 0o ( 00 )| 8 ( 37 )| 0 ( 00 )
1 B 4 ( 1.8 )| 0o (C 00 )| 1 (C 05 )| 0 ( 00 )
RS 2 (09 )l o (00 )| 9 ( 42 )| 0 ( 00 )
I A RF— 2 ( 09 )l o ( 00 )] o ( 00 )] o (C 00 )

o
9




~l A A A AAAA] A~ | AlAA A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A~
Neleleleielelelelelelelelel @ |2(2|2e(e|ele(e|=2e|el2e|e|e(R 222222222122l 2wr| 22222 2|2(2| 2222222
m|o|o|o|o|o|g|o|o|o|g|o|o|c| o |olo|o|o|o|o|d|o|o|o|g|o|o|d|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|o|s|o|o|o|o|o|o|o|s|o|e
)
w(((((((((((((/c\(((((((((((((((((((((((((((((((((((((((((((((
~
%MGOOOOOOOOOOOOO N (=] fo) ol ol fo) o) fol lo | o) fol Fo) ol Jo) § To] Jol Rl Ho | o) fol lo | fol Fo) fol fol o) fol Fol L] ol fol ol ol Jol o) fol Ro) fol o) Jol fol fol o) fol Re) Ne)
=
S [ R Y [ Sy O R [ [ S S R R R R O R R O R R Y
BN
R R R R R B R B K R e B B B R R e R R L R R e K B el ot B B B B B A e B B B B B B B B B B B Bl B B A B Bt B B B B B B
TS| S|S|S|S| S| S|S|S|S|S|S S |B|S|S|S|S|S|S|S|S|S|S|F|S|h| S|SB S S| = = S|S|S|S|S|S|S|S|S|S|S S SIS =S| 8|S S|SB S| S| S
~
&}
. Dl e i R R R g g e e e e g B e g e e e e e g e e e g g e R e e g e e e e g e R e e e g R R e e g e R e e g g R R R g e
=}
W —o|lo| |||~ —|—|N|—~]| |~ M 9211111211291@3781133000200101111113180007111
N N
#
ﬂ ~l~|~|~|~|~[~| |~~~ —~ |~~~ N~~~ ~~|~|~|~~~|~|~|~|~|~|~|~|~|~|~|~|~|~|~|~|~N|~|~|~|~|~|~||~|~|||~|~|~
= |-
= N S S S S S S R S S R R R S = S S R S S S S R S R S R R e S S R R S R S S B B S S R R S S S S S S S S S S R S T R R T
w‘% 30000000000000 (=) (=] o) o] jo] o] o] jo] o] jo] fo] fo) fo) fo) Ll o] fo] fol fol fol fol ol Jol ol ol o} o) ol o] o] o) o] o] ol fo) fo) fo) o) o) fo) fo] o) o) o) Nl o]
)
..MI\(((I\I\I\(((I\I\I\ (7 N7 NN N (N NI NI [N RN N7 NI AN RN NI ) N7 NI AN RN NI N3 NI NI NS [N [N N NI [N N RN [N N NI NI N NI [N (N NI NI AN NI [N NI RN
o
%MGOOOOOOOOOOOOO (=) el ol o] o] fIol ol o] fIol o] ol Fol ol Fol Bl fol Fal Rl Rl fol fol ol Rl Eol ol fol ol ol Bl fol flol fol fol fIol o] ol Fol o] fol fol ol fol Kol fol Fol N
=
< [ N R R Y [ Y [y O R Y [ Y I Y [ R [ Y [ Y I R R Y R R AR I Y [ R Y R Y R R Y Y R R R
BN
R R e S R e R R B B B B B B B e R B B B Bl B B B B B B B Bt B | A R B B B A B Bl B B Bl B B s e B B B B B B B Bt s B B B B B B B
TS| S|S|S|s|s|d|S|3|3|3|S|S| © S|S|S|S|S|S|S|S|S|S|S|S|S|H| 6| 6| | | = = H| S| S| S| S| S| S| S| S| S| S| S| S|S|S|S|S|H| S| S| S| S| S| S| S
~
&}
D e e i R R e g g e e e e g B e g e e e e e g e e e g g e R e e g e e e e g e R e R e g R R e e g e R e e e g R R R g e
it B Bt Bl S S S S S S IS S S B A I S S S S S S S S S S S v e Bl Sl ] e el el Bl Bl Bl Bl Bl Al Bl Al IS S S S S S S S A R Rl Rl S S
R
) S
S B |
2 K I
ZN J <
B == v - B %
< Uen/{” J N J i
K AN e -~ o ht H
0 b . .
Bg 1E = 1188 B~ -] AN i FIe |5 1) # =
o gy = = iR AN R R |R|E] IR = e I L ] < =
=) v N : o ] e \ o e ¢ .
Elc s b St I=S I bt e E I |- B e e ecd B N el Wﬁ@&% #h| |RE MR [ || = Ho| & 4| (o £ (H|) |
1 4 1 1A a v | 4w 452 1y | 452 I "
i bt I e D Pl D I et i \W/mﬁﬁﬂmﬁhiﬁﬁﬁﬁi% E| || R | | | Wﬂﬁﬁﬁﬁﬁﬁm i S| | - | £
I 12 X = X S 227 | e I > > p =,
L2 |R| x| [ | B 1 Ve [ A | 1 S o 21 |2 2 o el | e | 2 0 | || 2 o B o | 2
= & ) r K 4 N r SR | 5 3 1 1 V|3 | R 1
B SR ||| e |5 R | B BR85S | N | 2 B S| (0 e |2 2 | 40| N | |V K [ | o | | 8| 22 | 2 | | B | K | B | K| B K| [ R R [ | - | B | R | K | K| K o = [

88



)
)

)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)
)

L
N I S R = e R =l Rl Rl Rl Fe Y Rl Rl Kl Bl K= Rl Riol Rl R-Y =Y Rl B Rl Kl K-l RTo] Rl KoY Kol BToY Rl Rl Kol K-l K-l Rl Ko Kol Ko Rt olole (=}
300000000000000000000000000000000001000000000000000000 (e} o)l en] o
[}
..nw(( [ N AN NI N N NI AN (N2 D2 R D ) ) N N N N DN AN N N N AN N N I N3 N NG N ) R N AN N N N N N N AN N N N AN DN N N ~ |~ ~
=
WWG00000000000000000100000000000100003100100010000000000 (e} o)l en] o
=
= I~~~ T~~~ A~~~ ~ TR~~~ T~~~ T~~~ T~~~ T~~~ T~~~ T~~~ T~~~ T~~~ <[~~~ ~[~[~]~
IS
N I G B R R R S e R AR e e s A B e e B B B e s B B R B B A e e R e B el R Bt B Bt K N B B B s s e B B e B A A B e R B K Sl B
=
% ! N % Y Y N ) % N Y ) % Y 1 Y %) % % Y %Y % % N4 Y ) N % Y Y % % Y Y ) ) % Y N1 % % % N ! % % Y N1 N
MV/W N O|O|(O|O|O|O|O|H|=H[RO| || =R O|O|O|N| OO O|=H|O(H[=HN[—=HN=HRO[WD=H[D[O|F| O~V F|O|O|O| | FHO|O|O 22 <t (=]
N N M622 — | — —
5 g ey ¢ e e g e e o ey ey P B e e B B B B
= |
m% =X olo|lo|o|o|o|o|olo|lo|e|clolo|o|H ot o|alolo|le|clolo|o|e|o|o|e|al ¥ n|v|a|o|o|o|vn|o|lo|e|o|o|v|o|e|ala|e ololo o
v% o (=] =l jal fol jo] jol o) le] o} o) o] o} fo fel fal £l fel Lol o} fol jo} o) lo] fo} o l=] jol ol l=] fo] Jo] k=] ) o] [ | fo] fo] o) e} jo} o} fe] o] o) fe] fo} o] o] fo] Fo) o] o] (=] fo) R o
m N1 N ) N1 N N % Y Y N % ) Y % % % Y Y N % ) Y N % ) Y Y N % Y 1 N % %) Y N % %) Y Y % % (%) N1 % N ) ! N1 % N -
=
=
N A~~~ A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A~ A A~
=
=
M N I N ) N1 N 1 N ) ) % Y % (1 N % Y % Y % Y ) Y N1 % Y N 1 N Y N % Y % % ) % 1 % 1 % Y N Y N % 1 N
— A A A A H| O| O H| | OO OO O N NN || OO0~ (N|-|0(N|O|F|~| - |O|F|FH|F|N| NN NN
— — SO MmN |~
— | —
&
~ o 1
9 i i
2 = 41 &
o & i S
= 2 5 & 2 <
#n NERE 5 ¥ & 2 | &
X | i | (e 8 # & | |- &l g 4 s ||
Rg & = | B (& | & = & ok | e |  RAREN G N RE
gy (R4 H o [ O |E = = EH s Il 5o oK O B o S
Z |z e S Y A y " = ; =
£ (o) i o I | |4 |+ =y B V| B BB | E (N WX Y| B 2| u | *h | |~ e
1 + % ] A | 1| A v
E i : 41|98 a5 e R ] e ot e L= d e oY - e g ] e el A e ) I e I i e e et R e = | AN A R
Sl o i Bt e S E B i e e st e e e e R B e e e R B R S e e e e N B e e i et e e e B S S DY et
T |H| 00| M | | ET | B | R || Er |1 S | R ] e o | R | 8 B [ | 30| o | X R o 0l | || B O | | | N T |0 | 3R | X e o0 [ | X | R 50| BB | || | X R W ER | = [ £ £ [ #4| H

)
)
)

89




~| |~~~ A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A~
IL
R B B B e B B B B B B B B B D B B B B B B B B B Dl B B B B B B B B B B B B B R B B B B B B
3OOOOO0OOOOO0OOOOO0OOOOOOOOOOOOOOOOOOOOOOOOOOOO
51 R N R R R e N N N R I e N N N R I I N N N N I I N N N 0 [ [ N N N R [ [ % N N e I N

3 ~

WW.GOOOOOOOOOOOOOOOOOOOOOOO00100000000200001000010

ﬁ

2l [~ e e e e e e e e e e e e e e e e e e - e e e e e e e e e

B E T e B R R B S R R Bl At BN R s B B e e e B e e K et e Y e e Bt B Bl o e A K R K A S ST S e e
M E=lE=] ksl =l Kol ol Bl Nl o) o | o) fa) ] § To] fo) fo] Jol fo] fo) fo) o) fo] Jo) fo) Fo) §o | fo)l fol fo) fo] fol fo) fa) ol b fol fo) fo) fa) fo) Jo) ol fo) Fo) o) He]
~
Nﬂ((((((((((((((((((((((((((((((((((((((((((((((

—~

o

P ] ] G A 5 A B B

= |4

m% B B B B B B B B B B B B B B B B B B B B B B B B B B B B B B B B B B B e B B B B B B B B D D B

v% 30000000000000000000000000000000000100000000000
5]
...w/\/\/\/\/\/\/\/\/\/\/\/\/\/\/\/\/\/\/\/\/\/\/\/\/\(((/\/\/\((((/\/\(((/\/\/\(((

b ~

HMGOOOOOO0010000000000000000000000000310001001000

i

=

= I~ R R I R e e R R e I I - e e

B E I e e e e e e B e e e e I e e e S S e R S S e e S S S e S S R e e B e o E A st i
ME=lE=] =] =] o) fol ol o) [ fo] Jo) fo] fo} fo) fo] o] Jo) jo] fo) fo) o) fo] o) fo] fol o) fe) ol o) fa] fo) fo) f=) =) b fol o) o) fol fsl =] =] =] fo) Fo] Fe]
~
M((((((((((((((((((((((((((((((((((((((((((((((
iRl Rl Rl Rl Rl Rl Rl Rl Rl Rl Rl Rl Rl Ral Ral Rl Eel Hol Fol Fol Fol fol ol o) fo) fo) fo) fo) fol fol fol fol Rol fol En I Rol Bol Ral Ral Bl Rl Bl Rl Kol Ren)

—

[}

o

)

z

g

% &

Ba X A El |z L5 1| i 1 B e

m SE| el a) Slz| | | e || 2 =22

=¥l | N N Y e T AN e e B S b B Y e 2 ) B SRS

EiE REZES NEEZEEQESIEL JEEEE S BRI EE RN EEEE S s |HR S s

= N S A N R E EEEEEEE SN RN B EE R E R EE R R REEME kS

= AN o = RN E e RN 1SS had Rt bR B e B Rt BN RN R P3RS IS Rud S R i S R R ey B R End = =Gl B Bl B BT Bl SR B RS

Tl L% L7z,

X CTCAE v4.0 JCOG % H\\ T3

YAS S
KR

Grade

HREZ

AL

F403. MedDRA v21.0 ZH\TF

AE

90



(BRAF V600 Ein A H 24T HRIAUIRAGE /R FUIR IR BE 255 & L EWNE AR
(ONO-7702/7703-03 #5#) ) 1
(= AF =7 &S

L RVERHM R S5 5K 22 1
BIVERFEBREBIE (%) 20 %1 (90.9)
BIVEHZE IR 4 FEHLIER (%) BERZREBIR 2 FEHLIE (%)
%(i(%,g ) (PT) 4> Grade Grade 3 UL |k %(i(%,g ) (PT) 4> Grade Grade 3 UL
o AR 3 (136) 0 ( 00) SRERIAEE =) 1 ( 45) 0 ( 0.0)
IR IR R T 3 (136 ) 0 ( 00) V2 REREOR D 1 ( 45) 1 ( 45)
AR 15 ( 68.2 ) 0 ( 00) Fo A= TN 1 ( 45) o ( 00)
SR ERNR Bl 5 (227) 0 ( 00) IR B 1 ( 45) 0 ( 0.0)
B 3 (136 ) 0 ( 00) F i ER % s 1 ( 45) 0 ( 0.0)
BLEF K HH 3 (136 ) 0 ( 0.0) | [t IOsERE 6 (273) 0 ( 00)
vl 2 ( 91) 0 ( 0.0) | |&EEE 6 (273) 0 ( 0.0)
Bl 1 ( 45) 0 ( 00) | |WHEKRREOHA
BT LA 1 (250 0 (00| s v (e ) o Cun)
AR DREE 1 ( 45) 0 ( 00) BAm 4 (182) 0o ( 0.0)
SEARE 1 ( 45) 0 ( 00) L 3 (136) 0 ( 0.0)
AR ) 1 ( 45) 0 ( 00) A 2 (. 9.1) 0o ( 0.0)
i) e 1 ( 45) 0 ( 00) B, BEME S L OGEM
HEIE TR 1 ( 45) 0 ( 00) NHOFAY (k| 1 ( 45 ) 0o ( 0.0)
RS 1 (45)] 0 ( 00) ]| |[LORY-T&ET)
s 12 ( 54.5 ) 1 ( 45 ) AT YA MEREBE 1 ( 45) 0 ( 0.0)
FT 10 ( 455 ) 0o ( 00 ) | | MRS 5 (227 ) 0 ( 00)
T 4 (182 ) 0 ( 00 )| [WEEE 2 (. 91) 0 ( 00)
& - 4 (182) o ( 00) R A4 1 ( 45) 0o ( 00)
BIRES 3 (186)] 0 ( 00) | |KitEEH=2—1) 4
; 5 0 0.0
{EF 2 (91)] 0o C00)]| [1T— ( : ( :
g 1 (45) ] 0 (00) | [FHEmE 1 (45)] 0 (C 00)
+ e 1 (45) | 1 ( 45) | |BBIORERESE (45)| 0 C 00)
HE 1 (45) | o0 ( 00) | |BHEE - 1 (45)] 0 ( 00)
— % EHEER LY FR g, fEREs KO
ot iaeh 8 (364)| 0 ( 00) | |gyapss 1 45) 0o ( 00)
WY 5 (227)] 0 ( 00) | "% ‘ 1 (45)] 0 ( 00)
78 2 (91)[ 0o ( 00) f‘;:; ——
PRI 1 ( 45) 0 ( 00) S ‘E“‘%“ N 6 (273) 1 ( 45)
VT 1 (45) | 0 (_00) | |BERE
G 2 (91) | 1 ( 4b) | |[COME 3 (136) ] 1 ( 45)
SR 1 (45) | 1 ( a5) | |2 3 (136)] 0 ( 00)
BT 1 ( 45) 0 ( 00) SR INTRZ S IN & 3 (136 ) 0o ( 00)
U B & OVEAE eSS 2 ( 91) 0o ( 00)
s 1 C45)| 0 C 00)| Ep 2 (91)] o C 00)
e~ L~ A 1 ( 45) o ( 00) B % 1 ( 45) 0 ( 00)
FRR R 14 (636) | 6 (213) | [k 1 (45)] 0 € 00)
s vy FrkA il Ei AL EE 1 ( 45) 0 ( 00)
R % — PR 4 C182) 1 0 € 00) | FEEHEmELR 1 (45)] 0 ( 00)
7 L7 o= G SR 1 ( 45) 0 ( 0.0)
m 4 (182) 1 0 € 00) | Fepy 1 ( 45)] 0 ( 0.0)
U —PHIN 4 (182 ) 4 (182 ) | |IEIRMEEE% 1 ( 45) 0 ( 0.0)
ER {1 E) 3 (136)] 0o ( 00) | [=:#2Z 1 (45)| 0 C 00)
Y= NAEINET i P 1 ( 45)| 0 ( 00)
2T = 5P 3 (136) | 1 ( 45) | Fapye 1 ( 45)] 0 ( 00)
DEXQTIEE 2 ( 91) 0 ( 00) HEFSIE, MedDRAvV25.1J # VW TH#i% 2, Grade
1 ER B 2 ( 91) 1 ( 45 ) | %BZ CTCAE v5.0 JCOG % VTR L % L7z,
TI=VTINT
S 1 ( 45) o ( 00)
7 35 —PHIN 1 ( 45) 0 ( 00)
TANG XTI
JhFrAT72T—| 1 ( 45 ) o ( 00)
BHIN
M7 vhVKRA7
B 1 ( 45) o ( 00)
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9. ERERKRICRIZTEE
BRE I TV

10. BEHRSE
BRE I TV

1. BRALDEE

14. BALDEE

14.1 RRIZ{THOEE

14.1.1 PTP @20 EAIX PTP > — F bV L CTIRMT A L HET 52 &, PTP v —

NOREEKIZ LD . O ELATAREERE A~ L, FIZIEZELZ2 B 2 L CHERRIAR D &

BRAMEZIFRT L0 H 5.

14.1.2 RENIREERSH DO T, IRAERTE TPTP > — F2LH0 HE 202 &y

(fin)

14.1.1 PTP @XEDHANCET 2 —eEE & LRt Lz,

14.1.2  AFIOWARYEIZEI#E LT, AL OFHAIROFEESFHE LTHRE LT, PTP ¥— b
MHED H LU IRAE TIIRIRIC L D RANOKSEBRE L 0N LI BZNNH D70,
IRAERTE CTPTP > — F22LHY S22 K 5 B A Mk L7z,
(Mv. 6. BHOEKFESRM FICBT HLEEME] OHBHR)

12. ZOH/DEE
(1) BREREERAICED <15
BE STV

(2) FEERIRBERIZE D {1EH

15. TOMDIE
15.2 JERREREAERIZE D < 1R
15.2.1 v MZBWT, BEEBERED 3.3 IS4 2 HEN S AT~ D (F#l
BN, B E) DR LT,
15.2.2 =20 A P MicB W T, BERBERD 1.5 5I1CH YT 2 & THRBE~DORE GHBEE
WZBT HMEEHIEE) 23580 b7,
15. 2. 3 In vitro Yt BRIC B W TR NS ST,
(fiL)
15.2.1 7 v FOREEGRBRIZIBW T, AH% 6, 20, 60mg/kg DHET1IH 1[EI3 %A
MRER O #E Lz & &, 6mg/kg [ERRIEZER (AUC) Of 3.3 5] LA ETHED
FERE 22 M O laft, /B3 BRI ORifasE g, 20mg/kg (9 13 f%) ULk
THE FAREEOME, 60mgke (K44 %) CTHEEEOKMENED iz, 6
AR CTH DT R A~DOREIL, B REGERE OSBRI AT 5 M ER a0l
D OREF R E LT D b UMIBOEIAEA TR TH Y | BRI
~OMBEENEZ RBRT HEAL TR oTz, Fiz, R X DEIEELRD L
el Enn, EEMBEREEEZ RS T 52 TIE VS, FEEHR TR O bAoA
WLV REE LT,
(X. 2. (2)2) 3 » AMKERGEERR (7> ) | OEHBMH)
15.2.2 H =7 A PNLORKEH GBIV T, AH% 20, 60mgkg DHET1H 103 »
AMIKER DS Lz & %, 60mg/kg [FERBEFERE (AUC) O 1.5 5] CREEEEE
HIZ 3T 2 MEERIBED FE O B ATz, 60 ARFER TR BV BEBERRIC 35 1T 5 N B
WL IRBHERE CE =2 — AR OREIC L W BIET 2L TH =03, HE L
LAICIIARICHEERPEL RIETHEELH D Z 200, BRICB O TRE~D
WEICEBETHIVERD D EE 2 RHEH LT,
(X, 2. (2) 4 3 » AMKER S HEERR (FL) | OEHSH)
15.2.3 Balb/c 3T3 fllfa 2 F 7= stEakBr Ic W T iEMEAR L (PIF) >82 LHEH &N,
SeFEBE O WL HE (PIF>5) % L[al-7=, 62
( TX. 2. (72 XHENRR (in vitro) | OHESMW)
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X. JERRPREABRICRET STHE

1. EBESER
(1) FEZHIEIAER

VI BB 2 HE | OHES W

(2) REEREHR

1) PHREAERICNT SER

. BhfE Tyag =T o
% ) IE & ; Iy /(‘\pl
gl (M. By BH R (make) BURAER
IR T o LN 2
AR - *g;\]ﬁ?;ﬂ;??%] Crl:WI(Han)% > v bk 100 L
= i " (HE 10 51,/ #%) HEEO#Y | EPER : 100mgke
o H=7 AP 50, 100, 200 B
" (Kt 4 51,/ BE) AR 2 5 MMEEE : 200mg/kg
2) DMERICHT SR
. Byl Tras T o= R .
B IH " B
gl (M. By (me/ke) BRI
wmE | WA
DMSO (cifig stz | [ (wmoll) 1 (%)
hERG F % XL HEK293 #lii2 T R 10 13.5
Ry F 75T (3 1A/ ) L, 10, 30, 30 26.6
100pmol/L o> i -3 fi 100 58.7
ICs0fH : 73.4umol/L
(89.64pg/ml)
50me/kg LA B
D% FRGR 72 S e
H=7 AP 50, 100, 200 PR. QT MIf@ : %2k
DA - ME, O (HE 4 151,/ 1) HA [l 114 5 200mg/kg
¥, EX FEHE K OV
(VA MY —1E) IR . 50mg/kg AT
Crl:WIHan)%2 7 v k 6. 60 m_?fél_l;i e
7" N NS ,,\ N -\l
(it 6 B,/ BE) BA[A]FR Qi 5 WEEE « 6mglkg
3) FRRI<HT H1EH
. HE Ty a5 7= .
B TH w Bt
PUERIH (M. B0 PSR (me/ke) HERRR
BRI - FER R, 1 iR E. | CrlWIHan)% 7 v b 100 L
4y REHAAR (I 5 1,/ #%) B[R O & 5 SR . 100mgkg

(3) Db ZEEHER

1) EEDFEMICHT SR (n vitro) 0 (BEHEHR)
TaT T = =7 OEFESIEERNCRT AEM 2 143 FED G # X7 HHAERIZR
& (GPCR), NT Vv AR—F— A ZTF ¥ 3N, BNZEERLORERZ HWVTRE L
TRER, =377 x2=7 10 u mol/Lk DIEFET 50%LL ERHE L7 DX PDE4D (ICso
il : 4.4 pmol/L) DA TH -7,

Hr K O E &R G EEREBRTIE, T o

WHIZT v bz, T o

H

THEZrag7=2=70

mvivo @707 7 A vt P EFE L TW D2 Lz,
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(1) BEEEESHERAER
T o BB TIT R G a2 32 L e o 7o /o Ty b a v/ MEERBRIC S
ERMERMEA TG Lc, £72. T o ETIT Y L2 W TSI IC K 2 AR A&
G hakiR 2 5Ehi L7,

‘ N 5 Trag 7 o=7%E5E -
i e (BER) g (mg/kg) MG 0D £ JE £
Crl:WI(Han)>%
7> bk 1 6 1 BE gl 200. 1000, 2000 >2000mg/kg
UNEZRBR)
H=r AP 1 3 1 RE 0 | 50, 100, 200 (JH&EmiHTE) >200mg/kg

D Mz (T 1)
CrWIHan)% 7 v ~ (6 fil,/#f) =27 7= =7% 200, 1000, 2000mg/kg T
1 H 1M 2 HREROEE L & & 0@ RN Z2 50 L7, 1000mg/kg LA TR
H5H (&5 2 R) OBAICEEBOVRD SR, kE&kS5®ETHD 2000mg/kg £
THL B S ORBEEALBNIEFED BT, —fRIRIBIC b 2 ix o Tz,
PEXY, 7y Mok HERO#HEGIC L 2O EIT 2000mg/kg 22 55
ECHIr L7,

2) BEIEESERAR (1)
H=0 AP (3 FEE) \ctraT 7 x=7% 50, 100, 200mg/kg T &Y IC
X0 3~4 HFIME CHEHRE O#&5 L7z & &, 100mg/kg & 5%% 35 4. 200mg/kg 5
%A 1~3 BRI SFR D DT, A5 ETH 5 200mg/kg F THCHI K OMR
REFEALBIITRRD DR D o T2,
DLEX Y i) 2 HERR D& 512 X 28 O ESE &1L 200mg/kg % 2 5 & & f)
WL 7=,

(2) REERSEHERER
7 v PRV ZHWT, 3 » HHE TOROREGIT LD G w2 FEh L,

Bl 13 By | mvagv==7
==Y =R
W | (BW%%) & | B5E (mgkg) R
e e o :
cewi@an g | 177 | & 10 w16 me | | 20, 100, 400 | 20mefkg A
77k ekt » :
N ety 2 B 6. 20. 60 6mg/kg Ajili
e e o
. WA s wasp me | PN 5. 20, 100 20mg/kg
=AW i
4 o
BN marenome | 20, 60 20mg/kg

D1 »rAMRERSEHESEER (7 1)

Crli:WIHan)% 7 v + (MRS 10 UL 16 #I /&) (=277 ==7% 20, 100,
400mg/kg T1 H 11 » ABIKEROES L7- L&, 400mg/kg TH 5 8 HLRRIZH
FEEENH . I, B E ORESCIR B 2 1 o 7250 1 B K DA SRR B 23558 9 B A
7o FiEE G- D 20mg/kg VLB CIREIEINING], 2R O R LA, Ak 0%
SEAB IR . RS B O R A ) OV b, RSB B IR o BB & 1 O R 1
100mg/kg LI ETHHPERE, U o SEREO O RRERE O i, BT E O R RO IR M
OSE AL BT,

PLEX b, MR 20mglkg AT & HIW L7,

2)3 h AMREHRESEHHR (7o)
Crl:WI(Han):%2 7 v b (MEMES 10 XX 16 il /Bf) e 2T 7 = =7 % 6,20,60mg/kg
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T1H1E3» AMKERAESG LizL &, 6mgkg LI ETRERMINSE], FERERE D
il B8 DR BRI AL OSRA(k, FEER O RSME M O B EIRORS1-18.
20mg/kg VL b CHEEE S ONAE A R IR E & O, 5il'E O RGBT R O A1k,
60mg/kg TUFFERE O EE L O REEORENRD vz, kEE5ED 60mgkg
FCHCH K OURIEEHNTRD ST, BIEEICZ LOEEZREEZL RO b
MNolz,

PLE XY #EHMEIL 6mg/kg Riifi &I L=,

(V. 12. (2) FEERARRBRICEES 1) DHESM)

31 nAMREREEHREER (V)
=7 AP (MERES 3 UL 561/ 8E) ([t a5 7 ==7% 5, 20, 100mg/kg T 1
H1E1» AMRERAFRS L-L &, 100mg/ke THE, TH, M, IEHESOH(L
SHER, RO L OMEERD B b, RkE# 5RO 100mg/kg F T LCH
R OMREEESV X3RO BT, [FEMEICZ LOEERFEESL LR bk o T,
PlbX oy, mEEEIT 20me/keg &HIKT L=,

4) 3 n AMREREEHEER ()
=7 AP (MERER 4 T 661/ FE) [t a5 7==7% 20, 60mgkg T1H 1
3 » AMKERORS Lz & &, 60mg/kg THEM:, FilEk OURERD . F-IREFER
TR K OV BRAR KR 7 A0 R AT B S5 B 12 i M O M R B & 7R 3 2 2B L3R B
Nz, 60mg/kg % THIH L OURREEALGITEERD ST, [IEMICZ LOEE R
LHD B ho T,
PLEX v, EEMEEIT 20mg/kg &CHIEL7-,

(TvIl. 12. (2) FEEERRBRICEE S ER] OESM)

(3) EEEHERE (nvitro. 7 v ) 60
in vitro Rk & U TR 2 W 218 IR 2288 Bl e O e RRME I Y > /RERZ2 v 72 G
EAREERBREZEB L, nvivoRlBRE LTI v NMEHW/MERBRZ N L2/ R, W
ThbEtchor,

Bis 5 - b e .
e B tE o~ Trag =T E FER
g T B PRI
. S.typhimurium | In vitro 156.3~5000pg/plate FEEF IR E
Il L7z,
SOIRF R ALEE
, . 25~600pg/mL (-S9mix) | Yefa ik B H 781
Yu |=
gﬁé%% yl\jffi;zﬁl in vitro 25~700pg/mL (+S9mix) | ZA S 7au> &
S LB ; L7,
5~150pg/mL (-S9mix)
. Crl:WI(Han)% NNEFEREE R X
N S . .
N ER Sy h ey 200, 1000, 2000mg/kg e &I L7

(4) MRARERER
B L
(%)
AANTET R A BEOIRBKEZ AL LTHELZERLTHD Z L2 b, ICHSY A F
TA NTEDE . DAFIERBRITENR Lo T,

(5) HFEREBMURER ©
1) ZBERVERETCONHMEREICET 2HR
AFNTEIT R ABEOWBREZ A E LTHE LLERLTHD Z &5, ICH S9 HA
RT A NEDE ZIRBEROFER £ TOYPBIMIEAICE T MBI e —kE
PERURR C A A3 5 B A RTIN L7,
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7 v b ORAEHRGFEMERER I BV THEMEATEEHI X9 2 I3 o 7o TET IR
BEBETH D 6meglkg 7> HAFEROKEME LM O Z I BEE L 723 B RO RS-0
HMIRFRIE 28D b Tz, 7R3, YO AR G B CIIMERE A2 a3 2 I
D bR o T2,

2) - RIRREICEETSEER (7 v . UHF)

CrlWIHan) RIEIET ~ b (24 il /#) Ic=> a5 7 -=7% 0.5, 5, 20mg/kg THA
RSB ARN R 6 B205 17 B) (21 A 1 EIKEROFKRS L, EIE 21 BIZHEY
B L CREMIOFIMR A OME R oOBIZ %2 Ehe Lz, BEm T, WThofkiEizB T
BB L OREEREALBILR O Hivd, —iikiE, AELXOEHERICHEETFHIEROH
HEACITFRD HiZe o T2, 1B - JRIR TIE. 20mg/kg THREOKIE K OVELIRIE % /RIE
THENRD BN, WTNORRSEIZBW T HEFEMEITRD bR hoT,
PEXY., 7> ORI KT 5 a7 M &lE 20mg/kg, IR - fREFSE
(x5 MM BT Sme/kg & HIET LT,

(v, 6. (4 ALz AT25%F] KO VL 6. (5) il OEHEM)

NZW RIEIR D % (20 B/ BE) \[cor a5 7 ==7% 5, 25, Tomg/kg THIBMEF
B (R 7 B225 20 H) (121 B 1 REIKERAES L, iR 29 BIZH EOIBH L TR
i DR K ONR E OB 22 % 520 L 7=, Thmg/kg THREEIMICIEER O B L an etk 2
£E S UnaERR G, IR - bR RICRE ORI R VB LRIE 2RI 5 2B bz, W
THNOREEIZEWTHRAFEMIIED b o7,

PLEX Y, v XTI D —REtFr R Em et BN OWE - IR AICHT D
MRV Y 26mglkg &HIWT L7,

(V. 6. (4) EFEgEE2AT 5% KO V. 6. (5) 4w OIEESM)

3) HEMBRUHAEROREL VICBEOBEEICET SHER
BRI L
(%)
AANTEITNAEBEOEREZ BN E LT LICERELTHL Z L, ICH S9 A
K7 A A2 E | AR L OHAER ORI N RHAOMRE BT 2 38R IX 50 L 72
noTz,

(6) PFRIEERER (Vv 2, UIX)
NZW % o4 (3 #) OBIE L 7-AEE RO ZEIZ 1mL OKIZIEFI L7 0.5g DT
AT 7 =T R LIz L& REARMETRRD ot 6D
—J7. Balblc 2~ A (M6 #,/ 8 OWMBMEHIC= 277 2=7% 0.5, 5. 50%
DORET1IH 1M 3 HMREBMA LI L&, 50%DRE CHAEEDEMENTED HiL,
5% LA T O Tl 2 e 2 BT bhvieinoTz, 69
UbEXY, mvad 7 =7 3R E R SRS E2 A9 5 &l L7,

(1) ZOfDEHEM

1) REBEGEEER (w7 %) @
Balb/c s~ A (M 6 B /#E) OEENEAIc 2T 7 2=7% 0.5, 5. 50% D
JET1H 1A 3 AMNESRA LI L&, 5%LL EORETHN U v/ Hi O 72 ff KA
RBOLITZN, WTNORETH IR, KB, BHoRIRMEIZE, BN o HE
BROHENY A SR 25 7 2 =710 LD EEITRD LR o> T,

2) SRR (in vitro) 62
B FLE M Balb/e 3T3 MARIZSRAME A B (UVA) RS T R OJERRS T C 0.0589
~185.18umol/L D& (8 Btfft) Tx=r a7 ==7%KFML, =a2a— 7L v K
(NR) OV AR K DM RZ RO, MAEFRIIHT I ad 7=
@ ICso fEIX UVA B T C 2.27pumol/L, FEHUH T C 185.18pumol/L X 2K ThH
oz, YRR (PIF) >82 L S, SmtEpt ol (PIF>5) % kAl
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77,

bRy, =oa7 7 =7 1308 ERE & L7,

(TViIl. 12. (2) FERERRBRIZIEE S FH] DESHR)
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X. EEMERICATSEE

7.

8.

. RHERS

Wl KT 7 hEeh R 50mg BIEE, USRS
EZ7 b7 T5mg B, W EEELY

) B EMEOLLTZICLVENTL L

HERSy a7 =7 B

. AR

AN - 4

. AERETORE

R PR AT

. BMFEWVEDEE

BEEN TR

. BERITEM

BEMERLHTA R DY
KFvLolLBY: HY

. R—m%5 - R#hE

R 7 L

[l %) . EEREAR: AT TV BT 77T AUVEE, I AF=T

HEOIR R

EREEEAR
[KIE) 201846 H 27 H

¥

CAFINANVE XY R, XNy A8 AT
GBI FHfaz)., a7 0l A~7 (EaFlifz), =&
N~ (BB Z)

TN Au T A T UEEBREKIY, BV U~

7 (B Z), VAR Y S — Mo akF, T
Vbt 7 b R—=% (B H#Z), a7 n ) X~v7 (Gi
[Rfffaz), 7L 0~7 (EiaHlRz), NV 7LD
Ve FETUNMERE., VI T T =T K, =Y A=
7 (Bl z), XV TTF o "NV IX<T (Eis
THRAHLZ ), IR BE S T T e XFAT N T T
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B ARGE AR H 201941 A 8 H 202047 H 27 H
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(2) DAEREERIC

i% - B
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=

B 7CA

jE:

Hta
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VN,
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BTN (PTP) 4291057M2025 | 4291057M2025 | 1283761010101 | 622837601
75mg
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WL CiE, N7 RG] OHONEZZM L, B#EZ2EORFOTA R4 %
EHEIC LI ET, BEOREIL LT, E=AF =7 OFHOLENZ M+ 5
Tl LERTVWAEDT, KL E=AF =T %2HTAHEAICIE. BHEYESOK
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1. EESETORFERIR (2024 £ 5 ARHA)

KIDOEFERILD T4, REIIE). 16, HIEAOHE] OHOFTHIILL TO LY TH
D CKREUSHTSCE, BONRA SCEORE L 1T R 5, ENORENE O TR Z 4 3
HT L,
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OBRAFEGFEEEAY ARABVRTREEMLERRE

ONALFRERICIBE L - BRAFERFERZEZRT SAEVRTRGET - BED
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ONALERERICER

OBRAFEGFEEEAY 2IRABVRTRRGFRIRRIELRE

6. RERUVRE

L= BRAFBIRFEREZRT SRAVRTRET FIRERE

(BRAFBIGFERZHTHRAUIRTRHELELRAEE. NALERERICHEELR
BRAFBIGFEREZH TR EVRTRRLFARRE. BRAFEGCFERZHT SR
BURTREG RRRERSERE)
E=AF =T L OPFHIZBNT, @, A= 2772=74L LT 450mg % 1
AlEROERST 5, ok, BEOREBICEVEEHET S,
(BPALRERERICEE LT BRAFBGRFEREZE T 5ABURFRELET - BRO
#ahE - EERE)
YR LT (BIETHBZ) EOHH, NFE=AF =T ROEY X <7 (BaT
M Z) EOPFHICEBWT, @, RAICIE=y 27 7 2=7L 1L T300mg % 1H 1
MO 545, ok, BEOREBICLVETHRET S,

4

Hr7E4
UKRAEA H)

Egad

ZIHE X35

MEL G &

K

BRAFTOVI®
75 mg capsules

(2018/6/27)

Array
BioPharma %t

BRAF V600E & L < 1%
BRAF V600K 28 5[5 DO YR
ARRESUTHERS M D TN R 1
(BE=AF =7 L OOFHREIE)

HeE 5E O &%
450mg % 1 H 1A
Bo&ks
(B=xF=7¢
DOPERERE)

BRAF V60OE Z 8% H3 5156
WU RRE IR EST - RO
B - EBE

(B X ~7 L ONEREE)

He S OB T
300mg % 1 H 1[H
‘s

(B X <=7¢&
OPFHIERE)

BRAF V600E Z R4 A9 5 i
B N (NSCLC)
(E=AF =7 L DOFEREE)

LR & X
450mg % 1 H 11[A]
Y nEr s
(B=xAF=7¢
DOFFHEE)

Wr sz T
VoA
+ 75mg

RRIN

Braftovi 50 mg
hard capsules

Braftovi 75 mg
hard capsules

(2018/9/20)

Pierre Fabre
Médicament

Zan

BRAF V600 285551 oY)k
AR A THEFE M 0D B B2 i
(E=AF =7 L DOFEREE)

450mg(75mg % 6
H7EN) 1A
1 [ERR O REE
(B=RAF=T7¢t
DOFFHEE)

BRAF V60OE Z 8% H 3 5156
WU ARRE R T - RO
15+ LG

(B X ~7 L ONEREE)

300mg (75mg % 4
H7EN) & 1H
1 [\ D5
(Y Xy <=7t
OOF %)

VT A 2
+ 50mg
+ 75mg

e

BRAFTOVI®
capsules 75mg

(2021/8/19)

st ] /] B S5 i
TRt

BRAF V60OE Z 8% H3 5156
WU RRE IR EST - RO
B - EBE

(B X ~7 L ONEREE)

300mg % 1 H 11A]
Bofs
(BYyxv=7L
DPFRERIE)

BiAH 7
+ 75mg
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8.1 Pregnancy

Risk Summary

Based on its mechanism of action, BRAFTOVI can cause fetal harm when
administered to a pregnant woman /see Clinical Pharmacology (12.1)]. There
are no available clinical data on the use of BRAFTOVI during pregnancy. In
animal reproduction studies, encorafenib produced embryo-fetal
developmental changes in rats and rabbits and was an abortifacient in rabbits
at doses greater than or equal to those resulting in exposures approximately
26 (in the rat) and 178 (in the rabbit) times the human exposure at the clinical
dose of 450 mg, with no clear findings at lower doses (see Data). Advise
pregnant women and females of reproductive potential of the potential risk to
a fetus.

In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2% to 4% and
15% to 20%, respectively.

Data

Animal Data

In reproductive toxicity studies, administration of encorafenib to rats during
the period of organogenesis resulted in maternal toxicity, decreased fetal
weights, and increased incidence of total skeletal variations at a dose of 20
mg/kg/day (approximately 26 times the human exposure based on area under
the concentration-time curve [AUC] at the recommended clinical dose of 450

K E DA S E
(2023 4= 10 A)

mg once daily). In pregnant rabbits, administration of encorafenib during the
period of organogenesis resulted in maternal toxicity, decreased fetal body
weights, increased incidence of total skeletal variations and increased post-
implantation loss, including total loss of pregnancy at a dose of 75 mg/kg/day
(approximately 178 times the human exposure based on AUC at the
recommended clinical dose of 450 mg once daily). While formal placental
transfer studies have not been performed, encorafenib exposure in the fetal
plasma of both rats and rabbits was up to 1.7% and 0.8%, respectively, of
maternal exposure.

8.2 Lactation

Risk Summary
There are no data on the presence of encorafenib or its metabolites in human
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milk or the effects of encorafenib on the breastfed child, or the effects on milk
production. Because of the potential for serious adverse reactions in a
breastfed child from BRAFTOVI, advise women not to breastfeed during
treatment with BRAFTOVI and for 2 weeks after the last dose.

8.3 Females and Males of Reproductive Potential

BRAFTOVI can cause fetal harm when administered to a pregnant woman
[see Use in Specific Populations (8.1)].

Pregnancy Testing

Verify the pregnancy status of females of reproductive potential prior to
initiating BRAFTOVI /[see Use in Specific Populations (8.1)).

Contraception

Females

Advise females of reproductive potential to use effective contraception during
treatment with BRAFTOVI and for 2 weeks after the last dose. Counsel
patients to use a non-hormonal method of contraception since BRAFTOVI has
the potential to render hormonal contraceptives ineffective /[see Drug
Interactions (7.2)].

Infertility

Males

Based on findings in male rats at doses approximately 13 times the human
exposure at the 450 mg clinical dose, use of BRAFTOVI may impact fertility
in males [see Nonclinical Toxicology (13.1)].

W D A S
(202441 A)

4.6 Fertility, pregnancy and lactation

Women of childbearing potential / Contraception in females

Women of childbearing potential must use effective contraception during
treatment with encorafenib and for at least 1 month following the last dose.
Encorafenib may decrease the efficacy of hormonal contraceptives (see section
4.5). Therefore, female patients using hormonal contraception are advised to
use an additional or alternative method such as a barrier method (e.g. condom)
during treatment with encorafenib and for at least 1 month following the last
dose.

Pregnancy

There are no data from the use of encorafenib in pregnant women. Studies in
animals have shown reproductive toxicity (see section 5.3).

Encorafenib is not recommended during pregnancy and in women of
childbearing potential not using contraception. If encorafenib is used during
pregnancy or if the patient becomes pregnant while taking encorafenib, the
patient should be informed of the potential hazard to the foetus.

Breast-feeding
It is unknown whether encorafenib or its metabolites are excreted in human

milk. A risk to the breastfed newborns/infants cannot be excluded. A decision
must be made whether to discontinue breast-feeding or to discontinue
encorafenib therapy taking into account the benefit of breast-feeding for the
child and the benefit of therapy for the mother.

Fertility

There are no data on the effects of encorafenib on fertility in humans. Based
on findings in animals, the use of encorafenib may impact fertility in males of
reproductive potential (see section 5.3). As the clinical relevance of this is
unknown, male patients should be informed of the potential risk for impaired
spermatogenesis.

106




2) INREADOBEICERT 5iE5MER
KIDOEBAIILD 19.7 /NEEE) OIEOTHEIILL FDO LY TH Y | KEUSHFSCE, BRI
R SCEORH S 1T R R D,

9. BEDERZETLB8EBICHETSHIE
9.7 INRZ
NS R kG & U T2 R RERBR I SE I L TV 2y,

HHi FLH A

8.4 Pediatric Use
The safety and effectiveness of BRAFTOVI have not been established in

pediatric patients.

KE DA S E
(2023 4= 10 A)

4.2 Posology and method of administration

Special populations

BRI DA S0

2024 % 1
(2024 1 7) Paediatric population

The safety and efficacy of encorafenib have not yet been established in children
and adolescents. No data are available.
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