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1HH :n=6. 21HH : n=5)

HARNEIEHEEE Y 7T 7 = = 775~150mg % Hiul . O RAERE 1% 5- L
7L EOMMEN Y T T 7 2 = T DY BFREIRT X — ¥

Ye55 | H1% | Cmax Tmax AUCo-120 Tie
(mg) | (n) | (ug/mL) (hr) (ug-hr/mL) (hr)
. R 1.39 1.0 1.63 15.2
(29.9) | (3.0-4.0) (35.6) (2,140.1)
3.81 1.0 11.4 13.1
WHE | 1000 3 | 399y | (0.952.00 | (429) | (55.4)
50 | 6 2.41 25 9.24 5.07
(40.1) | (1.0-4.0) (29.3) (47.0) *
1.43 3.0 2.85 B
B8 s | 0540 | @l
2.90 1.0 6.02 B
2IHE| 100 |3 | 57 | (0.92.00 | (17.3)
2.08 1.5 5.90
150 o (37.0) | (1.0-3.0) (33.3) -

BATIME (EEMRE%) . TmaxiEhJefl (R/MiE- e A qH)
a:n=b

16.2 BRIR

16.2.1 BEOHE
SVE TR B Z 146112479 7 = = 7150mg % @Gl - &7
) — EEABICH AR LS L 2R, AUCK OCmaxid i & T 12
WARTENZENRIBLKOBLBE T L7z, 72, AEEOTmax (68
M) ITHET CQERE) ICHSTIEIE L 72Y, [7.25 ]

16.3 9
5757 =70k MIUERARFEGE399.7%THh-72" (n vitro)s

16.4 X35

16.4.1 /n vitro
5757 2= 7 EIZCYP2C8 K UNB3A4IZ & b AKERILIRIZ A3 &
M. HIZCYP3A4IZ X ) VAR VERRICRE S vz 720 A v
R UBRRIZIEREZ I A F b s =9,

16.4.2 /n vivo
MEERIZE, B VR CEREA T S 7z (B REO#54%)
BHEIN) 7o ZOMUZIEt-7F IV IEDTRIL S /KRR, i VR
VLS N AT VA SN2 (PHE AR O AR N ) o

16.5 Bttt
SHEIFEIER B4 [MC) 79 7 = =7 D9%mg (BHH)
HAGRE PG L7k, RE P35 093 8% A N & L
7o ($E5- #2400 ) o HbtRE D PR L #E D (BSEOH
71.1%) TH Y FRAFIZIE22. 7% B S 7z,

16.6 JHENEREZHITHEE

% %16.6.1 /R

HETVES T HIERER (A210230B% & OYX 21015885k K O'EIRS LR 45 T
HAEE (G2201385%) (ZHLA AN S 7210961 (67% DL 185 i)
DT = & 7 BRI B RERRAT O#5 R, D26kg bl F38kgH
WO EHIZ75mg. @38kgll F43kg A D B 12100mg. 343kg
VL ESTkg A 0 B #12125mg. @51kgll Lo B #12150mg % Z 1L
ZFNIH2N ERO#S- LB, ¥ 797 x2=7DCmax (ug/
mL) & O"AUCo12n (ug - hr/mL) Ovgufiix, O1.29% 04,35,

@1.48 % 1'5.20, D1.65/% V6. 053 N 12@1 .50 U525 & 58 &
niz.

F 7o, WAL T AR (A21023U08% &% OVX210158008) K OVl 3%
[ 58 TAHEREE (G2201380%) 1SHLA AL S 17224360 (0% Ll E18
WA) OFT — 8 & 7B FEE BREAT O& R D17kgk
WOERFI22. 5mg/kg. @17kgbl b 26kgHAim @ H# 122 . 5mg/kg.

(3)26kgll F38kgA:bii D BHE 122.5mg/kg. @W38kglh F51kgAiiti D
H#122.5mg/kg. ®51kgbl E o B#H12150mg% F 21 H 200
FAE#E OG- L7z, 75 7 = 7?Cmax (ug/mL) KO
AUCo1zn (ug - hr/mL) OFFHRAEIX, O1.25%03.70. @1.37K%
441, 142K 4. 77, D1 . 478 04 973 N2 ®1 .38 K% 1'4.90
LHEE SN,

16.7 EMHEEIER

16.7.1 /In vitro
5757 =7 3CYP2B6 L UBA4% FHFE L 72Y, F/2, 757
= = 71ECYP2C8 K U2C19% [ L 72 (ICsofi © 2N ZN8. 2K
22.4umol/L) Yo #7597 = =7 13Pgp K U'BCRPOIEE TH »
7219, [10. 2]

16.7.2 In vivo

() Fharv—-i
AEECE T B E 166 CYPSA4ADHEEH A H S 57 ba)
=)V GEOFNEENARAFE) 400mgo1 0 1E KRS % 57
77 = =7 75mgt O1H2M ARG LR L E0 8T T
7 =7 DAUCK OCmaxid, ¥7 7 7 = = 7 HMEG 2T
ZFNENRITI O33%4 0 L 721, [10.25:H8]

@ L7470
SHE R B E1TBNZCYP2CSDHENEM 2 A3 55 0874 7
0oV (EWNRKR) 600mgdD 1 H2MKEREIH% 5525777 «
= 775mg™ O1H 2 AR G- L R L7c L &, 797 2=
THMEGICHRTY 75 7 2 =7 OAUCIERIAT%IEIM L 725 D
®, Cmaxl3ZiLL e d o 7219, [10.28H]

@) 7ITPU
SR TG B E 146012 %7 5 7 = = 7150mg 1 H 208 FAERE
HHET VT 7Y Y (ST CYP2CODEEE ., Rk : CYP3A4K Y
CYPIA20#E) 15mgHi #0522 EDoT VT 7)) »
DAUCKE. TNT 7Y ¥ B 512H_T, SR TRI37%. RIKT
F133%IA L7ze F72. TIVT 7 1) OCmaxld T IV T 7 ) v EARE
HAZHAT, SIETHI18%. RIETHRI19%EI L 72, [10.22 1]

4) 344
SREIN B R E126012 475 7 = = 7 150mgd 1 H 208 JKAE#E
535V F 4 (CYPSADFEH) 3mgd HIHEO#HS & 0EH L
e EDIFYTADAUCK OCmaxld, I %V T A HEK G2
WRTENZ T4 61%HA L 721, [10.22]]

(B) V77 rEY>
AE B IRE B 1THIIZCYP3A K O CYP2C8D B/ % A
5077 ¥y r600mgD1 HIRAERO#ES %5757 2=7
150mgD1H 2 KA G- LB Lz &, 757 = 7Hl
HAZHART, #7972 =7 DCmaxid27%. AUCIE34%i A L
729, [10.251]

(6) ORNZREF>
YHEIA DS A BELI66IIZ T AN 5 F  (OATPIB1 & IFOATPIB3
DIE) 10mgD HRBFRH G5 % %75 7 = = 7150mg?D1 H 2[Al5%
[5G L L2E &, ¥ 797 2 = 7HBERAES IR T, 1
ANA Y F ¥ DCmaxiE94%. AUCIX22%¥EM L7z 72, ¥ 75
7 = =7150mg% L H2[ 14 H B A G- L 72 RIC T ANA Y F &
10mg# HEREO#HG Lz &, 779 7 2 = 7B G2~
T, TANZY F ¥ OCmaxiF156%H M. AUCIZ7%EEM L 7219,
[10.2&:H4]

(7) ZDMOEA
NI ATF=T
AVEIEIISRE B ELTHC 5 A F = 7 2mgd 1 H 18l AR OS5
£ 5757 =2 =7150mgD 1 H 20 fAERE O 5% O L 728, 1
Wy 7957 2 =7 OCmax t WAUCIE, ¥ 75 7 = = 7 Hjlk
HBEZHART, 22 N16 5 023%800 L 7217,
FNRT T =)
WEINEEEELTINC SN TS =) (71 v Ry FHEHR)
40mgD 1 H 1A FKERKI#%S-% 4795 7 = = 7150mg® 1 H 28 ;15
OG- Lz &, 797 22 THMEG IR TY T
57 2 =7 OAUCIE3%EM L. Cmaxid12%i# 4 L 729,
1) AHIOKERE - HElix. 79 7227 ¢ L Cl150mg%

1H2Mm, ZEERsENHRS T %o



17. BRERELIR TEIZEIRNE S 28 (6361) % FLEr L 7258 AR SR E R 1L

17.1 AR VRESMICET 258 WEGAER 2 i L 720 PESOMNTICBWT, F AN v EEL
(REVRTRELEMHEGE) WLCTH 757 2= 7HGHICB DI A B R R AR
17.1.1 ERE 1/ 1 HEEKHER (MEK116885515%) &5 N7 [Kaplan-Meier{E CHEE LRl © 79 7 2 =7

BRAF V600E/KZ % 479 2 OMATEIEREEE (65 TH/S— M)
K COMGRYIRA e 2 B R E RS GBI S~ ) e :
D6 K @661 #RFRIZY T T 7 2 =7 (1A150mg# 1 H2[m
Hi45) £ b9 2527 QCmg#lH1EEAHS) #0605 548
I/ TAHIEE Mt B BR % F2 it L 720 55 A S — M2 B A%
D 1383% (5/661) TH o7z
RIVEH B 1. 100% (12/1261) Tdh o7z, EAREIERIZ.
FEE66.7% (8/1261) . ASTHIIN K O FAYEIFIEH450.0% (6/12
Bl) THo7¥, [5.220]
1) RECIST (ver 1.1) #4 I 4 Y2 X AIGBRELENICHE
2 HE (CR+PR)
17.1.2 B E THEERRAER (MEK116513548. COMBI-v)
BRAF V600E/KZ: 4t % 473 2 MUE YT RN Gt 70 04 S (0 i AR5 704
BlzxtHiz, ¥ 797227 (1A150mg% 1 H 2% H#%5) &~
FAF =7 (Cmgx1IHIREH%S) Z0HT A8 (BFHFRER
3526) XA TT7 =7 (1A960mg# 1 H2ME H¥%5.) %5
FTAHEE (NAT 7 2= 7HE35201) & i L 72 45 AR S Ml 2
(LB % i L 720 AAAFHI (0S) o BEITIZ BT,
NLT T x = 7RI L CHRBERIC B W TRETFICE R
RUEEHERS S 7z [Kaplan-MeiervE: THESE L 72 ol OF %
FHRBGE, NAT 7 2= 7WI7 22 . = F1£0.69 (95%
fEHEIXIE - 0.53-0.89) . k& Hlllog-rank#isE p=0.005]

EFEE
1.0

09 e
08
07 Bt
06 p—
[ e ettt ¢ S
04 [ ——
03 NLST TR
02
01
00
T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22
<URTH> 1589 (B)
fiAMGEB 352 342 33 310 283 232 157 85 46 15 2 0
~AT7IZJB 32 31 315 285 247 204 122 63 31 7 1 0

A (0S) ®oKaplan-Meier H##
(MEK116513:AB#IT TN, 2014424 H17H Y v b4 7)

Y75 7227 NI AF T HERBEREICB T AEIER S
B, 91% (320/3500) TH o7z ERBIERIE. 5E847%
(163/350%1) . E5E28% (98/350%1) K& UFE(:23% (81/35061) T
Ho72", [5.258]

17.1.3 @S E MAAERRRER (MEK1153065%8%. COMBI-d)

BRAF V600E/KZ: 5 % 47§ % BUHYIBRANAE 70 TR 5 10 2R 5 423
BlZEMRIZ, 7T 72=7 (1H150mg#z 1 H2M#EH#%5) &
FIAFZT CmgZ IHAEAES) #0028 (FFHREE
FE21160) &, ¥ 797 x=7 (1A150mg#% 1 H2[m# H#%5) %
P59 28 CEFIRGET21260) % Il L 728 A B E i iElE
BALIEGRER % Fh L 7o BERIEATEIIN (PFS) OfTIZB W
T HFREHRE L B L TR B W OREH NI E B
RO 57 [Kaplan-Meierid: THEE L 72 thdufif © B3R
9.3 B, HHIRGEEES 8 H. N — FIK0.75 (95% S HEIX
B :0.57-0.99). KEHllog-rank#isE p=0.035] *, %I, OSO
AT 12 BT, Kaplan-Meierid: THESE L 72 i 5 1308
BT25.1 A, HEREBTIS. 72 ATH o7 [HNHF— FH0.71
(95%EMX I : 0.55-0.92) 5

F75 72278 b T AF T PEREREC B 5 RIVE S
FEIZ, BERIREEE T, 86% (179/20961) T -7z, EZ2EINE
P, 38347% (98/20961) . HEFE27% (57/20981) M UM 5725%
(52/209%1) Td o7z, HFIREERETIZ, 88% (186/211%1) TH
5720 ERFEIWERIZ. BMIL30% (63/21161). J5727% (56/211
BI) K OWELE25% (52/21161) THh -7z, [5.25H]

17.1.4 5V MHEERRREER (BRF11368355%. BREAK-3)

BRAF V600EZ 5% 43 2 MG U R AN AE 70 751 52 0 18 FB. 4 250 61
EXRIZ, ¥ 797 2=7 (1150mg#% 1 H2[#E HH%5) %5
A (187H1) & ¥ H NNy »1,000mg/m? (KM %38

GHES 1n Ay AT /2. TH AL N — FHO0.30 (95%1E
THIXH © 0.18-0.51) Fhlllog-ranki®sE p<0.0001].

FEBEFIE

|
01 SHWIT OB
00
i 2 3 4 5 6 7 [ [
<YRTH> 0 (8)
5757 TH 187 184 173 13 100 41 31 5 3
AHNNT B 63 53 31 14 1 6 4 2

i A (PFS) ®Kaplan-Meier i
(BRF113683FBRIT T4, 20114F12A19H A v M4+ 7)
Y757 2 2T RG R BT SR FEBIHEE L, 88% (164/187
Bl) Thotz, EREINEMIZ. BEAIL34% (63/18761). F2JHFL5H
JE21% (40/187%1) . BETEAE20% (37/187H1) Td -7z, [5.25
]

(BHEGEDHAHEIESE

17.1.5 EBEHFSE MHEEGRGRER (F23015{5%. COMBI-AD)
BRAF V600E/KZ R %43 55/ 1) A~ (American Joint
Committee on Cancer (AJCC) Melanoma of the Skin Staging
version 71230 {HEiilla : U v/ SEiiEB ImmiE. b, Mc) @
A RAOE Of iR B E8T0B (HARNEBESGIZ &) 28Iz,
5757 x=7 (1H150mgx 1 H2EEH#%YS) & NI AF =T
CmgZ1HINEHS) &M 28 (BEHIHER43861) &7
7Y REE (43261) % HIR L 7258 A Z & 5 MR 2 AL e i el R
FEBEL. FHBERED LR 7T v R0k HMIZ12, HH
E L7z #ERBAFUIE (RFS) OFFTIZBWT, 77 RHEL
L TG ICB W TR ENICE R R ERI RO 51
72 [Kaplan-Meieri: CHE5E L 72RFSO i ufifi « OF IR R H)
#E, 7T ERMLe.60 A, = FI0.47 (5% X : 0.39-
0.58). Ehlllog-ranki&7E p=1.53x10"],

HEREFIS
1.0

0.9
0.8
0.7
0.6
0.5

0.4

0.3
0.2 TR

0.1

0.0

L S e e e e N A s S S B e e e M s s
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
EAERITH SO ()

<yzoH>
GAAGAR 438 413 405 392 382 373 355 336 325 299 282 276 263 257 233 202 194 147 116 110 66 52 42 19 7 2 0
7FH 432 387 322 280 263 243 219 203 198 185 178 175 168 166 158 141 138 106 87 86 50 33 30 9 3 0 0

MEF A FIE (RFS) @ Kaplan-Meier i
(201746 H30H 71 v M4+ 7)
F757 =78 NI AFZTHREREIC B A BIEH B
FEiE, 91.5% (398/435%1 (HANEEIGZ &Tr)) Tholze &
ZEEIE, 388456 1% (244/43561) . #5739.1% (170/43561) .
EHE35.6% (155/43581) Tdh -7, [5.250H]

GE/NHERaATE)

17.1.6 EEHFSE I HEFRRER (E2201558)
BRAF V600EZE % 3 2 YIRS - 5O I/ MR
BEEsRRIC, §¥79 7227 (1H150mg#x 1H2MEH$%5) &
NI AF=7 CmgxlAREAYS) OfFHES (DEERI
BEVEIREEH 7 & LR O & 5 BESTH (HANBELIZ &
i), OILFBBEIE D 2 W EE36H) & Ha 3 2 45 THIIEE IR
WEEBR % 920 L 720 ZRBDFED (%) 132 N2ND63.2 (95%1E
X[ :49.3-75.6) K U@61.1 (95%EHEXE : 43.5-76.9) TH
272,
757 =78 T AFZ T REEIIC BT A RIER B
FElE, 89.2% (83/93f1 (HARNEZIBIZ &) Thotze T



EITERIIE. 582449 .5% (46/9301) . H.0.38.7% (36/9381) . MEnt
T OB g 570526 .9% (25/9361) Td - 72, [5.38H]
(EfZRER. FEMEALRK)

17.1.7 EBFEHFESE T HERREER (X22015(8%. ROAR)

e[ 72 R O 72 WBRAF V600EZEE % 4§ 2 [EIF S
#. BRAF V600EZ L % 4 9 % T3 AL HE G o A BN LR
B & (8L E) #xtgic, ¥ 797227 (1A150mg#%
TH2EER#G) & b I AF =7 Cmgx1ALRAMEARS) Off
G- % a3 % 5 THIEBE I BEE A S0 L 720 ZahE13,

ﬁ@&ﬁk)fﬁ)oto

o W% ZHE (%)

At (BANEER) (95%{= HEIXI)
RIS 36 (2) 38.1.1)
B 13 () 317 53.8)
T L T 10 0
WHO grade 131220 ke 13 (2) 69
BiE (LGG) (38.6-90.9)
WHO grade‘326i40)ﬁ‘$ﬁ'§ 45 Q) 33
JBIE (HGG) ™ (20.0-49.0)
AT 5O (9.4:99.2)
A7 B A s 55 (0) (77 57995 9)

Y757 227k b T AF T O HREREC BT % EIER S B
BT, 88.8% (174/1966 (HANEHTHZ & H)) Thotze &
ZEIERE, 382041.8% (82/196H1) . ¥55727.0% (53/196%1) .
HIE26.0% (51/196%1) T -7, [5.6. 5.95H]

#2) 7 T ua IS REBHFEICAISA L I SEEHRE D]
SELNICTEFE L7z, 3220 L L OB HERICHE L 724 B
Na s B E D R & Sz,

#£3) RANO LGG (2011) (2 X 2 GBREEEMIZHED %
(CR+PR+MR)

#4) RANO HGG (2010) #:#EIC X A BB TE IS %
(CR+PR)

##5) NCCNO#' 4 K4 . Consensus Resolution Criteria. &
Ut ORFRAER O EF D H T L 732 X 2 6B EE
ML A CHIE (BUNRAFIZE % 1 5 S D 2 CR+PR)

17.1.8 B 1/ THHE (MEX210158k. /Y— D)

BRAF V600 A H T HLGGR T T ¥ 7)oy A M AL ERAE

(LCH) B (UL ERI8HEARN) 25, 777 x2=7 (125A

i 2.625mg/kg. 1280k 2.25mg/kg® 1H2MGE A S) 0 &

NI AF =7 (6K 0.032mg/kg. 6FELLLE 1 0.025mg/kg%

TH1EE H$e5) oft S (DLGG @ 2061, @LCH : 10%1) %

Beat 285 1/ THIEEMIpa FERER 2 0 L 720 2280350 (%)

ZENn2Nn025.0 (95%EHIXMH @ 8.7-49.1) K U@60.0 (95%

{EHEIX R © 26.2-87.8) TH-72%,

777278 T AT TR EEERC BT 2 RIS

FEIX, 100%Th o720 FERBEWERIEIFEESE3.3% (16/3061) . 955

36.7% (11/3061) . FKJ8H21:36.7% (11/3061) TdhH -7z [5.6%

4]

1#6) /NI 2 AFORBEAE - ARl BEOREDOKIES
WTHESN TV,

#7) WIERANO LGG (2011) (2 X 2 A7 i {5 h) 52 (2 o
% (CR+PR). @ItHistiocyte Society Evaluations
and Treatment Guidelines (Apr. 2009) (Minkov et al.
2009) |2 X 2 IREBELERMICHED % (CR+Regressive
disease) o

*%17.1.9 EFRHESE 1HEERKRHER (G220135% HGGOK—R)

BRAF V600Z 2% 4§ 5 # G # A I HE L - HGGESE (LD
FISmARG) (416 (AARANEFLIBEZEL)) ZHRIFTI 7
=7 (1280 © 2.625mg/kg. 12 L @ 2.25mg/kgx 1H2
[FHEHPES) 9 & kg AF =7 (6K 0.032mg/kg. 672
F10.025mg/kg# L H 1M H%S) OG- % Had3 2 45 T4
g I B & S50 L 7o A (%) 1356.1 (95%(51H
X[ :39.7-71.5) T -72%,

F77 7278 T AT THHBERICB T 2RI B
JEix. 85.4% (35/4161 (HARNBHLIB &) Thotze &
ZRIEHNE5E8436.6% (15/4161) . FZIHE2I%24 4% (10/4140) .
39517.1% (7/4161) TH-72, [6.6. 5.75H]

##8) RANO HGG (2010) ZE#812 & % HidefisE (CR+PR)

% & ((REMEHZBIE)
17.1.10 EREHEESE I HEEKRZER (G220158 LGGO K — 1)

BRAF V600Z % 43 2 WML H koM & % 2™ LGGE
HEO (1D B8R R) #xt&ic, ¥ 7972 =7 (12K
i 2.625mg/kg. 12 L 1 2.25mg/kg % 1 H 2 H #%45.) 0
E NI AF =T (6K 0 0.032me/kg. 6% LLE 1 0.025mg/kg
Z1H1MEH$5) OGS (D+TE736 (HAR A& %
&) EHNVETTF Y (6B EIFA 2 Ve LT, 175mg/m?
251, 8. 15 U22H HICHIRNF L) L v sy 2Ty (W)
D108 M1 .5mg/m? % LA B B CHEIRNE G- L. 28 BRSE L 72
. 6HEMAELIF A 7V E LT, 81, 8&UI5H HIZ1.5mg/m?%
HIRNEES) OPFRBS (C+HVEESTH (HARNEE2 % &)
% IR L 78 TR E A L IE B b il & 520 L 72, Z8%hseity
(%) 1%, D+THT46.6 (95%FEHHIXHE : 34.8-58.6) . C+VHT
10.8 (95%fEMIXE © 3.0-25.4) TH Y., C+VIE L KL TD+T
HCHAIFEWICAZEICIE» > 72 (A Hlpfi<0.001. Mantel-
Haenszel 7 4 —3etiE) 2,
D+THEIZ B 2 RIVERSSBUAEE 1L, 93.2% (68/73%1 (HANE
Habl e ate)) Tholze FRBEMERILIEEAT 9% (35/7360) .
B R H 121 .9% (16/7361) . 9§5720.5% (15/7361) TH -7z,
[5.10-5.12%: ]
H9) YIBRFRIZHETT L 72 IR OIS O e WEETH 1 | REE
ITIZHE D PRI E O 72O\ LB HEEZ MG T 5 2 L 25
YL s - BE
1110) G22013RBR D ML A AN S N7z BF O MR (WHO
S (ET20164E)) 1k, UToLBY Thot,
D+TH © B2 Mg E2200, whiEEBE2160.
LGG - JEIF 4, 2t 2MIuEeH]. MBI
REMAEE, 70 7R AR - JERFERI R VO F AT
FRIBAE - FREEEIA26, O EMIANE, OV F AR
JYRLHER S O TR RS 1 L Dot 5 M 45 14510
C+VEE © B2 M E L1260, whkk B IEIfl .
LGG - JEfFER6H), £ 2 MIgiEdan), 3 0N 2l
i, MEHET LS S AR . AR T B S A - JEE
ER, O F AMEEMIE. 70 7 iR ES: - IRl
Te O R AC AR MR 12 I 955 45 151

7¥11) RANO LGG (2011) #E#E|Z & % Hige)sE (CR+PR)

18. i
18.1 {EFAHER

5757 =71k, BRAFZHEE (V600E. V600K K U*V600D)
DFF—BEEEHELLY, $/2, ¥7572=71%, A375P
F1IMEM % BAl L 72~ 7 ZA DGR IC B VT, RAFY 74w
R T IOERKD ) ¥ AL % BHE L 722,

18.2 HilEERIE
18.2.1 /n vitro
(1) #7957 x=71%, BRAF V600EZ %51 % 3534 % b b LR

o ) FH SR ANE M (UACC-257. SK-MEL-1, COLO-829%). t
I /IRt 9 H SR MV 22 AR I OV e b HLIRB A 231 L H skl
Jlakk (8505C K 1°8305C) . BRAF V600KZ: ¥iHl % 5534 4 b b
PEE i AR (WW165, YUMAC. YULACK OYUSITI)
A6 NICBRAF V600DZS S5 % 5 H1 4 2 b b 7|tk B e il s WM-
115H ik o 145 & 3 L 722750

(2 ¥797x2=7%., MEKIXO'MEK2[HEZRTH B F T A F =

TEBHT A2 L12X ), UACC-257, SK-MEL-1. COLO-829,
MV522, 8505C. 8305CHINBHREE LIRS 5 % bl HPAHIF T 13 45 355541
HUMALIR & P L TR L 7220,

18.2.2 In vivo

¥ 777 =713, BRAF V600EZ R & 38§ 2 b MEMEE
HEHRA375P F1LMIIE#R & BE TR L 72~ 7 A 2B\, Y
EERBWIL 722, F72. ¥ 797 =78 b I AF TR



G952 81280 BIEEFNEAEG & L CHEBH A E
AR L 722

19. BRSICREY 2IB{LEFR

— I AR
¥757 =7 ALV (Dabrafenib Mesilate)

1%
N-13-[5-(2-Aminopyrimidin-4-y1)-2-(1,1-
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