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R TYAT 7 2 =7 DML 15 H BLNIZEH# IR
REIEL. BEAREIZ0438 5 TH 72 WHEAT—%),

(ng/mL)
12000 -

B

10000 -

N

i FHE+REERE
® : 18H (n=6)
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0 % T T )
0 4 8 12 16 20 24 28
B (hr)
#AEH| Cmax | Tmax AUCtau AUCo-00 Tz
(H) |(ng/mL)| (hr) |(ng-hr/mL)|(ng-hr/mL) (hr)
1 6650 2 38500 39100 2.92
(n=6) | £3220 |(2,2.33)| =+24100 £25100 |[(2.32,4.98)
15 4330 2 13800 13900 3.19
(n=6) | =2070 | (0.5,2) | 5050 *£5050 | (2.82, 3.56)
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HEEH | Cmax Tmax AUClast
(H) |(ng/mL) (hr) (ng-hr/mL)
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(n=34)| +£2270 |(0.883, 6.25) +7170
29 3010 2 7650
(n=29)| 1750 |(0.950, 5.73) + 3980
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KA, M128 (N-BET7 v 3 WAL B OSIAK53f % 5205 7=
R 7Ny ygisdk) KO MA25A (N-BL7 v %
WABER) 2sieih S 7z (e o e o 3 2 341
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fEEER N (4f0) \2H¥C-= a5 7 =7 100mg % Hi|a]#%
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B Lzl &, FEREIEE S L LT, R G g R
FZoliEhIERaIET Y 25 7 £ = 7@ Cmax U8 AUCo-»
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R N (1661) IZRY a2+ V' — N 400mgd1 H2M9H
MGGy a5 7 2 =7 50mg Z PG Lz
L& T vag 7o THMRGRERKLT, zvaTg
7 x =7 ® Cmax % F AUCo-wld Z 21 1684 J UF 2834%
Thotlze 72, fEFRA 16#]) 12V VF 7 ¥ 2L 240mg
DO1H1ME4HBEERSKICZ Y3257 2 =7 50mg %
HEGE L-b &, 03957 =75 L gL
T, T a5 7 x=7®Cmax & FAUCo«lZ ZF N ZE N
1447 218 1830% TH - 729 WHEANTF— %), [102 5]
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fEFER A Q1B v a25 7 2=7100mg% X7 T
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ENEFNMU2KT966% THYH., IXT T — VI X
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(2) =257 x=71xCYPIA2. CYP2B6. CYP2C8. CYP2C9.
CYP2C19. CYP2D6 J UF CYP3A % W i iy 12 4 L. ICs0
fHixZ 22, 1. 20~30. 5. 50, 25 K ¥ 8~15 umol/L
TH-o72 (invitro)o $72. T2 257 x2=7I13CYP3A %
AR AE RS BRSE Ly Ko fifid 205 umol/L. Kinact fit 1 0.0527
min! T# - 72 Y (in vitro)

T>257x=71ZCYP1A2, CYP2B6., CYP2C9 %= ##E L
7212 (invitro)o T~ 25 7 = = 713 CYP3A4 % #H#E L,
ECsofitild 102umol/L. Emax fitiiZ 169 5T - 72 13 (in vitro) o

(3) =35 7x=7I1FUGTIALl ZHE L, ICoflild 1~7u
mol/L Td - 72 W (invitro)o %HB, T35 7 x=71%
UGTIAl DIETH AL E A F T ORYBREIC K & 2
R 5.2 2hro72 (invivo)o
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= 7 1EBCRP. OCT1. OATPIBl. OATPIB3. OCT2. OATI1
K "OAT3 % BH 4 L. ICsofH & Z 1L & 1110~25, 127,
5.35. 6.16. 2.05. 4.20 & 1°0.92umol/L T & - 7216~19 (in
vitro) o

) RAOKRB SN HEROHEIZ. UTo@E) THb,

(BRAF #B{n TR 249 2 PG VI BEAE 7 EE LA )
EZXAF =T LDHIZBWT, @, ARz yas7z=7L
L C450mg % 1 H 1 #0853 %,

(SAALFIFRDERICHE U 72 BRAF &5 T AR Z AT 5 HEYBRARE R
HEAT - R OfE NS - )

Y F VYT GEEFHIER) Lo, Lo xF=TRFEY
¥~ 7 GEETHMRZ) CofficBwC, M, ARy
77 x2=7¢LT300mg % 1H1E#KEORST %,

17. BERA IS

17. 1 EERUVREMICBIT 5 58&

(BRAF BIEFER+#H T 2 RAVIKRAT e EMEalE)

17.1. 1 EEHEFEFETHEGER (CMEK162B2301 :#5%)
BRAF V600E/K 25 % 475 % BIGYIBRAHE 70 PR A g i
HH77H (AARNBH 1B 2 &8, AR EELAF=TD
PEM PGB 192 6], NA 57 2= 7R 191 B, AHK g 5
B194B) # /5. XA T2 T 2R RE L TAERA
(450mg* 1 Z 1TH 1) ¢ ¥=xF=7 (1[H45mg % 1 H2
W) 205G Lk 2 oMM R OR4eEBRE L 72
TEFHEEH T 5 W Je I X A M mE AR (v
fii [95% fEHEIXH]) O EZMATHRIL, ARl E=xF=
TG T 149 [11.0~185] # A, RA S 72 =7
T73 [66~82] » ATHH. KA L =2 F =T OB
GURERLAT 72 =TI LR EN AR R ERZ/R L7
(N — K 054 [95% 15 #H X [ :041~0.71]. p<0.0001
&%) logrank HsE]l, 201645 A 19 HF—% 7> 4 7) 2,
F 7o, RAEMEMA S & % - 72 192 B 169 B (88.0%) 12
FBIVEH (BRMEMORE 2 &5T) RO LNz, E4HE
PEJHIZ, L5961 (30.7%) F #5261 (27.1%). ¥ 57 48
Bl (250%). Hirfr CK #4hn41 61 (214%) T -7z [72BH]

0] 1  RRSE

—— NLFTI=TE

BERHF S Dl

<
X
s

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 riskEL i (R)

RS 192 171 151 128 107 92 87 70 57 41 28 14 4
I O57T=78 194 162 125 99 84 71 68 55 41 28 17 10 1
NLTZTT=T7E 191149101 75 56 45 36 32 23 18 13 10 4 3 O
1 AR B P G- 0 R & G L 7 EIRRIE A T AR ER o &
B, 1 H 1H450mg $25- TR b 7z i dil R a1 30 &
YARLARE O AH Bl 5- o33 wid 1 H 10 300mg % 5- &
E SN 72—, CMEKI162B2301 ik Cld, ¥ =2 F =7 %k
T IE L 7235800 b AANE w2 31 /kbe 3 2 2 & 25T RE
TRE L Shiz,

(BPALZEERICHEL - BRAFEIZFEERZE T 5AEY
BRTBEAETT - BROKEE - EEE)
17.1. 2 EFEFSE N5 (ARRAY-818-302 #HER)

— PTG NT IR IGH L B L 72 BRAF V600E £ 8. %67

9 B G BRANEE 2 AT - I8 O W - 15 1 JEE 665

(AARANEHE 200 %2 &) 2341, FOLFIRT* K UF kY

F U TSOMHKGXIEA) ) TFh UM BTy F IR

T OO HRG GHIREE) 2 E L TORAFPHS, €= %

FoTHR Ny X TSRS (EIE) i@

AFPDBF Y F = 7SO HES QHIF) RN

B O a2 Miat L7z EEFHEIHE CTd 2 2470 %

OB OFERFT % IR o HRBEITR LC 3 AR

U 2FIHE S, AT ZMEFMICAERICER L, &%)

BITHFT A RICEMETH - 72 (20194E2 4 11 HF—

yHhy bF7) Y, Fh SHBEROC2HBECBVTCENRE

WL A VE S K 5 & 72 o 72222 B 1 208 81 (93.7%) K OF

216 BIF 191 51 (884%) WZREIMEM (BERMAEMORE » &

) RO BNz E el fEH X, 3F BT T 118 41

(532%)\ SHEEEEZIE 92107 91 (482%). MEL79H1 (356%)

W55 61 B (275%). WEIH:57 B (25.7%). 27| C XI5 kY

46061 (27.8%). WS 49 61 (22.7%). Ml 44 B (204%)

THo72,

22 EZ1I A 2 v E LT EIHBICOAY 2 F 5 ¥
180mg/m? % 90 4370 1F THHIR NP 5. @78 1) F — T 400mg/m?
% 120 0 A TR NI 5. @7 v+ 1 5 L 400mg/m? %
AEHIRNIR S L2k, 704w F 2L 2400mg/m? % 46~
48 BE 2 THHIR N 3% -

%3 4[| O & 400mg/m? % 120 5 A1 T & O 1% 250mg/m? % 60
G5 TR E R N S

X428 % 194 2 Ve LT, 180mg/m? % 90 47T THRMIRS-

%5:300mg % 1 H 1 [m$%5-

¥6: 11 45mg % 1 H 2 [d%5-

7 ARREETIE, EEHME LT, WBEICHT 5 3AIBEORR)%R
K OG0T OB Wk ASHGE S -1 B I e Bg TR LS
e, BIRHINTDH 2 6 BB 5 2 Al O 4 A M L O
FANFEOIRHT ST S 7z



£ Hathr

T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22

# (R)

at risk%
3%IB 224 186 141 103 69 37 24 14 6 4 2 0
2%|B¥ 220 184 133 87 57 33 21 12 8 3 1 0
HBE¥ 221 158 102 60 34 18 15 7 4 2 A 0

3FIHE 25 o B
SR 22471 22061 2211
[9?;?%9??3] 8 09'?1 41|17 58'111 0] | [4 ér)%s 6]
PN il o5 B IX [ .0, 11. .5, 11 8, 6.
e D Sy T 0.60
[95% 15 JFIX 18] | [0.39, 0.70] | [0.45, 0.79] -
it <00001 | 00002
TR 11151 11351 10751
geppeno | RAE (%) 26.1 204 19
- [95% 12 HEIX 1| [18.2, 35.3] | [134, 29.01| [0.2, 6.6]
pffi*12 <0.0001 | <0.0001 -

%8 g Cox HBINY— FEF N GoHIRRE L D Ii)
9 1 il logrank Mg G HREE & O HL#)
%10 : RECIST 4 F9 4 ¥ 11 B3 el 12 & % CR XUk PR
11 ABIC IR B ER X N7 331 BIASRIT A 5 & X7z
%12 : Cochran-Mantel-Haenszel ¥ (ol HEHE & @ HLig)
B BOENEHIC L 5 2RI 5 3HBFEONF—F
e [95% 15 5 X [1%131%, ECOG PS 1@ 4 [ (3% 109
B, 2% EE 107 #1) TO0.71 [051, 0.99]. HER e =3 Dk
B (3#IBE 1116, 2#1% 10341) <T0.63 [045, 0.90]. CRP
fii>1mg/dL OHF (3HIHE IS5 B, 2#IHE79H) T0.65
[046, 092], FEFEHES KB I AREEYBROER (3HI#E
o1 5, 2% 97 #1) TO055 [0.38,079] TdHhH. 3#IEETOS
M EAF @R 2RO Sz, —F, ECOGPS 0D HRE (3
FITE 11560, 23 11360099 [0.66, 147]). #ERIHFE=<
2% (3HIFE 113 H1. 2418 117 41 1.04 [0.72, 1.50]) .,
CRPi<1mg/dL ®4EH (3#I#E 122 6. 2 #I#E 139 #1) ;
1.02 [0.71,146]). JEFEH 2RO LN (3 #]#E 133 41,
2#1HE 123 61) 5 1.00 [0.71, 1.41]) Tid. 2%I1# & 3AIEED OS
BRAMEETH-72 20194E8HILHTF =y b+ 7),
X133 AAREMICE W THZER Cox MREFVEICI ) EE IR,
OSIZHBEZ RIZTEEZLZONLE52OBEERINT (CRPE
>1mg/dL. FiEBS Y. CEAfi>5ug/L. CA1994#>35U/mL
B ORI =3) I L 7R

18. FEhEETE

18. 1 fER#F
I>a57x=71% t I BRAF V600E ® F F— ¥
FEEL 7220, £/2, > 357 x=7ik, BRAF V600E %
AT A bEEEGESH R A B W T,
MAPK &0 > 7 F Mizi#E 5T (MEK X O°ERK) ©Y ~
AL % P L 7n 2223,

18. 2 HilEEIR

18. 2. 1 In vitro
I35 7x=71% BRAF V600EZHEZ4HT 5k b HEM:
Bl sk A375 MIBa Rk K O° BRAF V60OE £ ¥ % 4 5 b
GRS - I Bk Ba bk (COLO 205, HT-29 45) o
FEPHIL-25), $/2, 3257 x2=7%& MEK FEHT
HHEZAFZTEOBHIZL Y, KK E LT,
BRAF V600E % # % A 3 % b b Ik Bt JlE 1 sk 50 ik
(A375. COLO 800%%)., BRAF V600K Z#R %~ K4 5 b +E
Pk B Ar lF ok IGR-1 Mfa#k. BRAF V60OE Z R %2 A¥ 5 b

_6_

A - T R AT MR (COLO 205, HT-29%%) (Zxf3
2 GR35 R L 7z 2620,

18. 2. 2 In vivo
Irag7x=71%. A375 Mtk K& U COLO 205 #lifakk %
FTFBML:X— K<Y 2128\, JEEEmEHER %
RL72B2 F/ A5 72TV AFZTED
BEHC & 0. & 3EA HR & Fik L C. BRAF V600E 4 5 %
FH3 % bEEE A R OMEX1906 fE5##k A % B2
TR L7 X — N~ A2 BT 2 NESE 4 G0 A AS B o
L7230, 52,0 rya5 727y F <7 off
JH, W@ ra5 7227, Vo XFo TRV F
VRTOHICED. QY F U THMBP QLY aT
T =7 E ey I THME K LT, HT-29 Mg bk
PR TBRL:X— KX 21280 5 5 530 )7 3
FheEndEgig L7230,

19. BB Y 2 IB(EZRIFR

—fk : =25 7x=7 (Encorafenib)

1b2#%4 : Methyl N-{(2S)-1-[ (4-{3-[5-chloro-2-luoro-3-
(methanesulfonamido) phenyll-1- (propan-2-yl)-1H-
pyrazol-4-yl}pyrimidin-2-yl)amino] propan-2-yl }carbamate

433X 1 C2H2rCIFN704S

7¥-= : 540.01

B R ARIAGM~EZIEALHBOR R TH), =¥/ -
(995) 1T, KITIZEAEE T2\,

LR -
H\EfHao
N { _CHs
X N o}
cl | Y H
N
O O
\W/
HsC” N N
H \
F N—N
>—CH3
HsC
21, RER&M

21,1 ) 2 7 EHETE 2 RED B EYICHE-T A2 Lo

(BRAFEIZFERZH T 3 REVIRTRLEMREE)

21. 2 FINTOWRBIEFAS MO TR LN TWDE Z b, Bk
Wioete, —EBOERIRL T — I HBEHINL ETOM
(& AREH 2 o0 RS IR A 2 T A 2 L2 XD,
AHEREE OB FREREILRT 2 L L2 AHoRse
HEROCHREICET 27— 2 BENIRE L, KA 0@k
R LB EZ# LD 2 Lo

22 @i
(EZ57 NEHT I 50mg)
287V 657N (PTP) x7]
60 7 7tNV [6H 7N (PTP) x10]
(EZ7 NEHT &I 75mg)
42 17k [6 77k (PTP) Xx7]

23. EEX#R

1) /NEPSR S T3E - iEbeE T A (CLGX818X2101) slRpiis (+hN
%k 20194E 1 H 8 HA&E. CTD276.10, CTD27.22.12)

2) /NEPEESL T3 EIBSIE S5 A (ARRAY-818-302) sABRAHL
(RLPEEER: 20204E 11 A 27 HA&#E, CTD2766. CTD272231)

3) /NEP SRS S RSN SE T A (ARRAY-818-102) 3 B ki #t
(FEPERL: 201948 1 H 8 HAk#E, CTD276.1, CTD27.1.2)

4) /NFPEE S T3E © In vitro MVEE RS A I NI ERBATHE (AR
%k 20194E 1 8 HKZE, CTD2.7.2.2)

5) /NEFSESH T3 - Invitro {0 (FEPVERL; 2019 4K 1 H 8 HAKRE.
CTD27.22. CTD2.7.23)

6) /NEPERGL T B R o RENERL 2019451 H 8
H7#&:8, CTD2722. CTD27.2.3)



7) NIFERL T3 A~ AN 5 » A (CLGX818A2101) #kERk
Bk (REPUEEL 201948 1 A 8 HK#E, CTD2.7.6.6)

8) INEFIE G L PR RE R E R FE B WA EIM
(ARRAY-818-101) :AERMEHE (FLWNE XL 201941 H 8 H
K. CTD2.7613. CTD27.221.2)

9) /NEP R T2 HEAL S THT (ARRAY-818105) ikBfpiig (fk
W 201946 1 H 8 HKEE, CTD276.18, CTD27221.2)

10) /NP3 S T3 i ah 8 1A (ARRAY-162-105) 5B RkE (F:
NEHRE 201945 1 H 8 HAK#E, CTD276.15. CTD27.221.2)

11) /NEFSE S T3 - CYP FLEAER (REPE R 20194E1 H 8 H
K3, CTD2722)

12) /NEPEEG, 36 CYP#FEA/EN (1) (FENE R 201941 H
8 HKz¥, CTD2722)

13) /NEPSE G, T35 - CYP #FEAMEH (2) GENEHL: 201941 H
8 HK#., CTD2.7.2.2)

14) /NP T2 UGTLIAL LB (REPIEHE 201948 1 A
8 HK#l, CTD2722)

15) N3 THE: b v AK— ¥y — KR GENEER:
2019 4E 1 H 8 HK#Z, CTD27.2.2)

16) INEFIRG T3 P T v AR —F —HEEH GENG
#:20194E 1 H 8 HAKR#E, CTD27.22)

17) NS T FPGAAR T v AR =% —HEEHE (1)
(PR 20194E 1 A 8 HAKFE, CTD2.7.2.2)

18) /NEPEEF T IFIAA T v AR =% —HE/EH (2)
(PR 20194E 1 H 8 HAK#R., CTD27.2.2)

19) /NEFEEGL T3 B IUAA b TV AR — 7 —FHEEH (W
BHL 201945 1 H 8 HA&#E, CTD2.7.2.2)

20) /NEPEENL T3 - EBRFEEISS AN (CMEK162B2301) kB
(PR 1201948 1 H 8 HAKFR, CTD276.19. CTD276.20)

21) /NEPIE L T3 - BRAF W25 2 FEWEE (REE R 2019
F£1H 8 HA&RE., CTD26.22)

22) /NEFEE LT3 MEK O Y EBALIC W3 2 BHEEH GEXN
%R 20194E 1 H 8 HAFR, CTD26.2.2)

23) /NEPSESL T3 ERK @) YR LI 5 A BEEH (GBI
YR 20194E 1 H 8 HAKEE, CTD26.2.2)

24) /NEPSESL T3E  BRAF A R v b P B o A e oo 38 5l 12 okf
S HIEIER GREPY%OEL: 20194E 1 H 8 HKZE, CTD2622)

25) /NEPIENL T2 BRAF Z5 5 b b #6505 - B oD B4 5 12 )
T HIHIWER GEPIERE: 2020411 H 27 HA&GE, CTD26.2.2)

26) /NEFEE N T 3E  BRAF A8 v b I A E R o B85 125
FTHEZAF =T L OPHARE GEHNER 201941 H 8
H7&ZE, CTD26.22)

27) /NEFHE N T3  BRAF 88 b MRS I - B e hl i o0 B fiff 12
T HEZAF =T EDOBEHRE GENE R 2020 4F 11
H 27 Hk#, CTD26.2.2)

28) /NEPHESL T3 - BRAF 28 v MERRAEHBRME < A
BT B PEERE GEPRE R 2019461 H 8 H K #.
CTD26.2.2)

29) /NEPEENL T3 BRAF B8 v M SIS - BB MR~ 7 A
BT DI REPE KR 2020 4E 11 A 27 H &R,
CTD26.22)

30) /NEPSES T3 - BRAF AR v vk E o JE i~ v 2
BT AE=AF =T L OHE GENER: 20194E 1
H 8 HA&:E. CTD26.22)

31) /NSRS T 3% BRAF £ v M - EhEdilufi~ ~ A
CBFAEZAF TRy F <7 L OEHRE G
WL 2020 4F 11 H 27 HKEE, CTD26.2.2)

24 XBFEKRERVEVEDE S
NP TR AL < F D MR
T 541-8564 KB I X AKERIT 1T H 8 2 75
ki 0120-626-190

26. REWTEEF
26. 1 BUEHR5E

onoRA eI E S SRS

AIRHHRREZKEEI 1 TEH8&E2S

26. 2 1R

ARRAY

BRA-MK



