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5.2 [17. FRIRIAET] OHEOWNE 2 BHA L. KHIOH DK O
LM E TR L7 ECHEINEE OEREITH 2 L.
[17.1.1-17.1.4&1]

GE/RRa )

5.3 [17. FRIRIAE] OHOWNE % BH L. KHIOH DK O
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[17.1.5&8]
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5.5 HMMIEBRE IAHNORGHR LR D1G5S

* %56 BRI AAN S N2 BEODATEEIZDOWT, [17.
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KGR L, BIDBEORINEZITH 2 Lo [17.1.6-17.1.8%
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5.8 FRADOFM ORBIFE BT 2 HIIENR O VEITRETL L
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(FEMRAMmR)

5.9 FERREBRISH A AN S N7 BH OFHEHRESE 2 OWT,
[17. FRRGH ] OIHONE 2R L AR OHIER %
SR T L 72 BT, BEISEEOEIREIT) 2 Lo
[17.1.6ZH]

* % (B E R BIE)

5.10 FRRFBRIZAL A AN S 7 BE O 4w, o ELALREE 512
DWW, [17. R OHOWNEZ AL, KHOHL)
PR OV 4zt % 1o | B L 72 B TR OFEIRE1T9 2
Lo [17.1.9Z2:H]

5.11 LR 0 & 2B 2 EMIER LI L Tnik
Vo [9.7. 17.1.9% 8]

5.12 YIBRFRIHEAEST L 72 IR AN 2 BH 2 R &5
5Tk, [17.1.921]

6. AEARUHAZ

i

(BB ElE)
5757 =7 EDOHIZBWT, #E, KA N T AT
=7 & L C2mgx 1H1E, ZERISREO%RS 35, 72720,
MBEMIFLEOL AL, HE5HHIZ12, ABETLE T2,
kB, BEOREIZL ) EEBREYT 5.

GE/fafhE. F Tl E s
5757 =7 EDOHIZBWT, #@E, KA N T AT
=7k L T2mgx1HI1IE, ZZERICREOKS T4, 28, &
HORBIZL ) BEEH=T 5.

* x (EEER. BEEHEHERBE

5757 =T EDOBIZBWT, W@, PIAF=TEL
TUToOMHEA1IHLRE, ZERICEORS T 5, 2B, BF
DRI L DB EHET 5,
- AIZIE, 2mg
SNBIZIE, BREICADE TR HE

PR, e R O I SR
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T F TR, 1B EE LTS
% P bt

1) NCI-CTCAE v4.0lZ & V) Grade % H5E

FEOWE
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R R

52 (1HLA)

SE G 2mg
LB il 1.5mg
2B R i 1mg
3B -k

2) WL ALEC L) BERERLC & A 1203, R L OB

P 7 4% Cag T

Mo B4 (NE)

26kgll k- 38kglh I N
R 38k kil 5lkg il SlkghLE
55 1mg 1.5mg 2mg

s NERENZ1>O9 T
(EfiES. EEMESERBE
757 =T ORI BWT, dliE, NRIZIE T AT
Z7 L LTHREICEDLDETROAEZIHLE, Z2EFI28R
#5945,

hE Bkglh I | 9kgbh b [11kgbh I |12kgh | |14kgPl I | 18kghh |- | 22kg DA I

kg | 1kgoAil |12kg At | 14kg Al | 18kg Al | 22k g A% i | 26kg A it
54 | 0.3mg |0.35mg| 0.4mg [0.45mg|0.55mg| 0.7mg |0.85mg

26kgbh 1| 30kg A I [34kgh 1| 38kg A I |42kgh) || 46kg DL I

(S 30kg A1 | 34kg A | 38kg A | 42k g A | 46kg A | 5lkg A

51kgbh b

54 | 0.9mg | Img |1.15mg|1.25mg| 1.4mg | 1.6mg | 2mg

7. BERVARICEET 328
(ShBESEE)
7.0 BHRICAHERS LBE, Cmaxk CAUCHHE T2 &
DWEDD Do LHEOFEEMT L0, LEOUREHE)
5 EBEH F COMOIRMIEHITZ 2 &, [16.2.15H]
FRT2 RAEG LA EBERO PRBELSAC
i, TROBEEBEI, KHEERE, WEUIHIET 52
Lo 7275, AR (M ORT L) ULH7 %5
RV R IEASEL L 2B\ 1E, ARSI RS o0k 72
WTE 24T o 72 BT REE. MRS 2 & i ClREMEET 2
TENTED, [7.388)

JHE R - (1H1M)
WG 1mg 1.5mg 2mg
1B e 0.5mg 1lmg 1.5mg
2B e PGk 0.5mg lmg
3B R — G-k G-k

/J\',E,_[‘m F? /f vy 700)i7;!j/ﬁ\
Mo % (D)
%ﬁﬁin BeGa (TH1ME)

i 8kgll L | 9kgll E | 11kglh F |12kgPh I | 14kgPl F | 18kg L | |22kg P 1
kg | 11kgACi | 12kg A | 14kg Al | 18kg A | 22k g Ak i | 26k g A

;f%?% 0.3mg [0.35mg| 0.4mg |0.45mg|0.55mg| 0.7mg |0.85mg
LBERE ) o5mg 0.2 4

i .25mg|0.25mg| 0.3mg |0.35mg| 0.4mg |0.55mg |0.65mg
2B B
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(Lra—%) 247w, BEORE (E=RHBER (LVEF) ©
TEEate) 2 ToIcBETsZ k. [9.1.10 11.1.13H1]
8.2 THNEFHIRFAZE, MOl R pIEE, WS O EE IR
FEESHRE SN TV DO T, EMICIRO BH o4 % 2
FT5T Lo T, ROEEHDFED L NGEITIE, HR22

Rt 2 2295 L) BB EIRET L2 L,

8.3 JFHEREIEEDH 5 b NS Z LD HDT, KK HILE
W B 2475 2 &, [9.3.1, 11.1.2%:H]

*8.4 FEEADEHE ISR S, EEORIK, RIME £ 61D
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B 5N AT KRR EH OF G- % L) 72 L
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8.5 BEBUBRIIE D D 5 b E Z LB HDT, HAK. B
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FoEET A2, [11.1.451R]
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9.1 AHHE - IEESDH 2 HE

9.1.1 DREBXIIZDEEREDH 2 8%
JERPEALT 2 B2 H L, [8.1. 11.1.1%H]

9.3 fFpEEERE

9.3.1 thZEEL FOFERERE
RENOBEBZESHEINT L0582 DH 5. 8.3, 11.1.2.
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9.4 A£EREEF T 5F
WEUR VT BE 70 2N, AR PG [ OB 545 T 12— 2 I
WY BT A4T) £ O IET 5 2 &, [9.55H]
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10%2 L 19%~109%A i 19 i HEEASHH
TH (33%) | We . fE AL, I8 %
Hib#R B ST | -
JFHE R - ALPHIN - -
3695 (56%) | € 9 FENE. ALHE,
SR KRS | FE - RIRIERA
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»EN
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¥ k712) ¥7 77 27 Lo ARKEORIEREEIR, RS (MEK115306
ABR. MEK1165135U%, F23015t8k, E2201506%, X220158k & O
G22013U8%) |20 &R L 720
ARF HA 5 O BIVE R
IZHED SRR L 720

i1:3) YIRS (MEK1142677057%)

* %14, WHEDEER

(MNRAKRSAOv )

141 EBHZFBEFOEE

14.1.1 BE T RER ST L CEAR 23, 50
DFFISEZIFETL &,

14.2 EHFARBEOTE

14.21 BROTANVIZEHH SN TV L HAIE TKE AN,
HICEERM L Coay TR HET L2 L, b, HE
Boiuy FHIE T AF =7 L LC0.05mg/mLOER &
%5

14.2.2 JRBEo Oy THNIL, 25T T CESERAE L, S35
SRGVWI E, RGO Oy THENE. FHOEEER L.
HEHPSBHUNICEHTAZ &, N LBH ML
THAIE. vuy THRIERBREET S L,

15. ZOMOEE

15.2 FEERERERBR ICE D &4k

15.2.1 7 v b®0.016mg/kg/H (FiREH#ZE (AUC) D#0.2
f) DL RO TR ORI O #ARE O 053 5 7
ZEb. ZIRREICERE Y RIT T REMAVRIE S 7z,

15.2.2 ¥ 7 A900.25mg/kg/H (FREZE= (AUC) O3
) DL o TR O FTEALRRS02L % B b 7 W = F R
DOETEFI LB N CLERORKME, 5 v FDlmg/ke/
H (FEREEZE (AUC) ©#0.5~0.8f%) HETILiE) » @
I & ) L O SR IERE L OERE AT A & 7z,

15.2.3 /n vitro 3T3 NRUMGHEMERERIZ B\ T RANLLEE
BT HAREMEARIE S 7z,

15.2.4 $h72 5 > F00.0125mg/kg/ H.~0.08mg/kg/H (4
7T~21H 0¥ 545/ Hi5:22~450 O 5-8) (RO
# (AUC) 0#90.31%5) LLLEoBTHE - 56& (KEWED.
BROEHM, BHOORE) . & (KBE— Kb E )
HEADFEED RSN,

16. EYFHE

16.1 M RE

16.1.1 BERUVRERS
HARNEIEREEZOBIZ, ¥ 7T 7 2 =7150mgD 1 H2[IEH T T
k7 AF = 72mge 1 H1m Z2E e |2 B O G- L7z, ~ T A
F = 7 OIS PRI G B R R B 12 L 72
SHEINE TR AN - 7 A F = 7 2mg % B 145 K O
[“C] 7 X F = T5ugx BIMEIRN#E G L7z & & Ok i)/~ A
TRAZE) T AU, #972.3%TH o727,

_4_

50 -

2188
40 ©o-1HE
)
£
£ 30 1
i
k|
oy
#®
'E 4
10 1
0o T T T T T T T )
0 6 12 18 24

BE5 %R (hr)
AANEBEE Y 79 7227 HTTr I AF=72mg#
HLl R O BCEAE G- L 72 & 2 o dih b 7 A 5 = 7
CPIgME+EE R )

ARNERHEEEY 777 2= 7AT T X5 =72mge B KO
FAEREIHR G- L7 & SOIMEEH b 7 2 F = 7 OEYBRE ST A —5

%% Cmax Tmax AUCH Tz
(n) (ng/mL) (hr) (ng - hr/mL) (hr)
7.82 0.97 376" 82.9%
LA 6 W12 | 09238 | 3.1 | 46.8)
32.5 1.2 448
2LH A 6 (20.2) | (0.9-5.9) (25.5) -

AT (EEIRE%) . Tmaxid el (R MiE-H K E)
#1 : 1H HIZAUCwe, 21H HIZAUCo-21
#2 1 n=5

16.2 TRIR
16.2.1 BEOHE

GHE A EIRE B 246012 N 5 X F = 72mg ™V F @R - ma o)

— AEARICHENRO%S Lo mEEs 5 2 F =7 DAUC

KO CmaxiFE T IC AT, 20K PT0%E T L72%,

[7.120H]

1) RHOAKBHE - HER, ¥7 9 72=70HIcBw
T, lE, BACIE I AF= 7 LCmgw 1 H1M, 228
BRI 5 CTh 5,

16.3 9%

b AFZTOL MR EZIL96.3~98.6%TdH 1) . Ik
JIMAE R EE I3RS T - 7249 (n vitro) o

16.4 X3

16.4.1 /n vitro
FIRFZTRFEICHNERF VL AF T —BIZL WL T £ F AL
SN, HTPICCYP3A4T L R S 7267,

16.4.2 /n vivo

SHENET RS2 [MC] F o xF =7 (i) 2mg™l % H

R OP G Lo e b2k, RELER2 Bl S v (gt

SHBEDRIS0% LT ) . R & LT 7 v F vk, T £ FuiEo

ALK S OB 7 2 F VAR D 77 )V 7 1 v B AR AT i S 7z,

16.5 HEttt

SHENET RS2 [MC] F o xF =7 (i) 2mg™ % H

AP G- 0 EHRRE I E D TH Y . UTREO F i AR X

G BED35% UL GRIEE D81% DL 1) . FRA IR 13 #% -

WHTEEDI . 0%LL T GRELEDI9%LLT) Tdh - 720 HbFsemit

IG5 10H [ 14 £ TTH0%ARi T - 729,

16.6 HENEEEH I 2EBE
16.6.1 FFigeEERE

HHEI A D FFHEFET? %7 2 B IARH % 1 H L SRS L7z

B MAEh S BIHE X5 X —F 1 ZUTFDEB Y TH-o720 [9.3.1

2]

SHEI N DIFHERED # 72 2 BB\ AH & ARG L7k 30
M3EH N7 X F =T OHRYBFE ST A — 5

T HE e %K P Cmax AUCo-24n
e (n) (mg) (ng/mL) (hr *ng/mL)
EH 10 2 26.149 (38.03) 449.54 (32.76)
R 6 2 26.196 (58.85) 352.113 (49.73)
e 2 1.5 13.00. 14.10 212.41, 248.47
e 1 2 14.60 320.50
2 17D 7.57. 12.00 114.79. 165.57
EX 1 1.5% 7.43 118.37
BATEIME £ GRITEBIRE%) . n=1301Z2085 & 1348 B il

11:2) NCIZ#



* %16.6.2 /R

LS T AERER (A210230B% % O°X2101588%) iz OV EIBSSE R 45 TTAH
A (G22017888) 1 THLAANS N 7-9561 (6Ll LIS Adm)
T— 8 & 7 BEE SR B RE AT O AL D26kgPL 138kg A
O EH I Img. @38kgll 51kgAim O EH 121 .5mg. 351kghl
DEBFI2mgx ZNZNLH B AERE RS L7z, F T x5
=7 ®»Cmax (ng/mL) K UAUCo2s (ng - hr/mL) OHYEIZ,
D15.31°256.4, @19.8% U345 14F ONI2()21 . 1 K% U381 .5 & HEsE
Shiz,
WAV T ABR (A21025808% K OV X 21015808%) T OV EIBR 3L 45 T
FEAEE (G2201505%) (TR A AL S 172244060 (058 DL E185% K
) OF—% %7 EREYEREET ORE, O17kg K
120.038mg/kg. @17kgkl L26kg#ii120.038mg/kg. @26kglL
138kg i 120.032meg/kg. @38kgll _E51kg#iii120.032mg/ kg
®51kgbl F o EEIZ2mg%E Z N1 H L KER OGS L 728
D, FFAF=7DCmax (ng/mL) KUAUCo2un (ng - hr/mL)
OFUfiiix, O18.1%1°216.9. @21.4K 182741, @21. 1%
291.5. @24.0% U347 . 8IF DN2(5)26. 05 18399. 8 & HiE5E S A7z,

16.7 EYHEEIER

16.7.1 /n vitro
b F A F=713CYP2C8, 2COK U2C19% HE L (ICs : ZZFN
0.34, 4. 1% 05.0uM). CYP3A4R U2B6%FET L EEZ LN
720 %72, PgpMUBSEPOREE TH ). Pgp. BCRP. OATPIBI.
OATPIB3. OAT1. OAT3K UMATE1%HE L7z (IC : 12
5.5, 1.1, 1.3, 0.94, 1.34, 2.58J%10.0609uM) %,

16.7.2 /n vivo
¥7537x=7
FRE B B LTI N 9 AT = 72mgd 1 H 1A SER M13%5-
L7572 =7150mg? 1 H 2[00 SUARAR 1425 % B L 72105, I
b 5757 2 =7 OCmax . AUCIK, ¥ 79 7 = = 7Bk
HERZIAT, 2216 % UN23%84 0 L 7219,

17. ERPRRIE

17.1 B3RO R2M T 255

(RAEVIBTELBHREE)

17.1.1 EINEE I/ T HHEEPRAER (MEK116885558)
BRAF V600E/KZE% %43 2 OMFTEEEES (8B TH/S— M)
K COWRBRA e 2 R R B G5 T S— b)) GEFE :
@6 @6%1) ZMRIZHT AF=7 2mgx1HI1REH%S)
L7757 227 (1H150mgx 1 H2MEHA%S) #0344 1
/TAHIEERIER BB % S L 720 SETTHI S — M ICBI 2 W)
I 1383% (5/6(1) TH o720
BIVESSEUAEE 1Z. 100% (12/1261) T - 720 TABIWEHIL,
FEE66.7% (8/12081) . ASTHINN I O FAYHEITIE S 50.0% (6/12
Bl) ThHorV, [5.28H]
1) RECIST (ver 1.1) 74 NI 4 Y2 X % iGBRE TR 125

2 HIE (CR+PR)

17.1.2 BHEMEEEREE (MEK116513588%. COMBI-v)
BRAF V600E/KZ: 5 % 47§ % MG YT BRANHE 2 A R 40 i 3 704
Bl iz, PIAF=7 CmgxlHIMMEHKSE) L5757
= =7 (1150mg#x 1 H2[#E 0 ¥%5) %P 28 (DR
35261) &£ NL T 7 =7 (11H960mg% 1 H2MHE H#%5) %% 5
THHE (NAT7 o = 7HE352060) & L 7245 MARIE SR I 2
AL iR % F2ht L 72 A (OS) O HIENTIZ BT,
NAT 7 x = TR L CRRRR IS B W ORI IR &
ZRIEEASEEO b7z [Kaplan-Meierid: THESE L 7z i yufili © OF F i
ERERFIE, NAT 7 2= 7HELT.29 AL N F— FH0.69 (95%
fEHEX [ 0 0.53-0.89). f@Hllog-rankt&5Ep=0.005]

20
10

—
S
09 s
08 W"‘\
07 Ny rmmER
06 M -
05 T === == mmmmm e m e TR
04 [
03 AL5TIZTH
0.2
0.1
0.0
! ! ! ! ! ! ! ! ! ! !
0 2 4 6 8 10 12 14 16 18 20 22
<uzyH> 0 (3)
smAEAE 32 M2 36 310 283 232 157 85 46 15 2 0
NLFT7T=TH 352 341 315 285 247 204 122 63 31 7 1 0

B (0S) ®Kaplan-Meier i
(MEK116513i BRI T T4 M, 20144E4H17H 7 v 4 7)
NIRAFZT YT T T 2 = T REREREC B S EIEH 5B
BHEEIX, 91% (320/3500) Td o7z FERBMEAIL. F847%
(163/350%1) . HEFE28% (98/350%1) M OHE.(:23% (81/350f%1) T
Ho7W, [5.25H]

17.1.3 BH B MABERARHER (MEK115306545%. COMBI-d)
BRAF V600E/KZ 5 % 4 3 2 BRIG VI BRANHE 7 T 0 il i 7423
Bl i, P AF=T QmgFlH1IREOHKE) L5735
7z =7 (1A150mg#x 1 H2M#E H#%5) 2 BEH 3 28 (BFH#
ERE211H) &7 9 7 = =7 (1H150mg# 1 H2MGE 0 #5) %
59 AR (HLAEIBGEEE212060) % B L 7288 A H g
ZAL GG % FEh L 72 M AAEEIN (PFS) OETIZB W
T HARERE L B L TR BRI B W ORE Il B
HEEAFE® 517z [Kaplan-Meieri: CTHESE L 7z W Jefil © R E
FEB9. 30 L HMAPEERES 8 H. N — FI0.75 (95%E#IX
i :0.57-0.99). J&@hllog-rank#sE p=0.035] ¥, %, OSH
AT 12 BV T, Kaplan-Meierid: THESE L 7z i 5 13 0F
MEC25.17 B, HANEEHECI8.77» ACTh 7z [N¥— FI0.71
(95% 5 X[ : 0.55-0.92) 1.
NIRAFZTEYTT T 2 2T HRERERC BT S EIEH 5B
X, 86% (179/209%1) TdH - 7z. EZmIMERIE. F247%
(98/209%1) . HEFE27% (57/20961) J O9EF725% (52/209%1) T
o7z, [6.22H]

(BMEaEOHEREESR

17.1.4 EEHFEE DHEEERRER (F230155%. COMBI-AD)
BRAF V600E/KZ %% H3 513/ 1 1) A7 (American Joint
Committee on Cancer (AJCC) Melanoma of the Skin Staging
version 71220 {Eifilla - Y v/ SEiimB Immid, b, Mlc) &
T R E oM iR B E8TOR (HARNEES % &) x5z,
FIAFZT CmgElIHIRERKS) L4577 7x2=27 (1M
150mg# L H 2 H4%5:) #6FH 3 2 8 (BF I :8E43800) &
7T AREE (43261) & WL - A Z EE MR A L IR
B gL 7ze BEREEED L IE 7 I L RS I1x125 H 1M
& L7z EERFEEAHIM (RFS) OMMTIZBVT, 77 bRiEL
W L CHRRIREEE IS B W TREIFMICA B R IERAED H 1L
72 [Kaplan-Meieri®: CHESE L 72RESO fr gl © fF 9B R F
E, T REEL6.60 H. N — FH0.47 (95%EHEXH : 0.39-
0.58). [EHllog-rank#fsE p=1.53x10"],

RBREFLE
1.0

0.9
0.8
0.7
0.6
0.5

0.4
0.3
0.2 TIeRE

0.1

0.0
L e s e e e L e s e e e e e e L 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
BERIH 5 OHM (B)

<uzH>

GBAA 438 413 405 392 382 373 355 336 325 299 282 276 263 257 233 202 194 147 116 110 66 52 42 197 2 0
75w#E 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

IS (RFS) OKaplan-Meier Hi##

(20174£6 H30H 1 v M4 7)

NIRAFZT LY T T T 2 =T HEHERERC BT S EIE A S B
FElE, 91.5% (398/435%1 (HANEZEIFIZ &) Tholze £
EWERE. J88456.1% (244/43561) . 94739.1% (170/435%1) .
HE5E35.6% (155/43501) TH-7:19, [5.220H]




GE/IvRaRfE)

17.1.5 EEHEFEZE IEERKRZER (E220158))

BRAF V600EZ %3 5 UIBEARE 2 HEAT - T3R5 O IE/IMIALAl#E
BEEzdRIC, VI AFZ7 CmgzlHIEGEHEL) £ 575
7 =7 (1A150mg#% 1 H2[E H%5) oftfiES (OHR4R
EEIEER BT LR O B 5 BT (HARNEELG % &
). OfLFEEIEO 2 W HBE36H) a5 4 58 THFEERIE
MR & i L 720 ZRANETY (%) 132 h2h®63.2 (95%(51H
X : 49.3-75.6) K U@61.1 (95%EHXME : 43.5-76.9) TH
272
NIAFZTEF T T T 2 =T OB BT S EIEH S B
FEIZ. 89.2% (83/93%1 (HANBELIBI# &) Tholzo T
FIPEI X, 588449.5% (46/9361) . HE.0.38.7% (36/9361) . Mk
TR TS HE26.9% (25/931)) T - 727, [5.3%H]
(EFES. B EHaamR)

17.1.6 ERHFSE IR (X22015X5%. ROAR)

TR 70 TR GEIUR O 7 WBRAF  V600EZEF % 47§ 5 [ T IE 15
#%. BRAF V600EZ % A5 % F 58 LG o F g H s
BET & (18 MLE) 2RI, P AF=T Cmgr1H 1
H¥5) &% 797 ==7 (1H150mg#1H20EHS) OBH
B G- 2 Wat 5 % 65 TAHIEE IRk IRatB % 920 L 720 22301,
FEOLBYTHoT,

. I TR (%)
PAH (HARNBEH) (95%E X 1)
RIS 36 (2 (38.L72.1)
il 8@ <37.75—368.8>
T 10 0
WHO grade 1301320 i 13 (2) 69
JBIE (LGG) * (38.6-90.9)
WHO grade 33i134D i 45 () 33
Bl (HGG) #9 (20.0-49.0)
il 50 <9A4(—Sg9.2)
B 55 (0) (77‘88?95‘9)

FIAFZTES TS T = 7O AR B S R S B
BE1L, 88.8% (174/196B1 (HARNBEETHZ &) Tholo E
HEIWEMIE, J6#41.8% (82/196%1) . 9%5727.0% (53/196%1) .
HEHE26.0% (51/19661) THh-72%, [5.6. 5.9%:H]

W2) 7)) T FaTICE D RERIIAISAT L IS RERREOL
FELIPNZTESE L2, U320 LU R B H % 2B L /- Bl
IR B E AR & ST,

73) RANO LGG (2011) #HEIZ X BiBBREACEMIC S CHIE
(CR+PR+MR)

14) RANO HGG (2010) H:i |2 X 2 VR EREALIE i 12 360 < Hl5E
(CR+PR)

#£5) NCCN ® 41 K 1 >, Consensus Resolution Criteria.
T USiB % OBGRABR O E A 54 L 72 8RHE 12 X B iEERE
REE A2 2D s (BUNBRARZA 2 1) Utk b v
CR+PR)

17.1.7 BHAE 1/ T HEHBR (IEX21015K8&. /S— FD)

BRAF V600ZE%2H T HLCCHR T ¥ 7 LN v 2B KL ERAE

(LCH) &#& (kDL R18meki) Zxgic, Mo 2AF=7 (6if

{iti 0 0.032mg/kg. 6 LLE 1 0.025mg/kg % 1H1[E H %) #0

¥ 757227 (128K 1 2.625mg/kg. 12M 0L 1 2.25mg/

kg #1H20EH#S) OftH#ES (DLGG : 2061, @LCH : 1041)

IR 24 1/ ARSI Bk % FE0t L 720 DS (%)

ZZNZ2Nh®25.0 (95%EHEIXE : 8.7-49.1) JU@60.0 (95%f5

HEIX R : 26.2-87.8) TH o7,

NI AFZTEFTT T 2 =T OB BT S EIE S BN

Ik, 100%TdH - 720 ERENERILIEHE3.3% (16/3061) . #57

36.7% (11/30%1). RzfG#c1836.7% (11/3061) THh -7z, [5.6%

]

116) /NEIIRT 2 ARF ORI - IR EOREOAICHED
WTRRESN TV A,

#7) OIFRANO LGG (2011) JE#E(Z X 2 A7 Wi (g4 52 12 5o
{H]%E (CR+PR). @IlZHistiocyte Society Evaluations
and Treatment Guidelines (Apr. 2009) (Minkov et al.
2009) 12 X AEBREMLEMICHD < H%E (CR+ Regressive
disease) o

* %17.1.8 ERRHESE IHEERKHER (G220155% HGGOA— 1)

BRAF V600%Z 8% 4§ 2 FIAlHERE S I B L 2 HGGHEHE (kL
E18EE ) (416 (HANBELBZ &) RN T AF
=7 (6K 0 0.032mg/kg. 6/l L 1 0.025mg/kg% 1 H 1[a]5H#
H%5) ™ L5757 =7 (12K 2.625mg/kg. 12/ L1
k1 2.25mg/kg# L H2[0# H %) OFFES-% a3 5 45 T
e M I T ER B & S50 L 7o o RN (%) 1356.1 (95%15 18
X :39.7-71.5) T » 72,

NIRFZTEY T T T 2 =T ORI B B EIER S EAE
FElE, 85.4% (35/4161 (HARNEFHEIB % 5E)) Tholzo £
BEIVEMIE562436.6% (15/4160) . FZJEaz)#24.4% (10/4160) .
F89517.1% (7/4160) TH o720 [5.6. 5.75H]

78) RANO HGG (2010) #:#(2 & 2 dyefsE (CR+PR)

* % (KB EHIRIEIE)

17.1.9 EBEHFESE 1 HERKRFER (G220153K8% LGGAF— 1)
BRAF V600Z 4% 45 % Wfb# k0@ & 72 5™ LGGHE
FHEO (1D LIS AM) 2RI, bIAF =T (6RKM -
0.032mg/kg. 68LLE ©0.025mg/kg% 1 H 1 HF%EY5) #0 & 5
757 x=7 (12 K © 2.625mg/kg. 12mLL L 1 2.25mg/kg%

TH2EE H %) oftfES (D+TH7360 (HARNEZ46 % &
&) EANKTITF Y (6HAMB %A1 A 7V E LT, 175mg/m*%
51, 8. 15K U22H HIZHIRNIZS) Lo ) 2AF v (RO
1038 1. 5mg/m?7% 18 [ B B CEIRNAR 5 L. 238 IR L 7214,
GHEAMEZI A 7 Ve LT, %1, 8 U5H HIZ1.5mg/m?*% &k
N5 OGS (CHVESTH (HARNBE26% &) %l
B L7258 ARSI E A IR E ML BGRER % FEht L 720 ey (%)
1. D+THT46.6 (95%IFHEX M : 34.8-58.6). C+VETI0.8
(95%EHEIX R - 3.0-25.4) THY ., C+HVELILIKL TD+THT

MRt FICHEZICE 2> 72 (A flpfii<0.001. Mantel-Haenszel
7 A ki) W,
D+THEIZ B 2 AIMEHSEBUBUE 13, 93.2% (68/7361 (HA AR
HAB & &) Tholo. ERBITERIZEEE4T.9% (35/7361) .
2R HEIE21.9% (16/7381) . 9£5720.5% (15/7361) TdH > 72
[5.10-5.12%:]
E9) TIRBIHEST L2 IR OB 02 WEETH Y | B
ATIZRE D) MR E O 72 0 1AL R 2 MG 5 2 L )%
YL snoBEg
7E10) G22015KER D %58 ICHLA AN S Nz B OMET (WHO
SFE (MET20164E)) 13, Fo e B) THo7z,
D+TH# :© TR VE 2 M BB 2200, HiEETIEIE2160,
LGG - JEFEM140], LIt MIaiEes]. MM
WEMEE, ) 7RSI IES - JER R R OO F Ak
MWARRIE - JEAFERIL20]. WO EMIIOIE, O F AVEEM
HEL R T OSRAE H Bl 7L VA e B R AR 45 1451
C+VHEE © BARMI B LM B E 1260 . R B R AR 9 51
LGG - JE4Fseien], £t MiaE4m. 3 O 2
JE. FRHET R FL VA . AHET B A - IR
ERL, OFAMEEMIAE. ) 7R - JRiE R
T O R G3A LAHE S MR SV 355 45 1 51

##:11) RANO LGG (2011) #&#:12 X 2% (CR+PR)

18. EhEIg

18.1 fEAR
k' F 4 F =713, MEK1 K O'MEK2®D i HEALIE N2 ¥ F — Bk
ZHELZY, $720 M I AF =713, A375P F1IMIKE B2 T
B L 72~ ZADWESHREIC BT, MEKDOHEE THLERKD 1)
VbR E L2,

18.2 HEB=HRE

18.2.1 /n vitro

(1) FJ AF=71%. BRAF V600EZ %5 % F5H4 % v b ML Em
i Mtk (UACC-257. SK-MEL-1. COLO-829%) KUk



¥k (AFXZX MR

I S/ FH SR MVE228 B ik S O e b BRI A 431 L H >R
fakk (8505C K U°8305C) . BRAF V600K;‘££%ﬂ%?‘?fﬂn‘z) b N
B i SRR (WW165. YUMAC. YULACK UFYUSITI)
I IZBRAF V600DZEEAI % 5833 2 b b M4 B0l e ok WM -

115 AR o Byt % 30 L 7222,

(2) FFA2AF=7%, BRAFBHERTH L5777 2 =7 LPHHT
5 &8, UACC-257, SK-MEL-1. COLO-829. MV522,
8505C. 8305CHHNLAM:SE |2 A3 2 BTNV FH 1 & 45 S 1) BT &
LEB L CHBR L 2B,

18.2.2 /n vivo
b J 2F=71%. BRAF V600EZ R A %M 5 % b MMENTO]E
HH3kA375P F1LMuRR % B FTRAR L 72~ A28\ C, BERITHE
I L 720 700 FIAFTEITT T 2 =T RS
BT EIZEY . ARG & g U CRRS I A s
L7z,

19. FRIRAICEY B E{LFMAME
— R 2R
FIRAF=T
Sulfoxide
L%
N- (3- {3-Cyclopropyl-5- [ (2-fluoro-4-iodophenyl) amino]
-6,8-dimethyl-2,4,7-trioxo-3,4,6, 7-tetrahydropyrido [4,3-d]
pyrimidin-1 (2/4)
methane (1:1)
Gk
C26H2sFIN504 -
IR
693.53
AR
HEDOHEKTH 5,
Lot

TAFIVANEKF Y P Trametinib Dimethyl

-yll phenyl) acetamide- (methylsulfinyl)

C2HsOS

20. BURWLEDEE

679

20.1 LR OB A
HT b,

20.2 fEHOMERRT 5 2 &,

21, ARB&M
21.1 BRI ) A 2 G PRI % RO b,

22. @I
(X %=X F§E0.5mg)
T8 [ 7T AF v 7 R, BREAIAD ]
(X F =X MEE2mg)
T8 [ TTAF v 7 RPNV,

V572, W & RE LT o B TRE S

BENCET B &,

EZL S VNUN!
RARS 420y 74.7mg)

4.7mg [JK]
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