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M HE 3 2BRAFHERITH 5,
BB DEATEHIZIIMAPK & 7 )OUVRERBE O FIEHEALARD 5N TBY) . TIUIRAF
DBRAF V600i#&(n 22 ABRAFIE % T 4. MAPK Y 7 WAmsE i i & (5 1)
I L SR B0 E 2 5N Tn b,
EMRAECIIEHEICBRAF VOO0 T A RSHER SN TEY) . MAPK&EOEE
HI 7 G ASNE BRI B L T b EE 2 SND, WV TlE. BETEREICR T 2
UHHERRER (BRF11268058%) #520094E5 0 KW FGG S, & 7 4 7 — O HAE LA
KETIZ20134E5 512, BRNTI320134E8 H1C [BRAF V600iE (s T AR % A4 A UIBRA
RESIZHR R B RS | 28I EE L CRGR SNz, 20, BEHIREICBI 5A%)
YR G EMEDTERENT2Z DS, #7142 F— - X% = A MERREAKETIZ2014
ELAIZ, WM TIE20154E8 HIZAKFR S 7z,
TR T AT R B IC oW, ERS ST R B (F23015088)
DRERIZIED EBRAF VO00OEIZ FEREYH T 23N A ) A7 OBEMERAIEICHT 2
WBMIPELEE LTDY 74 2T — « AFZ A MEREEOG R LMD HER S
N7=2khb, KETIE [BRAF V60OE/K#E(nTARIENC) v/ SHilmB A3 5
PEEAETE I3 AT ai B 2 @ISE L L 201844 HIT KRR S 7z,
AFBTIL, IR 2 EINASTAHRR AR R (BRE1160565457) A520124F5 H & D BAtG S 4L,
0164E3HICY 74 v T — « AFZ A MEREER DY 7 4 » 7 —HEK#EEDS [ BRAFEIE
FAERAH T HHIGEYIRARE 2 B B E | 2 @ SE L L, BaEBGEO KRR 21720
Z D%, 2018F7HIZ[ BRAFBIZ AR AT AHGIRARR 2 B R alE | %[ BRAF
WIETERZAT HEEREANE | &4 280REUIR RO — I EHAIEKE SN2,
F7:. BRAF V600:# (a2 F3 IR/ Milfafiife £8 TH it ST ). EMLA-ALKH!
BEET LRGSO R IAN—BITERTH LI EHITRESNTNDE LD 5, BRAF
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20184512 [BRAF V600E# (= T8 % A3 5 RT3 AR L H R
JEl. 202246 312 [ BRAF V600EMR(n T2 5% H 3 A UIRAE U I 1 F I MR
DRIRENI R R AGE SN T2 EIFRILRESSTIMFRR B (X2201588%) Zl3Lo s L7z
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BT EY 740 T— - AXFZAMEABREORRER V&SR SN2 &
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E3HBRAFIERTH %, (TVI-2. (DFERIERAL - PRRS | OIHZ)

2. 47957 x=71%, BRAF V600E. V600K LIZV600DZ: Fil % 5534 5 KAl v b
PR HE AR, BRAF V600EZ %R 2 8319 % & M IR/ Nz M V522
Mifatk. K UBRAF V600EZ SR A 28815 5 b N BRI A 7L H 2R 8505CHll ia ik
AN 8305CHIak DRGE 2 I L 72 (in vitro)o

(TVI-2. (2)35h % =407 2 B ] DESR)
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THR L7z (in vitro)o (TVI-2. (2)Fxh % FAFT 23 BRERE ] OIHZR)
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- BRAF V600E/KZ 2% A3 MG UIERARE 2 MR A lE 2 0 5 & L 72MEK116513
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IZHER L7z (O — FH069 [95%CT (FHEX ) : 053-0.89]. p=0.005. k&Hllog-
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- BRAF V600E/KZ#AH T HEFENA ) A7 ODEEREEOEOMHEEEZTRE L
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- BRAF V600EZ %43 L YIRANGEZRAEAT - TS OIE/ MR EE x5 e L
7-E220178B%12BWVC, EEFHMIEE CTH %03 (ORR) X4 RPUEMEE 7]
e UL L B IREIE DS 5 BEIZBVT632% (95%CI - 49.3-756). 1t
RO WEHIZBWT6ELI% (95%Cl : 435-769) TH-720

(T'V-5. (4)BGEgER | OESBR)

- FHER TG O 72 VW BRAF VO0OEZ R4 453 4 BEIEIEE 4. BRAF V60OE
BHA AT HF5OUIERGEOA BB H MR EE 25 R & L 7-X2201 802 B
T, FEFHEE CTHHE5%E (ORR) I $OFIRIRARG1LHES6% (95%CI - 38.1-
721). QNHEHES3% (95%CI : 37.7-638). OHALE I EIEE0%. @WHO grade 13X
(Z20HEEENE69% (95%CI : 386:909). ®WHO grade 33X 134DHEIEIE33% (95%
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I.&#ICEET 5B

I-1. BS54
(1) fng 5745 —717tN50mg
5742 —77€)VT75mg
(2) %+ Tafinlars Capsules

(3) BFFDEHR B2 L

I-2. —figs
(g (4% 5757 =7 A )VEEE (JAN)

(2) %2 (w8 Dabrafenib Mesilate (JAN)
dabrafenib (r-INN)

(3) AT L Raf (Rapidely Accelerated Fibrosarcoma) kinase inhibitors : -rafenib
I-3. BERARIETHR NH:
NN
F N\ /
F s e H3C — SOsH
B / /)§<CH3
S N
/7 \\
F O O HsC CHs
I-4. 2 FRRUDFE 712 CosHaoFsN502S2- CH4O5S
= 61567

I-5. L% (w&E) N-13-[5-(2-Aminopyrimidin-4-y1)-2-(1,1-dimethylethyl)-1,3-thiazol-4-y1]-2-
XIEAHXE fluorophenylf -2,6-difluorobenzenesulfonamide monomethanesulfonate (IUPAC)

I-6.1EA%&. 34, e e (B%sa—F) : GSK2118436
e, B5&E
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7K 14 [ IEAETHE TR\
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R W EE 2 A,
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T4 7L H)
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£ I REE ()
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WA AN EIH O <1
= ° BTN | Somg 4% 6.4mm
2R > O i - 4
57427 —717 % T5mg
(EZIN s KES(H)
AL F AR5 0 JE2  194mm
L5 A7 )v @E Q R 69mm
B 0346

57427 —717%)50mg

5742 —7NTbmg : B 7 EIVEEIZ

S AT EIVERIC

[GS TEW 50mg| LHIT
[GS LHF 75mg] &FIF

Bl (=P
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14 7k 14 7k
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A1
A1
A1
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RARERUEEE
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V. Ba#EIICEY 2IRH

4. SHEER I3 %hR

O BRAFEIZFERER T 2EMREIE

O BRAFEIZTFEREEH T YRR LETT - BROIE/ Ml

O BENBREIPRELBRAFERFEREH I HEIT - BROEMIEE (155 -
EREZR<)

O BRAFEIZFEREH T BRI AEOR EMiaa Mk

(H&5K)
" BRAFBA AR AT 2 RGNHRAR2EERGEISN§ 2577 7 x = 7 B 5 1

DA RN TN WA AR RS (BRF113683%5k) OIS, ¥ 77 72=7 - 7
AF = TR E ORI W AR R B (MEK116513351 % O"MEK 11530654
Br) KOENG T/ THERRE (MEK1168853E%) @ E#EIZ3EOWCEHE L 72 F 72,
BRAFBIZT ARG T A EMERAEOMEMMELLE LTy 7 I 7227 - b I AF=
THEHBREOARE . ERRILE 5 AR RS (F23015%) DRGEIZE D Wi L 72,

- BRAFBIL AR /T D UBARE 2 LT - OISR E NS 28577 7 x

=7 - b I AF T HERREOE ML, ERRLE S TAHRRSER (E2201508) Of54
(ZHED TR L 720

- BRUER) 2 TGRS N B BRAFEARZ T AR Z A 2817 - BEOBERME (Rl - Bz

<) BRUBRAFEIZTERAZA T2 HENIHEEOFEMILHINEIIN T2 577
T =T - NI AT ZTHREO AL, EIREIEE S TAHERARRER (X220138%) . st
& TAHIGR 3B (XUS3STEER) . M ONHEVL S T/ ARG IR SUER (A21025888 Iz O°X 2101 54ER)
DGRV IS TEHI L 720

AFERR SN BB IR G T 528 MEIIH 2o T KRR SN2 i
MESEGEEEE R VD 2 b 2B, AR IR S B S0 3%
EFREF BT B TEHICOWTIE, IFOT 279 A ML AFHRETH S !
https:.//www.pmda.go.jp/review-services/drug-reviews/review-information/
¢d/000Lhtml

(BHEEE)

5.2 [17. BRIRBHE ] OHOWNEZHIL . RADOH NN 4% T 3L
7o ETHIBEEDOREIREIT) 2L, [17.1.1-17. 1. 55 H]

(FE/I\HmR ftiiE)

5.3 [17. BRIRBHE] OHONEZHIIL . RANOH MR A% T I3 L
7o ETHIBEEDOEREIT) 2L, [17. 1 62H]

5. 4 RHNOMEAHBREZ BT AR LTI L TV v,

(EiES)

5. 5 MMRERIERE IAH OB R E L D155,

5. 6 BRRGAERICHHAANSNTZEZEOD AT OWT, [17. FIREHL] OHONE
2B AR OGRMER O Z M2+ T L 72 T RFIDSLOEFROFE
FEZOW T O EEIRET L. #IGEZEO#EREITH 2 &, [17. 1.7, 17. 1. 8]

5. 7 KHNDOFM ORI BT 241K O AR L T,




(BEMAZE M)

5. 8 IRFERIZHIA AN SN2 BH DORRARIEFEIIOWT, [17. BRG] DD
WHZHAIL . AROFMIER Otz oI g L 72 BT, #IsEE 0%
Retr) 2. [17. 1 73]

(RREH)

515777 = =7 O FRET R OHRRHERERE D 5. AFNC XD IIES N8R 2/ 572012
3. BRAFEIZFAR A BB L VR T 2 2 LU ETHL7-0E LT,

5.2.5.3. 5. 6. 5. 8 KHID [BRAFBIZTARYET HEMERONE] OREEUIRIRL. 57T
72 =7 L M AF TR EN AT TAHERARHER (MEK116835548%), if5 b4 IAHRRIA
AR (MEK116513388%) . 1744 IAHERAR SR (MEK1153067405#%) | 933 ) 55 TTAHRRAR HU5R
(F230LER) . 77 7 = = 7 HAPRLEOWEY M MAHRRIAR SR (BRF113683558) ORI %
D&, [BRAFBIZTERE R T HYIRARER AT - TEOIE/INIRMRE | ORhRESULT R I,
FEIRSIL [ 8 TAIER AR 3 ER (E22015888) OfEFIZHED &, [HEHER 2 ih A N2 BRAF (S
TERLHT HHAT - HREOBEES (6l - 2RO ] RO [BRAFE(GTEREYH
T 55 UIEEE OB B AIE ] ORIREIIRhRIE. ERSEFE S TAHERRER (X2201
AR ROV T/ IARBRIR SR (A210230R X O'X210L54ER) OFFRICED &, 22k
ELZZEDE, RAOBISEEOEIUFRL . NOHOBRRBOBREL L, AF O
REM. AR O R MR+ EES 2 LEH D L 2, HH EOFEL L CEEES
HTlrlL7

5. 4 FE/NRAATHE OB S BT, MRS BU 2 AR LIS 57— 4 78
BONTEWI ERLLHREL,

5.5 TAMMA, EHt=— X &R T 27 > ARSI S5 0 S BRI A SR RE O S -
GENDL T ERWRLT 2 LEMAE L2720 [HBEEY &) SE2iE LT

5.7 BRAF V600E#(n TARE AT 54T - HREOEIER B 2 F oL LTy
F7 227 - NI AT ZTPRIREOE IR &I 27Ty o TR &
LR L7z,



V-3, AiERUAR
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6. AERUVAE

(BHRalE

HEL RAIZIXY 7T 7 2 =78 LCLRIL50mg & 1H 2], Z2JEREZHE 1359 %o
72720, WRAREOREIZIE. I AF T EH L, &GHIMIZ12, A E
TET %, &b, BHEOREIZIDEEMET S,

GEviliahE. B EHEAMIMRS)
NI AFZTEDHHICBWT, #FE., BAIZIZY 7T 7 2=7¢ L ClH150mg%x
1H2ME], Z2fERR RS 5, B, BEOREICI) BERET 5o

(B iER)
FIRAFZTEDOHHIZBWT, #FE, ¥7772=7 L LT TOHEZ1IH2M].
ZENEREI R 59 50 B, BEOIRBICL D EEMET 5,

- B ANIZIE, 1E1150mg

NBIZIE, REICADETCROFE

fRE | 26kgbl 138kgoKii | 38kglh F43kg A | 43kgll E5lkg A | 5lkghl b

1]
5 7omg

100mg 125mg 150mg

(:25))
BRAFB(nT AR AT HEEBOIEIT 2 AFOME - HEld. ¥79 7 = =7 HAE
@iﬁ% [ HHERRRER (BRAF11268055%) . iy 148 IAHER R #ER (BRAF113683%E#%) . N
% T HIEERRER (BRAF116056:E%) . 475 7 = =7k b T AF = 7B HFREOMEIIEE T /A
BRRHER (BRF1132207%5%) . o448 IARRR R #AER (MEK11530675% & 0'MEK 1165137 5%) |
] I ] 25 AR BRI B8R (F23013080%) M OVEINES T/ MARRRR 3R (MEK1168853U5%) Dk
BRSO WTRHE L 72
/MR LR LTl EIBSIEE S TAHER R SAER (E2201308%) O#5 %, BRAF V600E#(x
FAERERT 2R HET - R OI MR EZ G285 777227 - bF AT
ST OREMEDR SN, BEWETT T 7 AV EERGEY R LR BRI & AT
» Y. IR RS A OREE LOBRRIIRO SN ofcZ s, BRI
BIF5 M7 AF =7 L OBRELEOAER R EF—E L7z,
BETIES 16 LTl BEARGRBEISED Y 7T 7227 - b AF = 7 HEE 0 FEE K OVH
®IZE D BAERRE U ERSIEE A TAHRRR AR (X22015U8%) M UMY A T0AH B IR S8R
(XUS35T#ER) DOBAEIZHEDNT, MABE T 2 IERCHERRE L. $72. MER
FHIZBIFAAKOMERVCHERX, ¥ 7972 7HME Y 757227 - b I AF T
LWL/ TAHRRR SR (A21025058 K OVX21015R) ORIV TRE L 72,
Fio, BREROPBELHT L7202 ERRIRGICRE L (VI (4) &F - gFHEOZE]
DIHZH) o
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EE AR - ARBL

L T AR ER (BRF1126803%) 1B \W T, BRAFEZTAERE HT i

FERERE 1M 2R R Y 7T 7 = = 7 % AR O%S (12~35mg# 1 H 1/
5., 1H135~300mg % 1 H2[E#% 5-. 1[H100mg# 1 H3E#%5) L7z & & o%eat,
DM, RYBRE R AR R L 720 2 OfSE, ®KiTE (MTD) 12133
ZE Lo 7278, 1H200mg % 1 H 21 AR IE1H150mg % 1 H 28 KA 5- & T
BE IZIAM RIS SN o/ b, il ~—5— (pERK) ®
AT Tl 1IH150mg% 1 H2#:5-CHIEH & (>80%) IZEL. TOBEOH
ERIEHRRGEEEFRBETH o722 &, 1E150mg % 1 H 2[E+% 5 O ORRIZ#%
59EH (HEWHEE) T50% T, 1[200mg% 1 H2[#% 5 O ORRIZ38% TH -
722 &L L= F3RUPADOFERROFEBEFIZ1IM100mg % 1H3M . 1[H150mg.
200mg K 0°300mg# 1 2% 5- 0% a4k — b Tld, EHE IR — b EERTH
Molzb DD, TNHLEHERTY L — F3RUTAOHEFRROIBRIZH S H 7
FEIRSN o2 EEnS, #7572 =7 % LClE150mg% 1 H2[E#E ]
WG T 757 2 =T OWFERE L L CIE SN, TOHK. HIE TR R
B (BRF113683:t5%) |23\ T, BRAF V600E#E(E T AR %4 HMEVBRA
RE B REERE E N RIC, ¥ 7T 7 2 = 71H150mg% 1 H 2% 5 0 A 51
ROREMESHER SN F2. ENE THERRHE (BRF11605635k) T,
7777 = =71h150mg%x 1 H2[E 5 L7 & S OPFMI MR S Nz,

CHESVE T/ IHIEGHE SR (BRF113220305%) © AKStBRD I RN ERBR /S — 1 TUa,

BRAF V600iE(n T AR A 5 BB AN RS, & EE S It EE
BHELBBIEHRIZ, 757 2=7175mgD 1 H 2% 5-& » 5 XF =7 1mg®D
LH1ERE RS-, 3% 79 7 2 =7 1A150mgD1 H2MEE % 5- &+ 5 A F=71mg.
15mg XiZ2mgD 1 H1HE$#5- 04> D il - HEOMEHEIIBIT 522 K U2,
B FHE SN 7z0 ZORER. 75 7 £ =7 1H150mgD 1 H 2[R 155 & ~ 5 A
F = 7TH1HZ2mgDPERIZ BT RIF AR AR SN 7z0 BICRFAEED S T
HEVEB AL ER S — M2B W T, BRAF V600E/K/D#(n AR % A3 Akt
EMRAEEE 2RIV A OEDE (5777 2 =711150mg? 1 H 2l
5L~ 9 A4 F = 71H 1A Img X iZ2mgDFE %S & OFEH) OFEIZOWTS
757 2 = 7THFRD: (75 7 2 =7 1A150mgD1 H 2[R O 5-) & ik L 724558
5757 ZTEAPREE LTI A F T LD ERIIThOL Y A v
BT O M FINICA B R PFSOERDFED bi/zhs, 477 7 = =7 1H150mg
DOIH2EFREH G NI AF =T 1HIEImgZ B L7z & L L, v I A F =71
H1m2mg#% BEH L7- & EDJh5, # U TERIMEDMEN TV A MEINAED H 172,

- WSS ARG R AR (MEK116513748% )t O"MEK115306548%) © 77 7 =7k

N X F=THREE: (¥79 7 2 =7 1E150mgD1IH2RFE %5 M T 2 F =
72mgDIH ARG (&, SFHRERICB T, XAT 7= THEE L
TR Z R OSOILEFER S 7z (p=0.005. JEhllog-rankiiiE). F72.
Y777 x Z 7T HABRERICHE L CREMANICHE B R PFSOEE DD b7z
(p<0.001. fEHllog-ranki®7E)

- EINEE T/ DAHERHER (MEK11688535k) Tid. 477 7 = =7 1H150mgM1H

2MFE G- &+ T AF = 72mgD 1 H1EFE 5O B 0 Bl 72 B & 3T
BBt 7 7 AV R OAMESHERR S, BRI H AN ESHE A DR
WIS D7 RIEEIIMERE S N o 72,

* BRAF VOO0 (AR %2 H§ 5 BB EEOMRBRAMBIREI I L i, FERRLES

MAHRERR SR (F2301585%) 123\ T, BRAF V600iE(n T2 5% H 3 A UG YIERA



Re B RAEEZ NS AY 7T 72T - N T AT PR [ — o -
HEZHW, ¥ 797227 NI AF 27 PHHEER 120 A RS- L 72B oG5 -
R E L7ze FR0IRBEOME, ¥ 797227 - bIAFZTHEEDH
MWATR SN, BT T 7 A VS PIGYRARE 2 B RARE 2 5 G & L 7-ERR
ABRRGE & MR CTH 1) EERANEOW ML A OZ e EoOBRSIERED
Lotz Z En b, RIBUBRARERENRAEO MY - AElF—& L,

- IR/ L2 B LTl ISR S T AHRER (E22015388%) OfER. BRAF V600E
B TERTET LU MEST - BROIENIEMREEE T L5757
=T M IRAFZTORMPEIIREN, FEWET T T 7 AV b EER AL 5 L
L 72 BER BB & MR T 0 . IR/ NI B 1 o R et Eo K& IER
HOENLEDoTZehs, BHROEIZBITS NI XF =7 L OPF RO HER
UCHEERl—& L7

A DETERES B L Cld. BN %5 S EINAS o BEARRR# IS E & [F) U R O
& CHEME L 7z EE SR BT ER R (X22015388%) 128\T. BRAF V600E
B TEREZAET LUBRARERMEST - FEORARE CRENIFILL BRI T
RCOBHEINT L5 T T 7227 - b7 AFZTHRBEEOFREDFED S,
WM ESTIHI R R BR (XUS3ST#ER) T BIF L PUlEE R0 R s iz, etk
Ta7 7 ANG, EERERE KO NERTEZ o R & L7 ERREERGRE & FART
HY . HOBEEIFEOLRENE LOKE, HRNEEOZEE FOBSIERED 5
NipirofzZ &b, MABEIRT 2 ARFOHEROCHE L, EERORE L OE
/NHEBERELC B B b T XA F =7 L ORREORE R CHR L F—E L7z,
NBOFEIEIESICE LT, ANEERSE L2 T/ THERRHER (A210254
ER R ONX21013888) 1235\ T, B AHE &S X B L 72 4EEIX 23 o Bl e O
BHIZOWTHE L, BB S—FTF 7 I 72T RO N T AFZTDORP2D % i
EL72, TORPDEHVY 7T 7227 - I XAF 7B ELE R ME L2
KR NBOFEFITEIETEOBRAF V600 nTERA2 A 5 MiRBIE L YT ~
TN v AMNBALRRERAE BE 0T B RIF R ARIMED R STz, THB2HERD6
i LA 18R A AL AL NI FAF RO /NE AR S & L7z TAHRER (G22015
B) #PRA L. NEEE COREREEM BB 217 o 704 R, BRESTEE 3L
BRTHDHIEDRENT. FlEREIIKHKRNTTH L 00, FHEFZEY
BEMAT O RIS E, NRIIHT R8T I T2 =7 - v T AF = TR
ORERHEIX, Flr ZE L 2 WREX S (26~37kg. 38~50kg. 51kgll L)
BNCREE L 720 HEOBREIZH 2o T, RHEFSE B REMAT CR R EE A
2B DEFIREE T o HESEF S 3 g s (¥ 797 2 =7300ng/mL. b7
AF=710ng/mL) U b & 7 2 BAREXGI2BT L M- ARt FHIL7. S512.
38~50kgD X3P ) B, 43~50kgD/NEAHEHTIZ, ¥ 777 = =7100mgx %5
L2 OBREREOWEMELLEL T, ¥ 797 2=7125mg%#%5 L2560
BEFEEOHEEMO A, X21013ER 12 B1) 543~50kgD/NE B #H OB R O]
EIZHEPMLTWE I EEEEL, ResHe2lK el TG 322812
¥ G- RO L5 % )5 U 72 £ T 43~50kgD/NEEBEIHT AT T T T o
=7 OMEIF125mg L 7 L7zo A21025888 X X 21015 BRI BT, BIRE T/
BEB AN e EOBREIIRD SN h Do T,

- BIVERIZS B HEMEICBI L i, [ V4 FHEROHEICEE S 2 7EE  OESE,



V-4 BERUVHAEIC 7. AERUASICEET 315

PIEY 2328 (HHRELE)
7.1 b7 AF =7 DR FUB RS LG BT B A R OS5 P YL Cus
A

7.2 BRICEAFZHG L7236, Cmax X CAUCHK T35 L oshrd s, AF
DL BT D720, LFHOIFHFTA S EHZ2FEM E TOM ORI EIT 2 2
&o [16. 2. 15H]

7. 3 RAME G XV EIERARB L 2568121, TrioEMEE2 2812, RHl%ARSE,
WEIATFIET 2L, 72720 ARMNaRE (REORTY L) U3z
SV B E 2SS L 723 A ik, AVRHEIRR S oY) 2 L iE % 17 - 72 1
Ty WEE, WET A LR BT 22 LD TE 5,

KREE, RERURIEEE

NCI-CTCAE®V(Z & BGradedE nE
HEAREERGrade 2 PRE
Y ixGrade 3 Grade 1DLFECHERREL, 1B L C
B 5% B
Grade 4 JE R 5-Hp ok

BB B e S TEF LS H S
N7t Grade 1PV F TS,
1B P ik i LT 5% T B

J1) NCLCTCAE v40 1= & ) Grade# 52
FEREADER (FRA)

2 AR 1A% 5 E (182E)
R G 150mg
1B S 9= 100mg
252 [ ek 75mg
3% 50mg
A5 s I 5k

1E2) WAL &) BB C & e AT IE, IR & B & T T
REHENER (IR)

2 REERE= 1852 (1H2ME)

RS = 75mg 100mg 125mg 150mg
1Bz 50mg 75mg 100mg 100mg
2B R Bk 50mg 75mg 75mg
S P ek — 541k 50mg 50mg
4B s — — 5k 5k

(ERFER)

7. 4 26kg R O/NRBE BT 2 H MR LZ LTI L T v,

(FES1)

7.1 b AF=7 DS OPEEMIEE#] & O FIFF IOV TORBRRBITFERL TB 53, otk
HESH & DU BT DA R R O I L Qv /e, BIEMEHOBET A SRR L 72,

7.2 BHIOFEWEREIZ KT T EFORE LG L2 S TR SER (BRF1134685358) @
R AR OBBEEDSEREGEHIKT L2 20, ZRUBRIFER L 72 ERRE T,
A% AROUREHETUL ER2EM PRI G Lz AROREL T 5720, AFOLR
IR 72 & B2 £ TOROIRFILEET 2 LFAD 1) . ARHIORRFRERIZ B3 5 FE i
WVEETH D720 E L 720

7.3 EINAMRIRSER C L. (ABREE L ORRBIRATRIE SN A FEFRDFRO SN A, BEIC



IO U THRBREEORSE (Beh-Hilr) Uik 2 BRI AT > 720 SHb O BRE Y7 A IS
IVEEFERPEHWETH 72205, BFEIC LD ARFIZ R, S Udhiks 28
FIZBELyNEEE, HEHSHOHLZRE L2 NRIZBWTO A REZR RAI O
IZEDE, B HEFEE OB R %2 BoE L7z,

72720 BwitNasE (B8 R B SUIHFT 72 2 5 E R RS20 SN 7256
NI TOMKAIRIZ BT AR S, RFE (FGrhi) JU3RET 52 &%, EISHHH
HIYIRRIC L BB CEBIRE CH A A0, RIE BET 2 2 &2 (kT REE L7z

7.4 PHENEBEMBIRERIAT T TV 2 W7o REIX ) & E OFEMBIRET RN LY | 26kg RO EEIX

5y (17~25kg) T\ #7777 = =7 TIIHI50%D EH AP MmAEhEY) 5 (300ng/mL)
BEWLBZWETPEIN, D, FIAFZTIOWTHRRER S OARBRIEDPATETH >
72l 757 22T RO T AT =T OHESERE: - HE T RE26kg Ml Lo EF IO

WCRRGE L 720 £ D728, [26kg Al D/NEEE BT 2 H MR U4 VEIIHEL L T2
W 2R RO EICBE S B R L LCREE L 72,

V-5. BERIE
(1) EERT— 4
Ny =32
1) EMERE
757 2 =T NI AF =T HE
SRR SRR X B iR Hi s jagat
X 45 T BRAFZ # FHA < X3
] P4 MEK I 5 Bk | 7T =T (ROEG) &
SET/TA | 116885 [« 661 ] ol A | NIAF =T GRS Ot
EAILE| HEE | - 150mg (1H2[A]) /2mg (1H1E) @)
R E 6/ S E)AE
BRAF V600E/K
ok BRF 8=k A e FYEHE | IHEY 797 2 =7 75mg (KNI 5-) . 2HE
SBT/IAH | 113220 EUEEEE  8F | I PHI5HEF T AF =7 2mg (1H1 0] AR O o
BRAF V600E/K/D 5 1I5HBIZBE T 797 =7 75mg (H.]A]
B
73—k B JEEM M | FTI7m T (RIS T AF =T
R R A iR 1A | Jlet e B &OkG) ot
P 13561 HEhEE | - 75mg(1H2M) /Img (1H1MA) o
BRAF V600E/K/D Hahk | - 150mg(1H2M) /1mg (1H1E])
- 150mg (1H2[A1) /1.5mg (1H1[H])
- 150mg (1H28]) /2mg (1H1[A])
Ak BRF 7%=k C FEEM HIM | FTI5T7 =T RO LN AT =T
S1/I4H | 113220 A AL | et | (RIS ot
1621 HAENME | - 150mg(1A20E]) /1mg (1A 1) @)
BRAF V600E/K/D - 150mg (1H2M]) /2mg (1H 1)
KR 4757 2 =7150mg (1H2MHE 1% 5-)
%=k D 5 SEWENEE | 7757 =7 (RO 5.
TR B et |24t | - 75mg(1H2ME)
110%1 B | - 150mg (1H20E])
BRAF V600E/K Huht: | 7757227 RO G) EhFAF =T O
(RO oftH
- 75mg (1H2[A) /2mg (1H1[A])
- 150mg (1H2[[) /2mg (1H1[Al)
2 MEK FEE L i CEEWM EOE |97 RS LN AT =T
A | 115306 42314 WAL | et | BO#S) ot
(COMBI-d) |BRAF V600E/K - 150mg (1H2[H) /2mg (1H1[a]) @)
KR 0 4757 2 =7150mg (1H2[EI#E 3% 5-) /k
FAF =T DT 5K (1AL A% 5)
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Y757 22T MIAF =T hEH

Y B PIE TP B A s EE
X455 i BRAFZ R FHA Y * [X 455
i) MEK A M B | 77597227 (RIORS) ENFAF =7
EEIAH 116513 704451 AL | ettt | RS ot o
(COMBIL-v) |BRAF V600E/K - 150mg (1H2[H]) /2mg (1H11A])
TR © NAT 7 2 =7960mg (1H2M T 5-)
[E[FE 3L [E] | F2301 mUHR@ERGEREE | EER A | P79 7 =7 (BRORG) Lh o AF =T
S 1IAH (COMBI- | 870%1 AL | et | RS opEH
AD) BRAF V600E/K HHEHE | - 150mg (1H2[]) /2mg (1H1[E]) O
YR 757 =7 D7 TR (TH2M 1%
5 /NG AF =T DT TR (THERER 5
5757 =7 HiHl|
R R PO I R Hif e g
X5 &5 BRAFZ: FHA * [X 43
ESI BRF T - 1241 JEE M w4V | 475972 =775mg. 100mg. 150mg
AL 116056 BRAF V600E/K | JExfHE HEME | QH2ERFO3%S) o
SR B RE
Ve yikin
i) BRF [ETHE 18441 WM ettt |4 797:2=712~35mg
ST 112680 BRAFZE R Bl ol HEME | QRERO%RS) . o
(ZEBRMOIEERL) Y EEE | 35~300mg (123 5) |
At | 100mg (IH3MEREOHS-)
A BRF VR JEE M HahE: |4 797:2=7150mg
1A 113710 9241 JEMAEAAL | 2att | (TH2[MEFRE# ) O
BRAF V600E/K
HIZAN BRF g E AR JEE M Ha |4 797:2=7150mg
I 113929 17241 JEEEAL | 224t | (IH2MHE %5 O
BRAF V600E/K
HIZAN BRF MR JEE M M |79 7:2=7150mg
HETIAH 113683 25081 kAl | ettt | QP2 S) o
(BREAK-3) | BRAF V600E SHHR #7030 1000mg/m?
(S IR A S-)
% OFHlgEk, OB% Ykt
2) FE/ iR Bt S
Y757 22T MIAF =T A
Y v x5 B v A s R
X455 = BRAFZ A * X 43
EIps 3t E | E2201 ak—PB* IEEWH B | 77597227 (RIS ENFAF =7
AL Je/INH Rt 9 el ol ety | (RIS oft i o
59f5%2 A | - 150mg (1H208]) /2mg (1H1 1)
BRAF V600E S B fiE
2R—hC*S AIE | T 797227 (RIS b AT =T
IE/INHHRa RS - 344510 et | BOS) oftH o
BRAF V600E HEME | - 150mg(1H2ME]) /2mg (1H1[E])
SR B RE
TR—FAM Bt |4 7972=7150mg
/N © 8441 Zeaste | (LH2ERE %S o
BRAF V600E PoR ek
LW B RE

¢ OFFfi T

10 OIERPUEMEIELH 2 & ORI L 2 REOH 5 BF
*2 0 N2EDMUFREED L WEETH Y . oK — FCOBINRERE LTH) 2L Lz
#*3 1 ALAIRRIED % W EH




3) EfEE R A Eififas

ki
R SR K5 B R Hif e Bk
X% &5 BRAFZ: 5 FHAY * [X 53
FEIES3EE | X2201 18 L ED i AT | FEE M BRE | Y757 2T AF 2T OPEH (RS-
Ay (ROAR) 14100 ElSopilt watt - 150mg (1H2[A1) /2mg (1H1[A1) @)
BRAF V600E
Ak XUS35T 1% UL Lo ANF D | IEEH Y757 12T NG AT =T OB (OS5
HETIAH (NCL- 97 1 3341 - 150mg (1H2[) /2mg (1H11) O
MATCH) |BRAF V600E
- A2102 73—hM JEEH LaVE | TG T T e/ 5 R R g (R
%1/1atH U B8 ki | e | A | 0%G)
VNRR SRR A T - 3mg/kg/H (1H2[a])
2761 - 3.75mg/kg/H (1H2[A])
BRAF V600E - 45mg/kg/H (1H2[A])
- 5.25mg/kg/H (1H2IH]) @)
IX—R2 RV |\ FTITTTH TN/ S s (R
st L E 18 i o BEM | O¥kG)
IR T EFEIE S - HMERRE | 128% K ¢ 5.25mg/ke/H (1H2[E)
5851 Hapre |12 Ll - 45mg/kg/H (1H20A])
BRAF V600E
- X2101 ALN® JEER RVE |\ TG T T T/ B R ek NS
1/ DL ISR | i | 3EWERE | 2 F =782/ RO PR (%5
NS ST HEA T I | O
FEIEIESS - 18651 Aok - 263mg/kg/H (1H2[A]) /0.032mg/kg/H (1H1IA])
BRAF V600 - 525mg/kg/H (1H2a]) /0032mg/kg/H (1H1[A])
6% DA 1275 A
- 263mg/kg/H (1H2[]) /0.025mg/kg/H (1H1[A])
- 5.25mg/kg/H (1H2[]) /0.025mg/kg/H (1H1[A])
125% PL_E 185 i -
- 225mg/kg/H (1H2[1) /0.025mg/kg/H (IH1IA) | ©
- 45mg/kg/H (1H2[a1) /0.025mg/kg/H (1H1[a])
ATND) GV | TT 7T e/ BB R sk
AR S0 EWFHRE | XF =758/ B KO GROF%S-)
/NS S AT PR |6
[EIEIES © 3061 HaprE | - 263mg/kg/H (1H2M) /0032me/kg/H (1H1[A])
BRAF V600 6% UL b1 2% il
- 525mg/kg/H (1H2[A) /0.025mg/kg/H (1H1[A])
125 DL b 185 i
- 45mg/kg/H (1H2[A) /0025mg/kg/H (1H1[A])
[l P NCCH1901 |16~77m o EE |5k e |77 72T NI AT T OB (R S-)
5 - 554 el opit et | 150mg (1H2H) /2mg (1H1A]) O
BRAF V600E

¥ OFFliE . OZF ik

1) AF OGRS N TV D REE
OBRAFB{nT AR % A 5 BB A)E
OBRAFBART AR Z AT HYIRARE 2 4T - H3EO I/ NG
ORI 70 1h DN EE 72 BRAFEIE T AR 2 ¢ 5 AT - BROEIES GRl5 - R B <)
OBRAFBELTER A AT 4 P38 AL HEE O A BRI E 5%
KENDOEKFEENTWLHEROHEIZ V3. BERUHE] 22R+52 L,

BEIRIELTOLEE) TH S,
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(2) ERPRZEEEBR

NETZ71=7 - bIAFZTHHE

HBHVE 1/ T 4EEERRER (BRF113220588. SAEIADT —4)7Y
RAERIE, 78— FA~DDO S~ b5 7% BT/ AR CTH %, 73— B, ClZoWVT
LT %o
<HABRT A >
Skt JEEM. FERIE (08— MBES TH) /1A L (O3— hCESTIH) FhBR
K>
73— ’B : BRAFWIE T2 R % A7 % ik B A0 I S35 B 1 B ER 135491
73— IC ! BRAFBRIZFERZH T DR IEENE B AED £ 1626
B>
JN—]FB:
Bl: %797 x=71H75mglH2[l/ s 5 *F =7 1mgl H1FEHF %5
B2: %757 x=710150mgl H2Ml/ T A F =7 1mgl H1mfE:H 5
B3: 4797 x=71H150mglH2[l/ 5 AF=715mgl H1[FIf %5
B4: %797 x=71H150mglH2Ml/ b T X F=72mgl H 1R Bt F# 5-
IN—RC:
C-l: #7797z =71h150mglH2[E/ b T *F =7 1mgl H 1R Bt FH 5-
C2: 47957 x=71H150mgl H2[l/ + T *F =7 2mgl H 1A Bt H#%5-
C-RHR © 757 = =71H150mgl H 2] H#% 5-
B SR>
78— FBTIE, 1BBEBNA%R L EDMEOEERESEIEI L. EhEEESR (&
FFOFEERA0%E) 13, 7. EIEROELTH o7z, 127/13561 (94%) 12,
BIERDS DL 5B L 72,
Ik — FB4(7961) D1BIZDLTIZE%:24$ A Grade 1OMFHPERTENR IR 2055050 S 72,
8= hCTIE, 162B0% X RI22L 2 A v OfF RS (C-1EER OC-28) DA
DCZEMEIIOWTY 777 =7 B (Cxthl) L7z, FEFHiEE O
PFSORMT OAER. 5777 2 =7 HAPHEE L CY 777227 /b F AT =
TOBERFEIZNTROL VA NIBWTOMAHFICE B PFSOIEE ST H it
7= [Kaplan-Meieri#: CHEsE L 72 9ufif © C-18£9.2 H, C28#94» H. C-HAHREES8%
Ry =R (C1#EE CxfliEE) 056 (95%CI - 0.37~0.87). Miflllog-rank#fsE
p=00057, "Y'= N (C2H: L CHATHREE) 039 (95%CI : 0.25~0.62). Miflllog-rank
g p<0.0001]e ZEMEIIOWT, HEEREEOE/FG-Hhl /G5 IEICE -7 FE
HG, BEELAERR, BEH., RCICE-BELAEFRORBHRE, Cxfl
HEE I L TR O2BE D i S o 720 BERIBEO2HOILE TlZ, wWiho
BT ) —OEERROFEHZRGC2ED T DS E o720 BERFLEO2HETRO LN
FoaAERGUE, CIEETIESEE, 57, Bl B, BERLOER. C2HTIE
FEB ESE JEY. B, RO TH -7,
CHIRBECRROOLNI-E A ERRIIES . 595, M. HEERVEFHTHY.
Z D) B3 RO BEIEDFEH I FREOBE L D b Eh o 72,

W) AFIDOEZREN TV LRI RIEUTO LB ) TH 5,
OBRAFBE(ZT R 2 H S H IR A
OBRAFHBIZTERZ AT L YBRARE ST - TEIEOIEIILITE
OREEEM 72 GRS W 2 BRAFIR TR A5 % HEAT - I DRSS (Rl - I & i <)
OBRAFBIRTAERZ A A WU G ED A THIL A 5
RHNDAEENT VL HER AR [V-3 HERUCHE] 2283252 L,




5T 57 =T BEIEE
OENE [ 1EERRER (BRF116056745%)?

<7 A >
Sltinx i, JEEM. FERtIE, FE et
<G>

TGRS BEARFEEEIC K B 1E8E 0 L UIRIBIIGHRIED % \WBRAF
V600E/ K a2 5% 43 A TEIE O HAR N EE 1261

(#7777 =775mght3f]. 100mghE3fl. 150mght6Hl)

<HABE>

%727 2 =7%1H75mg. 100mg1Z150mgl H2[#E1T14¢5- L 72,

<ABRAE R >

REE Y 777 2 =7 0522 72120012 THERRFEHL . &l
BIVERIZSSH L 720 EELAERRII2GNISEHL. 20 bIFITHEEL ZHRIIA
H & DRFERD D B LHIMr STz AHEFRIZLVFECLZEZ T G072,
FEWER (4/12610 F) &, BLERE. F2. B %661 (50%). HfiEkid
FESH (42%). WA b4l (33%) ThH -7z,

DLTEHAMAM (B 557 H B R ONE H 3 5-Ba %21 HIE) Hh. DLTOFIUIFED
SNTehorze RMERTIE. MTDIXSFE SN AR o72

) ARHNOEGEEIN TV BRIEE IR RIIUTOEBY) TH D,
OBRAFSnTZER %A ¥ 5 EMNEAE
OBRAFB{E TR % B3 2 YIBRARE 4T - IS0 IR/ NIl
OB 70 1GIBE SR B 72 BRAFEAG T AR A H $ %847 - SO EIES; G5 - B % <)
OBRAFBGTERA G T 5 HIOTEIGEEO A B/ A 5%
AHENOAGEEIN TS HEROCHE X V3. HELOCHE] 2R+ 52 &,

@By E 1 HEEEREAER (BRF112680: B2, SAEIADT —4)3 4

<FERTA >
Sltink i, JEEMR. TSR
<G>

BRAFBZFERA AT H#ETEIEEE184%] (/8= 11 1 11461, 73— b2 : 7061)
<AB>

78— M1 () -

5797 x =7 12mgl H1A#%5-7> 5 1A300mgl H2[m#%5- % ¢, MAZk#ig L 72 (102
R—N)o FWBIRE/FENEERE T 2O LTIG L TE IR — MIEFIZ B 72,
aR— M~8TlE, QGHERKICHE—EZTOHEBELIHEE L.

sX—= 12 (TaR—MERH) -

IS— P2 TH 5575 7 = = 71H150mgl H 2055 13 HE32 & X 0 R
BDY 757 2= 71AS0mgl H2MH% 5 & L7ze (HESRHEIL/ S— FITRIFARE
BEMETO 774NV R LT - HEE#ERL72.)
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<R >

s N= R UIS—=N2T, 7T 7 2 =7 OF5% 4% L L 1R RS 728 E (ATS
£ TI, 1845118261 (99%) IZH EHKAFEBLL . EIE LA EFHLH6601 (36%)
WCRROLNTze HGHIEICES7ZEEFR RO CIIE - EE LA EFRRORE
Bl3zehorze 720 ATSERTEIERIZI666] (90%) IZRRDHHM, 1ZEALIE,
Grade 1132 THh o7z FREIWER GEHIE20%8) (%, 957 (26%). Bk (24%)
B O g FLEERE (22%) THh o7z,

<= MLO9EF TIZ, 108/11461 (95%) IZHEFRZVFEH L 720 EELAHERR
1324/114%1 (21%) 125B L. 300mgl H2E$ 5% TIix5/1060 (50%) 125D 5L,
HAR— N OFTIROEHENE o720 ROBHEENE P> EELAERRII
O FEE (961, 8%) Tho7zo

- DLTIZ. 7¥— MOFRFFGRGEHE21IH (A 270D PINIZ200mgl H2[0# 58T
Grade 302, 300mgl H2[[F%5-# CTGrade 40OMF ) ™7 AlMGEDTFED Sz,
T/, FERE/ SR 2 R — N TIE, AFFRGBAA 21 H LIPI2200mgl H2
[Al$% 58 TGrade 20382 Grade 3D F_FE#E. 300mgl H2l0#¢5-# CGrade
3O LR RESTRD BT,

- N—= MUZBWT, 300mgl H2l#% 5 (¥FF v 77 vl) FTHEBEZIT-7275%
MTDIZIZE L 2 h 572,

*BRAF V600& %% H 4 2 BaE B Emeslicy 77 7 2 =7 1H70~
200mg#% 1H2[#2 5- L 72 & E OpERKHEZR O JL(#13839% (#if : 38.0~93.3%)
TH. RAS/RAF/MEK/ERKIZBb R OHEN RO SNz F72, 86
6B OHEZRIZ0W% LI ETH - 72,

CBRFEE - PUSERERGETT A0, WIEQTHM (QTc) &4 797227 KRU%
O E TN oM REOMAREY . IR EZEE T V& FHv- TRt
L7zo sRBREMIEA OREE (0399) % W 72QTRIFRO-LARIE (QTcP) #47-
72 2A, QTcPE ¥ 7T 7 2 = 7IRFEE D@ XIZHBUCHI0NEENTBY ., #Hat
FHNCHETIE o7z 73— F20HESEHE TORADCmax L N EH G2 (5
757 = = 71H300mgl H2[E#%5-) THOQTcPO FlIZE A& by filii20.5msec LA T
Tholzo DUEOTF—H5, ¥ 757 2 = TIEENQTcR 2L &8 2 W HelE I
WEEZ SNz F72, AHIERE L QTIEM (QTcP) DBFRIIIEDIEE 2R
L7zboo, 1H300me%x1H2E] (¥F5Fh 7 vVAE]) FTHRS L E0ORE
DCmax CFIME) TOQTcPOmAZ b= 1355msecll & Filll &7z, 184612
#1CFridericiad i lExC THIIE L 7-QTHIFE (QTcF) 23%500msecitd. 4% T60msecid
DR—=ZF A U PHDIEEDFRD HINT,

) ARFIOKE SN TV LREEIRIFZLTOEB) TH %,
OBRAFEAR AR H S » EME R
OBRAFBAZTARZ AT 5 YIBRAREZEST - FIFED I/ ML IiE
ORRHER 72 {677 " Wk 2% BRAFBAR 25 % 9 A AT - IO BT Rl - 5 2 B <)
OBRAFBIZTARZH S A HIEUIEETED A THINE H 100§
AFNDOAR SN TV HER O V-3 HELUHE] 228325 2 &,
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)/ MRICH T BRRAR
O5E 1/ TatBERERAR (INEA2102:8k. SHEADT —%)°

<FERTA >
Sting i, JEEMR. TSk
<G>

BRAF V600:& (s AR 24§ A A TEICIES A3 5/NEEE (kDL 18/ Ai)
85%1 (7S— 1 : 2761, 78— b2 : 58%1)

<BR P>

28— (HEEEE)

Y777 =7 *OEHE I AESOkg THLE L 72 A= (111150mg 1H2[E]) @

80%. 1HHEIIBAHETHA300mgZ B2 2V E Ei%E L, 3mg/kg/H (1H2[E

5 OB T375, 45, K U525mg/kg/H (LH2[EH%YS.) FCHERA#HIEL (4
ak— b, KI5k — FBILL ERK6BIZ B, /=12 (BEMatlils) CRElid %4
IHHERIESEHE (RP2D) 20 L7z,

78— b2 (BEARH)

IS— P20 R THHY 757 2 =7*525mg/kg/H (128K Xidd5mg/kg/H
(12D b)) T IHHEIIRAHEZ B2 2ve4d ., TH22 55 L Z2IERH P 5 L 72,
Y757 2T H TR VORT BRI LEEBD Y A 2d 5 BETIE, EOH B,
5 % A

<R >

< N=FUZBWT, BADBRAF V600%E b DR AR B S TR VR SN
e L FREORERS SO N AR THIRAME (MTD) IKI3EEL 20 o7
ZEDD BEPOBETHADEFIRECOFIMAEPEDERE (300ng/mL) 12
Y5 & & LG RP2DIZ 2 A CT525me/kg/H . 1258 A L T45mg/kg/day & L 720
“RP2DZ# G- &N 8% (08— M +/3—12) TO, {GERIHMERH 2o E
##E (ORR) &, WHO grade 1320 #fEREE24151T708% (95%CI : 489-874).
WHO grade 334D MEIEIE28B1T25% (95%CI : 10.7-44.9). T > 7 Ny Al
FaRRRERAE 1361 C72.7% (95%CI : 39.0-940) TH-720

< 8= FUZBWT, 27/27H1(100%) | A EFE 5T L BIVEAIZ2661(96.3%) THh -
7oo BELAERGIIIZNN (481%) IZRRDHIL, T bDIIFEHARB (14.8%). i
%, FEEIERSH (11.1%). BE. KEBEFREL20 (74%) Thorze #2541k
WCESTHERRII2B) (74%) (OB, TTAY A - IN—=7 () ABF#) »
JNJE, BHEAHIMA L) (37%) Ty Wb ARH & ORERRZ L &l Sz,
FECNCE S EELRAERERIIIB GEkL ~NVOIRT) il Sh7zns, KL o
B 7 L &I Sz,

< I8—=B212BWT, 56/5861 (96.6%) \[ZHEFLHLFEIL . EIERIZS361 (91.4%)
Tholze BELHEFRIZ2606(44.8%) IZFRD B, £ b DIZFEEI061(17.2%) .
SEIRSH (86%). IMERE#ERmIE. PR R gs, MEH-23% (5.2%). 7KEHIE,
RERIEE, EREIBGER 26 (34%) THotzo BELEERRDI L, FH2
Bil, Wi, 7" o7 BRI, 5snmEie G-, BRI, BEg i, S, R,
BRG, IXSEAEE A6 (17%) 13, KA OED ) &l Sz, #2554
B S 7-HERRIIAG (69%) (2. WEUE, M7 L7 5= 8, B,
BIE . ASERERIEDS B 160 (1.7%) RO S, WIS ARA L ORI D ) & T
ENfzo FERHRRIZINCLIZEHIT R 572,
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@SS 1/ TEERRER (INEX21015K8k. SEADT—4%)0
(b AF =T HEIES-0/ 58— FA U7 S— FBRFE)

<FBRTA >
SLtink i, JEEMR. TSk
<xHF5 >

Uik PL R85k Al D BRAF V600 (a2 %% A 3 5 P U EHG IR IEE O B %
(78=1}C)y LO'WHO grade 1320 MHEBNE, T > 7 v > 2SR ERE
DEH (V3—=1FD) (/3—=hRC:18f1, 75— kD : 30f1)

B>

IN=NC (FT7F72=7 /T AF =T H G EEHE/ S— ) -

Y7577, 128K T135.25me/kg/H 2 1H2MH, 12/ LL - Tl345mg/keg/H
FIH2E% G- LTz BB, 797 =7 *OEH&E1350% (F121263mg/kg/H.
2.25mg/kg/H) L L7206 hIAF =713/ 8— PATHESINZRP2D (655 A5 Tl
0032mg/kg/H. 6%l ETI130025mg/kg/HZ1HLE) %##5-1 72,

78— "D GBI O R — N COY T 57 227/ Mo AF TR REEIE A S— ) ¢
IN=NCTREEN/FT T T2=T* /T XAF =T HHEEORP2D (65 A0 ©

797 . =7263mg/kgx I H2MEH 5+ + T A F=70032mg/kg% 1 H 1A H % 5-,

6L E12m 0 © 79 7 £ = 7263mg/keg% 1 H2IRH H% 5+~ 5 AF=70025mg/ kg

ZIH1EE A G-, 125 0L 18R A © 475 7 = = 7225mg/kg% 1 H2[E 05+ h

7 AF=70025mg/kgZ 1 H1MEH$%5.) %28H[H1 Cyclek L CRE#HS L7,

%5757 2T h T NVOHE T AR IEEDOY A7 D L EETIE, BEIEH] CRE AR,
S HEE) % A

<R >

= FCIZBWC, ¥ 7597227/ NI AF TR ClIE. HERIBR#HEE
(DLT) 1305 N0F, MTDICELEL otz ¥ 757227/ b AF =7
F#EDORP2DIZ, 6% AT TlE4 757 2 =7525mg/kg/H (1H2E) + FF AF
=70032mg/kg/H 1H1E]). 6% 125K Clds 79 7 = =7525mg/kg/H (1
H2l) + 9 xF=70025mg/kg/H (LH1AD, 128l LIS AR TIEy 797 =
=745mg/kg/H (LH2E]) + FF AF=70025mg/kg/H (1H1E]) &PsE Sz,

- )%= FCRUVS— IDIZBWTC, ¥ 757227/ b T AF = 7L CORERE:Y
FERTEIE 12250 CORRIZ. BRAF V600ZEBGEOMHEENE (WHO grade 131320
FIFEIAESAG], WHO grade 334D MRRIBIE2GI, F13661) T528% (95% CI : 355-
696). 7 v vy AMIEMRREREE (1261) T583% (95%CI : 27.7-8348) THh -7,

< 73— PCIZBWT, 18/1861 (100%) \[HEFRDHEIL /2. HELAEFRILM
(444%) 1ZRRDHI, E2DDIXFEEAG] (222%), WEHE, BREEREA, Bik& 261
(111%) Thotzo BELFERRZOI L, Bk, BRIEBSHAK26, Els, FEE,
Mam: 2 1B0E, EERSEE OBED ) LW S ze G HIEICE S A ERERIT4
Bl (222%) \ZFBOHNTze WL, MR EMAAYL, T, ALTHIN. R,
PRI RSB T o720 AEHFRICIDILE L BH I LD o7z,

- BRAF V600Z& %% A3 AWHO grade 1UZ2OMFRIEIE [ OV > 7 Voo ZHH
HEOE RS (R RIS A 2xRic, ¥ 797 2=7 (12%Fm : 2625mg/
kg, 1250 I 1 225mg/kg Z1H2EEH$5)* & b7 AF =7 (6i%Am © 0.032mg/
kg, 6L 1 0025mg/kg Z1H1EEHS) OfFHFS (DWHO grade 130132
DOFFRENBIE : 2060, @F > 7 v AMBALREERAE @ 106)) % iREt3 24 1/ 040
FEE M BB & Feft L 720 28R (%) 13221250 (95%CI : 87-49.1)



KO@600 (95%CI : 262-878) THh o720

¥777 =7 b7 AT =T RRFREREIC BT A REIERSEBUHE L. 100%TdH -

720 FERBEWERIZZE26/3061 (53.3%). J%5711/30%1 (36.7%). FZJEHZIG:11/30%1

(367%) /6\;)07):0

sk /N3 B ARF KGR - R, RE26 kgl -38kg A 13 75mg. 38kgll F43kgHh
o B 1E100mg. 43kghl ESlkghim @ £ 13125mg. Slkgbl E o E#13150mg % 1[a3% 5 &
L. 1H2ERE3S-TH 5o

* % (DIFRANO LGG (2011) ZE#EIC X A7 i 2123 <% (CR+PR). @ldHistiocyte

Society Evaluations and Treatment Guidelines (Apr.2009) (Minkov et al. 2009) 2 X % {55k
HLERC 2D < H% (CR+ Regressive disease) o

() AERICIRT [V-5. (2)BERSEIRER | OESR
B
(4) ¥REERVEBR
1) B 4EAREE OIRABUIRSTREEL BN RalE
B (BTS57x=7 « FIXAFZTHEBESE
i )ERNEE 1/ IREERAER (MEK1168855K5%)"
HiY - BRAF V600EXIZV600KZ 5% 49 50 MefTEIHE (55 THH/ S— 1) UK
JEEERREOE EIHAS—N 2ATAEEEZNRIC, ¥ 797227 +F
AF = TR O eV, B SEWEIRER AT RS b
ED BIH N MEF ALY by — 2 T AP, SIS MET S F C Bk L LRI AE
ENTWATHXID BRAF* v b W TSz,
RERT VA % ik 2L IEE . JEt
EyiE HA
FOEd BRAF V600E/KZ #4453 54T B B E (BETHH, S—1) 64
BRAF V600E/KZ 5% 4 3 ARG VI BRA ez VRt il 855 (BETIM S—1) 661
Etadexe 9 (BETAH, S—=1)
- RS UL R S K0 AT B LA B2 W SAL BRAF  V600E X UE V600K B 145 <
HHZEDTEBEINT20 L o B
- G IEAZE RN L e\ SRR AGRRSE IS LA IE B D LAIBE IR IE O W ERE A b O B
(BETAH/ S—1)
- RS UG R2 1 X0 Rz s M L A I A 52 2 W SL BRAF VB00E XAV 600K B4 e 55
THAHZEDHERSINT20 L Lo B E
- YIBEANRE (MCH) Sidzfetd (V) ofER 200 8
- AT HD\NTIERGIH LR T 5 2 B YU EIE DS H LB RS OB FRIFROOLN RS &2 b
PUBIRIED A R L TITb I T o A B ST sEE L7z
HENREIR AT AT AEE
EETAH M OVETIAH 7 S—MEICECOGOREA R EE 123D <PS (ECOG PS) 250 X310 8%
F 7By ki (EBTAH/SBTIAH 2 S— ML)

- BRAFHEHR (5757227 NAF572.=7,1LGX818, XL281/BMS-908662%) X ix, MEK
MHESE (b7 AF =7, AZD6244 . RDEA119%55) 12 & B 1R RIBEA A 3 A B E B B 1 S—1
TIIBRAFHE S UIMEK L ES| L AR IEDH > TH AU TGRIN T AR E 2wk
(significant toxicity) #38BIL 722D EE DOBSHIFHEL (T bbb iREO Y LA
WeBEL Tp o735, Grade 3X 134D 3% BRAF [ &5 X B 8 2 4 W N3 )E L OV ST
M=~ DD B S A IR B e L 72 BRAFBHE 3 WIZMEK [HE S DG B O 5
HARF 5Tl TR THIEEL72) .

- B BRI G- BAAGET 28 H AP S8 0548 DLN O 1 (5 /NL4H ) L A o B 1) 1 B
BREH L7
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LAt

e
1

AR OPUEE RN T 23 % (R EEZ R 2589 .CTCAE version 4.0
(CTCAE v4.0) CGrade 2L L CThHoEH

DIIME RV A OBEE LA BHELRH 3583 [BazettO i 1E E H W 72QTch%480 mseclh
L OBE EROICEEDSH L3 M — VA ROARNEROBEA UIEIHEEX A T28E 05
BT 5- B AR RT 6 H LA O 214 56 Bl AR A 6 2 L e B AR T 1Aty S Z AT > M AT O BEFHE D
H5HEHE NYHAG I T AN~NO LA EOBEA U EIHEL 588 . IV M—)URE
DO E I D B Rl A AT Bl B 7w AT Ul — AX = —ZfF O 85 ORI 2
5B Grade 2V FOTREZ/FEBERY DB R E 2 F A8 B FE L]

- MR P ZE O BEAE T A PHE DS S B E

(55T, S—bDH)

- TMCHA (YI B ANRE) IV (B fe ) g RO i R 28 | 0 3 2 g Puia i (fbag ik, i
PSR SRR T 7 F R AR RS I C X068 A $ A8 8 7272 &gt
FEREDIT R MBI EE L TITOIL T A A8 ST REE L7,

BT i

5757 = =7 1H150mg& 1H2[H /M7 AF =7 2mgx 1HL B4 5- 55141/ S—FTIZDLT O
AFAHDIT o720 I S—INORATI, ST S— N2 BT 2 ] B2 & B4 L UPK
7 =5 ORI IO EPEL 72,

T EERFfiEE

(BETAH =)

B ERRRGEE L O TV AL OZAL, AR SR> TRl SN A%
SN OB

(HEIAH =)

#E5EORR : RECIST ver LIFTARIANZHDECRIIIPR GRERE M E ik 2 123D CH E)
HHEE LB OE4 (%)

A REFAiEE

(I =1
A EFRERIRANL S O ATV A > OZAL BB ML B AR K> CREM S LD %
SR OEEN

il
(F=%%1vk
F7 © 20144F
9A)

(SEIAH/ S — P> EEEHHEHE)
TEERE R ) 2 | 2 E O i BAR AR R (HEE) 136611261 (33%) %°CR. 361 (50%) H°PR.
161 (17%) 23SD T it 7 ORRIZ83% (90%CT : 41.8~99.1,95%CT : 35.9~99.6) Tdh -7z,

(BT S—h EEFHMIE H . 55T S— b RIAEHGIEE)

EIVE S B ERIZ, 5T S— R Tl36/661 (100%) | S5 TTAH, S— R Tld6/661 (100%) THh-720

AER AR TRONZERBIEM (30%LL ) 13, 38248/1261 (66.7%) - ASTHE I Kz OS A 175
[ £56/12/51 (50.0%) « 1PN 95 K OVBE S 45°5/1201 (42% )  ALPYETIN . SRR RS 95 KLBE K O BE
RSB IR B %4/1261 (33%) T o720

KB BNWTHERRICIDIETHNIED SN D572,
HEELAEZRRIL B S-IO1FI3EBIL (Grade 20 fliliE2%)  BIEH & H B s 7z,
I/ S—MCIEEERA ERFRUITROOLN LD -T2,

KGRI E 7o F EF R ST S— D 1111 (Grade 3O ALPHENN) L OVEETIAH S—h
DB (Grade 3DSEIFEI)IZHEHL AT IOFEZRORIEH S HIWr S 720 EBETFH =D
DLTEEME M GAERIEY 5-Bata 2 21H M) 2 DL TRk S 4 H 0 45601 DL T O3 H I
OSNI D572,

(BETHE =N 43

%757 £ =7150mg#x 1H 20 KA 5 K O N 2 F =7 2mga 1 H 1 [ AR HF % 5- L7205
757 =7 KON AF =T OWIULERL > TH o720

AR G- R AEh 5757 =7 O AUCoanl X H AT G-FE LB AL ¥ 7 I 72 =7 D HT
RHERLFET LR T FL7.

MAEF DY 757 2 =7 KO HWIEE 1 ZIWeek8 LIBEDIEHDEDTAEZNHDD , Week3F Tl
ERIRREIETLEE 2N,

MAE R AF- =713 Week3F TIZEFIRREIE T HLE 25172,




i) B E MARERARRBR (MEK116513588%. COMBI-v. S#{EIADT —%)8 9
HiY : BRAF V600EXIEZBRAF V600KZ: 54K 9 5™ YIBRARE IRk O
BEEEEET RIS, OSHIRIEL L TRAT T 2 = T HAPREII ST 557
F7 =7 - T AF TP OB A GRS B,
DIy 8= F Y BliEE L U CEGERFE R SN TV A THXID BRAFF v b lnW TSz,

AT

FEER RS L LA

F i ]

28%

ISEN

BRAF V600E X I¥BRAF V600KE(n T2 8AA T AT 3B o B lE By
70441

FERE I

- FLRR AN HEATYE (W) BRASRETCHA) S d= A8 : (IVE) o Bz 8 B4 B A0 il E e 2 S s 7z
BRAF V600E/KZ Ba B 3518 L Lo g,

- RECIST ver LU GE BERE LA T HEE

- PLEE S O MR IE BRI 2T RTOFEMED.CTCAE v4lIZESEF L —F1ILLFT
HoEE

- ECOG PSHO~1n#EE

B ER S S 2

- BRAFIEH (¥ 797227\ RAT57 2=7%) LIIMEK HEH] (M 2 F = 7%) OIGHEE
A H$HEE
- SEATVE (W BRASRRIICHA ) S dE A2 1 (IVEH) o0 B8 B A il L oo - AP B B i 4 2 L B 4 B
FEE (LSRR SRR L AR W R A RTE U 7 F R U RTRER IR IC L B 169 OIG R
B HEE AL M AL L COTUEMEIES AN L5 & BEITESINL (72720,
AL T LB R THANSHEFTE TSR T528EL7),
ABDEVEIE S OB E T AEE L BRI AS34E DL E oA (B kA
indolentZe ¥4, JUE34FE LA EHIIC ZRIFEDSE EITHR SN T 286) TR A E DL
YLD Bz G TR EN TV A AT &L 72,
- MEERE DB B B 7275 LT AT AT REEL 720
© T RCORRERFEIRZE DT LM BFHR (T R RE L CO R BRAL ) TR el
BFESNTWAEE
- JHfE2IA] (608 [ 28 25 B HS) OMRIXAZCT T NS IR ZE A s A L HT 1208 [ DL E %
E(REDHERL TORWEE) THELZE RSN TEY. oM E A LT 48R Lk
FARTUA R GZ2 U EQMEEMNE CTHY) 0 M A LR 408 1 DL _E B 32 38 P
8 o SR QAN TR
C TREOWT N DL E R)AY I DS 5 85
- FEEERHER (LVEFR) (AL HEAE T REDEK
LB EoBazett's formulaffi EQTHFE (QTceB) 7%480msec L -
C BRI C LD ME T b —)UAS B o B (PUHEEA IIF A5 140mmHg#E [ O/ ik
PEERIA MU 2590mmHgi?)
- EPANBE B B () A UE K~ 7 AUE AV S AfUE) L QT IE RS
R IQTHRZ EE 3 AEHP SN TV B ESRE N iR o B
- WA IR PA 28 S d A O S I E Y A 9 A LU0 H 5 B

BT i

BEZLIOEE THHBEEIEENLT 7 = 7T I E AL ST L 720

BF R

4777 2= 71150mgZx 1 H2[RE 135 5- L N T AF =7 2mgl H1 R 12 5
NLTT =T HE

ANALT7 =71 [H960mgl H2[RI#E 3% 5

T EEFiEA

OS

A REFliEE

PFS.ORR. %41k
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AR
(F—%Hvk
7 1 20144F
4H)

BRI | - BEIT0ABIOEE D] - 1OEE THEFEEERE (35261) L NAT T = =7 HE (35260) | SR 2
FDfHF SNz,
FEFHMmEE
- OSOH AT IZ BT, OSOHF JUEI P FHFERE CRENE, NLT T =T HETL7 20 H N
F—R120.69(95%CI : 0.53-0.89) THY . NALT T 2 =7 HEE B CTHF RIS BIT 5%
SR B OSOIEEDSHE R EN 72 (p=0.005. & Hlllog-rank ) o
OSMKaplan-Meierfii® (MEK1165135ERITTEM. 2014F4R178A Y b4 7)
1.0
0917 — G R
0.8 —— NLTTIZTE
0.7 1
0.6 |
£
A e
% 04-
0.3
0.2
0.1
0.0 T T T T T T T T T T |
0 2 4 6 8 10 12 14 16 18 20 22(R)
(28 i
GHEEAE 352 342 336 310 283 232 157 85 46 15 2 0
NLZ7T=78 352 341 315 285 247 204 122 63 31 7 1 0
B G E H
- PESOF (i, fE PEEREClLIAD B RNAT T =T HETT 37 A THY) Y —RH130.56
(95%CI : 0.46-0.69) THY . NALT7 2 =T L LB CTHF B LB W TRET A ICA
i&PFS@LE?ﬁ‘ ROH72 (p<0.001. & hlllog-rank i) o
BRI R 2 B O K2 ORRIZ L P IR TR RE T64% . RAT 7 2 =T HET51% TH),
13‘?)13%’%‘22%%?&/\&571:7‘%?@01?12&:ﬁ’:ﬁf%%c:ﬁ%ﬁ%ﬁ%&)%ﬂt (ORR®D#13%.
95%CI : 5.7-20.2.p=0.0005. y4%5E)
IREREREMH IR OGEER I (DOR) o LI, f L TI387 . AT
T THETISn A TH o720
- ARG RE ML T Y =8 7 2 H 2 (IDMC) 23 A k2 B 5 L7720 ARG
B GG R FE R EL W ET L NAT T 2 =T O BE O R EAD IO AT —/N—% 7
. 0SB THIL TS,
| BIVE R i1#ﬂ3f’§(£ﬁ$0)320/3501ﬂ(91%) /\A77L»«7ﬁ"ﬁ0)342/3491ﬂ(98%)01‘”&3%71110

FDOE, B R TIE B 6361 (47%)  FEFEISHY (28%) L8161 (23%) &F . NLT T =
=7 HECIZ BRI 16201 (46%) 569514641 (42%) B EE136/51 (39%) ETHo720
itéﬁ,%ﬁc:isusf’ﬁ'}ﬂf’ﬁﬂia:;a%tf&mﬁm%h&ﬁxof:o

EERA ERRITGEAREHEDL316(37%) NLT77 =T HED12261 (35%) | :;{%ﬁmto
357&?50) ORI R CLE TS 24961 (14%) BR800 24451 (7%)  EEFEL31 (4%) &5 R AT
T 2= T BT T R 335 (9%) AT R T H v h—< 21451 (6%) - Bz )8 A Wik a9 1751 (5%)
ETHo72,
B G IEICE o7 E R LU PR RE T D441 (13%) NA571~7“£¥0)411§U(12%) 1288
DHNTz0 F bW HEFIFRERECTIEFEEL261 (3%) BRI A 1061 (3%) & . NLTFT =7
FECIZRAETE 7 (2%)  ASTHEINSB (1%) AL THEIN4%51 (1%) & T -7z,




iii) 41 S ARG AR E5R (MEK115306585%. COMBI-d. SHEADT —4)1012
HiY : BRAF V600EXIEZBRAF V600KZ: 54K 9 5™ YIBRARE IRk O
BoEREZNRIC, PFSEIRIZEE LTY 77 7 2 = 7T HAREIH 557
F7 227 I AF =T PEHEE OB MEES b
D TS U BIE L L CRLEIR AR S T\ A THXID BRAF S v M VTR Sz,

SHEFT A Zltiag e, E B EEAIL. T TT7 o =7 R A TR
FE it [ 4B E (TIVE o F o F =AM )T AT TITVARAI T AZ)T A To7 a7 AN
A AT =TV 754G S E, K E)
x5 HEATH D VIEEIRZE 0T e H PR BREREO%R\WBRAF V600E/KZ 244§ Aimf 1k
T B i R 42301
F BRI CHLRR SN HEAT I (W BRI AREILCH) X3 (V) o R E L fEE 2 S,
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- ECOG PSH2LL F oo
F7brAf AL - BRAFXUIMEKHEHZ X 2 HiiGHE % < 7288
AEECLRASE BDSHER S NWEMEGOAEXE T 585
AEBEEO IR (AR BIR LR <) o RSO RIBE OB I F I, N
e O I 28 e BB RS EREE T IR 2 T > T b BE L2 S 0IMERY A
7 OB IR E AT 588
BT %77 7 = = 71H150mg% 1 H 2B 4% 5- K O b 7 2 F = 72mg% 1 H LEHE 1 56
FHEDFEBL L 72GE I EIIAREZTT L L, FETE2VWEEo 8, RIS T,
[ BRI UIIETICE D F TR G-kt L 72
B, RRERTIZID QMM O FEFEHT I8 — MBS L% RK&25060) . i
PESNIERNED RO S NG A EEET oA — P2 Rk e L, AR IEoREE
MEHRRT OFE K T R — b & BLE L CEINESFEE 1T - 720
FEEFMIEHE G 5AE 2 B 72 |2 260 < ORR*
* PUBBA AR IR U, NHERE, WU T RS ) OV B8 TIARECIST ver 1.1, WHO grade 130132
OMFIBIETIZRANO LGG (2011) #&#e, WHO grade 3X (34D FHEBNE TIZRANO HGG (2010) #2355
CHI5E, ABMFLAIIFEIINCCN D44 K5 A >, Consensus Resolution Criteriaz N2 O IR RERD EFe D
SULZE L7 HLE | 388 Bl | X International Myeloma Working Group % — &b F 58 M e | 2 365 & 54
Al R EHh T DOR. PFS. OS. %4, #HEWEhi
i < 20660 (EFEMHT I A — 1086, LRI A— FO8FI) BRI N, FEICY T I T =T K
NN TAF=THEE SNz,
AR TR — FRITIE. IR X -~ IR /R Y v — 3 — < IRMITuE S 2 bR 9T
D3k — MIIBILL Lo BEEFRINT,
% BRAF V600E {12 RS FEMEIE R TR S N2 b 00, IR CIIRERE S kb 722060 % &
AR | LM awlE (1060) %k <196B1 0GR E IR,
F I H
GBRHLERHEICZED CORRIEITED LB ) TH o 72,
= FHEBI£5 ESIE ORR (95%CI). %
KRB AL 36 20 (CR3, PR17) 56% (381-72.1)
JEBTER ] 43 23 (CRO, PR23) 53% (37.7-68.8)
THALE B 1 0 0
WHO grade 131320 #i#E BIE 13 9 (CR1, PR6, MR2) 69% (386-90.9)
WHO grade 33X 1Z4 D phi#E I NE 45 15 (CR3, PR12) 33% (20.0-49.0)
/N 3 2 (CRO, PR2) 67% ( 94-99.2)
A EANEE I 55 49 (CR49, PRO) 89% (77.8-95.9)
MR : minor response




it BV | BIKEHE H
- VR ERAH 2 I Al ) 52 1 2O <KDOR A YL AiE L OSPFSHI YL, 2 5N OSHRfE I T RO E B
THo720
s B i DOREPH&@ PFSEPHHIE\ os:hyeﬁﬁ\
- Bi% | (95%Cl). B (95%ClI). & (95%Cl). &
HUIRBR R L8 36 | 624 (321-NE) | 291 (20.3-599) |629 (29.6-100.9)
IR 43 | 389 (24.3-594) | 390 (24.1-410) |589 (454-766)
LA R 1 - - -
WHO grade 120 MM | 13 | R (24.1-K3%) | FE (321-K:%) | i (50.4-H3%)
WHO grade 313405 BIE | 45 |135.7 (320-1920) | 240 (80-594) |764 (41.1-1399)
N 3 | 334 (NE-NE) 413 (NENE) | 946 (149NE)
A AN I 55 iz FiE FiE
NE : #Ffli g
ettt | BIERSESBEE L, 174/19660 [888% (HARANEBEH*&EL)] Tho7lzo FRIE
Fd. Z#82/196f1 (41.8%) . 9%5753/196%1 (27.0%) . HEFE51/196%1 (26.0%) TdH - 72
RABRIZB W CHTBMBANME IR — T 757 2 = 7OERWEHIZ X A THIA15]
(I ImPER ) RO Bz,
BEE L AHEFRS1393/20661 (45.1%) 123880 HI7z. T b D, 58823/206651 (11.2%) .
fifi2513/206f1 (6.3%) . JREFIZGL8/20661 (3.9%). War:7/20661 (3.4%). MifiifiEs/206
Bl (24%) FTh o7z,
TG E 5 7FEFHRIT28/2066] (13.6%) 12RO BNz £ DIX, EL
372065 (1.5%). WPmg RS, BRI =084, B, Mok, Bfge. 382, BufiieE 42/206
Bl (1.0%) % Td o7z,
il ENEREEREREAESHFE (NCCH19015%R)
HAY B 2 GBI O 2 WBRAFBIZ FE R Y A § A #ATEIEIER B8 5%
MR, ¥ TT7T7 227 T AT =T HEREOF R N N & A R 5.
ABRT A Zltiee i, JEEM. FERTHR, B H RS
FE it [ HA (BSAT /) LRI R 266 7%
FOE THE) T2 WG HEGEI L O 7 WBRAFB AT AR % 69 5 #4T BT M5 B & 576
- HUIRBE © 1561
- MR RBESS - 1561 (FPARAREEL3M. BMARE - RA RS - B A2 61)
- K mhE A1)
- FFREEE - 301
- BRI - 260
- R A E . HEE & FAMIBE O BE . BFhE & FFNABAEE O BiE . ONEBRE. /NEE.
AR R DG B RE S . FLBRALAEJE K OB O WA R A Sl g5 D BRER A IE © 45161
- Z O - 61
< AR FECH 4450
F BRI * BRAFBETEREZHFETAHZ EDMER S, HYEMIZ X 0 /e e a8 i O
OGO BRI A 0\ &I S 7T HEEE B3 5 8%
- ARERIER D 2
N AR %777 2 =710150mg% 1 H2[#E % 5- K OV 7 A F =7 2mg% 1 H 1A 5
PEREAETT IR IR Y 5 £ TG 2k L 72,
FEEHmIE H EEEZ GAETRERE) A3 5 BEICB L iHEMIG%163 F TORECIST verl.l
[ZHED CHHYERHEIC X AO0RR
i e CBTBIDEGERE N, BN 7T T 2= T RN T AF =75 87,
- BRAFEZTZEZ, V600EASHB4AHB], V600R. G466A K UNN486_P490del 345151 TdH - 72,
- BEOFENI P YLERE (HiFH16~77/%) Tdh -7z




ARk

{72 AT HETH

EEERFMIE H

B H§ 5BEPN DR ERT

CHHYMEMHEICESCORRIEITED EB Y TH - 72,

B (%)

ATl 15 4

50

REREMR

%% (CR+PR)
ORR (95%CI), %

280% (16.2 - 425)

IZRRDO BTz ERAEFRR (BHFEI0NBLD L) 13, 53

1561 (26.3%). 7% (12.3%). &fPEkEusd 66 (105%) TH -7,

EELAEFSRIT. 15/576] (26.3%) RO SNz, 2BV EICED SN EELFE

HEL, FERBEITAB (7.0%). FEB26] (35%) TH-o7z.

BERE OIS ILICE o 2B EFHSHII3/SL76 (5.3%) 238057z, 2610 Ei

ﬂf\_(n%ﬁi@?x'ﬁiqjﬂ: R AEHRR IR o7,

BIVEH1228/5761 (49.1%) ZFRO SNz, FAEWER GEBEI0%L L) &, Z#14%5)
(246%) . WP ERELRASH] (8.8%) . é%ﬁ%ﬂir‘“ s T V5895 44151 <7o%> THo7

2B AR b N -EELREWERIE. %2826] (35%) ThH-o72,

B G SO G T 300 MM O FETE17/576) (12.3%) (2R 5, &

;é?ﬁtMﬁJﬂH%lﬂ T, EEEEFELE], CVEIRLE R OES R IM1EICH ) |
GBS & ORBEBIRITTEE S Nz,

A EFGII43/578) (754%) |

IZRED 5

TEAT IS
Wiy

iii) /841 &5 [ EEE R =BR (XUS35TakER. NCI-MATCHSER) 20
HEY : BRAF V600E/K/D/RZE GO IS, 1) >/ U3 L 5 a Rl EE %
WRIZ, ¥ T T T 22T 8T AF =7 PHRREO AN R O a1 5,

BRI A

S dtE, JEEMR. FEH. 7Ty b7 — AR

e

K

JSE N

18 L EOBRAF V600E/K/D/REMLFEREZAE T HEIES. 1) v /3 E XL %M
HHifEEE356] (WHO grade 1301320 ##EBIELSF. WHO grade 33X 134D MifEiENEL
B, ZOMoEER28361, £ 58V E HiE251])

FREGRIE

- BRAF V600E/K/D/RZ RGO FEIES:. 1) v /\E T L MG HIE L S s 7z
18 Eo B
WHIRIR 2 15 4 DB, B G E

- ECOG PS03 i1 %

P e W EH

b2

=

Frebrh

- BRAF X UEMEKFHEHC X 2 HiEE L =T -8
VR FORIRFLIEIE . A - EE A9 5 8. NSCLC. &R K OMERE
PSRN R 2 3 5 8

BT i

577 7 = =71H150mg% 1 H2[#E 1% 5 R U~ 7 A F = 72mg% 1 H 1% 5o
HAETEZVEEOFIL, WEEIT. D 5\ IZHERIE YL BRI PR OFIWTIC X 28
G RO W Ol F TR & ke L 72,

EERHIHA

BB 24 PR AR 2 12 & A ORR*
MPUES A FIIWHO grade 3XAZ4DMREEIEABI D 5 H2BITIZRANO 2010364, o261, 7 5
grade 13Z2DFHENEIE K O O Ao [EIEES; TIERECIST ver L1I2#0 X 3¢l

CIZWHO

I EF i E

PFS. DOR., OS%:




- 35BNV GRS AL, LI HlE 2 B < 336 = TR RE & L 7z.
BB T T T =T RPN T AF =TG- SNz,
AR | 2 51 BEE % B < A RIVERAT R REFI33BIOFF R % R T
FEFHiiE E
- BRI L AT EICE D CORRIZ T ERD EB Y ThHHo 72,
Bl s ESINER ORR (95%Cl). %
==l 33 13 (CR1, PR12) 39.4% (229-57.9)
[ I 28 11 (CR1, PR10) 39.3% (21.5-59.4)
WHO grade 131320 4k B E 1 0 0
WHO grade 331340 eI E 4 2 (CRO, PR2) 50.0% (6.8-93.2)
B REEAE H
- FRBRTH Y R AR 2 122D < PESHSRAE K ODORHFYLE, 7 & NZOSH A I TR D
EBYTHo72,
PFS DOR 0S
B2 g1 B i g ST g
BlIE | (95%CIH). B |#I%| (95%Cl. B |#%| (95%Cl). H
N 114 NE 25.2
=pl 33 (6.1-15.7) 13 (76-NE) 33 (128NE)
1 i 94 169 20.8
B 28 (43157) 1 (74-NE) 28 (74-29.7)
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AF 20t B NE (NE-NE)
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a‘;) D f:o
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Bl (81.8%) . HEFEK NFEES196 (57.6%) . L1761 (515%) TH - 726
HELAEREG T NEHREOKGHIEICE f\_ﬁ£$% ZINE I N 72,
TR BRSPS R oh 33 58 T30 H IR OZETIE. 173360 (3.0%) 12780 S, JRE
1_.1-]‘ ié%tf%of:o

)ReMHBR | AUEHRL

(5) B& - fRiER EA L
R

(6) inFERI(ER
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HHEESE
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E.ERARE
HEEFEE) &
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SOEARTCIRER
REBROAR




2) AERERMHLEL
TEBFED
ESS AR EY
LiEAE - &
BROBIE

- BRAFBEFEREH T HIRATRTEA B BEEICH T 2HEEAREEE (&

BIERZ) - T

L

BRAFH#IAFER AT 2GR ZELERGEEZ 252y 7 4
I =Rk OUE) AF=A b EMEAEET THEA L ZZBROZ &R OH
M Z RS %o

AT A

LB, B

G EE (LT | BRAFBIZTF AR A/ T 2 BEUIBARE 2 B B fE R

TR A)

SEBIEL A ZEIRIUE B 5235761 (B BLER]$520061)

T FAATIHM - 20164E6 H ~20224E3H . BAEZHAM © 14E M

FRFMIHE | Zet  AEH R OCBRGGERBIRI., EELAFEHR. ZeWmEFE
H. B AR
BRI RS X AR EASRIR., S A LI

A F AT SN S 72357 D 9 B R BEAE 1 261 % Ak 1 72 35561 & F A 2R

AR

BEREBIE Lce 209 B LEEMAT N RERIHEBI2961 % Bt L 72
32601 % 2 A VEMAT X AR B, 22 AR 0T RAE B 70> & A W P H 5E AN E
JEBISH % Bht L 7231861 & A AWM X RAEBT & L 720

Ak

- BIVERZEBLEI£1372.39% (236/326%1) Tdh o7z. F2EIER (5%LL
B 3L FEEAHU5T1% (14961) | 3E57°859% (2861) | IH s L7
YARARF S —EHINNA828% (2761) | HAEREEREH798% (2661) .
PEREEADBE2% (1861) M ORI RLAEDS.21% (1761) TH o720
- B BIEHZEBIEIG1322055% (67/32661) THho7zo EHEELE
ER (2.00%2AE) 135E8AH7.36% (2461) | FEEEBEA245% (8
Bl) R OBERGHRUHREA2.15% (7TH1) THh o7z,

- EVERE FRHORIER L, FE8H%45.71% (149/32661) . H-HERERE
FH315.95% (5261) . RERUTBLEGEA12.58% (4161) | (CHEEEE 2
460% (1561) . EREEEA3.07% (1061) TH o7z

BN VEAT X SAEFSLI8B D 9 B, ERIHIEIC L 5 EIEA A OR)HF)
EFEME (RECIST verl.l) (250 < Zxh4E141358.18% (185/318%1) T
&) D 7‘:0

- BVERRAT AT S AEFISI8B T, 90H . 180H . M 08360 H o) Mkt H A=
F2 (95%CD) 1Z#N2188.14% (84.00. 91.26) . 69.53% (63.85.
7450) . JOB207% (4571, 5803) TdH -7z

- BRAFEIGFERZH Y VIR RERETT -

BROIE/ | HRMEICX 2455 EER

BIREAE (£BIFE) : K
BRAFELERZ RS HYIBRARE R AT - FIZEOIE MG EH 2525 7 1
¥ T —RUAF = A bR HHERET TR L7202 &M R ORI Z 5HIE§ %0

*BRAFEIRFEREZHTHEIT - BROBEREE (BB EBEZR) BEZ

HREVIEFEFEARBRE (PREFHN)  EHEFE

BRAFBIRTARZ G T 54T - BROMEES Gl - gt BET L
FUNRTIES 74 0 T = RO AF =AM FHERE T CER L 2BoR e R 0E
k. A TIEE RN A RS %o




(7) 2Dt - ELYNRRE DRI OBRAF VE00ZEEG B RBEOMEMBIEEL LTI I XF
—J7EHETIT7 1 T RAEEE R 2 RUERSTRERPREAER (F2410588) < 87
BRAF V600E/KZEE 51 DI NA 1) A 7 D Fz N BRI 0 BE % k)
R, MBHPIREE LT NI AF T LT 57 2 = 7 HREE FEhE L 725
W DA EF G LA VUL, # L R i LT, /L —
R3/4D5E, B X B AR IIFEBU X B EBTIEOFAEREZET S L2 L8
TEDLNE)DadHlid 5. GEMbMH. M. /it ARER)
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VI-1. SEIRPRHY (CREE 5
31t idtE
mE

VI-2. FE(EH
(1) ERERAL - 1ER
#rr

VI. ZERNFEEICEHY 2IRHE

B-Raf proto-oncogene serine/threonine kinase (BRAF) FHZEHI
— gl NAF T 2T, LyaAF T 22T
EE BEEOD L LEWORFE - FRE L, R ORMNCEESHT L8,

RAS/RAF/MEK/ERK (MAPK) #%6id, 1ML K O 4 DA AMIEO 5t - Hejil
WCBWCEELR Y 7 FIVGERK CTH S, RAFIZIISMEE (A, BRUC) o754~
PHONTHBY, 28EZ L TTHROMEKNY 7 F IV E(GESE LA, HL DA A
IZBWCBRAFEIE TR EHEEIZRD SN TWD, 72, VE00ZEEGEDOBRAF
FEPAETE B L BWIETEEEO 2 & RO RASOEMALIZEIfRZ: IHFEHIIZMEK/
ERK G WAL 5 2 EDHISN TV 5,

MEK/ERKDEH 2L, 4 2 ) ¥ DI RIMEER 07 v 7L F 2
L—3a v ROKIR R OGUNE LD~ — 71— Td A p275 O M I EIHIE 70 4
YLFX L=y ar iR L CHAMBOMEIER RS, 7R -2 ABEK T
DB R ORREZ AT T LI LICE ) TR N=2 ZAZIHIT B2 e h 5, MBoEE
RAESELEZEZ LN TV 5,

57572 =71%, BRAFZHEAE (V600E. V600K K& UTV600D) O FF—Bifi % [HE
L. MAPK#&ZBHES 5 Z L 12 X YBRAF V60OZS 5 btk o0 A Al e oo B i 2 i -4
HEFEZHLNTWD,

EHERFZREEN U AMBRAY 7 FHIVRE (MAPKIRER)

- HEET

v

!
L gt 9
v‘ ey o

DT T7TI2—

GDP : guanosine diphosphate (77 /3> 1) »). GTP : guanosine triphosphate (77 /¥ > =1 V&)
GAP : GTPase activating proteins. GEF : guanine-nucleotide exchange factor
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(2) Exh & BT B
FBRAHR

NE&EEXF—EICRIFTHE

Ok MFARIBRAF, YIMEICRAF R U'VE00EE % F § 5BRAFICXT§ 2RAEEM
(in vitro)# 2
F75 7227 EFF—YHET v AIIBWT,  MEREIBRAF (V600E.
V600K 2 OFV600D) 12t L Chi )z HEVEHZ 7R L, ICsold 2 1Z211065~08. 05/%
OL8NMTH -7z, [z NEFARBRAF L OUIRTFRICRARIZR L CH a2 fHE
TER% R L, ICsl3Z N2 N32K U50nMTH - 72,

4757127 Dk MRAFICH T BEEEH

ICs0(nM)

R R AER2
¥4 RIBRAF 3.2 -
YIWrRICRAF 5.0 -
BRAF V600E 0.8 0.65
BRAF V600K - 05
BRAF V600D - 1.84

n=3~4 (FBr1). n=2 (RBR2), - FEfiTd

N0 A VAR S8 NFARIBRAF., YIBIEICRAF (7 /%306
FHLIE) K OV BAIBRAF (V600E, V600K XIZV600D) 455, 757 =
Z 7 IIMEKLI R NATPZ &L i 2 i L CRUS S8, RAFD Y 7
ILZED T HALE T HMEK ATPase®ifh% S92 NADHOBEL S %
WGREETHIE Ly RAFISH$ B HEGH 2 EH L 72,
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@RAFLA DX F—E I ZEEMEA (B M F—E/ 2V BV RIREOKRED
(in vitro)®¥
5757 2 =T ERAFUSN DL L DF F =PIt L TikiT & A CHER M Z RS
F. BHEEME (IC5AT100nMAK) 2580 SN 7zDIZ10fEH D F+—+ (& FALKS5,
SIK. SIK2. BRK. LIMKI1. NEK11l., PKD2, PERK & O"ZEEHTie2 (R849W) if:
WlZyeast CK1) DA TH Y, RAFFF— B2k 5 -IMEDTREN 720

BRAFL DX F—H ST 254757 1 = 7T DREEIER

Ff—¥ ICs (nM) _
BRK : Breast tumor kinase
BRK 79 (protein tyrosine kinase 6)
CaMKI 117 CaMKI : Calcium/calmodulin-
dependent protein
CK1 41 kinase I
CK1 : Casein kinase 1
CRAF 770 EGFR : bR HEFHN 124Kk
EGFR (1L861Q) 3511 LIMK : LIM kinase
EGFR (T790M.,L858R) 5188 PKCy © Protein kinase Cu
PKD2 : Protein kinase D2
LIMK1 15 SIK : Salt-inducible kinase
NEKI11 20
PKCu 131
PKD2 57
PTKbH 368
SIK 27
Tie2 (R849W) 123
Yes 1633

n=1. CKlidyeastHi3k., Zoftiiehx)—t

ik ¥ 757 22703 uMOIEREETT5%LL EORRER%Z IR L7215 14FE3H 0 &
F—Iat LRI ER = 920 L CICok BHI L 720
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QFF4RIBRAFRUZEEIBRAF (V600E) (CH(F2RAFBEERIDRET (in vitro)?®
Y757 2 =7 3B ERIBRAF L O ERBRAF V600EDATPRE A A7 v M A
517 RGSK369717ADHE A % I FERAF I IHE L 72 (22 NICs=0.7 K T
27aM)o RAFIZH§ AHERRIT. ATPHEAERT v MIBUTHATPE OBAIIHE
ThbHIEDTREEINT,

E FMEFAERIIETERBRAF VB0OENNDGSK369717AEEICHT 24757227 D
RRE1EA

(mP)
240i

220
200
180
160
140
120
100

80

SR
i

60 T I T T L e N I R R e R L R R H\?\
10 102 10 1 10" 102 10° (nM) 10 102 10 1 10" 10?2 (nM)
ZEEIBRAF V600E EFEFAETIBRAF

Jid R 7o e MFAERIBRAF UIZEEAIBRAF V600EIZT—4 X 7)) — 12k
GSK369717A (BRAFOATPHART v MIEETA) A ) InMz#HINL
TIHHHT LA v Fax—= L7tk 79 72=7 (0001~2000nM) Z 7300
LCHEIZI2050 A > F 2= h L7z #tmtEE s s OgEn s
797 =T HAE T CORMGELHIE L. RAFISH T 2 BERR A MG L7

_44_



@R EMEZEHROE MESHEKICH T BERKY EMERBEMER (in vitro)®
5757 2 =7 IIHFHMARIZ 220 5 FBRAF V600EZ GO $ X ToOMIgHKIZ
BWTERKY VML &R IICHE L2010 L, BERBRAFZ AT Ak BV
Tld, RASZEEOEEZ 2D 5T, ERKY VB LIEMEH %2 RS b o7,

FERNBEREBRAFZAE T 5 MNEBRRMEKICH I BHT 57 =T DERKY
B ERRETER

JES IR | HSRAEE | BRAFEMRT | KRASHEIZT | ICo(nM) | n
A375P F11 2§ BRAF V600E B A 4 5
SK-MEL-28 2 )% BRAF V600E B A 1 5 13
ES-2 LS BRAF V600E B A 4 1
Colo205 K El | BRAF V600E B Al 3 6
RKO K | BRAF V600E 5 A 4l <120 2
HCT116 G 1 B A Y KRAS G13D | >3333 1
HepG2 JiT-fiei g5 A 1 KRAS Q61L >370° 1
SK-MEL-2 2 % B A KRAS Q61R | >1111 1
HN5 SHSHED B A Al B A >2500 2
HFF= R B A B A >3597 5
HelLa TESHE B A 7l By A 7 >10000 1
LNCaP FlT 375 B A Al B A >10000 1

a e NEH TR HES FH R A PR
b: ¥ 77 2 ZTHEAE T T4 A ¥ 2=k, TGF-BZIRML CHIZ6055 A > Fa—FL7z,

ik BAETIBRAF % 5 WA RAIBRAF (V600EZ SbE) UL ARID 5\ %
BREIRASOWT N % H T &M E RO v MEGMakz 5777
=7 EEBITA F 2= L7f4, in-cell Western, Meso-Scale Discovery
technology # FIJH L 7B XA LI CRIEMEZF I = A5 7 ay MEIZX
DY) VERLERKE % llE L7z
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) BMREEICK Y 21ER
(DBRAFZ R (V600E. V600KX(3V600D) b MEMBREEHRMAM%KICHT S

IEEE5EMHEIER (ICsof#) (in vitro)?”

17TE 8 OBRAF V600Z ik v b Bl R igtkicowT, ¥ 797«
ZTXIENIAFZTOEM, H5VIEF 7572 TRF T ATF =T OB
O CEIVIBEERL0 1) IS X 2 EEEEMHIER 25 MLz ¥ 777227
BCIX178 A 14% (BRAF V600EZ EE5 4 MAg 119, BRAF V600K
RGBSk 48k, K O'BRAF V600DZE £ G M1 tk) 22tz
WML 7T 722T RPN ITAFZTOWT IR L CTLEZEZ RS
BRAF V600E. V600K X (XV600DZ £ 5% bE M B E kil fatk % 57
FTxZT RPN TAFZTHEAETTREELZEZ A, 14K 13K THHRD
RyRBOLNTz —F . TSP EOEMLEI L CEZEE RS R ol
2ERTIE, BEAALEE L C b BEFRIIHIE I LIZ A S N 0 o 72,

BRAF VEOOZ £G4 MNEMERGERRMATKICX T 5 IEFEINEI (A

, BRAF ICs0(nM) EOHSA
HA TIVWRER | ¥757x=7 | ’NAF=T BEHT Cl (ppt)
UACC-257 111 4.1%£65 5+2 0.75=0.13 250£95
SK-MEL-1 18+7 2.3+0.6 5+2 0.53=0.06 254+40
COLO-829 26*11 4314 9+2 0.66+0.16 245+45

A101D 337 5.3+1.2 10+2 0.56=0.09 14415
SK-MEL-24 7872 58+2.8 10+3 0.40+0.20 155+0.6
SK-MEL-5 V600E 188+174 35t16 11+4 0.57+0.37 188%5.8
SK-MEL-3 >10000 >1000 >10000 NA NA
A2058? >10000 >1000 >10000 NA NA
SK-MEL-28P 10 14 4 0.76 24.3
UACC-62 11+2 26126 5+2 0.87+0.06 144+39
A375P F11 49 6.3 16 0.65 14.1
WW165 5 0.3 2 1.18 16.5
IGR-1¢ >10000 454 96 NA 10.2
YUMAC V600K 7 0.5 2 091 296
YULAC 17 08 4 0.90 29.6
YUSIT1 13 0.7 3 0.83 22.2
WM-115 V600D 41+6 6.4+4.1 14+4 0.64=0.03 13.7+4.1

PR (n=4~8)
7272L. SK-MEL-28, WW165, IGR-1, YUMAC, YULACKRUYUSITIMfE#k (n=2) IHONZA375P F1llfatk (n=2) oW Fsfiz

R

T 18797 22T RN AF =T %210 1OBVRE L THHALLEZDSTTT 2 =T 5 DICso
NA @ HALEERE O ICs0h G L 72 FE iYL Cdho7z7zo, CUIH L TE
a:MEKI1 P124S, RB1 Q93*Z8 #5514, b: CDK4 R24CZE#F51E. ¢ MEK2 E66_K68delZs %5 14:

J1E : BRAF V600ZEEEYE (VE00E. V600K XIZV600D) DI17FEFEHD v M EM:E
FEHSRMIERRIZ S 7T 7 22T NI DT AF T OHM, HH0IE5TT7 =
ST RO T AFZTOMH (BVREEL0 1) WBEOSM T TT2RE B 2
L7zo CellTiter Glo7 vt A2 &) AEMBBEEZFHIL . BEHLIL 72 & 20l
S TEAI e A 2 BAALE | 72356 L OB L 72,
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(2BRAF V60OEZ E[ZME M EMRGIERRAI75P F11iHatkk V) BEEL /-
727 =7y O— 2 (S § 2 IEEIEREIFIVER (ICxf@E) (in vitro)?®
Y757 2 =7V Bl #4572 BRAF VE0OEZE Bk b I M B A ik o
O 70— %5757 22T RPN T AFZTOHATTREELLEZA, MG
L7235 R COMPEMIL 7 0 — 2B TR HRIEEDSFED 7z,

A375P F11#fgtk & WEB L -4 75 71 Z TR/ O— B IR 4TS TIZ TRV RS AFZITD

G=EkvES
FEAGAE ICs0(nM) EOHSA
RS I
At NRAS MEK] | ¥#797x=7 | ’NoAF=7 B = ¢ (ppt)
A375P F11 N N N N .
AR ¢ WT WT 28+16 5+3 75 0.49+0.28 19+1
12R5-3 Al46T WT >10000 107+46 252+70 NA 28+5
12R8-1 Al146T WT >10000 62+31 266+136 NA 29+8
12R8-3 Al46T WT >10000 82+30 178+182 NA 27+1
16R6-3 Al46T P387S >10000 147+64 280+123 NA 36+9
16R5-5% Q61K P387S >10000 12142 263+72 NA 36+3
16R6-2 Q61K P387S >10000 123465 242+57 NA 28+8
Q61K
_A# +
16R6-4 ALAGT P387S >10000 >900 380+169 NA >50
12R5-1 WT K59del >10000 >1000 392+149 NA 19+1
12R5-5¢ WT K59del >10000 >900 383101 NA 46+12

IR E (n=3)
NA @ HALELR OICs0h G L7z FE YL Cdho7z7z0, CUIH HTE

a ¥ 777227 RN AF =T %10 1OFBIVEE L CHHAL/ZLEDF 7T 7 2 =7 455 DICs
HBIOWTHHGET

H# VTR TS

T 7777 =7y 0 — 2 O¥EHEICR A I AF T OHEMBR YT
57 2= 7 L OUHMEEBETTH72010, BEEDY 757227 TOLA
DL EOBEFZ L) T2 S L 729 oY 77 u— Iy 7772 =T X
BRI AFZTOHM, HHNNIT T I T2 T RN IAFZTOHM (£
VIREEI10 0 1) MBS N T2k B2 L. B EIHIEH OICs0. CIR T
EOHSAZH M L. A375P Flllark GBIk (a3 21EH & L 72,
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(®BRAF V6OOEZEFEMFiEL MEMEREERBRETT IVICH T ZEBHERKY 1L

PBHEMER (v R)®
i) A 5 5Bk

BRAF V600EZ%MEe MEM:RAMER R ASTSP FILMIRZ B L 72~ A28
T =T R RAG LA, T T T 2 =T DI R K O TR &
BHRICHBILTHEML 7. ¥ 797 =7 0528 %12, 3mg/kgTHI50%,
30mg/kg TlIITIAIET 5 HEKAF R EATEC BT AHERKE (tERK) 1263
%) VEE{LERK (pERK) #®lt (pERK/tERK) O TEHASERO S, EEH O
ERKY Y RALMEEHZ R L7z 3561213, 1~30mg/kg TII2IERZ LD b
VERKY) Y BRALIHEEH SRR b7z, #2524 T, WIhok5 I8
WTHIEHARES L. 30mg/kgbh T TIZERK ) Y FRLFHEERIZIZE A LTS L 72,
[y 757 2 =T iEE LTS 75 7 « = 71 R OERK Y Y BRAUIHEEH & @
BB E DT B, #930~500nMDIESEH 575 7 = = 7L O P CIEEEK
R ERKY) Y BRLIEER VR 72,

A375P FI1HBatISE~Y I XA TS5 71 = 72 BA%S L /- £ X DERK ) U EE{LRE=E
1EH

(% control) (nM)
200 i ~ 10000
180 ] . Iats§1 SER2
5 O M5 T5TT=TRE
160 —| o AEBRE TSI TR

140 —

120

— 100

PERK/tERK
g
|

80 7

R TH\ININN,

60

40 |

20 |

1
@%90\ SLEL 22D OPDO > 2 ND OPDO PP NP g
Q

/N v

2hr 6hr 24hr
Bl 0 5757 1 =7 3~300mg/kgx G RE2: 47T 7 x =7 03~3mg/kgxk 5
2,6, 24hr © FNENARG2, 6 U 24RFFFAIZHIE L 724G 14K 0 05% HPMC-02% Tween 807K
PD901 (BPExtid) - MEKFEHIPD0325901010me/ kg% #&I 1% 5- L. 20 R IES Y > 7OV & FRELL C
pPERK= % %€
SFIE R (n=7~8). KIOMENTERZ L, BARICBIF 2152 ZD#IFHZ R L T\ b,

Jiik BRAF V600EZFbmik v bEME R AfEHRA375P FILMIIaM % 8~ 108D
MECD-1X— R~ AOR FICBME L. F2~4BMEIEESEE L T—ED
KEE (#150~200mm?) (ZHGE L 7-FF 5 C, #7972 =7 (B : 3~
300mg/kg. #EE2 : 0.3~3mg/kg) ZHIFREIIKG- L7z #%52. 65 U245 H
BRI S OSBRSS > 7OV E SR . AR R OER R 575 7 = = 7RI
WHESS Y CEB{LERKE #ELISAS v & W CIE L7z ERKY VLI K
3T RENL, AEEIC B AERKE (tERK) 12534 1) Y BE{LERK (pERK)
=D (PERK/ERK) (Zx3 2468 (%) THRL7Z
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i) IR 535

BRAF V600EZ%FEE e MEM:REAIER R AST5P FILMIEARZBAEL 72~ A28
797 x=73, 10 030mg/kg/H% 1. TRO4HB ARG L2 2hH, £
WP 502, 4R OB % TIZMEBH OERK Y » BRILASHHE S, 4B TIZZ 0
PERIZIEE AL L 720 51, TR O14H OF— SR c itk g 575
T 7 VEEIXRAEEE T, KIS 24BN Tl R OES TS TS 7 2 =TI R
HaENahorze T720 30 10K 30me/kg/ BE 5 HICBWT, MY 757227
OBEFE R I G EE I L. R OERKY v BILIHEER DR L 72,

A375P FI1#BatkBE~ I RXICHA T 571 =730meg/kg/ BEREROBE L-EED

ERK') > E&{LREEFH
(% B4F) (nM)
140 ~ 600

NIRRT STI=TRE
120 | B BRERITSTI=TRE | 500

100 —
[~ 400

80 i | i i | .
|
o | ] LEL

P:TERK

20 | Ti [ ~ 100
u
1 . [ [ r . ™
0 T T T T T T T T T T T T 0
S 2 4 8 24 2 4 8 24 2 4 8 24 (hr)
Day 1 Day 7 Day 14

AR 0 05% HPMC-02% Tween SOVAR
P fE R (n=7~8). XOHENT L, BAEEIC BT 2125 DX D ZRL T b,

7715 BRAF VO00EZ S5t v MEMREERRA3TP FIMIakE B L 72~
2N2F 757 2 =73, 10 1030meg/kg/HZ1H1E14H BREOH%S- L, 5
1. 7ROI4H D2, 4, 8% UN24RRRI £\ 2 ILife S OS> 7V 2 4R B L. 1
MONEGH S 7T 7 2 = 7RI N IESHERK Y ~ ER{LL L2 ELISAF v b
HWTHIE L72o ERKY VERIGIZ 32T, BATEIC B 2B ERKE
(tERK) 2/3 %1 VER{LERK (pERK) &=Dlt (pERK/tERK) 123§ 541
HE (%) TRL7.
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(®BRAF V600EZ E[ZME MEMEREERRA75P FIiflifatke A7) XRiEH
WETIVICH T ZEFEEEMHEIER (77 X)% 3
BRAF V600EZ%EE v MEM:REAIERASTSP FILMI R Z B L 72~ A28
797 £ =701~100mg/kg/H & 08 5- L7z & 2 A, FRARLER 72 ESE R E i e
HASFRHBNTz0 30mg/kgZ 1H1IBIO0H MI#E ¥ 5 L 7258k Cld. #%5-14H BIZHES;
OEHE A S (BRI TCI>100%) . Z LIRS IO HEGH L 72,

A375P F11#ABatkiEtE~ X6\ 2 EEIEIEhiR

(cu mm)
1000 @ BTZTI=T
] 0.1mg/kg qdx14
900
b —{=47571=7
800 — 1mg/kg qdx14
g 700 —O— 475717
7 10mg/kg qdx14
%7-1; 600
(] b @ 4TSI
g 500 - 100mg/kg qdx14
& 400 — —A— Bk
300
200
100 —
0 T \ \
15 20 25 30 (H)
\ qdx14 |
[EEBEZDOBE

AR 1 05% HPMC-02% Tween 807 TH9ME+BUERZE (n=8). qd : 1H1I1]

(cu mm)
1100 O 2757127
7 15mg/kg
1000 7 bidx14
900 ——= 475717
B 30mg/kg
[iEd 800 B qdXx14ref
11% 700 —— 57571=7
T g 30mg/kg
1‘% 600 qdX14redose
[El q 30mg/kg
400 qdx90
i — )T
300 i 100mg/kg
200 ] IP q7dx3
100 % —— R
0 T T 1 T T T T T T T T T T T T 1
26 30 34 38 42 46 50 54 58 62 66 70 74 78 82 86 90 94 (H)
qdx14
bidx14
qdx90 |
[EEREROBEE

AR 0 05% HPMC-02% Tween S80VA#  xfHRHEE LT, 4V /75 > D100mg/ kg FA1IAIFT3H 5 e #
HL70 Pl EHERE (n=7~8). bid : 1H2[A]

i1 BRAF V600EZ: B4 v MM B fE R R A375P F1IHIRak A 8~11L:E kOt
CD-1X— R A TIZBHEL ., #2~LAMBICIEETEE L T—EDOKE
& (#150~200mm?) |\ZHGl L 72t BEAEIEY 7 T 7 2 =7 R RO G L7z,
HEH D R A% M OV % % SR 22130 L CRE A RE (R X R X05) 2 Hi L 720
— 50 —



(®BRAF V600EZ £ MEMEEERRAI75P Fiifilatkz AV /v X EE
BRETTIVICH(T 2EEEENFEER (v X)%

BRAF V600EZE 52k b b B E H itk 2 v 7z~ A RFER AT TV
BWC, 777 2=2T RO NT AF =7 Z i RFFE I & R o F 2= T0H Mk
¥ G- L7282 A, BEGIETHINHINE R X & B BRI B 0 B 5- & i L Cigg S,
R R L 720

A375P FI1MIIaMIEHE~ I A4 T 71 2T XIE NI AF 2T 4 2EO0AR B M X 1
HAZE L - EDEEIEEMR (RERDO—3)

(mm3)
2000 —{—47571=730mg/ke
B (33d)2PR/8
1800
B O 75 7127300mg/kg
1600 7 (43d)2CR/8&1 PR/8
g;i; 1400 | —/\— F5XF=70.3mg/kg(36d)
= ]
14; 1200 - @ 475712730mg/ke+
] b RS %F=70.3mg/kg(90d)
% 1000 2CR/88&6 PR/8
fé 800 —O— #F(19d)
600 - T l
400 - ped
1 gl I i ,I...l.;..ll
200 B g o PRRE = Ll
0- o088 000 0P 8- ®
I I I I I I I I I 1
20 30 40 50 60 70 80 90 100 110 120(A)

BEBEEROBH

AR 0 05% HPMC-02% Tween 8074

PHE + REERRE (n=8)

HEOBIREIM SN T DRI R T, $5-HE
CEIIESARET1200mm3l 2 3E T 2 IRIE A A SN2 G, 5%k L72)

J5id: 0 A375P F1LMIHaRRZ9~10BE OMECD-1 X — N~ A0 T IR L. JEEH
EHELT—EDOREE (#108~221mm? ; FHEDFH150~154mm3) (ZHEGE L
7eRM21IHMA1C, ¥ 777227 (10, 305 0800mg/kg). FT AF=7 (01,
03mg/kg) OHEMIUIPHH (¥ 757227/ 5 AF=7 :10/01. 10/0.3.
30/0.1 % 130/0.3mg/kg/H) #1H1EI0H IR 1#%5- L, $5- 4 iS4
FEAT1200mmA & L 7235 313 2 Ol R CHe G- 2T L7z 2, JER 0K
BER O A NE L COERE AL EL (REXEE2X05) L7z,



(OBRAF V60OEZE[MGME FEMEREERRA375P Fiifllatkz AWV ARE
BHEETIVICHT 2 ESHEENHIER (v X)%?
IEARRECIIREMIE 120> & Rt ) 2 I AR AR OB N A A SN2 DR LT, §XTo
HHNPe 5B CRES B I K720 b T AF = 70.3meg/kg B 58 C LB
HIIHNIZ A < 2 5-716H B DR IS O FIgiEs o7z, BBR29H BIZHE L7
JEGARFEHYE (MTV) ROEFIRBICEAR L OFBEEIAON o7 77
77 = =730mg/kg B 5-HE Tl $eb-#942H B LA &5 O FHgGHS A H 72
A3 FRER29H BICH M LM TVIZBEAARE L L L CA R, ARz BWT
SEATEE ORNAFEZD A LNz (p<0.05 vs BAAHEE © log-rankiR7E)
5777 2 =7100mg/kg M GHE L O N 7 A F =7 1mg/ kg % G- 5 Cld ilbk
IR 2l U CHES AR N3, T S EH RO S b L L BT,
& HARP 58 L AR O AT IR OIS BEDS ALz (p<001 vs BEAHRE © log-
ranktig). —h. (Y79 7227 /b7 XF =7 :100/03% 0°30/1mg/kg/H)
2BV BIEERGEIIRIEEY 75 7 £ = 7100mg/ kg EMFR 5B R NN 5 XA F =7
Img/kg B 58 L AR CH o 7205, AFFICBI L Tld. & HAE 58 CIa bR
TETIZI0BIH2~5FIDFEC L 72 DK Ly W OGF PG D B TR E ¢
EBIDEAE L. AR L KB OAF I OMICEBEESALNIZ (p<0.001 vs
BEAREE © logrankiiE) e TN TOFEFILGHEICBWT, BHRZAEIRENT,

A375P FI1HREIEHE~ ) ADEBEIEEICWN TR E T 771 Z TR NI AFZTDMH
BspE (MTV)

(mm3) e Doree HAREE —h— AR (47571=7100me/ke:
10000 3 (05% HPMC-0.2% Tween 80;@}&_) |\5X9’-:703mg/kg)
1 —O— #7571=730mg/keB¥ —WF— B (¥ 75 71=730me/ke:
1 —{F— #7572=7100mg/kekf hIXF =T 1mg/kg)
4 —/\v— FIAF=T0.3mg/kedt
J = FIAF =T 1mg/kekE
1000
& 3
= ]
*® e
& g
& |
&
&
100 o
10 LI LI LI LI LI LI i
0 10 20 30 40 50 60 70(8)
n=10 Days



A375P FI1#BRIMRIEHE~Y I ADEFICHTBH T T2 ZTRUM I A FZTOHHE
R

(%)
100 I
90
80
70
60
&
1F 50
b2 S B Doreere PEAREE ¥
40 (0.5% HPMC-0.2% Tween 80/&7%) i
—(O— 47571=730mg/keh¥ X
30 | —{}— #757:=7100mg/kek¥
20 4 —/\— F5XF=T0.3mg/keBE Forreer Y
—— NSXF =T 1mg/ket
10 - —— AR (¥757227100mg/kg:hF#F=70.3mg/kg)
—WF— GRS (47 571=730mg/kg hI4F =7 1mg/ke)
O T T T T T T T T T T T T T T T T T T T T T T T T T |
0 10 20 30 40 50 60 70(H)
n=10 Days

A375P F11#AREtkiEHE~ I AOMTVIC RIZ T 5&

B $ 5.5 (mg/kg) ( %ggvaﬁm; "

L0k - 796
¥ TIGTr =T 30 69”
100 66*

_ . 0.3 405
NIAF =T ! o
FTTGTL T "NTRATF =T 100/0.3 56**
BEA 30/1 69**

n=9~10
HEAK £ 0.5% HPMC-0.2% Tween SO
*1p <001, **:p <0001 vs #EAARE (Kruskal-Wallis Dunn's test)

Ji: c A375P F1IMNE#k 29~ 10 Es DMECD-1 X — N~ AOF TICBAE L, Kl
BN ER L TC—EDOREIITIEL 72 ($9108~221mm? ; K H#EDF1150~
154mm?) BHE21H 212, 797 2 =7 30K U 100mg/kg). F T AF =7 (03
K& Umg/kg) OHMOUIWEERNE (5797 x=7/+F AF =7 :100/03
K O*30/1mg/kg/H) Z1H1BI60H M#E ¥ 5 L. Fe5- I o I 55 (R A 3
1000mm®|Z3E L 7255 G132 ORI T G- 2 #¢ T L7z, BIZ2m], JEREORE KR
OV 2 J5E L CIEG AR 2 S (R <2 x05) L. #ER29H H D&,
BREPOMTVER M L7z, 72, BB TRIEFRKRUOMTVER T L 72,
SRER20H HOMTV e OCHAFFIRRIZ DWW T, AR E O CREHET 21T - 72
(F#NKruskal-Wallis Dunn's test & OMlog-ranki& 7€)



3)FE/NRaiGE X B 1EA
(DBRAF V600EEZFZEEBME FIE/llafERRMVs22filatk(ICx 4 2 EE
BIEMFER (ICsofE) (in vitro)®®
BRAF V600 (A ZR%H$ HMEEMIBICN$25 757 2 =7 OHELGRR %
BRAF V600E# R FZ R0 v b IR/l HEM V5224l futk & N\ BRAF
V600E i# {72 Bl VM A E R ASTOMIERE. BRAF GA69AE(L 128 #ba
IE N AR SRR (NCI-H1395. NCI-H1755#fa#k) % HvCTin vitro TGS
L7k 2 A, MVS22MHRaRk. A375MAaRIZxT L CHIFEEIHIE 2 /R L. ZDICs0ldZ
NZN43nM. 53nMTH -7z, —F. NCI-HI1395M k. NCI-H1755fFaikizxt L
TIEW TN ITEIHIER 2R S e o 72 (ICsldZ11-241>1,000nM, >10,000nM) o
757227 R I AF =7 O (BVRERI0 1) Tid, MV522Hlifiakkic
xf L CHM L )i BEREIEIER 2R L. €DICxIE5 7T 7 = =7 & L T23nM,
NI AFZTELTO20M TH o720 T ER—Tar ATy 2 A (CD) #*FHWT
¥757 227 RO T AF =7 B RO M B EHIVEH & 2 e o B
R ICEH L 728 2 A, ¥ 797227 R NI AF =7 HRHIC L A CLICs. 1Cro
TEZNLN089, 042TH N AN SUIHFEM LR AR L7z F72. ARk
W23 L CORBREOMIEIHIERZ R L, €DICldENENY TTI 72 =T L LT
2MMBE NN T AF=T7E L C03nM, #7577 2=T7 RO MTF AF =7 HHIZL HCT
13ICs0. ICH TENZEN084, 035TH o720
*CI<09 (HFAIE). 09~11 GHAIIE) ROCI>11 (RHfer) Lasklrz.

BRAF VEOOE&I=FEER It ~3F/|llaitifEERMVE221Hlatk R Ut MBIt REE
ERAS75MIIKICH T 24 TZ 7 1 2T RU NI X FZ T OIEIBHIHIER (FAXMR)
- 5757127

—— NTAF=T
—8— 4T TTI=THIIAFZT(10:1)

MV522ififa A3751f2
~ 100 ~ 100
< o
5 5
S 75 8 754
X X
£ £
= 50 = 50
< o
) )
g 25 ry g 25
L4 L]
O T T T T 1 0 T T T T 1
0 1 10 100 1000 10000 0 1 10 100 1000 10000
47571=7[nM]
0 0.1 1 10 100 1000 0 0.1 1 10 100 1000
rFxF=7F [nM]

Tk - MVS228a ik B ONA3T5MIfaRk % 575 7 = =7 RO N T AF = THFE T CT72
MR8, CellTiterGlo7 v £ A1 & 0 A M E 2 5 HAI L. BE5E3mHE H o
[Cso X PIC% B L 720 AIZIERE (DMSO) K BEED50% M % 7R3
U E T — 5 O—Fl %R,



(@BRAF V600EE=FZEEBGME MElRafERERMV522/ifatk (& (F ZMAPK
BB FHLIUPBKERESFRRICRIT§HED
5757 = =7 IEMV225 itk K OV ASTSMIAE R I AT L T, MAPK#EHOMEK K OY
ERK. ZO NiilALiE T 2560 ¥ L& BRI L7z F/2, 7R
ADIRIETH LYIMBIPARPSFHE SN, ZOERIIHATLIVEECH o720 S5
12y MVS22HIFIRRICRT L CUlEF T T 7 2 =T R I AF =T ORHIZB VT, A375
HFARICAT L TEF 79 7 2 =7 R U b 5 XA F = 7 OEBOLUIPEHTIZ B\ TRl &
PIRIRFp27 O FEEATUHE L . I IR ER T4 1 2 ) U DIOFHIME T L7z —
T B FEHOWTIUIBWTOHPIBK Y 7 F VB O Tl &S AAKTOY)
YERAEL ANOUIZIZE A BT AL N D 57,

BRAF VEOOE&E (=T ZE R MIE/ Rkt RRMVE22Miigtkic &334 T 57127
RO T AFZT OMAPKIRZEE 5 F X ISPISKIZ IR A FHRIRICRITTRE

=
%5& 1 24hrs 48hrs
+5nM +20nM +5nM +20nM
roXF=T roxAF=T roAF=T NoAF=T

4757x=7[nM]| 0 0 100 500 | O 100 500 | O 100 500 0 0 100 500| O 100 500 | O 100 500
e - — = = == | PARP

-~ - ..._-_—---ﬂ:-;- cPARP

= e 55 5= (5 = || pERK1/201202y204]
= e e &= S (== o | PPERKIZ

RN o2

[ - || pS6[s235/236]
o S G | o G 1 1s6

T | |- - | CyclinD1
| |- — — - - |- - - G/PDH

=] _- PAKT [s473]
- - - KT

KExR2

24hrs 48hrs 72hrs
+5nM +5nM +5nM
’o*FZT ’xF=T MxF=T
4757x=7[nM]| 0 0 10 100|0 10 100 0O 0 10 100 O 10 100 0 0 10 100[{ O 10 100
- e ||| - - pPMEK[s217/221]
EEECes .| cEwEE=— = PPERK1/2[t202y204]
——— e | ememe——— e pS6[s235/236]
p27
CyclinD1
PARP
= | cPARP
MEK
ERK1/2
S6
pAKT[s473]
AKT
GAPDH

FEl: 757227 (0. 100213500nM) KOS5 AF =7 (531320nM) D
B ORI T TMVS22H itk 2 24, 48 IEREEE L 720

FEBR2 0 #7957 x2=7 (0. 10313100nM) KO FF AF=7 (5nM) OHK
PR T TMVS22MMl k%24, 48, T2RERIREAE L 720

TIAY Ty MEZENEGTF DY 287 LAV ERIE LTz,
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BRAF VE0OEE=FEEBGEE MR EEHRAI7TSMIKICHTELTIT71=2TR
WY IAFZT DMAPKRZRE D FXIIPIBKREE A FRIBICRIZTHE

?Egﬁ 1 24hrs 48hrs
+5nM +20nM +5nM +20nM
roAF=T rIAF=T roAF=T NAF=T

4757x=7[nM]| 0 0 100 500 | O 100 500 | 0 100 500 0 0 100 500 O 100 500 | O 100 500

-3 ]

PARP
CcPARP

pERK1/2[t202y204]
PPERK1/2

ERK1/2

pS6(s235/236]
s6

i - — CyclinD1
GAPDH
- == PAKT[s473]
I AKT
%5&2 24hrs 48hrs 72hrs
+5nM +5nM +5nM
NoAF=T IoAF=T No*F=T

4757x=7nM]{ 0 0 10 100/0 10 100| | O ©0 10 1000 10 100| [0 0 10 100{0 10 100
LT T S W | pMVEK([s217/221]

SS=c=_-== E258 | poERK1/2[1202y204]
. | ——

pS6(s235/236]

p27
CyclinD1

PARP
CPARP

MEK
ERK1/2

S6
pAKT[s473]
AKT
GAPDH

Jii:
FER 797 2=7 (0. 100X13500nM) KO kT xF=7 (5X1320nM) D
HOR OYBEF T CA3TGHMIak 224, A8FHIEEFE L 720
FhR2 0 5777 2=7 (0. 10301X100nM) KO FF AF=7 (5nM) OHARK
BEH T CASTSMINIRE % 24, 48, T2RFRIEEAE L 720
TIAY 70y MEZENKGTOF 837 LAV llE L7z,
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4)EREE X B1ER

(DBRAF V600EEZFEREBMEE FRRRRMEEBR KM ICH T 2 REBR
(in vitro)®¥
BRAF V60OE#EIA 2 REH T A MUIRPRA S bIEHR8505C ) UN8305CHllfatk 2
HOWTHIEER R EZRE L2 2Ah, 7T 72T R IAF =TIV E
JT8505C M NB305CHINRI 6 L CHHIEIERH 2R L7z ¥ 777 2 =7 RU'H
T AT =T QPRI LD iR E 2RO Sz,

BRAF V60OEE=FEER It NRIREE RS ELERIRS505C K V' 8305CHIAZ#k (- Xt
TEH4TIT712T RN AFZTOERNGIER (HER)

8505C

8305C
SS = 3.455

SS = 3.086

L5156 {46 47 46 47|48 50 0}
& 0547585761 148 50 4B 50|52 52 56
& 0187 38 a1 40 46 sr_wg.ﬂ i30 35 36 38)39 43 4555
g 0.0%5136 |34 |34 | 38|46 5381 ;] i20/25 27 30|35 36 4:)'43
{5 0039 30 30 28 31|40 48 58|65 113]19 24 26/30|34 39|48 63
i o0.005 2628 27|31(37 46/55/63 {10113 10 22|27 33 35| -usa
é 0.002 22|27 28|29/ 38 46|55/65 55 11 1517|2327 35 |40/59
2 6.85E-420 /23 27 28|34 43/54/64 {57 12/17|21|28/35 42|50
O 229642024 23(27/36 44 56|85 2127 35|39 /50
o 21 20/24[32 [a1/54]65 16124 323956
" ¥ T e
EEdg53888° 585483
g f ¢ 9 e g e
TRAMETINIE {ufvl} METINIE {ul)

J51d: + 8505C K VN8305CHINAMRIC KIRIED 5T T T 2 =T RN T AF =T ZENML
WINE% (Day 0) K ON144FERHEE #1412, CellTiter-Glo 7 A 12 & 0 A
Fakia 5l L 720 Day 0CoOAMIaE: ol ciiitk, i (DMSO) #%
el e L7z,



(3) fERA RIREFRA -
FHGERF

(DBRAF V600EEIZFEREMRmME FFRIRIRRMEERRMEMKRICH T DMAPKIERE S
FRERVTRI— ZCRIFTEE (in vitro)

757 =7 RN T AFZT1E, WL HAT8505C K UN8305CHI Ak I AT L
T. MAPKFEEEOERKD ) Y AL 2 ¥IHI L 720 777 22T RN T XA F =T O
FIREICIE, L0 ERBE 7)) » BRALEIHICE SRR H A7z FEIZ8305CHIE kL% L C
L BRI LD 7R =2 RAFEDOIRECTH LR RPARPOIRA DA LNz,

BRAF V60OEEzFEER M MNRIRIER 2 EEHRRE8505C K U'8305CHfa k(- Xt ¢
BT TIZT RO R TIAFZTOMAPKEB D FRIMRUV TR = RCRIZTTEE

A) 8505C P
Trestmest DS nb TRAMETIES  300nkl DASRAFENS 3000 DABRAFIME.
Wours ] M ™ 4 H T 4 ET R 4 M 90

e - — e - L

— —
—— — -__-- PPERK1Z
e s et et < e = {187

B) 8305C
# Il TRAMETIE

Treatmest [T oMl TRAMETHE  X0nkd DABRAFENE 150mM DARRATENE
Heurs ] 0 n & M mn 4 M n 4 ] i |
pre—— L . - PARP
—— | PpERX1T

—— —
— ——————— — —— Dt
HiE 757227 (300nM) HOhT AF =7 (2nM) OHEME OFEHIZBWT

8505C K U'8305CHIlak T4, 24, T2HERIBERE L 72 T AY 7 ay MEIZK
0 VERALERK R UPARPD & 787 L~V &2 llE L7z,

[VI-2. (2) 2) ®BRAF V600EZS it b IEN: B il AR AL 7 L2 B0 5 g
ERKY) Y BALIHESER (w7 R) | OIESH
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VI. EWHENREICET SIEHE

VI, AR DTS
(1) BB EARRM | FUkAL
iR

(2) ERR BE CHESE | 1) BAAIHER
Shizm+iRE | OBRF1160565:5%%

HANEHEEZE12B0125 757 2 =775~150mg (e 70 XAT—AH T +1)) %2
JERFIC BRI G- Lz & & MEER 577 7 = = 78 I3 5 1.0~ 4.0 £ 1 28k
K& olz, €DK, NS 757 2 = 7HEE, ZAHEZRLTRT L, HEF
B (Tie) 13F95~15HETH 5720 Cmax L PAUCo1mtE75meE & 100mgHEn ¢
I G-EREINCAECEIN L 7275, 100mghE & 150mghE LR Th o720 AEH G-
DIMEER Y77 7 £ =7 D AUCul F AL 555 & A THR40%HA L, 757 x
= TRBOBCFEIRIE SN2, MEEFY 757 2 = 7R, 5% 21HE
FTIIERIRBISET 5L E R HNI,

BAANEMEEEICH 7571 27150mge ERRUREROKSE L L2 DMFEHL
75712 TREH%E

(ng/mL)
3000
—O— 1BE(h=6)
25004 || | A 2188 (n=5)
FEHEERE
1m
%
+
=
=
i Q
12 18 24 (B%f)

15 1% REE

) AFOAZ SN TV LREIUIRIIUTOLB) TH 5.
OBRAFEAR AR 2 A »EME MR
OBRAFBIZTARZ AT HYIBRAREZEST - FIIE0 I/ ML IGE
OFEHER 72 {697 7 Wk 2 BRAFAR 258 % 9 A AT - IO TS R - E e 2 B <)
OBRAFERF AR 2§ 5 P33 MG TEO A BN E M
RFNOERREN T HEROCHEL [V-3 HiEROCHE] 220352 L,




HARABEMZEEICHA T 57 1=2775~150mg 2 BERIRUREROHS LA LEDM
RS T T 12T DENEEINT A -5

hm= %5 Cmax Tmax AUCo12n T2
(mg) (n) (ng/mL) (hr) (ng-hr/mL) (hr)
- 3 1390 398 4630 15.2
(299) (3.00-4.02) (35.6) (2140.1)
1 3810 1.00 11400 13.1
i ; (322) | (093195) |  (429) (55.4)
150 6 2410 247 9240 507
(40.1) (0.98-4.00) (29.3) (47.0)2
- 5 1430 3.00 2850 -
(755) (153-4.03) (415)
21
| 100 5 2900 098 6020 )
H (22.1) (0.93-2.00) (17.3)
2080 147 5900
150 0 (370) | (100298) | (333)

AP (ABRE%) . Tmaxidhokfi (FEpH)

a:n=b

(2BRF113683:8& (SEADT—4)1

YL OBRAF V600E

|==]
s
A

e AT ARG YBRARZEEREEEZICY 777227

150mg# 1H 20, SAEHS- L 68 HIZHRERFIYERIMIC £ O SEWENRE/ ST X — & 2R H L 7=
LZA, MR Y 7T 7 2 = 7RISR R AR E 720D . AUCko X U Cmax D
i F3ME (%CV) 1Z, 1 FN4341ng - hr/mL (38%) % 1°1478ng/mL (37%) Td -7,

HEABMEREEEEICA T 771 27150mge RIERORES LI-EZDMFEFS TS

T 12T DEYEREINT X — 4

= B Cmax Tmax AUCo120
(mg) (n) (ng/mL) (hr) (ng-hr/mL)
1478 1.93 4341
150 17 (37) (0.92-6.00) (38)

ATPIgE (LBRE%) . TmaxidrhJufE (#EFH)
1961426113638 HIZ1HE200mg 7 i G- SN 7z ZR it st I BRI L 726

TE) AHI DGR E T D ATE
OBRAFBIZTARZH S A EMRGIE
OBRAFMBAZTARZ AT HYIBRAREZEST - FRFED I/ ML
OREHERY 720 {657 " Wk 7 BRAFAR 25 % 9 A AT - FFFe O BT Rl - e 2 B <)
OBRAFBIR AR ZH S A HIEUTEEATED A THIL H 1005
AFNDOARINT VL FHER ORI [V-3 BELUHE] 22H322 L,

FRIEDTOLEBY TH S,




2) AR

OENSE I/ I1EEEKEE (MEK116885 55%)”
%757 x2=7150mgk b T AF =7 2mgDOPEHEGICB VT, ¥ 777 =713
CH% G-I E N, 34757 2 =7 O Tmax (HJfE) (ZHE KO
21H M1 H2M SR G- & BICHI2KE I CH o 70 BRI OIEETh 575 7 2 =
TDOAUCLal T B AP G L ) i A L7-2enn, #7597 e =7 IHC R R
FES LU EEATRIE SNz MEEF DY T T T 22T DT 7IEEIZSEE TIZE
HIRREIET B EEZ 5N,

BARANEREBEICH 757 =27150mgI H2EIKR U b X F =7 2mgI H1E % BE &
UREROIE L EDMFEFL T 57 1 =T DENEIRE/INT X —4

H N Cmax Tmax AUCo.12n AUCo.nt T2
(ng/mL) (hr) (ng-hr/mL) | (ng-hr/mL) (hr)

1 6 2497(69.7) | 24(14,39) | 11415(41.3) | 13486(369) | 4.9(45.2)

21 6 3431(12.0) | 1.7(1.0, 20) | 10138(33.1) - -

TmaxidhJufl (FEFH) . ZHLINIRM T (ZERE%) 2308 (n=10% 138 511E)




@iBseE 1/ 14EEKZER (BRF11322058k. SEADT —42)3%
BRAFBIZFER BT HEMRAEEE1I0FIZY 7T 7 2 =7 75~150mgl H 20
BRI NIEY 7T 7 2 =775~150mgl H2[ K N 7 25 =7 2mgl H1lal % R AR 5-
L7z
%757 2 =7150mgBIDIEH G # DY 757 2 =T DAUCa FGHETH5H12
K E COAUC) 1 ZRIEHFEGFEL ) T L. AUCD2IHB/IHE]IZY 7T 7 =
=T HEFG KO T A F =7 2mg PR G- T K 4065 K U073 TH - 72,

AT T71ZTEES LRI TS TIZTENIAF T HABRS L EOMFERS TS5 7 1 Z T DEYFEE
INTGA—&

5757 =T 75mgl H2[H] 75mgl H2JH] 150mg1H2[] 150mg1 H 2
’NAF=THE - 2mglH1H] - 2mgl1H1[H
1HH |n 15 15 14 15
Tmax 200 200 200 150
(hr) (1.00-3.00) (1.00-3.00) (1.00-6.00) (1.00-10.0)
Cmax 1117(375) 1277(63.7) 1669(92.7) 2289 (68.3)
(ng/mL)
AUCu
3593(33.0) 4618(51.8) 6507 (78.1)% 7331(61.6)
(ng - hr/mL)
AUCinf b b
3982(32.0) 5321 (41.1)% 7291(769)% 8152(62.2)
(ng-hr/mL)
(Tﬁg 38(23.3)" 39(21.0)* 41(199)* 36(364)"
21HE |n 14 14 11 12
Tmax 150 175 155 150
(hr) (1.00-2.00) (1.00-3.00) (0.98-3.00) (1.00-3.00)
s 1050(47.0) 1217(572) 1746 (40.5) 2052(56.0)
(ng/mL)
AUCtau
3020 (42.2) 3434(45.1) 4663 (44.2) 5886(40.0)
(ng - hr/mL)
Curoug 28.0(175) 63.3(149) 774(215) 72.1(106)
(ng/mL)
21HH/
AUCu 0.85(38.6) 0.71(34.6) 0.65(79.5) 0.73(42.7)
1HHK
ST CEBIRE) . Tmaxl kbl (fp)
a:n=13
b :n=14




Qs B MAEEERAER (MEK1153065K8k. SEIADT —4)10

BRAF V600E/KZF% A3 AHUGYIRARZEMREEERIY 7772272}
FIO LIS T I 72 =T b T AF =T %I G- L7z ¥ 797 2 =713150mgx
LH2[E], FFAF =713 2mgx 1HIRIRAE G- L7z BF FIFREEREICIZ21160, HAE
FEIIZ212B0 OB ERE DA AN S AL, SEYBYREMAT R G5 1 L PR A T 203
Bl HAPEFRETLIBITH 5720

5757 =T R OEDOEH YOI L, HAEER L G cB BTN
BETHY, NIAFZTIEY T I 72T OREEIEEE RITE Dol 4
H14' 757 2 =7 O GRTEE O ILEIZ299~447Tng/mLTH ) . 551~ 3
Te O 4~6H5 R Tl FE DS A - 720

EMBEEEBEEICA T I 7 27150mglH2R 2 BHH LI T X F=T2mgliH1ME
EHBATRERS L EDMFERE TS T 1 Z T DEYEIRE/ISS X — &

- - Y757 =T S NTATF =T YTITL =T
RECRERT | BRF PS5 A
83l ORg ] ($5-717) 33.8[176] 229[170]
83 1~ 3 1195.0[176] 1275.0[176]
83l 4~ Gl 375.0[173] 390.0[171]
1638 ¥ G- 44.7(179] 40.2[162]
2438 P - 39.4[157] 33.3[130]

a: —EBOBARIZIR G-t ORI
7 =% &g (ng/mL) [n]

@EPEHFEIE MAHERKGER (F230153E8) Y
BRAF V600E/KZREH T AFIENA ) A7 OERBAEOMHZEEIZBNT, ¥
757 2 =7150mgZx1H2l[A & b T AF =7 2mg% 1H 1A G- L 72358 Ol
FE2 e L 72,
BHRGEL 3. 6. ONI2y HDY 757 2 =7 O GRHEE O ILEIL, 229~
104ng/mLT&H -7z

EMEBEEEBEOMBEEZICZ4TST7=27150mgl H2ERI R UM S XF =7 2mg1 B1E%{3
BTREZROBEL-EXDEZ TSI OMmFEFERE

P 5-BAG I Bl (n) 5 (ng/mL)?
1A P - 3 74.0(60.8-1310)
37H e 2 104(75.9-132)
67 e 51 5 22.9(8.84-154)
9% H P55 7 60.7(15.5-314)
1241 51 11 76.3(5.18-611)

a) WA (fe/MIE-f KA




GEFHFISE 1 EERRER (E22015(5%) 79
BRAF V600E#(n T2 5% H T 2 YIBEARe 2 81T -
T, 797 x2=7150mg%&1H2[A& » T AF =7 2mgx 1H1RPHHES (2F—FB:
HAANBIESB], HARANIBIEGE) Lizk EOMmMETEEE, 7572 =7150mg
Z1H2EF S (8= A A ANEIESAE. HARNBIE ) L& 2ol
B L gL 720
%777 =7150mgl H2[#% 58D ¥ 77 7 = = 7 OIS EE O Al (F/h
- KfE) 1 X, A= BRI HR— FAIZBWT, SHAREOHKGHIT702 (15-3340)
ng/mL& 0404 (7-230) ng/mL. #5-1%1~3FT1640.0 (412-4140) ng/mLK% Y
20383 (16-4433) ng/mLTH V. IRx— FBRUAIZBIT L EHIFHIZFEFEE TH -7z,

RO MR EE B

BRI EEEICH T 571 27150mgE 1 H2RIRER DR S L ALENS T 57127 D MEEFIRRE (ng/mL)

Y TTT =T+ MNIAF =T Y TITT =T
= e [ (2—MB) (aF—hA)
H YLl (n) /M- KAH HgLfiE (n) e/ IMiE- K AE
3.8 Erasaill 70.2(19) 15-3340 40.4(20) 7-230
Y51~ 3 1640.0(37) 412-4140 2038.3(63) 16-4433
618 B 46.3(3) 33-217 64.4(34) 12-1506
5% 936.0(25) 55-3200 336.6(14) 18-1707
1248 B 5T 115.3(2) 61-170 454(19) 16-177
B 518.0(27) 128-2700 254.6(12) 82128
18 B 5Hr 835(3) 61-87 425(16) 7-205
5% 546.0(27) 10-2980 1496(11) 17-1787
) ARFOEEINTH LR ISR TOLBY) Th b,
OBRAFB{aT AR A3 5 EMEEAE
OBRAF#I{ZTFER%H T HYIRARE 2 EST - FEFE O I/t
OREHE Y 72 V58 R 22 BRAFAL TR A T 5 AT - TS O BIIESS G5 - I8 % 1 )
OBRAFBAL TR %A % 5 T HEE O A T H IE
KA OKBENTV L TR (V3 HERCHE] 3BT 2 2L,
(3) hE MR L

(4) &% - HrAED

B/ 388
2E

NBED
HHE BTG B Z 145757 = =7 150mex EhElf - mhay) — B Ak Hh
BS- L 72, AUCK OCmaxl3 & F IR TEFNENFIZIL UB1%IE T L 72,
F72, EHEOTmax (6EFH) AT Q) ICHRTERIEL 720

(BRF113468:8%. SHEADT —4%)%7



HNEABMEEREICHATI71=7150mge B T £ 3SiEH - 510U —BEE%
(CHEERRES L& EOMBERLE T 57 1 27 BEHE

(ng/mL)
2500
10,000
—@— AT
= 1000
2000 .O ..... %HEE}J_‘
ZHOU—8#% 100
F131E, n= 10
fm 1500 FaE, n=14
5%
FP 24 48 72 96
P
E 1000
soo| O WO

[ T
0 4 8 12 16 20 24 (BFRS)
HBE %R

HEANEMEEEICEZT 771 27150megeitR T £ /-135Ek - &0 —RER®E
(CHEES L= EXDMRBFT TS5 T 1 =T DEENRE/INT X —4

SEERE T A—5 ET %ﬁiﬂjﬁiﬁﬁ& <9£|5%)Zfé1>
Crmax (ng/mL) 2160(56) 1066 (50) (O.S%%(?.69)
élicﬁ; /L) 11842(49) 8329(41) (O.5%—7(885>
Tmax (hr) 20(1.0-4.0) 6.0(2.0-100) <2.3?§_6§ o)
Ty (hr) 84(113)* 10.6(104)* -

AP (% CV). Tmaxidhdefd (#iFH) n=14. *n=13
s - o) — AR EREA T, Tmaxidh I oz

2) HFAROZE

PEANC X028 % RS HANI WL V7. MHEEH] ome SRy 52 L,

OrZXxFZT GHEADT—5)%
AENETZHE EELTEINC b T A F =7 2mgD L HIRRAEZRE O 5-£ 757 2 =7
150mgD 1 H 2 AR 14 G- % PR L 72iRg, I3 75 7 = =7 DCmax K FAUC
(& ¥ 777 2 =T HMHR SRR T, 28 Nify16% M U23%HE L 720

@QFNFT V=V (FArRCTHER. HEADT —45)%
ME TR BTN T R T T — W 40mgD I HIR GR35 £ 5 757 = =7
150mgDIH2M SRR % 5% B L 728 &, 797 = = 7 B 52 T
45757 2 =7 DOCmaxiZ12%H A L. AUCuulE3%E40 L 720 Tmax. CLss/F. Cuu
(PG HMEE TR GHI N 7E) RUT 757 =7 EREDOAUCLILIZY 75
T T MG YT 5T 2 2T e T RT 5= VOB SR THEL T,
— 65 —



VI-2. MR EFRI/N D
x—=5
(1) B 753
(2) TRAER FE TE £

Q) HREEEH

@ 7IF7S52R

(5) B EtE

(6) Z Dt

VI-3. BEMH (FE1L—
> ar) @i
(1) BB 75 3%

2)INTA—%
TEHER

) A=k AV NEFIV (BIFEE)
BRI L

HARNE R EZ 120257 T 7 2 =7 75~150mg% Z2 IR IS B 1% G- L7 & 2 0
¥ 57T 7 2 =7 DK E 1300456 ~0137 1/hr Tdo > 729

BRF113479:8% UEADT —4)%
AV E BTG B ZABNC[MC] 575 7 = =750 u g% HIEERIRN P 5 L 7- & X olnsE s 1)
75 AZ120L/hr T 577,

BRF113479:8% (UEADT —4)%
AHE N ETERE B Z 46N [MC) Y 75 7 = =750 u g% MR 5- L 72 & XO5F %
F&IZ455LTH -7,

FrzZe L

LRI OMRIR DS 7 7 4 D% kD222 78—k A2 NEFIL

1) RABMEEREENRE U BREBROGEHEIT GIEADT—42)%

AVEIN BT 5956 [7 79 7 « = 7HFOF 1T HEGRHER (BRF11268035%) |
55 LA B U5 MM G R E88%  (BRF113710. BRF113929 % U'BRF113683:%5%) 1 o 1fil
BRI T — & (n=3787) % Fl\» CHRHENISE BHREMIAT 2 F2hti L 72,

AR S OV
WHWEREDY 757 227 ORIA2 )T 5~ A (CL/F) IZBMEE LD H9%EA - 72,
F7o, BREIZY T T 7 2 =T OCL/FISH 8% KT T 00, HEHMIMUE (50kg) X
dEME (140kg) OEBEIZBIT DY ERE/ YT 2 —% (Cmax., AUCoznM U Cu) %
FUL72AER. TN OAREI kgD IR 72 HEH D £ 20% LN TH 720 ZDT &
Oy KREROMNDY 777 2 =7 OFYEREI KT BTN S e EZHNTz,

- ARG
AE G2 60F A (n=468). 65/%LL LA D75 (n=95) KU75L L (n=32) @
SERICIE ML L CREEMEBEMBIREZ MG L2 A, 797 2 = 7T OBRE R IZEH
I B AL T ST, CL/FOREM 2 (65 A O & O ) 135% A TH - 72,
SO END, DY T T 2 =T OB NITTREIINSWEE Z STz,

PR R O R
FEIE R O IEOBHRREIL T, BEEORHHAEILT 12577 7 = = 7 OCL/F R UL
PRI R RIE S B o7
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VI-4. TR4R

VI-5. 9%
(1) M % — B RE Y&
B

(2) Mm% — Ba#&RAFT
iR

(3) A~ DBITH

(4) BERN DT

2) NREMEEEREEWREUABEABROGAER (BXA. SEADT—4)
6~17RD/NRBIERE (HAANEED) 1096 [¥75 7227 GROFEFESUIFE
WARBLH]) DOHFIFRG UL T X F =7 L O %GO T/ ITH K O T AR B
(A2102, X2101, K U'G22013kB8)] 12, #7597 = =7 ZAKEAHIE L 72 F & CHIE LU
RAE#H G- L7 & SICE SN hiERE 7T — 4 (n=1161) % v CREE R B RE AR
W A St L 720
INBRHEFIEEYEIREE TV TIE, 797 22T DRNTDOZ )T T2 A, HpFoh
DT YIR= AL FOGAERRIK LT, REPFELLER TH o7z, FlnEAEIX
THEHF-TH DT ED D, REFT VO L L TERELEIRL 72,

XN A TAXALSEY T ¢ (BRF113479:88%. SHEADT —45)39
SENETEREEEABI O~ A 70 K= X BT, ¥ 757 £ =7150mg% BRI 5-
L7z, MC1¥ 77 7 = =750 u gD HREFIRNFE 518 BAERT BN A 4 7 XA Z
V)7 113945% Tdr > 720

WRIDCERAE, WU, B R « R E R L

RS L
<BESBT—Y
ER 2 MM ORIV TIE, 77 MRS — 7 V4757 1=

KK OISR Y797 2 =7 Dlemg/kgx HINE RN G- 0 7 % IO PE T % 2
b, ¥ 777 =T IERNNIT L W2 EAVRE NIz,

RLER L

MEA R L

ER R L



(5) Z DALDHEREA
DT

(6) MIREBEFEAE

R R L

<EE>EWT—%

MEOHET v M[UCIF 7T 7 2 =7 10mg/kg % HIAFE OG- L 72 & & DN
BEA R L7z HECIZIE RIS XL CHBRIZ AR L7228, THILE R (R
173563 ug eq./g) KOG (RmEl2872ug eq/g) %k EHARNIEED 2 ug eq/g% il
Z ORI <L BTRE. B, BT R O A B SR L CHBRPIIE BRI R & )
b o7z HYBEDE XTI L A ORI T GARFHIRITR b E . ZDHRAT =
EHEMM (NI, HEEOEORIEE) 2505 O/ TG 24 % F T2
e TR (0040ug eq/g) A& ), #5-35HHE TIUL TN TOMM TER TR
KL ootz T2, WNRBEIZWTNOUEREIZBWTHER FTRKMTH o7z,
M CORMBAN TS BBURQRELFEIFKTH Y, HSILEEEIASNE o7,

<SE>EWT—¥

D A375P F1LMIBIMRFERE~ 7 A2 %75 7 = =7 30mg/kg/ H %5 H I AR R 4% 5-
L7z EDEEHDY 757 2 =7 RO O W TRE R VIS~ ORATZ T2
PIRES U720 TEBE ISR, VR VR, IKERILA R OB A T VIR SRR S
AUCodZZF 211250, 7180, 221} 1¥3370ng - hr/mLTa -7,

<BE>SEHWT—5

MEDIEFECD-1~ 7 A 75 7 = =730mg/kg/H % 220 BRI G- Lz L&Dy T 5
7 =7 RO (VR VER, KERAUAR I O A T OUVIR) OMBRIN AT IS DT,
LC-MS (&) KUOMALDLIMS CEEER) & W THiRE L72e LC-MSOKHED S,
WEs L7293 RCOMBRIC BT, MR OREHEWEE (Cmax) 137V AR Y BRIED K
bEDoTe 797 2 =7 RO O S Cmaxid, IM4EH12~<T03~18
RBTholze FEEVBETIZ, ¥ 797227 RURBWO VTN iR A
LTWeo =, HiRMTIE, ¥ 797227, HIVE VR R O A F VAR AR
ThY., KEURIEETE LD o7, WMANICBWT, ¥ 777227, VR BRIE
T OBEA FARDSIRIL S 725, ZAUSIRRNICFRAT L 72 i O L E 2 Tz,
MALDLIIMSO#ERIZOWTIE, #VER Y EREZERE, LCMSERBROME RSN,
BRI BNT, HVR VA GUEBFEOHFRTHLA VAR F 2 AL E L B 70015 L7
DIIFEA T VAR) ZEICEREEREIC. 7797 2 =7 R OKB LRI IR E IR
LTw/z,

In vitroDT — &4
Y777 =70k MIBEEHEEZIZ97% TH o7z,
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VI-6. X35
(1) RSB R O
SRR

QRBICEET S
B% (CYPE) @
SFE. FE5E

1) USSR AL
E & LTHFE

2) X EHEEE

(DBRF1137715%8& (in vitro)*?
7757 x =713 FIZCYP2C8 L IBA4IC & ) K LARICACEF 2, B ICCYP3A4IZ
I INKR VBRI SN0 T2 DVR U BIRIIERERIIC A F UL E .,
i A FLRIZCYP3A4IZ L ) R sz,

@9HEIA&U%‘EI$ND%‘—9
g WZHIVR VRS S (IR R REOR954%) (PREIN) ),
%@ﬁﬁ it7%)vﬁ§7b>ﬁ LS NTIRERALAR, Bl VR VB S 72 A T VAR D3
sz GHEAROHARN)S 9,

oS
HTE AR
,,Z\IHZ _’Z\IHz "z\le
N N N
N / CYP2C8 8 / A /
E CYP3A4 F CYP3A4 A
@En &cm——@n 3 on —= (L
00 Hsc CHs CHe F O 0 CHa
47571=7 RP,RF 71(&1!:{25 RP, RF, RU HIVKRCBRR RP, RB, RF, RU
DP, DF DP, DF DP#, DF
HP, HF HP, HF, HU l HP, HF, HU
NHz NHz
N'—’<N N:(N
\_7 \ /
F F
HoD / S CHs CHs
sN N )\(
F OO CHs E O” 0 CHs
OGu
M3 RB BixFivik  RP,RB, RF
HU DF
CYP3A4 l HP, HF, HU

A

RP: vk RB: ZvhBit RF: Svh3#. RU : SRR
DP : A XM %%, DF : 1 X3
HP : ERLEE. HF : EREE HU : ERR

#HEDH

M26 DP
HP, HF, HU

1)XEBER (in vitro)*?

In vitrol2B\WTC, 7572 =713CYP2C8. 3A4KU2CUZ L DA S, &R D
FHRIZZFNZNH56. 23K 10% TH o720 T2 KERILAIZCYP3A4IZ X A3 &
. A FVARIZEICCYP3A4IZ L), —FRIZCYP2COK UN2CI0Z X DR S aize
R VBRIV T NOCYPREILRTORE@ S o7z,



(3) ¥MIELE: @RI R D
FERVUZOE

A
(=]

(4) R D5EHED
BRRUEML.
Tt

2) (XEHBERBEE/ER (in vitro)*

EMNFI 70V —AIZBITEY 7T 7227 DCYPIA2, 2A6. 2B6. 2C8. 2C9. 2C19.
2D6 K UBAARRENERIZOW TGS L7z ¥ 797 == 713CYP1A2, 2C8. 2C9. 2C19
K OBA4% HEL 720

JFI7uy =228 50K VERIE, KUK OB A FVIEOCYP1A2, 2A6.
2B6. 2C8. 2C9. 2C19. 2D6% O3AARHENERIZOWTHGT L72e VR VRIS
NOCYPOHEL edr o7z KEALKIZCYPLA2, 2COK UNBA4%THE L 720 ATV
KIZCYP2B6. 2C8. 2C9, 2C19M UBA4%THEL 72,

) KEABERFZE(EA (in vitro)*®

t MNFHIREIZ Y797 2 =701~100u ME AL, 4885 4 > F 2 X—hL72E ED
CYPLA2. 2B6} UN3A4OmRNA®EZ#I%E L. CYPREEIERIZ DWW THRET L 72,0
5757 2= 71330 u MTCYP2B6 2 0F3A4DmRNA & % Z 12132 [ US30f5 | 2B &
o, FOFBIIGESIRTHL T2 b U R 77 VS VDFNEN32R L5
THo720 CYPIA2IZH L CIIIREIREDI00uMTHFEIIA SN 2D o7z Doz k
Mo, 757 = TIRIZB W T O CYP2B6 K UBA4% B S S ReMEA S 2 Sz,

BRI L

BRF11346355& SHEADT —%)% 9

BRAF V600Z %% 43 LEHEEEIC [C] 797 2=7D9%mg (80uCi) %
RO G- Lz &, AEh O LY S EIZ 57 T 7 « =7 REALE K O 3FE
DR OKBRILE, 7IVERVBRIER DA F V) THY . SRS gEED
6% % 50720 ¥ 7T 7 = =7 RKERIZMAE R REOR11% % o 7255, 1EdhT
VR VEREDS R D & St &7 (IR o SEY BRI E Y E 0 #954%) « ST O
AUConDRZAURIZ AT 284 (M/PH) 1 3KBE LA TRIOT5, 71V AR v ERIATHI49,
i A T AR THI026Td - 729

BRAF V600EZE$, BRAF V600KZ: 5K U p ERKIZA§ A ICs % Hll5E L 725 5, AL
WD HIKBRIAR L i A F OVARIZTEEE G 5 W REEAVRIE S 1720,

ST 571 2T RUKEHMDOEIRESE

ICs0 [nM]
/= F77T =T IKERALAA TV VR P AT VAR
BRAF V600E? 0.65 19 16.6 11
BRAF V600K? 0.50 13 6.3 0.56
pERKP 9 7 156 8

a:n=2. b:n=1~2

TE) AHI DGR ST B ATHE
OBRAFEAR AR e A MR R
OBRAFBAZTARZ AT S YIBRAREZEST - FRIED I/ L iE
OREHEM 72 {697 7 Wk 2 BRAFIAR 254 % 49 A AT - FFFe O ETAMESS (Rl - R 2 B <)
OBRAFBIR AR ZH S A HIEUTEETE DA THINE H 1%
AFNDAR SN T VL FHER ORI [V-3 HELUHE] 22H3 22 Lo

WBEERIIDTT O LB TH S,




BRF1160565:5&%
HARNEEEZ12601285 75 7 + = 775~150mg % Z2 2 B [a] K OSBRI 5- L
7ok EOMHFEP B OSEYBIFE NT A= 71U TF D LB TH -7z,

HARABEMEEEICATZ71=2775~150mg 2 BERIRUREROHS LA EDM
RPCEMDENENRE/NT X — &

5= | H%| Cmax Tmax AUCo12n T

(mg) | (n) | (hg/mL) (hr) (ng-hr/mL) (hr)

R <27§.€;> <3.9Z§-04802> 37100187) (17755).26>

ekt | w00 | 30| 200 2 asoaon | 2L
150 1 6 <14275§> <1.9Z§-052.95> 6520(39.9) <21103§3>

o3 <23789g> <7.9%?£92> 18400(499) ﬁ(l);)

Emw\vﬁ% 100 | 3 <?§974§> (6.017(?{)1.7) 30200(186) éf&
15 | 6 4oy | (sovass) | 00676 | o

R <2§1§> <23§i417.8> 133(42.1) <égig>

BiAFLfE | 100 | 3 é;‘; (23%5%54& 266 (48.9) égg)
15 | 6 o1 | aoosan | BTABD | oy

o3 <§?§> <1‘5?§3803> 2550(98) }

KEEALSE | 100 | 3 (1441?% (0.9%?50()) 4380(321) | -
10 | 5 | ge | (onsop | MEOEO | -

B3| ) | ooaoy | 209 | -

%mm‘ym&ﬁs 100 | 3 &8185) <2.728'?515> 85200(529) | -
150 | 5 (%351??) <3.045'f)6900> 84100(205) | -

©o 3 <13252(.34> <o.02(f9997> 24701479) }

BiAFafk | 100 | 3 <§’11'52> (2'%?219 340(342) | -
1019 <§85.(;> <3.ot?102.1> 410(557) }

APIgE (LERE%) . Tmaxidrgufi (FEFH)



VI-7. st

VI-8. h T2 AK—4—
ICBAY 2 1EH

VI-9. BFICL BB E
$

BRF113463:5& HEADT —4)%

HVE N TSR AN [(MCI Y 75 7 £ =7 D%mg (BEH) % BB %S L 72k,
PRIEFUCIEA G- D93 8% AL S A7z (G- 24005 0) o BUFRED EHEMHRE R 13 3
(FH-EOFTLI%) THY . JRAPIZIE227%HS IS 720

[“Cl# 727127 DEERIBMgZ HEROKRS LzeED [“CI4TZ771=27D
EILNES
(%)

100

80
B 60 T /i a7t
o 1 T/ &7 —O— ReRERE
l% A ..... ﬁ;ﬁ@qy;&z
z 107 —— #ERE

5 0—6—0
20 T T ?

FIELRERE, n=4
B L A A

0 24 48 72 96 120 144 168 192 216 240(R:R)
BE %R
) ARFN OB EN T VBB UIRI BRI T EB ) TH 5,
OBRAFBGTER A G 4 EERONE
OBRAFBIET AR % AT 2 YBARE R MEAT - FEESO IR/ NI
ORZHEN 72 G HR DN EE 72 BRAFTE A T AR % A3 5 AT - RO EIESS Gl - mhE 2 B )
OBRAFB{rT 2R % A 5 T3 T HEE M o A T 1 5
KENDOEKEENTWLHEROHEZ V3. BERVCHEE] 22B452 L,

1) T2 ZAR=E—IZL B8 (in vitro)*”

5757 2 =7 IPHERFE (Pgp) K UV~ 7 Abreast cancer resistance protein (BCRP)
1OFEE TH - 7273, organic cation transporter (OCT) 1. organic anion transporting
polypeptide (OATP) 1A2. OATPIBL. OATPIB3} U*OATP2B1DOEE TldZeh -7z,

2) NI RAR—2—FHEIEA (in vitro)®

57572 =713Pgpx HEL %4 - 727%, BCRP. OATP1Bl., OATPIB3, OATI,
OAT3KUFOCT2% 10 u MA DICsTRHE L. BCRP% 200 u MO i 5558 £ T D A [H
EL 720 HIVERUEEAKRIZOATPIBI. OATPIB3K UFOAT3% ., KEE{LIAIZBCRP.
OATPIB1., OATPIB3. OATIKUOAT3% . MNP A F IV KIZBCRP. OATP1BI,
OATPIB3. OAT1. OAT3MUFOCT2%fHE L 720

R L



VI-10. HFEDNE =

EE

VI-11. ZOfth

EHY

R

HARNZ & Te/NEBREEL1096] (6~17i%) 12, ¥ 777 =T R RERIEL7-HET
HADUIR RS- L7z & SN E T — % (n=1161) % v CRHEERZE
WEIRER AT L7 NEBREDY 757 2 2T OEEIREIZBITAADITOFES)
77 AFEMEIZ19413L/hTH D . FEINGZWAPTOINZ ) 7 T v A FHER
14077L/hTH Y . AN RORERT — & % 32 L 7 FHEFIERYBIREMAT £ T IV L 5
Tl L MR TH o7,

4B, Ukl EI8 A O BRAF V600iE (a2 R 2 H 3 A5 ITEEEWHO grade
LZ20MREBIE, LT > 7 v ZHBSARRERE O g & G & L 72X 2101 548%
(/X=HRD) 1I2BWT, 6K (661) 121347972 =7525mg/kg/H (1H20[E])
N7 AF=70032 mg/kg/H (1H1E) PEAHEDE. 6~11%I2I1L5 7T 7 = =7525mg/
kg/H (QH2E) /b7 AF=70025 mg/kg/H (QH1E) PEAEEE, 12~17HI2IE5 T
77 x=745mg/kg/H (1H2IA]) / FF AF=70025 mg/kg/H (A1H1R) BEHEEE .
28HIEIH A 7 V& L TR G- L2 L SO A 7 VIS HHOEHIREIC BT 5 5
757 2 =T DEYEIRE ST A= F T DL BY) TH-72

INBEEREICA TSI TI T E NI AF T e A TREROKRS L-EEDE TS
T 1T DEMEEE/INT X —4 (X21015E8. /¥— D)

1k, ?&%‘% 5 CmaX Tmax*z AUCtau
i X yax 3| 5] F
SRS (mg/kg) (ES (ug/mL) (h) (ug+-h/mL)
ZE)E,U\J: 2695 6 1.84 1.00 4.15
G A TG (35.2) (1.00, 3.00) (30.2)
65}‘31_:‘: 2625 1 1.63 1.00 457
125 A i (54.8) (1.00, 3.00) (394)
SN 0.995 2.00 343
1201 225 10 (73.0) (1,00, 3.00) (52.1)

REATTIgME GRITAEEDRE%)
*1 ZRAOBETHAANSN o7
#*2 Ll (e ME, R fE)

T2zl




I-1. EERNRE
ZDIEH

U

WI'Z. ?_Tl‘\m';é"t %o)ﬂ

[

H

VI-3. hEER (3 xh R (CEF
ETRIEEZOD
T2

VI-4. FiER O FEICES
ETHREBLTIO
i 2]

VI 224 (ERALDFES) (CEAT 51HH

1. B4
-5 A

1.1 K&, FESECTIMRICTEIERMRICEVT, PALEEEIC TR LR
o REREFHOEMNS LT, FHOKREN EY)EHEH SO BEFICOVTD
HE5ETBHE, £ BRERRKICEKILS. BEIZOREKEICHEMERVE
fRitZE+2EEAL. REERTHSIERETEHIE,

(B%3K)

RHNOF G, BEOREMMERIECIEIEFHOBISEA S, BRI T35 T & D EF MR
Ty DSAACEREDN 3 ek - FEBRE R OBEMO L & T AR K BI0EHNEY) & < b
FEBNZ DARIEG- AT ) BN B DH T EPHRRIE LTz E2. RAOHEGIZH 2o TiE, BEXIE
ZOFREK LA L BRI oW THIZHIL . REER S THrOIRGE2IET 5 &) ii#
L7z

2. 832 (ROBEIZIIBELLEWVNIE)
2. 1 RANDOE 3 LB BUE DB ERE DS 5 B
2. 2 IR IR L C W A REME O 3 5 401k [9. 55 ]

(ARE%)

2. 1 RO LS HUE OB O & 2 BE I ARK 25 L 72, EE 2B EUEER A
HI B RESEZONLZ LD, —FNREFERE L THRE LTz, AHOFGIZEEL TE
M2 x T 2AT v RENORSHH U CHRBECEDBEEEEA AL 728561203, &5 Lank
HREHk L 720

2. 2 B FEEIC B TRTEEIEE SN TW 720, HIRUIEIRL T A et S 2 itk
WG RETHRWIEDHRE LT, (V6. (5)#w | DOESR)

[V-2. RSN RICBE S B TER] 22T 52 &,

(VA HEROHEICEES 21EE] 220528




VI-5. EELERNEE
& ZNiBR

8. EELEXHEE

8. 1 AN EHIZIZFRO S, BEEORIK, KIEZ L) B LS SN TV ADT,
BEOREL HBIE L, BEPEOLNIGA IR KERLHEHE O
B EWY) R ALE R AT 2 &,

8. 2 AWHINEE (B O LR B FESHEESERAEN D HbI s I LS
HHOT, EMNIZEORELERT LT L T720 HEOREITROLNT:
B2, eI ERREE 22T AL BERIRET L2 L, (11 L 1B ]

8. 3 [ LML DFA I IE S A S S b D 2 kD H LD T, BIEE T2 TV,
BAEDROLNGAITE. EYRNEY T 2 &, [11 1. 28]

8. 4 .LEENHLOLNLIENH LD T, AFFGFMGETIZIE, BE O OHEREL iE
B BT L REGHILEE ORRERA (Lo —5) 2170, BEOIREE
FEHHEE (LVEF) OZ®Z &) #T0Ic#igg+52 L, [9.1. 1, 11. 1. 3]

8.5 REIHER (WMHETEL) FOEELREENHRESINTHLOT, EMN
WCIRORFEOF LR T H L, F/2, IROBFEDFROONIHAI1E, #HR
MR %2458 ) BEXIRET L2 L,

8.6 FHEREEENH S5 LN DL N HLHDT, RHFG-HILEI iR A %
T92%, [9.3. 1. 11. 1. 4H]

(RREH)
8 1 ERRERIZ BT, SRS EHEICRD SNz RO b N BE 0K TR G-H
A1H HUWICRIE OFEEDS ARSI, ZOFEBIMHEE L FIEFEIZ M T A F =T L DOBRIZ LY
BN 2 EMAFEO Sz, EEOEK, RIMEZHEDHELH LD T, Bz 151217,
FUEDERO DN AT, R, RERCHHH 53 5 7% S R LE 21T ) &9 RoE
L7

8. 2 FRIARFERIZ BT ARG [ O 72 % RS M B il SRR S 7z, mEIRIIZE R O
RETEIZE L, REOREVROLNI LI, #erItEREEE 2T L BEx
ST 20N D5 Z b LTz, (VI8 (DERZEIWEH L HEEIR] OEZR)

8. 3 ERRFABRIZ BT, B DA OISR 580 iz, Blg % T2 T, BEDR
D LN AT 2 & 24T L) RkE L7z (VI8 (DEAKZEIVEM & AIHER] ©1H
ZH)

8 4 FRRHABIC BT, LEE (OAE, AR, BNREASE) 2lobh/z2enb,
B BRI B E O ORR R FERE T 2 KO E L7z E72, G HILEE Lo a—50.LhEEe
RAEZITV, B BRO SN/ EINLE R NEZITH) L) L7z, (V6. (1) & BHE -
BRI D a5 3% ] R OY [VI-8. (D) ERZEIEH & HiER | OIHSH)

8.5 FRIREABRIZ BT, RE ) EEEOIREEDSRO Sz 5L E R IRFHRE 247V,
WEFDZAL. = IVHEOIROEE DFRO S N5 51T I BB 223 5 &
) EERIEE T BN DB L HRE LT,

8. 6 FRRAERIC BT, FRER LA M) IR 2RO b 2 b B 5-HdEirIc
JFRERER A 2 ATV BEOREBEZHR T2 L0808 Lz, (V6. () MFhrEREEE | RO
VI8, (1) FEAZEIEH & oREIR ] OIHZ)



VI-6. HENE R %
FI3EEIC
Y 3EE
(1) B BHE - BEERE

EDOhdHBE

(2) BRpERRERE

(3) FrpefeE BE

0. HENERERTHBEICHT IR
9.1 BHHE - BIEEEFDH HBE
9. 1. 1 DREBXIIZDEIEREDH 5 EE

FERDEAL S 2B DH 5, [8 4. 11 1. 3BH]

(#&55)

BRRHERIC BT, OEE (O, EEERAE, BHRRAE) 2753805 T0bH, O
BET T DAL D & % B3 TIHERITEALT 2 WTREMED D 5720, +iEET 5 L5
boHIENOHREL. ([VISHEERIEARRERE COMM | KU [VI-8. (1) FEARZEIVEH
EIREIR ] DIHZH)

HEIN TN

9. 3 fFREEREERE
9.3. 1 PEEL O HREEERE
AR OUEGZEAHINS 2R H S [8.6. 11 1 4]

(AR

AHN D T W IAR SN T O & BRI TH B T2, ARHIOERR RIS
REFEERE (RMEVIVEVESIEEME LR X15) Lar&EnTts o, HEEROEEFE
BEREHERF BT 2 MMEIBTEON TR, SNODOEFETIE, A OEEEIHINT 57
RRIEA D O . TiEET A2 LEN DL ENbRE LTz ([VI-5 EELERWER L ZO
B R or TVI-8. (1) EAZEIWER & MEHER ] OIHZH)

_76_



(4) &:JERE
£93%%&

(5) #Etm

9.4 &£JEREER Y HFE

9. 4. 1 IR AT BE e PRI, ARFF G- R OB G- 1 1t — 72 B i ) 7 e AT 2 47
I EHIRETHZ L, [9. 55H]

9. 4.2 /85— M —HARS S HEMED D B BIEIZIE AHIFG-H R O 548 T R —
EIINE 24T ) L HFRET 5280 YT A, Ty b RO X TIEHEMEASE
trl ESEENRRO LN T 5, [15. 2. 22 ]

(FEs1)
9. 4. 1 BWEBIZ B TRHE R ORIEFEEATRO LN TWAE Z Db, i UIEIRL T2
TREMED & HINEIITF G- LT ko F/o, IR AR RIS, ARG R O 5

T B MM E ) 2 BT 2 AT ) X FRE T LD B B T L HRGE L7z AR RE
IPECIE, AFFG PR OHESGETHR, BRE L TR ER2EM (7772270
TP DS G 2R MR S TB Y . EOIHEREHIAMEAN 2 HIUTHE T 5 &
ZZON LT O] L@ 5 T 21T LOfRET AL AFZAMEHLTW
BHEIIIAF Z A MG PR IAF Z A MG TR, BRLEL TO R Eb4r A
W AT ) KO IRET 52 L, (V6. (5) #im] KUY [IK-2. (5) ARgEssA #ikathk ]
DEBI)

9.4. 2 BFEER (7 A, Tv PR X) IZBWTER/ R EEROREMRR A2 L7
nTHH, BHEEZIZHEEZ1T) J:’)?E’%T%M‘?&f) S B Z MBI L 72, %li%% Iz
& RFF G RO G T, B2 LT EB16AM FTFIREY A 7 niciko <)
) B AT KO IRET A2 L (V-2 2ofhoiid ] KUY [X-2. (2) AERS:
#HMHHER] OHEZM)

9.5 ithw

TEIE TR L C W2 TR ED & 2 kI3 G- L e w2 &, BiFERTIE, vk
IBWTRBEBYOKEEINE - BIRAEORME, FILEE20mg/ke/H (FRREE
i (AUC) D#03F5) LLEDORETHALN, EARE - HRBOMM, BRAET - 125
CEROEME, AFREBORME, ORI O 87 300me/kg/H - (R
EsEE (AUC) ORI HETROLN TS, [2. 2, 9.4 1]

(F&3t)

7 v NOMEZHRRER OE - JR S4B 3 4 35 T3, 20mg/kg/ H (FiAREEEE 5 (AUC) DF90.365)
l«i_l:@ﬁif?b%@TﬁiﬁiébDE@@ﬁE\ AR R DR E A K ME LB EDS A S, 300mg/
kg/H (FiREEER (AUC) ORI FHECTHMAEEILOERBORM, R OER f"ﬁ%ﬂi

HOEME. AAFREEOBAE., ST RIS 50 E IR R IR K O R 55 #E A2

bN7ze 2Oz, IR L TV A REEO & 2 WIEIIEARRA Z G- L w2 &, (FVJII—Z.
BENELZOME] KO TVI-6. (4) AEHiEx A9 285 ] [K2 (5) Bzt HEs] o
HZH)



(6) RILIF

(7)RF

(8) mimE

VII-7. tHE{EA

(1) HtRZR
bz

el

9. 6 Bl
R EOBFRE R ORISR EOR IR 2 Z B L BIALOMBIUITIEZRE§4 2
Lo B PO DORITIIANTH %,

(H&53)
FLT AT 2 MR B IRRBRIZFE L TH 5§, RAHORGIIHT 2L &ML Ty v
ZEMBRGELT

9.7 /3

(BHRelE. I vRibE. FEMaamnR)

NREEZ IR & L7 BRREBRIIFER L TV,

(B RER)

AR, FrAald, FUBEZ R E LZBRREBIIFER L T v, £72, 6K
WOBFE TN 2RHNOEROCHEIZOWT, T aBEhdrbit vz,

(:257))

EVEEAAE, N S O B R O /N B 03 B AR 3R C o 1l FIARBRI 2\
ETERES OB A R E L Fr A e O FLYE SR 3 2 BRI G BR C O FIREBRIZ 20 v o

By ERT~BHOLH T v M e 7B EHBRICB VT, RHIOBA TORKEER (AUC)
DOFI0265AE T 51/3mg/kg/H (AtRT~210/22~3BAOFGm) LLEORET, MEECHEN
OB (FRERINIH, KBS R OB B 44 . SR - R R~ 08 GRS 1/ 284 /4L
RS, BRI RIIL, BIHAORE CRMETFERE, hEY. MERHE L, BRIRS)
HRDHHEN TS, (K2 6)HFHFSEFEHER] OHZH)

9.8 EnE
BHEOINEZBRL LV OERBL TG T5Z L —MIEIRBKENMET L T2,

(H&5})
RIS E AR IR OB MR T L T a0 T, BEORERBISL, 01
EE LD ORHNE G T H0LED DD L HiE LT,

10. R E{EA
RFNICYP2C8 K UBAADIEE L 72 B0 F72. AANICYP2COM UBA4ZFHET 5H T
EATREN TS, [16. 7. 1ZH]

REIN TN
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Q#HAEEZD
B

10. 2 B AER (BFRICERTHCL)

EE|wE BRPRIER-HEB A& HEF-ERE T

CYP3ARHE# KA DI REEN ERA$58 | NS0 H]ACYPIA%
rhady = RIOF | ZF e b0 T.CYPIAE | HETAZLI2E)  ARH D
VIR A AR TER O NI~ OREAE | 25 BLE S, I g
ZIVAARAT Y BT AL RUEETCYP3A | ED LA TABENDD
DI R % FH 251 & AR H % BE % 535 | %o

BAIE BB ORELEE
VZBIEEL  BIVE o ZE 3 - 3 5
[16. 7. 2 11] IERTAIL,
CYP2C8IHEH] RFN DI EH EF T 5| NHOEHIHCYPCS%
FR747aVV (EN | BENDEHALOT.CYP2CS| BRETAIEIZIY, AKID
FAGR) &5 FHSEAE F O 722 W EEF] A~ O AX | 325 B E S, o rp
BAZETLHIL UMY | EN LA TLIBENDD
CYP2CS8IHEH] EARFZPEH | 5o
P59 A1k BEOR
REAEEICHHEL.BERD

[16. 7. 2] FEH-HRICEE T A28,

CYP3A R UF KA OMAFEEIME T 58| SNHDHHFIACYPIA K

CYP2C8FEH# FNHHDT.CYP3A | USCYP2C8%#HE T A2k
V77 ey CYP2C8FHENEH D\ EEH 12X AR FH] O 23 1

~NORBEEETHIL, S MR E DMK T 975
[16. 7. 2Z5:18)] T REED B 5o

CYP3A#E CYP3AIZIDfEH SN AR & | AKIASCYPIAXFHET S
NN BEH T2 A 1IN/ | 282X 2D 3EH D
R SE (VT F | O IR EAME T LA R | A& MK T 3 4 fE
AT TF 2V I A | DRSS A REMED B 5 DB 5,

N TF— VA
VAL s I CAVIVE
[16. 7. 25:H8]
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10 OVERDOSAGE

There is no information on overdosage of TAFINLAR. Since dabrafenib is highly
bound to plasma proteins, hemodialysis is likely to be ineffective in the treatment of
overdose with TAFINLAR.

KERACE (TAFINLAR® (dabrafenib) capsules, for oral use. TAFINLAR®
(dabrafenib) tablets for oral suspension. 202348 H i)

BE STV

15. ZDHDEE
15. 1 ERERfERICE D155k
15. 1.1 FRABR 12 BT, RASEZTARZ AT AEEOFEIIHRE SN T 5,

(R

BRI CI RASIIE T Z RE T 2 ORI ST, RHIDRASHET AR
Y % TN & T S BT REM A 5700, RASHEEETERE A HEMMIEON5 UL
EIEO® 5 BEIAH LG HH AT HIERL . REFRO SN ILEY R L#E %
179 BHED D 5o



(2) FEER PR EER 1
O 5

15. 2 FEERRREABRICE D 154k

15. 2. 1 ZHEFIRASH 1} A RIBRAFMINE 2 BRAFIHER] CULE$ 5 2 L12X D),
MAPK > 7 F WRZEDTEELATR I T b,

15. 2. 2 YT A, TV FROA RZBWTREE RS RICEZE (R LR o, K
M ZEHME, AT EA %) 2%5me/ke/H (BiREE R (AUC) of02f5) LLEORET
ABN. Ty MU X TIIRERICBNTH RO SN h o7z [9. 4. 28]
15. 2. 3 ¥ A, 7 PROA XUZBW LB MENDERZE GEEIIROZ M,
ggE, Wi, BEFOKA WML, OEOMAEMEEREIE, FFEROZE, W~
MRS H715me/kg/H (FEREER (AUC) OFf05H) LLEDOEETHALNIZ,
15. 2. 4 £ 2BV CEE LMD 2AEL20mg/kg/H  (FiREEE R (AUC) D84
%) D LEolcabniz,

15. 2. 5 In vitro 3T3NHHHERTHEL R, F/2. AT LV AT AZHW2in
vivoRERCT100mg/kg (FRIRIEFEE (Cmax) OF31E) LLEOBCEHFMEISH A
YA

15. 2. 6 A& T v MIBWT, ik - ENOFE (FROMEM. BHIOOFEML)
21lmg/kg/H 3mg/kg/H (EHT~21H D58 A 1422~35H 0¥ 55) (A
DEEEREE R (AUC) 0f026%) LLEDBETASN, $72. FHERCHIEY
TIERRO LN o 12BN E RMEZENES) SEhHhbhiz,

(ARE%)

15. 2. 1 BRAFHEHNC X 228 RFIRASE 4 A RIBRAFMIEOMAPK ¥ 7 WRZ D if AL
G SN TV B9,

15.2.2 %7 A, 7 v P ROA 2O EHGHEERBR T, HE OB FMBOZENE, WHE. Mlusk
RN, R LAV HR R OSRERE EE T RO AR i (/YRR | Smg/
kg/H(Z v b ERREESE m (AUC) O#902f5)) o BIEMAME L72T v M RO XHERTI,
LAMOERIERICBNCTHREAOFZED RO N0 BEIIZEEEEND Y 27 O HE
Wb LEZENLI20, KEPLGHROFGHET e NI A 47 £ 3
HUENGDH I EMOEE LT, (VI6. (4) AJliEE AT 2% ] [XK2 (2) KIEH5-HH
HER | OEZM)

15. 2. 3 DIME RO EL LT, A XTHHEHE G- CIL LB BRI, 1 X4
JAME 5B R Tl = R O FEE /i, A X135 F R Tl L E O
FEHEIMUAS MRS A — SR DR TA SN, E5I12, T MOH B S5-H R Tl FERD
ZME. Ty MBEARP SRR C O IEO SR, ~ 7 226 8/ % 5T
VA 2 ORI BT 2 8 L DN I FB O RAEDS RS Sz (/R © 15mg/kg/H
(YU A EREEGERE (AUC) Of054)). ([X-2. (2) BiE#HG-#MRER] OESM)

15. 2. 4 A R13BAMHE G- B RERO20me/kg/H (FiREZ R (AUC) D84k DL EOEE TR
B SAESBE SNz, (K2 (2) KIEHG-HRER | OEBH)

15. 2.5 In vitrotaEtE# % (3T3 NRU PT) CTHyERIE (PIF>83) 2345, AT LATY A
w H7zin vivot R EETIE. 100mg/kg (HiFRBESEE (Cmax) O35 LLEORE
TIHM A RIE T 5 JUBHES DIz, BEE TORRKRERIC BT 5 GHEHUE KOG O
RBHEIIE, BELERIIZOONTH RN EAS, BRI E ) B GHE
BUEDFBT AV A7 IRV EEZ SN b, (K2 (7) ZOMOFEkEME] OESR)

15. 2.6 4757 v b & /- kbR IC BV T RAIORA TORRIEE = OM02M1H4 T 2
H&T, B (BREOWEH). B, BE. B (EROORHML) ~oRBr ki e
LCROONIZZ e HREE L. (TX-2. (5) gtk H MR DESR)

_86_



X-1. EEIBHER

(1) ExhZEHER

(2) R RIEHR

HT57 =T

X. FEERPRBRICREY 5IEH

[VI. 3203 B B THH | OIHZH

B RAR

= = = N s
SEROFELH PRI (n/BE) ik AE K OEE IS
AR AR | HESD b § AL O HAR T DN R ARE  R IR 9
BT R (%8) HEH 15,20, 200me/kg BAMETI B
INIIES AN SR %
hERG cDNA
\ HAHEK293 | . . ICss : 11.7uM (6.1ug/mL) . ICs0 % O
hERGT vt A s in vitro | 1.5, 5, 15, 30uM ICss : 30uM (>156ug/mL)
(3~6)
hERG ¢cDNA
hERGTvtA1 | .. BHEBREDOYTI7 =7 KR e s
o fe| FAHEK3 s btk Vs B R O | DERGRALISERLL
) i s (ICs0 : >30uM)
(4~13)
1~30uM :
g | WETTE QORI 07 (304
wryviRs | LR e 13,10, 30uM “”739%%%)&0% eOiRfE RAAE R
Faon CERDY ¥ oY 555 (30uM : #947%455%) . TdPAT T
e 4) Rex L BE AR A 7 Uiy UK 71 DA
(30uM : FeK64%K )
FH 2 KA 20 8 ~ TP AR 0 LA 3K
BN (9~48bpm (I K 18%) B I)
7/]\0) [L\JIHE - 5mg/kg :
- RS m(%” 01 |5, 20, 200me ke Do~ THS I e R
*E“ 20mg/kglh I :
52~ 2405 % F TR EIIRIE K OY
R
50mg/kg -
42 e i B TR R 2 DB OB N (5K
DT - S  FEIE (R ATO6 A1) <
S T HEY — 27 VR @1 |15 50me/ke 28%HE ) %j: _H: 79%F5 i ‘ /1_
g (#£4) " 197 PR B 0 546 L O R X O P T2 5
- BT ORI R LA ST BRI e OV
%EIC'»E/?EK&L
g A2 S ol e /ﬂ\ E _

=
=

<)




()

2 | 4
BRI gﬁﬁﬁng) o R T O s

S AR R 7
T A AR
SRR | ©REPL, EP2,
BLIER (577 m%&ﬁgpiinmmyAMMM TIZAMER RO T v T = AMER %
TJr=7 W T L
3FE HH o X i (1)
)

- O DA 1> (IFNa. IFNy. ID-
A DA EH?;MC in vitro | ~30uM 10.IL-14.IL6.IL-8, IL-10, IL-12p70 %
g‘(};@ ?;»'ff O'TNF-q) #EBER -84
;_7\\&03*@% vhem | i3 DFEF DA b7 1> (IFNa2,
D) (10) i vitro [0.03~9.1ug/mL ¥FNy JIP-10.IL-18.IL-6 X TN TNF-a)

TR B

HTZ271=T - FIXAFZTHHA

SEROME | SR (n/BE) | 5778 i HER
v o s e
A tvihe| SN | nvitro | 5797257 RUSHEBORM g R
KT o2 AN h T AF =T Rl 4 DR EET ;
(Tﬁﬁﬁ;}—%) E](\é‘)ﬁ[[ n vitro %ﬂ&é\ff’:\ifiﬁﬁ % o AT AN A iR e x B s
10 9
(3) ZDbdD ZE
REHR SEROFIHE B P 5751 i
5757 =7 L O 3FEFH O L ML
AL 270FEEEA 2 AT
05 A v ¥ F—PROIREFF—+¥
BRI AT o pmatk, R LCUEE AL B S T
CF XA NT A
R—F— . FF—F AT, n vitro 7o
R FF U AR—F—, Y757 2 =71 %. 26F D 7R,
KBRS 5 B T (N -
T EROFF—F B AFFypb, FF—E RO
TV AR = G A TR
LI E L TS o772 (XCso
>5000nM) »
CIME R ORE 2 K33 o2
1458 -
Hg;ggg; i HUVEC in vitro | HUVECIZ® 9 5ICsold
AT >20000nM. & M8 i EGHE L 5
iﬁéif}ﬁ’i s | EMEBIRTSERNG | in vitro | T AICHIA3600nM Tdo7zc
HUVEC : 14 & M R 1105 74 B




X-2. Ei4RER

(1) BERSEM4
B
B ey ESacR Y WERE DI I = e G PSRER
(/) | POTER e | (me/ke) BUB RO IRHRER
Hi.[A]
_ 0, 20, 200, 400 TRl
Wha) % , 2V, 200, 400,
AN I 600 SO0 e s
L
i v 2.5, 20, 40, 80 2.5,20,40mg/kg :
Y= Re) HE (HE.[m] 3 >80 ENCVEE IR %0
(MEAS2, 1E452) 20(1H2Mm) 20mg/kg (1H2[R) #)[A4% 5- K 0°80mg/ kgt 5-# -
gt -
) ¥ 757227 (RAUNVERTE) 25
(2 RiEREEMN
R
Esacn ]| = o
5 5= e . N
(']‘{fﬁ,blj%j%i) e (mg/kg/H) (mg/keg/H) TR HL B\ LR R R
=15mg/kg/H :
-l D YEFE / S B AZ IE L 272 X — g JE K/ o
TER BHAE R B 25t R Tk 78 T SR 2888 m . &
A B BRI B/ HT S /T ORI Rz R/ A
ALTTAHE R JERE SAXTE 5 AL 47 |3 XL 1 I A B 4
11 IK= VAN =i BN R - /SR 1 VAN N i =
% P RZIER
=50mg/kg/H :
V)2 NER D GE /G ) > 2 NER A
150mg/kg/H :
TIVT IABAR L Bl B O ol EE s o i JHZE DR A
- PRI LR
CD—IIV—T?Za> P <HEDS >
(212 K % e 15, 50, 150 <15 =15mg/kg/H :
12>‘ TR ER ) O SER P ERER L AR 2R EROLI IR B O 5
i 7 Vva—ZADMAE ALT LIZASTO B E
=50mg/kg/H :
Il e S
150mg/kg/H :
FEMARE IR
<MD HI>
=15mg/kg/H :
F BEOAGF- MG a5 TR B g 0+ B A PR
=50mg/kg/H :
ALTXIZASTOEE
150mg/kg/H :
REEARAE L BBk A ERER IS H Bk o0 = (H




(#E&)

B G-
ELY/EE
(MR n/#E)

Eiacy
TR

5w
(mg/kg/H)

i A Ty
(mg/kg/H)

FEVEPT L& o\ LR AS R

438
SD vk
(10, HE S
10)

o
O

5, 20, 200

e - <5
I = 200

=5mg/kg/H :

RIE /BB L o AL 28 14 T s/ SEE ) o
IXET O AR IMERYE

200mg/kg/H :

WEMS/ESESH
=5mg/kg/H :

) Z7) ) R Al

200mg/kg/H :

WEEROSE
<MD H>

=5mg/kg/H :

FEREOMER T ENE /M SR LAROM R
=20mg/kg/H :

R
<[5 HA >

200mg/kg/ H D K5 B Tl 4 R B~ rh EE EE o
Fl A2 M M OV R R o B b - g o A
&R RE ORG240 G B L AR LI~ oMl
BB I3 A OSBRI AN o720 Z DD ZE
ALIZARFEIZ LY [AI1E

1374 [
SD Tk
(MEA12 1 %%
12)

20, 200, 400

<20

=20mg/kg/H :

RE A AR E RN /B A R R R A (FE
SFIBE R Z67R%) V) o 2 SEREGE il ) ARAE L BRI e
B EO G A B - RS HEER/fk i Bz g o2 5z = / £
ALt HE

=200mg/kg/H :

I ERER B = AR AR H OAKAE M) 7)) RO AE . /N 52
FR i R e 22 e A b

400mg/kg/H :

Bz 8 15 A 1 98 e A B i i L R R R 22 (o Fz L AR i
1
=200mg/kg/H :

TNT I OAE /N R A 22 ek
400mg/kg/H :

HPE RO BACGEIR S sk BB O®E
<MD H>

=20mg/kg/H :

R R 22V e A B AR ORE TR A/ R
=200mg/kg/H :

R H DM /A = ORAE

400mg/kg/H :

RPN
<[nl{E >

FEE DMK /AR EEORMENO LB X MEE .2
DD ZEAIFIREE LD IR X T B BE AR

(#E<)




(FE)

Erasitiliil e g [
mww | 22 HTE (ﬁﬂjk'%) ST R B BB
(ER.n/BE) | ™ merKs merKs
=1mg/kg/H :
5 G R B A R/ ik / 7K Ak /22 0 fiF)
50mg/kg/H :
. FZ 8 DR G0/ B A £ EE . RIS - Tk
43 [ Cloas T
Y=LK )
(%3, HE%3) LLl s TR
@ | 1550 s |BA RO
" <MEDIH>
50mg/kg/H :
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, =RfroleE-w
[EgE:] L
<[A4E H >
Somg ke MR A RS \
D] (MBDHEZRIIHREED 7260, FEORERIZ R T)
=5mg/kg/H :
B2 R (9B ZEaR i B2 TR RR) U B ek Al S0 B T
Mt i | 8 ZACRE TR L i PR S 0% L i B A R R O o B A
il IR/ B B s (R RE., AfLTiE R EMER
SEMAZIZ I OB A R ) 8 > 7 Ei oI - M e 1
BISU AR MUEREE N/ 7 MU ER & £ (B4 0
=20mg/kg/H :
R - B A AR ER - ER B O Sl ALP & fiE.
JREIVTF =0 - TINVTIV-aLATa—)L- 1) - H)T L
DOARAE 5 & BB TR MR DY) > 2 BRI A RS S
1338 il 5 i
YL 60/100mg/kg/H :
(M &4 1 o) BT ARIRREEAL (T W SRR IR 198 Bk
- 5, 20, AEIRSHCIRBE, W) D700l BR14/15 HIZBc G-k
B 60,100 < <WEDH>
=20mg/kg/H :
HUEREOSMLEESS
<MD I >
=bmg/kg/H :
FEROKE B2/ R K3 LR OKE T Fok b/
K+ /A Ra s
=20mg/kg/H :
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, PILUN TUR
[n1 15 1 <[mAE E1 >
(253 1 453) M (BRI~ OFE LR B/ T3 d) a5 L
60/ It R (BERE DOFE T Eim b / B 1 B~ B O FE B 1
100mg/kg/H RENHIIFRIE) (ZBEL /2B LD, —ERAMRIREL
DI TEHLNT 2,

a) ¥ 797227 (AVVIEENR) %P5 b) ¥ 7I97x=7 (HEREER) %25

[VII-6. F#7ED

WREATL2EE M 2R KO [I-12. (2) eI &S <
T OHZH




(3) & fnE MR

(4) B A RIS BR

(5) ETEFRAES M
R

BIs=M (in vitro. T B)

7757 =7 (EHHEIE) ROV 757227 (XUVEEHR) OME % V418522
IREFRHBRE NS 777 =7 (EHHERE) O~ R) 274 —<TKREE KT v b
VL /AIMEERBRIZ BT, Wb R TH - 72,

R R L

1) ZRREERVIE-BRIZHAEICRIT 2888 (>~ )
e 5-H

b g% 5= mE =
(‘[‘fi‘?li%j;iﬁi) e (mg/kg/H) (mg/kg/H)
HCHT1ISH A S HAR17H BREDY 5
Fh #E 0, 5, 20, 300 M REHE - 2
(It #5-25) IR-fg e Fs A 5

5757 x=7 (WEHEER) 300meg/kg/HE CERBEANIAER A, 20mg/kg/HELED
HECHIRO~ 1S H AR B E DORMEAZIO HNTz0 KRBV ZIREADFEILRD S
N2 o7z 300mg/kg/HEE TIIFAE L OB REORAE. A REILCEROEHEIE
IR BB OB RO Sz, 72, 20mg/kg/H UL EOEETIRIRIEARE OIS
MASNTzo B JRIEFE~DFEL T, 20mg/kg/H U _EOEETHIPRZETE K O gkt
FAGEEEL. 300mg/kg/ HEE TR BE. T8/ a0 iR E LR O/ 7 7 IR
I OFSBAEE R INA RO S /z. 72, 300mg/kg/ HEETUEPRERIE (k) A%
AOH (MBIE36G1. FSBUHEE : 242%). TORBBEIIRBEZ B 2EEME (054
~079%) % Lo Twiz, (V6. FFEDE RE AT 2T A1EE] OHZBH)

%EEME AV RERSEUHR (T )

:IFYTE’%*/EHFBEJ _a> =Y =
By gEs | N
(VLB n/BE) g/Ks g/Xeg
H:147~35H (1H11A])
i gn | VO1BL
Wk S ok, %30 '

BB 2 7287 5 7 2 =7 D3R ERIZ B TR b%ﬂ&#oﬂhﬁ&ﬁl@ﬁ%
ELT EANOFE (FROMEM) . IERIIFML, LB OIRMAEZENE - JOE.
B LR N ORAT LRGBS RO bz S T v b V7o B G-3RI
BIFHY 777 2 =7 OEHERIIAERT~21H¥5- Tl mg/kg/HAI, A:#%22~35H

¥ 5-T3 mg/kg/H Al & W S 7z,
a) ERT~21H 052/ E1%22~35H 05 & L Citik

3) WEEMEAW-BHOREEFEICRIT 5 (S )

SDARINHEMES » F36BIZRT LT, AEB7~21H1210meg/kg/H. HE#%22~35H12
20mg/kg/ HOHETY 777 =7 %45 L. BRI O 2 59 L 72, if:
JEBATE AT, FIEIFETERE, KON 200 H OFSIBREHIM L TSR O B = A
FERiL 7z FARPTRE LT, BERIOREIG, SRR EIRE, B Rz ST - ﬁjﬂzm
WEDROENTze T T T =T D EE~OFE (BT 255 2 T REMED R S
N7z 00, WEAOZEIRD SN o7,



(6) /5 Pl i 3B

(7) 20D
s

DINEE M E RV -BEBHORBRFICEET 2R (HF v )

SDARIEHET v b&Z10BNZx LTy AEBT~21H Tldl0mg/kg/H. E#%22~35H Tl
20mg/kg/HOME T, AEHRT7T~13H. A1%14~21H, A:1422~27H., E#28~35H ik
HT~3BHICY 757 =7 %P5 L, MEA bt Rk, BliaoE=ileE
T DR BRALREF MAS IRAIEE RSB O~ M) 7 A8 L — W — il / A + ALE &5
Wréea F2h L 72,

Y757 2 =T R ERT-2IHIC AR G- L7258 10 X D W B BT RO bz,
T2, BIRMEREWIEIA NV T A YV UEE B A, IRESOREM TH o7

R R L

VEBRZEICEAT %5 (1X)

A X4 G- EREBR O B R Y75 7 2 =7 (GEBEEE) 50mg/ke/HEEZH
W JEIRZEDBEE SN2 BH SERILL 722§~ 7V & FWC, PCREEIZL D A X
INRET =<7 A )VADNADOF A FEE L 7245 R, WINOREY » 7 VizonTh etk
Tho72,

) REIBIY B/ET (WU R)
YA T 5T =7 (EEEERL) ©1000me/kg/H F T 29HE#%5- L T bR~
DEBIIFRO SN o 72,

3)KkELM (invitro. ¥ X)

~ 7 ZBalb/c3T3MAMIFMIBI Y 757 2 =7 (A IVERE) 2B /=2 —FF )L
L v FEUGARIEZ & Bin vitroidlBEI2 BT, MR (PIF) 183 TH 722 L5,
Y777 2 =T IENEEERT EFE LN

NT VAR AZY 7T 72 =7 (AY)VERME) ©300mg/kgF T % 10601 B 4%
H. LT, UV-A/B% B[RS L7245, 100mg/kgD 181 THIR KL O8;. 300mg/kgd 4
BICREROG GRIE, FL3E. #EES) 2obh,

R 330me/ kg Ch o720 ([VI-12. (2) FEREARRERICIED 1EH] DESBH)

HPIAFZT (MEK [AEH]) EDGAREICL2EE (1X)

ARETTT =T (AVIVERKE) RN T A F =7 4B RS Lz e &2
B SN - FZEFRICOWT, W% BTG Lo ZOFTRE L 72,
5757127/ 85 AF =7 D20/00225mg/kg/ HEEOYIEERF (16]) Tk, 577
77 = =7 CREAMOBEREM: - M RBMEORF Bk - RURER 1 405 2 11 9 S Bk Y+
BRI /SRR, N T AF =7 OB 5 CREAOAERS i O BRI O ER A 985 . I
OV TSE O B 5-CEEN O MR ) > S ERig A Dsm H 7z,

5/0.0075mg/kg/ B U EOBEDELEBITIZ, 575 7 . =7 OG- CTREMO R -
e 251G DN AR B FARIZ BT 25 T B0 L OVE RENE RS BNl s A Sz, L
LA S . BRAPTEAIE F R ORZFIEESE (& S IHFERERIZE K OS5
WEREEZLE)) WMDY > 7 SEIOAREERAE & OHHARERN B L. PRS-
FHZDAIEH L 725 DT, 20/0.0225mg/kg/H CIEEAIMERE:. IFHERE: CHERB O
fliz ko> Tz,



X-1. BHIX 2

X-2. HxhEE

X-3. AEKRETOITE

X-4 RFOEDOFEE

X-5. BEMEITEM

X-6. F—Hi% - FIRhE

X-7. EffRtESE R H

X-8. BERTTARIFAR
RUOUKZBES. ¥
HEERHEAE.
ARschiiaE A H

X. EIEMEIAICEHY 518H
g Ky 7405 —h TV 50mg. 75mg  BIEE, WLJTEEE
) FEE-ESEOMFEICL)FHTLZE
BRIGY T T 7 =T AR RIS
34
FEIRRAT

REIN TV RN

BHMEEMTA R A, <FThoLBY) FY

BHEINTEMN ([ 27—~ CEMREAE) Ty 71— AF=AM2RMAENS T

N~ TBNWTW R E W &~

[IENIBIRE ASATY 74 v T = AF A ERAEN L HN~E D
HoTBWTWEE W &~

(5740 F = AFZAMNERAEINE T L TREN ~E D> TBW
TWe2& 2wl b~ BN RIERPNEE R BRAFBIZ AR R T
BHELT - EEOBIEIES; (& - EhEER<) /BRAFELTAR%Y

A DS UG YO A TR s
(RMPD) 27 /MUTEEI D 720 B S 72 EH)
[ 1. BEZEICB ATEE | [ X1 FOMBoBEEE | DIESHR

[A—Reomse - 2 L
[ % . ANATFTr=F, LA T

20134E5H29H CKE)

BLEGEAREAEHH ¢

%74 =717 )V50mg : 20164E3H28H
%74 25— 7tNV75mg : 20164E3H28H
IR

%747 —%7+)50mg : 22800AMX00372000
Y747 —%7+)VT5mg : 22800AMX00373000
SAMAEDGAEAH ¢

%745 —77+)50mg : 20164E5H25H
%745 —717+%)V75mg : 20164E5H25H
WseRtG4E A H ¢

57 45— 7+N50mg : 20164E6 H1H
5745 —71 7+ \VT5mg : 20164E6 H1H



X-9. ZEE (TR RIEDN.
RERUVRAEZERE
EBMFENEARRY
ZTOARE

X-10. BEEKR. B
iR ARERH
RUZOARE

X-11. BEEHHE

X-12. FHEEHAREHIR 1
BEd 2155

ShkE - SRRV - RGN : 201853A23R
BRAFH{GFERAATT 5 QIRTRRELIEAT - FISsOIINA

RN RE D3

NI AFZTEDOPHIIBNT, @E. BAIZIZY 7T 7 2=7¢ L C1h150mg%x1H
2, ZEREER IR G350 B, BEOREICL )BT ET 5.

XEE - MRKR VAL - HE—HEE : 2018F7H2H
[BRAFE(RTARZ AT HEMREE | (22H
(MRBIERAEEZ ] IR S IT2)

BB EEOYE

[72720 WRGHIREOR G, I AT =7 L, H&GIMIZ12, AR £ T

£ %0 &3

*EE - SRRV AL - &8N : 20235F11R24H
FRER R IR D N 2 BRAFBIZF AR EH S H#1T - HEOEREE (65l - &

Wil 2 B <)

BRAFEIRFERY AT 5 FF X IEGEO A Tl A I
/MR, A BMIEE RO &
NI XAFZTEDOHIZBWT, @, BAIZIZY 7I 7 2=7¢ L Clh150mgx1H
2], ZRIERE SRR G %0 B, BEORBIZL EEHET 50

ETNES O &

NIAFZTEDOHRIIBWT, @E, Y7977 LTUTORE 1H2MH,
ZEIERH RRR G- %, B, BEDREIZL)EEHET 5.

- e AZIEL 11E1150mg

NBIZIE, REICEDE TROME

AR5 | 26kgll 38kgAiii | 38kgll 43kgAiii | 43kgll F51kg A | 51kgll I
,L”EE 75mg 100mg 125mg 150mg
5=

ALz

LR © 2016431 28H~20264E3H27H (A b Hiasi FIE3E)
SE/ANBT © 2018423 H 23H ~20284E3 H22H (7 A #ss I S
RIS © 20234211 H24H ~20334E 11 H23H (7 A s IR 3
AL © 2023411 H24H ~20334E 11230 (7 i PR 3

AHNE, B (D HVIIIG) HIFIZE S 2 HIBRIED S TW v,



X-13. &#EI—FK

X-14. RERIG EDOFEE

A | RS | or o | LT

e SH Al A HE I a—F o RS AL
EgEfHI-F | (YJ3-F) T a—F

¥7425 7€)V 50mg | 4291046M1020 | 4291046M1020| 124849401 | 622484901

57425 —H 7\ T5mg | 4291046M2027 | 4291046M2027 | 124850001 | 622485001

FZAUL W
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S (20164E3 H28H #F2. CTD262215.)
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XI-1. EHHETORSE | 2023FIHBE. KE. BRINDIZPIZA—ANTY) T, B FFEER07 FELLE TEE SN T A,
b7 o AINC BT BRIFEIRN R, HERCHEIZUTOEBY TH Y, SHETORIRD &
137 5,
4. THEEXI%hE
O BRAFB(n AR H T HEEEOE
O BRAFBn VAR H T HYUBRARE AT - FEOIEINHALTE
O R RIGHED N7 BRAF B{n T ARG AT - BROBES (G -
B2 <)
O BRAFEIG TR % H 3 A5 ATEE O A B A %
6. BERUVHAE
(EMEalE)
WE. BAICIEY 797227 L C1HI50mgx1H2, Z2iEI IR I13% 55 4,
72720, WEHEEORAICIE. FIAFZTEEH L. SHEE12y A E T
L35, B, BEORBIZLDEERET 5.
GEviliakhE. B EMRAMmRS)
NI XAFZTEDOPRIZBWT, @5, EAICEY 7972 =7 LClH150mg%
1H2[E, ZBERRCRE RG34, B, BEORBICL YV EHRET 5.
(B REE)
NI AFZTEDHHIZBWC, B%, ¥7 97227 LT TOHE1H2M0,
ZEIERR IR ST 5 B, BEOIKEBIZL D EERET 5.
< BN, 1R150mg
NBIZIZ, BREICEDETCROFE
1KE | 26kgll F38kgAtii | 38%kgll F43kgAim | 43kgb) b51kgAim | 51kgbl
,hl [EE 75mg 100mg 125mg 150mg
5=
HWNDOEKGERNFIZDOWTUE, FEORHI OB CHEEMHET LT L,
FEEICHTHEEEIRN (2023F9 =)
ESpA P NES|
W 7e 44 TAFINLAR
K- HEAE (A7 BIVA]  50mg.75meg  ZEEE - 10mg
] HAFRD: © 20134FE5 AR

B 20144F 1 AR

DI EESIIES
($5He)

BRAF V60OEBIZFE R H AV RER TG HEMERIE
HHRD:EL T FDARGEOMA I I SN2 BRAF V600E #1528 B2 A4 AU R A fg
(IR R A EORRI VD,

BRAF V600EX ($BRAF V60OKEZFEREE T IVIRFE IGERMEHRalE
trametinib& O P HFE EE L T FDAKREORR A LI I T S 72BRAF V600E L 1ZV600KE (=
T2 BAH 3 AR IR M B E B E ORRIHV A,

BRAF V60OEEBZTF X IIVE0OKEZFERZF I 5EMREEOMEHBIE L
trametinib& O Pf F#E L L T FDAKGEORR AL S 7-BRAF V600E X 1ZV600K &z
TERELN) A EilER A 3 AHEE RO E R E O REOM B IREI VWS,

BRAF V60OEEBETFZEB%EH I 234 IF )\l iafhE
trametinib& DO EEEE L TUFD AR O AL SN 7 BRAF V600E#n A R%EAH
T HEEAE TR IE /NIRRT HE DG IV Do
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BRAF V60OEEBEFEEAH T 2B FMEITH R LB MR ML FIRERE
trametinib& D fF L LT H 072 BTG EOEIRE A2 BRAF V600E&(E T EREA TS
R AT ATV A TBE RS A LR O iR IV Ao

BRAF VE0OEBIZFEEAE § U EER 15 E I IEES
trametinib& D FE L LTl A L6 UL _EO/NB TG E THEAT DS R0 LU G+ 7
2 ar PV BRAF V60OEE L & RE2A T AU A GE B EO EIEIES OHHFEICH 4,
R BRI N EE D SR B TEE 2T T b HRERY s BR CHER 1Y A7 4 v MR
AESNAZ LN LS T AR IR BRI 22 AR FEAS A NS,

BRAF VEOOEBIZFEREZF § HEBMHEHEZERBIE
trametinib& DB L L T, BRAF V600EZ %47 § AEE M B i BE O L Eo/NE
BEOHEFITH VS,

1 FH DI FR
BRAF BRI 0§ 2 B A AT ST D720 5 1 1 B BB OB IRIZIE IS 25700,
A4 IBRAF O I IE B DGR I I BN 570,

H&
($ke)

% N TlE 150mg 1TH2[R AR 13 555,

RE26kg L EO/NETIE AR EIZFED TG T 5. AR E26kg Kl O B H 103 HHESER G- 1 20
LTV,

F1 6-17TERO/NMRICHTIREE (FEFHLAE)

HE HEREE

26-37kg 75mgZ 1H2[RE 045974,
38-50kg 100mg% 1H2[#E 14 5-3 %,
S5lkgll . [150mgZ 1H2MEHE #5350
xK2 BOBRBROBREE (KREHLEAE)
®E HREIR5E

8-9kg 20mg7Zx 1 H2[AE 14 5974,
10-13kg 30mgZ 1H2[R#E 145975,
14-17kg 40mgZ 1H2[0#E 15 5-3 %,
18-21kg 50mg# 1 H2[#E %54 %,
22-25kg 60mg% 1 H2[#E %54 %,
26-29kg 70mg% 1 H2[#E %54 %,
30-33kg 80mg#% 1 H2[#E ¥ 54 %,
34-37kg 90mgZ 1 H2[#E 1454 %,
38-41kg 100mg#% 1 H2[E#E 08 5-3 5%
42-45kg 110mg#% 1 H21I#E 859 % 6
46-50kg 130mg#% 1 H2[I#E 859 % 6
S5lkgll . [150mg# 1 H 2[RI 14% 59 5
PIBEA R S ER R RO R A E O L QX ET IR R M o IE /N it SR AT EAT B LI
ORI AR U O B 10 A HEARL G- 3 B BT L ERF R TR WSRO
NHETET 5,

TR JE O R DR O A R UTFFA CERWEEDS 2T U G-I NIZ 1 4E M FET
£ %,

R AR AR B IE /N RV 3 B HE 358 G- I & A T LR T W E S RROLNEE T
£ %,

trametinib®HEAEF 512DV UL, trametinib DRI LEEX SR T 528,

(

JIERES
k)

2B R BRI B IR A2 8,

HHEOIFHI R 26 A2 M E TE# T TR 528,

A BN A RO E TR A Y] > T B A1 E IR L 2V,

T 745G L 72354 GBI S- L 2 ko IRIBIO BRI R 1R 2 AR 528,
ATV EFINT 720 L 720 3RO CHRFIL 20 n 2 e,

(20234E8 HELET)
-101 -



EFARER
544 Tafinlar
HG-BE | BA7VA : 50me. 75mg
- B 201348 KR
HRRBIER | pe et « 20154812
EMEEE
B AIEE I trametinibs B HIREEE L C . BRAF V600s{E 775 BA A 5 WA B i
HNE B EO R BB OWBIEI D,
sy | EMREEOH SR
? H“(W,L) trametinibk DO P FEL T AT — YV MIOBRAF V600# (5T ERE2H T HEERMED KA
" BEHOE LY OR I HIIREE VS,
I/ N R
trametinib O B FISEE:E LT, BRAF V600RETF 2 R4 H 3 570 MU OB N\ B0
BRICHWS,
Dabrafenib®#¢ 5% BtG 3 AFi1E N T — FENTMATE L) B E DOIEIEIZBRAF V600EE T2
BRI HUL S0,
W5 4 FIBR A F T4 B 42 B L JF /NI B8 65 A A M T OV A PR 57 L Cu v eu7osd , SIS LS
LIS S
HESE B, BADE D X O trametinib& O B O WFIUIBTH, 150mg (75mgh 7V # 277
. N 7)) % 1H2R (1H& 584 T300me) %53 5.
P SO | st s C o trametindb O HESE I 512 2mg L H LI 5-Cb o
W) 2t a B b3 T UREFR CE VBN BIT 23 T S A MRS & Th D,
A {0 [ O 7 P B T OB A T S 70 XA TR WA B L 122 A I -
%
KTIRFAL ATV EM A7) BT T &% o foRH IR LTI L A2
BRI o KON E CLZ6-ER 5] o\ B 3 BT IZ R L 22\ o B FE 3 B trametinibd Ak s,
N4 KON FIEC128: B DL _Ed B3 &2 ORI 5o

XI-2. 89 Hk
FIRIEER

(202349 H EZ7T)

F BEREK | 1)EEEANDOREICET 5515

AIBNZ BT BAFNOUEAF AR L TS REE D H 5 WIEANDIRKGIIESTH 5o
RFNZBIT BAFN D [9. 4 AJHsee A A% [9.5 Whw ). 9. 6 #%FLi5 ] OIHDFLH
BT DEBYTHY, KRERNCERLSEADECHH L1358 %,

2. 83 (ROBEICIEFEELENIE)
2. 2 Il SUSIAR L T B etk o & 5 201t [9. 5]
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9.4 £JEREZH Y 5F

9. 4. 1 MR REZ 2R TUE. ARHIF G e O 548 T o — 2 B R 2 0) 7 AT 2 47
A EHIBET B, [9. 55 H]

9. 4.2 /%= b —DUHIRT AU HEMEO D 2 BEIE, RHIF G- RO 5T
EMILEE 21T L I8ET 28, w7 A, Ty MO X Tla A 5H
CERENADLNT0D, [15.2. 28]

9. 5 i1

TR SR L TV B REME D & 2 I3RS L v b BB TIX. v b

ICBWTHEIYOAEREIIE - BIEAEOKM., HILEEA20mg/kg/H (R

F#m (AUC) o#03f%) U EOBTASIL, B - BREOMAE., &ERAT - R

CEROEE, BRSO, ORI O 5 #EA%300me/kg/H  (BiR

EFERE (AUC) 019 HETHROLN TV, [2 2, 9.4 15H]

9. 6 RILIB

EHFE EOFRE RO REOR ML ZE L, ZALOWH IR IEERET$5 2

o B RNDOFITHANORBITIIARHTSH 5,

Ak R
P NE NS 5.12 Embryo-Fetal Toxicity
(20238 HExET) |Based on findings from animal studies and its mechanism of action, TAFINLAR can

cause fetal harm when administered to a pregnant woman. Dabrafenib was teratogenic
and embryotoxic in rats at doses three times greater than the human exposure at the
recommended adult clinical dose. Advise pregnant women of the potential risk to a
fetus. Advise female patients of reproductive potential to use effective non-hormonal
contraception, since TAFINLAR can render hormonal contraceptives ineffective, during
treatment with TAFINLAR and for 2 weeks after the last dose [see Drug Interactions
(7.2), Use in Specific Populations (8.1, 8.3)].

8.1 Pregnancy

Risk Summary

Based on findings from animal reproduction studies and its mechanism of action /see
Clinical Pharmacology (12.1)], TAFINLAR can cause fetal harm when administered to a
pregnant woman. There is insufficient data in pregnant women exposed to TAFINLAR to
assess the risks. Dabrafenib was teratogenic and embryotoxic in rats at doses three times
greater than the human exposure at the recommended clinical dose of 150 mg twice daily
(see Data). Advise pregnant women 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%-4% and 15%-20%, respectively.

Data

Anmimal Data

In a combined female fertility and embryo-fetal development study in rats conducted
during the period of organogenesis, developmental toxicity consisted of embryo-lethality,
ventricular septal defects, and variation in thymic shape at a dabrafenib dose of 300 mg/
kg/day [approximately three times the human exposure at the recommended dose based
on area under the curve (AUC)]. At doses of 20 mg/kg/day or greater (equivalent to the
human exposure at the recommended dose based on AUC), rats demonstrated delays in
skeletal development and reduced fetal body weight.

-103—




i

FLIRN A

KRN SCE
(20234E8HELET)

8.2 Lactation

Risk Summary

There are no data on the presence of dabrafenib in human milk, or the effects of
dabrafenib on the breastfed infant, or on milk production. Because of the potential for
serious adverse reactions in breastfed infants, advise women not to breastfeed during
treatment with TAFINLAR and for 2 weeks following the last dose.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Verify pregnancy status in females of reproductive potential prior to initiating
TAFINLAR.

Contraception

Based on data from animal studies and its mechanism of action, TAFINLAR can cause
fetal harm when administered to pregnant women [see Use in Specific Populations (8.1)].

Females

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

Males

To avoid potential drug exposure to pregnant partners and female partners of
reproductive potential, advise male patients (including those who have had vasectomies)
with female partners of reproductive potential to use condoms during treatment with
TAFINLAR and for at least 2 weeks after the last dose.

Infertility

Females

Advise female patients of reproductive potential that TAFINLAR may impair fertility.
A reduction in fertility was observed in female rats at dose exposures equivalent to the
human exposure at the recommended dose. A reduction in the number of corpora lutea
was noted in pregnant rats at dose exposures approximately three times the human
exposure at the recommended dose [see Nonclinical Toxicology (13.1)].

Males
Advise male patients of the potential risk for impaired spermatogenesis which may be
irreversible. Effects on spermatogenesis have been observed in animals treated with

dabrafenib at dose exposures up to three times the human exposure at the recommended
dose [see Nonclinical Toxicology (13.1)].

|
F—ANT)T D5 HH
(Australian categorisation system for D (20234E9H)
prescribing medicines in pregnancy)

<BESF AT TOFEOME (Australian categorisation system for

prescribing medicines in pregnancy)

D : Drugs which have caused, are suspected to have caused or may be expected
to cause, an increased incidence of human fetal malformations or irreversible
damage. These drugs may also have adverse pharmacological effects.
Accompanying texts should be consulted for further details.
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KERACE | 8.4 Pediatric Use

(202348 Htkz]) | BRAF V600E Mutation-Positive Unresectable or Metastatic
Solid Tumors and LGG

The safety and effectiveness of TAFINLAR in combination
with trametinib have been established in pediatric patients 6
years of age and older with unresectable or metastatic solid
tumors with BRAF V600E mutation who have progressed
following prior treatment and have no satisfactory alternative
treatment options; and patients 1 year of age and older with
LGG with BRAF V600E mutation who require systemic
therapy. Use of TAFINLAR in combination with trametinib for
these indications is supported by evidence from studies X2101
and G2201 that enrolled 171 patients (1 to < 18 years) with
BRAF V600 mutation-positive advanced solid tumors, of which
4 (2.3%) patients were 1 to < 2 years of age, 39 (23%) patients
were 2 to < 6 years of age, b4 (32%) patients were 6 to < 12
years of age, and 74 (43%) patients were 12 to < 18 years of
age [see Adverse Reactions (6.1), Clinical Pharmacology (12.3),
Clinical Studies (14.6, 14.7)].

The safety and effectiveness of TAFINLAR in combination
with trametinib have not been established in pediatric patients
younger than 1 year old with LGG with BRAF V600E mutation,
and in patients < 6 years old with unresectable or metastatic
solid tumors with BRAF V600E mutation.

The safety and effectiveness of TAFINLAR as a single agent in
pediatric patients have not been established.

Juvenile Animal Toxicity Data

In a repeat-dose toxicity study in juvenile rats, an increased
incidence of kidney cysts and tubular deposits were noted
at doses as low as 0.2 times the human exposure at the
recommended adult dose based on AUC.

Additionally, forestomach hyperplasia, decreased bone length,
and early vaginal opening were noted at doses as low as 0.8
times the human exposure at the recommended adult dose
based on AUC.
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MR 1(<1%) 0 FIE 62(11%) 27(5%)
M 5 1(<1%) 0 i E 16(3%) 4(<1%)
MM 28 A4 1(<1%) 1(<1%) VY 12(2%) 0
M) 7)) R RES 1(<1%) 0 AT 11(2%) 0
LB ERE 1(<1%) 0 DPZAt:d 4(<1%) 0
T4 DI A~ — 1(<1%) 0 FR ¥ 4(<1%) 0
il L 1(<1%) 0 R L 2(<1%) 0
iR i 1(<1%) 0 L 1(<1%) 0
IR R 5 1(<1%) 0 R 1(<1%) 0
A A 1(<1%) 0 LA —H% 1(<1%) 0
AR RERS 1(<1%) 0 BRI BB LRIE 87(16%) 6(1%)
Mk ITHE 1(<1%) 0 Fak 15(3%) 0
| e b ] 1(<1%) 0 Mg B 5 13(2%) 0
JRFE 1(<1%) 0 s> D8 s 6(1%) 0
EREE 170(30%) 9(2%) LTI 5(<1%) 0
EA 90(16%) 1(<1%) P B e 5(<1%) 1(<1%)
FBIEOF 26(5%) 1<1%) |y ommon 2(<1%) 0
N 25(4%) 0 S 4(<1%) 0
PR 12(2%) 0 FLITE 2 4(<1%) 0
B 8(1%) 0 HE s 3(<1%) 0
SHIRSE 8(1%) 0 B 5 3(<1%) 0
&N 7(1%) 1(<1%) S 3(<1%) 0
Jer 7(1%) 4(<1%) A 3(<1%) 0
AMEE L =2 -8 — 5(<1%) 0 ke 2(<1%) 2(<1%)
i 5(<1%) 0 — 2 (<1%) 0
PR 3(<1%) 0 B 2(<1%) 0
ALlERE 3(<1%) 0 g IR 2(<1%) 2(<1%)
JBE 3(<1%) 1(<1%) B 4 2(<1%) 0
Pl 2(<1%) 0 i R 2(<1%) 0
AN R 5 G 2(<1%) 0




&7L—F ZL—R3Lk L7 L—F ZL—R3P k-
n(%) n(%) n(%) n(%)

PR E B E 1(<1%) 0 bl 2 1(<1%) 0
ST 1(<1%) 0 K AR 5 1(<1%) 0
sk 2% 1(<1%) 0 IR B AS LI 1(<1%) 0
KB B kI ke % 1(<1%) 0 AR 7 1(<1%) 0
ITAGA 2 IN—=7 A )V A G 1(<1%) 0 AR 1(<1%) 0

R B DR 6 e g 1(<1%) 0 IR ) L 7 1(<1%) 0
LA G 1(<1%) 0 e R e 1(<1%) 1(<1%)
#D 1(<1%) 0 i TP e 1(<1%) 0

A VAL E 1(<1%) 0 MEHEPULNREE 78(14%) 32(6%)
LA 1(<1%) L(<19%) || WP sk A 43(8%) 20(49%)
Hifli LA 1(<1%) 0 F R A 16(3%) 2(<1%)
RN 0L 1(<1%) 0 21 15(3%) 6(1%)
R Jey 1k e 1(<1%) 0 I/ N A 13(2%) 1(<1%)
TG 1(<1%) 0 1) S ERIR A 6(1%) 2(<1%)
T BRI A P B L 1(<1%) 1(<1%) I R ER B e 3(<1%) 0

17 B T i g 1(<1%) 0 FERIF P BRI E 2(<1%) 2(<1%)
(LIRS 1(<1%) 0 BRIk S 1(<1%) 0

A VAR GE &G 1(<1%) 0 VB L PR B A B A 1(<1%) 1(<1%)
A NVAYE b A Y 1(<1%) 0 T 1(<1%) 0
ANV AMESRE %% 1(<1%) 0 HhEBRY) >/ SE AR IR 1(<1%) 0
B BT I g 1(<1%) 0 1) 7S BRI 1(<1%) 0
IRfEEE 79(14%) 5(<1%) ||V SERESIAE 1(<1%) 0
L 15(3%) 0 PLILER A 1(<1%) 1(<1%)
ARz fg 12(2%) 0 REbLOREREE 73(13%) 19(3%)
#EA 9(2%) 0 RRIE 39(7%) 3(<1%)
il:87 6(1%) 0 K 13(2%) 5(<1%)
TR 6(1%) 0 BN AL 12(2%) 10(2%)
HEHEGE 5(<1%) 2(<19%) || &) B IE 12(2%) 3(<1%)
Mg 5(<1%) 0 AV A 4(<1%) 0
R INELY) 5(<1%) 0 7 V7 3 3(<1%) 0

L 7 4(<1%) 0 B AL 3(<1%) 1(<1%)
MR ERRR 2% 4(<1%) 2(<1%) || 2(<1%) 0
MR A B 3(<1%) 0 iaSeZ SAIN ik 2(<1%) 0
Lz 2(<1%) 0 AROTHE 2(<1%) 0
SEHAE 2(<1%) 0 2RI R 2(<1%) 0
R 2(<1%) 0 Mgt 1(<1%) 0
BT 2(<1%) 0 PRI 1(<1%) 0
NLERTEZ i 2(<1%) 0 BV L 1(<1%) 0

R 4% 1(<1%) 0 A A 1(<1%) 1(<1%)
FIP 1(<1%) 0 BN R I 1(<1%) 0

AR A MR i 1(<1%) 0 BRZ 1(<1%) 0
I i 1(<1%) 0 IR EE ME8 b LU RRES 71(13%) 2(<1%)
Rk Y 1(<1%) 0 A 33(6%) 0
FERUBR B TR 1(<1%) 0 5 PR 16(3%) 0
s g% 1(<1%) 0 S I 15(3%) 0

HIR ) 1(<1%) 0 [ e A BE g 9(2%) 0
MR 1(<1%) 0 Jifi i 9% 5(<1%) 1(<1%)
Va%a 1(<1%) 0 I 3(<1%) 0
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&7L—F | ZL—K3Blk &7L—F | ZL—F3LLE
n(%) n(%) n(%) n(%)

VRO 7 15 2(<1%) 0 UEE /LU 2(<1%) 0

T VE TIN5 A 2 2(<1%) 0 iF 2(<1%) 0
5B 2(<1%) 0 LR 2(<1%) 0
TSRS 2(<1%) 0 A PEANEE R 2(<1%) 0

i 2t e 2(<1%) 1(<1%) HERERENIS 2(<1%) 0

Jifi 7 Jek 2(<1%) 0 A VAR 2(<1%) 0
SR 2(<1%) 0 L ER BEE BT 2(<1%) 0

My 5, 1(<1%) 0 ANEERR 1(<1%) 0
FEFE R E 1(<1%) 0 (AR 1(<1%) 0

IS EST 1(<1%) 0 HM7 Yy 1(<1%) 0
51 1(<1%) 0 ARG 1(<1%) 0
SR 1(<1%) 0 LAE 1(<1%) 0
SO JIE 1(<1%) 0 DMmAE BEE 1(<1%) 0

Rl BN I 1(<1%) 0 SRET R 1(<1%) 0
i 1(<1%) 0 JrE BEREAN 4 1(<1%) 1(<1%)
SaEH- I 1(<1%) 0 LR ZE 1(<1%) 1(<1%)
WERIf 1) 5 e 1(<1%) 0 S PRSI 1(<1%) 0
FRGES oI 1(<1%) 0 ORI SN ATE 1(<1%) 0
R B 1(<1%) 0 LB PR 1(<1%) 0

B HL0% = 9 <19

o T MIRDHEM | 41(8) 17(3%) igﬁ 2j§‘11;;§ 1<o i
Callegile 12(2%) 0 g ALIRRE 4(<1%) 1(<1%)
2 LA 9(2%) 0 Y 2<1%) 0

H ST 7(1%) 6(1%) 359 2(<1%) 0
RIS 61%) 60%) || gyt 2(<1%) 0

R TR 3(<1%) 0 BN 2(<1%) 0
A7/ AMEREE 3(<1%) 0 g <% 0

FZ 8 A7 A e g 3(<1%) 3(<1%) ey 1(<1%) 0
THOINRY 2(<1%) 0 WS35 1(<1%) 0
R ELHEIT 2(<1%) 0 O R (<1%) 0
TINT A=Y 2(<1%) 2(<1%) ST 1(<1%) 0
A 1(<1%) 0 e (<1%) 0
SR B 1(<1%) 1(<1%) EhLURKEE 14(3%) 0
HAEIEE 1(<1%) 0 r———— 9(2%) 0
E 1(<1%) 0 p— 2(<1%) 0
TR 1(<1%) 1(<1%) g 2(<1%) 0
SRR & P T 1(<1%) 0 g 1(<1%) 0
FLIBEF R A 1(<1%) 0 BHLVRBES 13(2%) 3(<1%)
LI 1(<1%) 0 B4 4(<1%) 2(<1%)
HIZ Y 1(<1%) 1(<1%) i SR 2(<1%) 0
IR 1(<1%) 0 p 2(<1%) 0
AL 5530 1(<1%) 1<1%) | 1(<1%) 0
Ak 227 L(<1%) 0 IR S Bt 26 1(<1%) 0
DEES 32(6%) 3(<1%) R 1(<1%) 0
PR 6(1%) 0 B 1(<1%) 1(<1%)
Sl ED 3(<1%) 1(<1%) R T T1 8 — 1(<1%) 0
B 3(<1%) 0 Py 1(<1%) 0
P 2(<1%) 0 AR 11(2%) 3(<1%)
FEENER 2(<1%) 0
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ETL—F 71 —F3LL 1
n(%) n(%)
JHIH % 5(<1%) 0
JiRsiilioisie 4(<1%) 1(<1%)
JFFE RS 1(<1%) 1(<1%)
JHEE 1(<1%) 0
BT AT 3B ILAE 1(<1%) 1(<1%)
BE FESLONEEHHE 7(1%) 0
FooN=r 3(<1%) 0
Rl H I 2(<1%) 0
Va— L H % 1(<1%) 0
45 1(<1%) 0
EERHIVIEEE 7(1%) 0
i Hite 3(<1%) 0
FAm IR 5 1(<1%) 0
JIAE R e 1(<1%) 0
Fhid s 1(<1%) 0
M PEFLEE S 1(<1%) 0
PR REAN 42 1(<1%) 0
A EE 4(<1%) 0
IR AR B T RE 2(<1%) 0
IR A% RE T HERE 1(<1%) 0
PR ALY 1(<1%) 0
XM, REMESSCBIGHERES 3(<1%) 0
TAEAIE 3(<1%) 0
REREE 1(<1%) 0
BWETLILVY— 1(<1%) 0

F—=F9vhr7 201444 H (MEK116513545%)
2013481 (MEK 11530634 E5)
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3) BRAF V60OE/KERZ#ETI3BHRNAIUAVOEHEREOMEEEEMNRE L -EEERSE I HEERFRAR
(F23015%B&. n=435) (CH (T BEHEADEEIRERT—E

Ay 71 —R3LL L ETL—F 71—R3LL L
n(%) (%) n(%) n(%)

BB 398(91.5%) 136(31.3%) || &AL BE 13(3.0%) 2(0.5%)

;g-é%ﬁ%ﬁ&lﬁﬂ%ﬁﬂﬁ@ 396(74.9%) 41(9.4%) P\Tﬁﬁﬁ%i 12(2.8%) 1(0.2%)
1 B 11(25%) 0

SR 244(561%) | 21(48%) || 4 ytrosese 11(25%) 1(0.2%)
955 170(39.1%) 16(37%) || Spaem et 5O 9(2.1%) 0
e 155(35.6%) 6(1.4%) St AL 8(1.8%) 0
ATV PR B 45(10.3%) 2(0.5%) s 7(1.6%) 0
W 43(9.9%) 0 R 7(16%) 0
KA E 38(8.7%) 1002%) |[ 2grtpz s 7(1.6%) 0

BRI 13(3.0%) 0 EER 7(1.6%) 1(0.2%)
KD G 5(1.1%) 0 ¥z 1§ %5 6(1.4%) 0
il 5(11%) 0 KLHEPERE 95 6(14%) 0
VIR 5(1.1%) 0 ¥z i s 2 6(1.4%) 0
ER SN 3(0.7%) 0 S BATHE 5(1.1%) 0
M 2(05%) 0 FEEE 5 5(1.1%) 0
{EREST A 2(05%) 0 B2 I8 i 5(1.1%) 0
ez I 2(05%) 0 EALEALE 4(0.9%) 0
AN ] 2(05%) 0 Bz I8 & 4(0.9%) 0
18 2(05%) 0 A 4(09%) 0
Wi 1(02%) 0 - 4(09%) 0
W 1002%) 0 AN 1(09%) 0
ANl 1(0.2%) 0 o tnar 4(0.9%) 0
PR 1(0.2%) 0 ST 3(0.7%) 0
ok 1(02%) 0 O 3(0.7%) 0
R 1(02%) 0 e 3(0.7%) 0
AR 1(02%) 0 TR % 3(07%) 0
AR 1002%) 0 B 3(07%) 0
JeAE 102%) 0 e A 3(0.7%) 0
JRy T e I 1(0.2%) 0 ¥ 75 B T 3(0.79%) 0
REJR) 10 e 1(0.2%) 0 LI 2(0.5%) 0
AR 1(02%) 0 W5 2(0.5%) 0
G BV GE BUSIE B 7 1(0.2%) 1(0.2%) 23R 5 2(05%) 0
RS 1002%) 0 1 i AL 2(05%) 0
EBHLURTHRERES 284.(65.3%) 1023%) | [ s s 2(0.5%) 0
%5 98 (22,5%) 0 HG R 8 %% 2(05%) 0
SRR 5t 50(1L5%) 2005%) || Sttt e 1(02%) 0
B 17(108%) 0 T 020 0
AL 35(8.0%) 0 7O 1(02%) 0
2R 29(6.7%) 0 A 1(02%) 0
BEIR B KB 5 29(6.7%) 1(0.2%) B LA — A 1(0.2%) 0
BLESE 23(53%) 0 ARILE R I % 1(0.2%) 0
%V 23(5.3%) 0 " 1(02%) 0
TR SRR AR S e B 23(53%) 102%) | ek 020 0
FEIT 19(4.4%) 0 TR R 1(0.2%) 0
RIS AL 16(3.7%) 2(05%) || smaer s 1(0.29%) 0
X 13(3.0%) 0 5T 1(0.2%) 0




&7L—F ZL—R3Lk L7 L—F ZL—R3P k-
n(%) n(%) n (%) n (%)
B 1(0.2%) 0 WAL 1(0.2%) 0
I £ JE B e 1(0.2%) 0 I AEH R 1(0.2%) 0
iR 1(0.2%) 0 % I B i e 1(0.2%) 0
RS AN 74— 1(02%) 0 FIEP I 1(0.2%) 0
% 1(0.2%) 0 J KGR A 5% 1(0.2%) 0
KRS 1(02%) 1002%) || e s 1(0.2%) 0
T 1(02%) 0 CIERIH AN 4 1(0.2%) 0
JTCH S 1(02%) 0 e P 1(0.2%) 0
L& 1(0.2%) 0 o 1(0.2%) 1(0.2%)
AN TR 5 1(02%) 0 BRI B 1(0.2%) 0
S 1(02%) 0 WO 1(0.2%) 0
AR R T B 1(02%) 0 BHERRBLOESERES 173(39.8%) 7(1.6%)
2 1 ZEA 1(02%) 0 4 Eff 98(22.5%) 2(05%)
3 FESITES 1(02%) 0 fi Al 55(12.6%) 1(0.2%)
7 8 TR A 1(0.2%) 1002%) || LR 30(6.9%) 0
HYGET 1(0.2%) 0 e 21(4.8%) 0
BlEEE 242(55.6%) 12(2.8%) || 5 9(2.1%) 0
BRI 140(32.2%) 4(09%) || PAEIENR 9(2.1%) 0
T 101(23.2%) 3(0.7%) || WiE s 8(1.8%) 0
W - 95(21.8%) 4(0.9%) || 3 4(0.9%) 0
IR J5 30(6.9%) 0 AT 3(0.7%) 1(0.2%)
AL 25(5.7%) 0 GilEg Y TR 3(0.7%) 0
i3 16(3.7%) 0 AT Rl P i 3(0.7%) 2(0.5%)
g 16(3.7%) 0 BB 4% 2(0.5%) 0
% 16(3.7%) 1002%) || i 2(0.5%) 0
AR 12(2.8%) 0 ST — 2(0.5%) 1(0.2%)
PE A T 11(25%) 0 I e 1(0.2%) 0
B A T R 5(1.1%) 1002%) || BIwZE 1(0.2%) 0
5 BRI i 4(0.9%) 0 105 &6 e 1(0.2%) 0
775 M 4(0.9%) 0 DU A 1(0.2%) 0
(W=D 3(0.7%) 0 i A S 1(0.2%) 0
N TS 3(0.7%) 1002%) || Z5EpaE g% 1(0.2%) 0
(53,7} 3(0.7%) 0 ) MRS 1(0.2%) 0
B 2(0.5%) 0 TS 1(0.2%) 0
A 2(0.5%) 0 Jesin 1(0.2%) 0
F 2(05%) 0 HEREE 169(38.9%) 16(3.7%)
it 2(05%) 0 TR 120(27.6%) 6(1.4%)
LoFo s 2(05%) 0 FEEOFN 24(55%) 2(05%)
HE AL 1(02%) 0 ISR 24(5.5%) 0
TRE R 1(0.2%) 0 &R 7(1.6%) 1(0.2%)
JEE S A T 1(02%) 0 FrUEIE 6(1.4%) 1(0.2%)
&I G 1(0.2%) 0 SR 5(1.1%) 2(05%)
I 1(02%) 0 et 5(1.1%) 2(05%)
(LEADS T 1(0.2%) 0 R 5(1.1%) 0
it ek 1(0.2%) 0 fER=wal e 4(0.9%) 0
Wi o 1(0.2%) 0 AP — 2 — T — 4(0.9%) 0
2o il 1(0.2%) 0 AL R S 3(0.7%) 0
E s 1(0.2%) 0 KR OIRTE 3(0.7%) 0
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A% ZL—R3Lk E7L—F 7L—R3LLk
n(%) n(%) n (%) n (%)
Hs 2(0.5%) 0 JICEONR %2 1(0.2%) 0
P A R 2(05%) 2(05%) || L) 40 1(0.2%) 0
SR 2(05%) 0 AR 2 1(0.2%) 0
IR SRR 2(0.5%) 0 I IR A V| > 1(0.2%) 0
Eiean 2(05%) 0 LA 27 R B 1(0.2%) 0
TR AN BEAE 2(05%) 0 LT F =TT AR 1(0.2%) 0
R i 2(05%) 0 LEMQTIER 1(0.2%) 1(0.2%)
HLEF AR 2(05%) 0 TR T e i 1(0.2%) 0
IS TRIEES 1(02%) 0 RERIR IR R B 1(0.2%) 0
A 1(02%) 0 NEZUE VA 1(0.2%) 0
ST 1(02%) 0 FEI At e 1(0.2%) 0
OE A 1(02%) 0 Ji 308308 e i B e 1(0.2%) 0
TR 1(0.2%) 0 IRE F 5 1(0.2%) 0
BERETE S F = 2 — /8 F— 1(02%) 1002%) || FhEREM A 1 5 1(0.2%) 1(0.2%)
T RE 1(0.2%) 0 1) SERT 42N 1(0.2%) 0
i SRR U 1(0.2%) 0 HLER T 43 BB 1(0.2%) 0
= RIS 1(0.2%) 1(0.2%) || R in 1(0.2%) 0
TR RAR 5% 1(0.2%) 1002%) || b= 440 1(0.2%) 1(0.2%)
WL S 1(0.2%) 0 PREHEAN 1(0.2%) 0
FY MR BB = 2 — 1§ — 1(02%) 0 RS 78(17.9%) 6(1.4%)
TR LR = 2 — T S F — 1(0.2%) 0 i) 22(5.1%) 2(0.5%)
TR T 1(0.2%) 1002%) || BREZ M 16(3.7%) 0
T 1(02%) 0 AR 7(1.6%) 0
ERIR 14T 1(0.2%) 0 SIS 6(1.4%) 1(0.2%)
BREARARE 132(30.3%) 40(9.2%) || %M 5(1.1%) 0
TSI TIING AT 2T —E RN 57(13.1%) 15(34%) || HBMRABIE 4(0.9%) 1(0.2%)
UIAVER YAVA MY VESERE | 51(11.7%) 14(32%) || HRFE1 4(0.9%) 0
MH7 V) RAT 75 —ER N 28(6.4%) 2(05%) || HIILT 4(0.9%) 1(0.2%)
B E 20(4.6%) 0 L 7 B 3(0.7%) 0
I PP FL AR R K ST SR 1 17(39%) 0 MR FL A 7 3(0.7%) 0
Y= WG Y AT =5 —EH 12(2.8%) 7(1.6%) || R 3(0.7%) 1(0.2%)
C— U A 5 11(25%) 0 (RIS 2] 3(0.7%) 0
TP ER SR A 10(2.3%) 2(05%) || FEREAE I 2(05%) 0
F Bk S A 9(2.1%) 2(05%) || oKz 2(05%) 0
Mz L7 R ARFF—EHEI 8(1.8%) 2(05%) || IREBHE AR 2(0.5%) 0
il 5 8(1.8%) 0 % % 2(05%) 1(0.2%)
R\ 8(1.8%) 0 ¢ el 2(05%) 1(0.2%)
IR 5(1.1%) 1(02%) || JeBLAE 2(0.5%) 0
JFlEsE LA 4(0.9%) 0 [ERRESE 2(0.5%) 0
I L7 F = AN 3(0.7%) 0 A % 1(0.2%) 0
IfLFE 57 3(0.7%) 1(02%) || %W 1(0.2%) 0
Vo SERER A 3(0.7%) 2(0.5%) || AR AR 5 1(0.2%) 0
1) S —BHE] 2(0.5%) 2(05%) || #EBEMERR (3 _F Rz I 1(0.2%) 0
il NS A 2(05%) 0 ANt 35 1 Bz 9 e 1(0.2%) 0
FFUATIF—F LR 2(0.5%) 1(02%) || #H3 ML 1(0.2%) 0
TIT—EHN 1(0.2%) 1(02%) || HEERFIE 1(0.2%) 0
M7 VT I 1(0.2%) 0 A2 FE e 1(0.2%) 0
7 BB 1(0.2%) 1002%) || HRo>FMy & 1(0.2%) 0
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&7L—F ZL—R3Lk L7 L—F ZL—R3P k-
n(%) n(%) n(%) n(%)

kP 1(0.2%) 0 BAE B KU ERIE 66(15.2%) 5(1.1%)
MR ERRR 2 1(0.2%) 0 Tk 16(3.7%) 0
T 1(0.2%) 0 TS e 5 12(2.8%) 0
TR 1(02%) 0 ] S 5(1.1%) 0
HHEAL 1(02%) 0 ATV 5(1.1%) 0
T R 1(02%) 0 JIGEPS 5(1.1%) 0
MRz 1(02%) 0 IR 4(0.9%) 0
HEHEL A 111 1(0.2%) 0 FIREAILA A 3(0.7%) 0
EEL L 1(02%) 0 ARG 3(0.7%) 0
R AE 1(0.2%) 0 e B 5% 2(05%) 1(0.2%)
AN 53 BE A 1(02%) 0 B 2(05%) 0
RS T 1(02%) 0 BRI 2% 2(05%) 0
vl 1(02%) 0 A 2(05%) 1(0.2%)
MPIG 2R B3 B SOt REE 78(17.9%) 3(0.7%) || 4% 2(05%) 0
AL 29(6.7%) 0 IV %% 1(0.2%) 0
i 23(5.3%) 0 2 B2 Tk g% 1(0.2%) 1(0.2%)
I ] 15(34%) 0 F15 1(0.2%) 0
[ 1PENPEE R 11(25%) 0 B G hE 1(0.2%) 1(0.2%)
T3 VEPEITI PR 5(1.1%) 0 N 1(0.2%) 0
SR 4(0.9%) 0 &5 1(0.2%) 0
Eivad e 3(0.7%) 1002%) || THAbAE R 1(0.2%) 0
X 2(05%) 0 AN — 1(0.2%) 0
B RAE 2(05%) 0 LIRINIORE 1(0.2%) 0
X 2(05%) 0 F 1(0.2%) 0
WG D IS 1(0.2%) 0 RR e e e 1(0.2%) 0
BRAV LR 1(0.2%) 0 U 1(0.2%) 0
BRI 1(0.2%) 0 SEE 1(0.2%) 0
I I i 1(0.2%) 0 IR ER A I 1(0.2%) 1(0.2%)
TS B 1(0.2%) 0 CIE 8 1(0.2%) 0
il FE A A 1(0.2%) 1(02%) || MHsE %% 1(0.2%) 0
Jiti P 3 A 1(0.2%) 0 Jili %% 1(0.2%) 0
iy 3 L A 1(02%) 0 SE G 1(0.2%) 0
P A7 A i 1(02%) 1002%) || #afE g% 1(0.2%) 0
Bl ) -1 1(02%) 0 2 I T 1(0.2%) 0
Bl S 1(02%) 0 JETP R 1(0.2%) 0
it 1 1(02%) 0 RS 1(0.2%) 0
REpLORERE 72(16.6%) 13(3.0%) || #hFefis 2 i g 1(0.2%) 0
ARk B 43(9.9%) 2(05%) ||MEES 55(12.6%) 19(4.4%)
1Y) R I 8(1.8%) 3(0.7%) || B iME 27(6.2%) 15(3.4%)
5 LA 7(1.6%) 4(0.9%) || &+ 11(25%) 3(0.7%)
{8 ATfLE 7(1.6%) 2(05%) || #HL 7(16%) 0
fEF N A TR 6(1.4%) 3(0.7%) || V> SRR 6(1.4%) 1(0.2%)
ik 4(0.9%) 0 EYe)) 5(1.1%) 0
AN AL 2(05%) 0 LA/ =B % 2(0.5%) 0
B A 1(0.2%) 0 2N PR I 1(0.2%) 0
&7 V7 I LIE 1(0.2%) 0 145 B 28 1(0.2%) 0
e~ 7 AIAE 1(0.2%) 0 MEHECUNREE 53(12.2%) 23(5.3%)
A 1(0.2%) 0 I Bk A i 34(7.8%) 18(4.1%)
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&rL—F | ZL—F3LlE &rL—F | ZL—F3LE
n(%) n(%) n(%) n (%)
F L ER 8 A 13(3.0%) 2(05%) || 9nHENR 1(0.2%) 0
LN A 13(3.0%) 1002%) || A ERiEE 1(0.2%) 1(0.2%)
#1i 12(2.8%) 1002%) || BaLURBES 13(3.0%) 0
oS BRI AME 11(25%) 2(05%) || Il#xtEoF 9(2.1%) 0
SEBET R Bk A E 2(0.5%) 2(05%) || Hs 2(0.5%) 0
I EREE e 1(0.2%) 0 Hii 1(0.2%) 0
1) > SHTIR 1(0.2%) 0 TR 1(0.2%) 0
1) 2SR 1(0.2%) 0 BhLURKBES 13(3.0%) 3(0.7%)
VSRR 1(0:2%) 0 S IR 3(0.7%) 0
P ER I A 1(0.2%) 1(02%) || &FR 2(05%) 0
~ F7NE B 0, 0,

B e 10(2.3%) 0 Py 102%) 0
A A 5(1.1%) 1002%) | [ 1(0.2%) 0
FrURY 3(0.7%) 0 BT 1(0.2%) 1(0.2%)
AT AMERFBE 3(0.7%) 0 T — D 1(0.2%) 1(0.2%)
i 1§ LI 3(0.7%) 0 e — 102%) 0
R 3(0.7%) 2(05%) ZIR 1(0.29%) 0
R— T 2(0.5%) 0 B4 1(0.29%) 0
iR o e 1(0.2%) 0 RS 1(0.2%) 0
S 1(0.2%) 0 DlEpE=s 9(2.1%) 0
T IR R 1(0.2%) 1(0.2%) LAY 2(05%) 0
TFINTH b= 1(0.2%) 1(0.2%) ahiE 2(05%) 0
GIMAGS 1(0.2%) 1(0.2%) W 2(0.5%) 0
B2 A A 1(0.2%) 1(0.2%) B R T Ty 1(0.2%) 0
FEHEE 26(6.0%) 1(0.2%) SRS 1(0.29%) 0
SHTLARIE 6(1.4%) 0 CEPE I 1(02%) 0
Ll 6(14%) 0 BE FESLONBAHE 8(18%) 0
A9 4(0.9%) 1(0.2%) P 2(05%) 0
2L 3(07%) 0 HE B 1(02%) 0
s 2(05%) 0 4 It 1 1(02%) 0
e s 2(05%) 0 IR E 1(0.2%) 0
o5 1(0.2%) 0 BER 1(0.2%) 0
VEF—igR 1(02%) 0 Y 1(02%) 0
e 1(02%) 0 2 R 1(0.2%) 0
PR DR 1(02%) 0 P 1025 0
N 1002%) 0 B R 6(1.4%) 3(0.7%)
AL 102%) 0 [ 2(05%) 0
$ERBLVIEREE 15(34%) 2(05%) SER B s i 1(0.29%) 1(0.29%)
HRAS 4(09%) 1002%) |/ prapt 1(02%) 1(0.2%)
e R 2(0.5%) 0 LML 1(0.2%) 1(0.2%)
10> S i 2(0.5%) 0 BhT Y AT I — e 1(02%) 0
A #E 1(02%) 0 XM RIS LOBEMEE 1(02%) 0
IR R 1(02%) 0 Ttk fLE 1(02%) 0
FLE5 9 1(0.2%) 0 BT 1(0.29%) 0
T FEER LR IR 1(0.2%) 0 FEHETLILE— 1(0.29%) 0
T B 1(0.2%) 0 F—hhF T 20174E6 A
R84 1(0.2%) 0
AR 1(0.2%) 0
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4) BRAF VB00EZERZH ¢ 2 UIRRARELELT - BROIFIMEREMERE 2R & L ERHLR S 18R RER
(E220158%. n=93) (C& T BEMEADEENRFRA—&E

1RiGEH (n=36) 2~4iEHE (n=57) TRIEFR+2~AR TG (n=93)
71—~ | ZL—F3L L E7L—F | Z7L—F3 L E£7L—F | Z7L—F3l L
n (%) n (%) n (%) n (%) n (%) n (%)
I 32 88.9 13 36.1 51 89.5 21 36.8 83 89.2 34 36.6
MEHLCUINREE 7 194 3 8.3 16 28.1 7 12.3 23 247 10 10.8
24N 4 11.1 0 7 12.3 1 18 11 118 1 11
T HER A E 1 28 1 28 10 175 5 8.8 11 118 6 6.5
H i BRI A E 1 238 0 4 7 2 35 5 54 2 22
MR e 0 0 4 7 1 18 4 4.3 1 11
ZEENERF AR AE 0 0 1 1.8 1 18 1 1.1 1 11
)27 SERIRAE 1 238 1 238 0 0 1 1.1 1 11
PLI BRI A E 1 2.8 1 28 0 0 1 1.1 1 1.1
DiEEE 1 2.8 0 4 7 1 18 5 54 1 11
Ik 0 0 1 18 0 1 11 0
ek e A 0 0 1 18 0 1 11 0
UG\ LYN 0 0 1 1.8 0 1 1.1 0
TR 12 AR 0 0 1 18 0 1 11 0
o P ARG 1 28 0 0 0 1 11 0
LA 0 0 1 18 1 18 1 1.1 1 11
BELUREEE 0 0 1 18 0 1 1.1 0
AR D F 0 0 1 18 0 1 1.1 0
IRpEE 9 25 0 9 158 1 18 18 194 1 1.1
AR Sz J5 0 0 4 7 0 4 4.3 0
BT 1 28 0 3 5.3 0 4 4.3 0
[iIWa] = 1 28 0 2 35 1 18 3 3.2 1 11
IR 0 0 2 35 0 2 22 0
TSN 0 0 2 35 0 2 22 0
AR 72 1ML 1 28 0 1 18 0 2 22 0
IR 25 J] P v ek 2 56 0 0 0 2 22 0
TEARAE 2 56 0 0 0 2 22 0
Mg 3 b R 1 28 0 0 0 1 11 0
R 5% 1 28 0 0 0 1 11 0
MR H 5 & 0 0 1 18 0 1 11 0
MR ZHFEERE 0 0 1 18 0 1 11 0
I S50 R e 0 0 1 18 0 1 11 0
AR 0 0 1 18 0 1 11 0
MRS AT 74— 1 2.8 0 0 0 1 11 0
A 0 0 1 18 0 1 11 0
BEEE 20 55.6 2 56 32 56.1 1 1.8 5% 559 3 32
O 15 41.7 0 21 36.8 0 36 387 0
M 1= 8 22.2 1 28 17 29.8 0 25 26.9 1 1.1
T 8 22.2 1 28 12 211 1 18 20 215 2 22
(X7 3 8.3 0 4 7 0 7 7.5 0
G 0 0 5 88 0 5 54 0
JE i 3 8.3 0 1 18 0 4 43 0
ISz 8 2 56 0 1 18 0 3 32 0
T IE LRI 0 0 1 18 0 1 11 0
LA R 1 238 0 0 0 1 11 0
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LKiG# (n=36)

2~4WiHfE (n=57)

1TRGF+2~ARGEFE (n=93)

&71L—F | ZL—F3L L 71—~ | ZL—F3l L 71—~ | ZL—F3l L
n (%) n (%) n (%) n (%) n (%) n (%)
537 0 0 1 18 0 1 11 0
BREE 1 2.8 0 0 0 1 11 0
ElZE e 1 28 1 28 0 0 1 11 1 11
T o 0 i R A 0 0 1 18 0 1 11 0
I T 0 0 1 18 0 1 11 0
I g 5 1 2.8 0 0 0 1 11 0
SR g 0 0 1 18 0 1 11 0
—fif - 2 BEES LV S I OIRE 27 75 3 8.3 37 64.9 2 BI5 64 68.8 5 54
FEEk 21 58.3 3 8.3 25 439 1 18 46 495 4 4.3
FA P i3 7 194 0 11 19.3 0 18 194 0
e 8 222 0 8 14 1 18 16 172 1 11
)9 3 8.3 0 13 228 0 16 172 0
W7 6 16.7 0 6 105 1 18 12 129 1 11
PRI 3 8.3 0 2 35 0 5 54 0
B JEhE 1 28 0 3 53 0 4 43 0
T JAE 0 0 4 7 0 4 4.3 0
AV TIVI AR 2 56 0 1 1.8 0 3 32 0
[SES 1 2.8 0 1 1.8 0 2 2.2 0
A 0 0 2 35 0 2 2.2 0
#ta 0 0 1 1.8 0 1 11 0
17 % 1 28 0 0 0 1 1.1 0
AL TR 0 0 1 1.8 0 1 11 0
P 0 0 1 1.8 0 1 1.1 0
P 1 28 0 0 0 1 1.1 0
A B PR JAE DU 51 1 28 0 0 0 1 11 0
17 0 0 1 1.8 0 1 1.1 0
FFIEEREE 0 0 1 18 0 1 1.1 0
JERI R 0 0 1 18 0 1 11 0
BLE B S UEFEBRIE 0 0 9 158 0 9 9.7 0
FEu Rk 0 0 3 5.3 0 3 32 0
e B 9% 0 0 1 1.8 0 1 11 0
A 2% 0 0 1 1.8 0 1 11 0
NIVRATA N AJEG: 0 0 1 1.8 0 1 11 0
il & 0 0 1 1.8 0 1 11 0
e K 9% 0 0 1 1.8 0 1 1.1 0
5yt 0 0 1 1.8 0 1 11 0
BE. hFESLCLE S HHE 1 28 0 3 5.3 0 4 43 0
Bl 1 28 0 1 1.8 0 2 22 0
MR # 5 0 0 1 1.8 0 1 1.1 0
A 0 0 1 18 0 1 11 0
ERERARE 7 194 4 11.1 28 49.1 8 14 55) 376 12 129
LS E S 3 8.3 2 56 5 88 2 35 8 86 4 4.3
M7V RAT 75 —E1E TN 1 2.8 0 6 10.5 0 7 75 0
RE A 1 2.8 0 6 10.5 0 7 75 0
TI=YTIINT VAT 2T —EHEN 3 8.3 2 56 3 5.3 1 18 6 6.5 3 32
TAINNGE LT I/ AT 27 —E 2 56 1 28 4 7 1 18 6 6.5 2 22
M 7L 7T R ARFF—E8 N 1 2.8 0 5 8.8 0 6 6.5 0
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1KRiBH (n=36)

2~4%inH (n=57)

1RIGF+2~4IGHE (n=93)

JL—F | ZL—F3E | &rL—F | ZL—F3UE | &rL—F | ZL—F3LiE
(%) n (%) n (%) n (%) n (%) n (%)
L7 F = B 28 | 0 3 | 53] 1 | 18| 4 | 43| 1 | 11
tRER N 28 | 1 | 28 | 4 7 1 | 18| 5 | 54 | 2 | 22
73— 0 2 |35 | 1 | 18 2 |22 1 |11
y=F NI NG Y AT 2 F—E R 0 2 | 35| 2 | 35| 2 | 22| 2 | 22
)3 0 2 | 35| 0 2 | 221 0
LA 3 0 1 | 18| 0 1 | 11| o0
iGrES ! 0 1 | 18| 0 1 | 11| o
) SERELR A 28 | 1 | 28 | 0 0 1 | 11| 1 | 11
SFFRER R 28 | 0 0 0 1 | 11| o0
/N A 28 | 0 0 0 1 | 11| o0
N AT IF—E L5 0 1 |18 | 0 1 | 11| o
H R Es A 28 1 28 0 0 1 11 1 11
R#bLOEEEE 278 | 3 | 83 | 15 | 263 | 4 7 | 25 |29 7 | 75
FRAR 7 1194 0 10 175 | 0 17 183 0
1RGN AL 4 |11 1 | 28| 1 | 18| 1 | 18| 5 |54 2 | 22
Bk 2 | 56| 1 | 28| 2 | 35| 2 | 35| 4 | 43| 3 | 32
5 A LA 2 | 56| 0 1 |18 | 0 3 1321 0
{1 i I 2 | 56| 1 | 28| 1 ] 18] 0 3 132 1 | 11
5 I 1 | 28] 0 1 | 18| 0 2 |22 ] o0
B AL 0 0 1 |18 1 18| 1 | 11| 1 |11
e~ 73 AR 1 | 28] 0 0 0 1 | 11| 0
fRTE 0 0 1 | 18] o 1 | 11| 0
BHERRHLORAERES 9 | 25 | 1 | 28 | 13 | 28| 0 22 | 237 | 1 | 11
5 A 4 11| o 5 |88 | 0 9 | 97 | 0
B 1 | 28] 0 6 | 105 | 0 7 175 0
A 3 1831 0 4 7 0 7 175 0
DU 2 | 56| 1 | 28| 1 | 18] 0 3 0132 1 | 11
B3 %% 0 0 1| 18 0 1 | 11| o
B 1| 28 | 0 0 0 1 | 11| o
2 B 0 0 1 | 18| o 1 | 11| o
Eﬂgﬂﬁfzﬁigfﬁigg?ﬁ = 2 | 56| 0 3 |53 | 1 |18 5 |54] 1 | 11
2 1 FLIFNE 0 0 2 |35 0 2 | 221 0
VAL R ERIE 1| 28 0 0 0 1 | 11| o
A5 ) AMEREEE 0 0 1 | 18] 0 1 | 11| o
e F A i 1| 28| 0 0 0 1 | 11| o
P E R 1| 28 | 0 0 0 1 | 11| o
R 1 A e 0 0 1 18| 1 18] 1 11| 1 |11
HEREE 7 | 194 | 1 | 28| 9 |158| 1 | 18 | 16 | 172 | 2 | 22
EEEOE 1 |28 | 0 4 7 0 5 | 54 | 0
DR 1 | 28 | 0 4 7 0 5 | 54 | 0
B 2 | 56| o 3 1 53] 0 5 | 54 | 0
J B 1 |28 | 0 1| 18| 0 2 |22 ] o0
T 0 0 1 | 18| 0 1 | 11| 0
FA = 2 — TS F— 0 0 1 18| 1 | 18] 1 | 11| 1 |11
FAG PR = 2 — 1 ¢ — 1 | 28 | 1 | 28 0 0 1 | 11| 1 | 11
'3 1| 28 | 0 0 0 1 | 11| o0
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LKiG# (n=36)

2~4WiHHE (n=57)

1TREGF+2~ARGEFE (n=93)

E71L—NR 71 —R3LL 1 E71L—NR 71 —R3LL 1 71—~ | Z7L—F3l L
n (%) n (%) n (%) n (%) n (%) n (%)
PRk 1 28 0 0 0 1 11 0
rEEE 0 0 1 18 0 1 11 0
FhELIRAE 0 0 1 18 0 1 11 0
IO¥ 0 0 1 18 0 1 11 0
BHLURKBES 1 28 0 3 5.3 2 35 4 43 2 22
JRANE R 45 0 0 2 35 2 35 2 22 2 22
HE bR R 1 28 0 0 0 1 11 0
IR 0 0 1 18 0 1 11 0
T ke 4 o 0 0 1 18 0 1 11 0
MEORER. BER b LU RS 3 83 0 7 | 123 0 10 | 108 | 0
ik 0 0 2 35 0 2 22 0
s 1 28 0 1 18 0 2 2.2 0
LIRS 0 0 1 18 0 1 11 0
S 1 28 0 0 0 1 11 0
BRE I 0 0 1 18 0 1 11 0
il & 1 28 0 0 0 1 11 0
TR 0 0 1 18 0 1 11 0
FAREORAE 0 0 1 18 0 1 11 0
EEHLUE THEEES 23 | 639 | 1 28 | 33 | 579 | 2 35 | 56 | 602 | 3 32
2 RSz I 8 22.2 0 17 | 298 1 18 25 | 269 1 11
%95 5 139 | 0 8 14 0 13 14 0
EHFEIE 4 | 111 1 28 6 | 105 | 0 10 | 108 | 1 11
FLBE 4 | 111 ] 0 4 7 0 8 86 0
i 1 28 0 6 | 105 | 0 7 75 0
AL 0 0 6 | 105 1 18 6 65 1 11
EHYR 5 1 28 0 4 7 1 18 5 54 1 11
P K 3 83 0 1 18 0 4 43 0
s 1 28 0 2 35 0 3 32 0
FEHITERLBE 1 28 0 2 35 1 18 3 32 1 11
EHREHE 0 0 3 53 0 3 32 0
LT 1 28 0 2 35 0 3 32 0
FEREF IR E N S 1 28 0 2 35 0 3 32 0
G B EEPEIE 0 0 3 5.3 1 18 3 32 1 11
Btk % 2 56 0 1 18 0 3 32 0
i) == 0 0 2 35 0 2 22 0
It 1 28 0 1 18 0 2 22 0
BEIR 5 2 56 0 0 0 2 22 0
S 1 28 0 1 18 0 2 22 0
TR Rz 1 % 1 28 0 1 18 0 2 22 0
F2 I8 % 1 28 0 1 18 0 2 22 0
S 0 0 1 18 0 1 11 0
K8 i 1 28 0 0 0 1 11 0
St 2! 0 0 1 18 0 1 11 0
% B 0 0 1 18 0 1 11 0
U AT RN e T R T 0 0 1 18 0 1 11 0
9NN 0 0 1 18 0 1 11 0
EILMEAILE 0 0 1 18 0 1 11 0
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1RIA#E (n=36) 2~4Ki6# (n=57) LRIEHE+2~ 4G #E (n=93)

&71L—~ | Z7L—F3L L 71—~ | Z7L—F3L L £7L—F | ZL—F3l L

n (%) n (%) n (%) n (%) n (%) n (%)
b F 8 BB % 0 0 1 18 0 1 11 0
Pk 0 0 1 18 0 1 11 0
FEHITET S 0 0 1 18 0 1 11 0
i 0 0 1 18 0 1 11 0
NG 0 0 1 18 0 1 11 0
T, 7 A 1 28 0 0 0 1 11 0
B I8 £ e 0 0 1 18 0 1 11 0
FEALBE 0 0 1 18 0 1 11 0
Fe 0 0 1 18 0 1 11 0
HZH 0 0 1 18 0 1 11 0
BB 0 0 1 18 0 1 11 0

BEIR T2 IR B 5 1 28 1 28 0 0 1 11 1 11
B2 1 28 0 0 0 1 11 0
AR 0 0 1 18 0 1 11 0
12 6 N 98 0 0 1 18 0 1 11 0
IR 0 0 1 18 0 1 11 0

MmEEE 4 | 111 | 2 56 5 88 0 9 97 2 22

JESTINEE 3 83 2 56 2 35 0 5 54 2 22
L 0 0 1 18 0 1 11 0
I & 0 0 1 18 0 1 11 0
Eye)) 1 28 0 0 0 1 11 0
JIIREPS 0 0 1 18 0 1 11 0

T =814 7 1 2016481
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5) BRAF VE0OEZR 2 H § HUIRTRELETT - BROFIEREEH{R & U ERHFSE I 18ERKREER (X2201
ABR. n=196) ICH T 2EMERAOEENRERA—E

&rL—F | ZL—F3LlL &7L—F | ZL—F3PLL
n (%) n(%) n(%) n(%)

ZEHHIEL 174(88.8) 65(33.2) R AL 1(05) 0
MBIV NREE 46(235) 15(7.7) ARk 95 57 1(05) 0
TRk A E 15(7.7) 8(4.1) R H 1 1(05) 0
Syl 20(10.2) 2(10) EhEE 95(485) 5(26)
LR A 10(5.1) 2(1.0) Bl 47(24.0) 2(1.0)
I N A 12(6.1) 0 T 29(14.8) 2(1.0)
12 SERIB A SE 1(05) 1(05) A 24(12.2) 3(15)
12 N 3(15) 0 W[ 21(10.7) 0
Bl A 2(1.0) 0 D 15(7.7) 0
HERR) > SE TR 1(05) 1(05) i3] 5(26) 0
HCSRE A A 1 1(05) 1(05) g 2(1.0) 0
DiEEE 13(6.6) 1(05) I % 8(4.1) 0
R 2(1.0) 0 LA R 4(20) 0
NS D) 1(05) 0 B A i 5(26) 0
BE 1(05) 0 NE RN i 2(1.0) 0
R 1(05) 0 A 1(05) 0
1R 1(05) 0 FURE A A 4 1(05) 0
L 2(10) 0 LU 1(05) 0
LFER T 1(05) 0 IR G A 4 1(05) 0
HERERE] 1(05) 0 IS A9 1(05) 0
LE AR 2(1.0) 0 [R5 1(05) 0
N3N e 1(05) 0 i JE 7 2(1.0) 0
E—ERETOYY 2(10) 0 e R 1(05) 0
L % 2(10) 1(05) Pt 1(05) 0
A 1(05) 0 ALF 1(05) 0
BEsJURBES 3(15) 0 1B I 1(05) 0
[HEREToEI 2(1.0) 0 ;g c 2EEEFLVRSIALO 119(60.7) 1577)
H 1(05) 0 bl
AR 3(15) 0 L 82(41.8) 7(3.6)
HUR IR T i 1(05) 0 B 51(260) 1(05)
RO U B 1(05) 0 i 53(27.0) 5(26)
HUR B 1(05) 0 B 9(46) 1(05)
IRpE= 28(14.3) 1(05) F P 25(12.8) 0
ZH 12(6.1) 0 AT IVI R 4(20) 0
K547 A 1(20) 0 liy=N 6(3.1) 0
s 4(20) 0 FEIE D S E 7(36) 0
SEHH 3(15) 0 VIR 1(0.5) 0
SO 3(15) 105) || FrRiE 2(10) 0
iR 1(05) 0 el 2(10) 0
BT (T8 2(10) 0 A 2(10) 0
A 1(05) 0 {FIE 1(0.5) 0
g 3(15) 0 i 1(05) 0
R 1(05) 0 P T {51 1(0.5) 0
R 1(05) 0 A2 Bl I 1(0.5) 0
B 1(05) 0 N e 1(0.5) 1(0.5)
Bl 1(05) 0 JE Lo 12 M 8 2(1.0) 0

iS22 A AN RE 1(05) 0
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E7L—F 71 —R3LL ETL—F 71 —R3LL L
n(%) n(%) n(%) n(%)

T 1(05) 0 LERQTEE 7(36) 1(05)
AT 1(05) 0 NI YATIF—E LA 3(15) 3(15)
FFREE REE 4(20) 1(05) MY VE BN 4(20) 1(05)
-0 e i i 1(0.5) 1(0.5) I PR S 0 1(05) 0
B 3(15) 0 17 S—B 2(1.0) 1(05)
REREE 1(05) 0 M5 ARAT T A 3(15) 0
WA 1(05) 0 ) INET OB 3(15) 0
BELEH LU FERE 29(14.8) 3(1L5) TANGEUFRT I NT VAT 2 F— 1(05) 0
T 8(41) 0 1) > 1(05) 0
et K 9% 3(15) 0 I PR B T 2(1.0) 0
B g% 4(2.0) 0 I FR Bk AN 2(1.0) 0
IR itk G 2(1.0) 1(0.5) NGB SE =S 1(05) 0
NGRS 2(1.0) 0 Mo Ao iR 1(05) 0
[HEh > V5 5E 1(0.5) 0 IR g A 1(05) 0
S G 2(1.0) 0 I Bk A 1(05) 0
=32 1(0.5) 0 H I EREE n 1(05) 0
_hiEEE 1(05) 0 REbLUOHEREE 63(32.1) 10(5.1)
DL 1(05) 0 FBRIE 19(9.7) 0
e B 48 2(1.0) 0 15 ML 31(158) 5(26)
LA IR G 1(05) 0 K F-N) 7 AT 7(36) 3(15)
J& e 1(05) 0 D > IfiAE 7(36) 3(15)
SRR 1(05) 0 &A™ A MLAE 1(05) 0
JBE I 9% 1(05) 0 K7 VT IV MAE 6(3.1) 0
B AR 1(05) 0 AV AL 2(1.0) 0
P 2(1.0) 1(05) M~ 73 A LE 4(20) 0
L NFLBEE A L ANE T S 2 1(05) 0 AL AL 1(05) 0
H T4 1(05) 0 A AE 1(05) 0
TR 1(05) 1(05) HE R 1(05) 1(05)
BE. FEHLUCNEEHE 3(15) 0 AR 1(05) 0
15 2(1.0) 0 AN &3 1(05) 0
i 1(0.5) 0 il e 1(05) 0
BERIRE 94(480) 26(13.3) 5 SR L 1(05) 0
;:;Efﬁfe“yﬁfwz/ﬁyx7ﬁ—f 36(184) 5(26) ﬁmliffa? 1(05) 0

= RTFVILRE 1(05) 0
TI=Y TN AT 2T R 21(138) 120 | pemRsiomanams 61(3L1) 3(15)
IfLFR 7 VAR AT 75 —B i 20(10.2) 2(1.0) T 23(11.7) 1005)
R H =R 14(7.1) 1(05) AL 30(15.3) 1(05)
Y= IWE VT Y AT 25— 8(41) 3(L5) TG 13(66) 0
I ER$s A 21(10.7) 3(15) R 6(31) 0
I rpER S 16(8.2) 8(4.1) Jog e 4(20) 0
RERA 3(15) 0 R I 2(10) 0
2L 7 F R A3 - —E 5(2.6) 0 T 2(10) 0
I FLIR I K FZEE 4N 5(26) 0 g 2(10) 0
M ZL 7 F = B 5(2.6) 0 ST 1005) 0
MR R A 6(3.1) 0 M 1005) 0
C—t g H3sn 1(05) 1(05) R R 1(05) 1(05)
) SERBR D 4(20) 2(1.0) e 105) 0
TR L3 105 0 B B 2(10) 0
RE SN 4(2.0) 0 S 1005) 0
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&rL—F | ZL—F3Llk GyL—F 7L—F3LL L
n(%) n(%) n(%) n(%)
SRR g 1(0.5) 0 $ERELVIEREE 1(05) 0
TR H 1(05) 0 AR AR 1(05) 0
R, %ﬁ%&v%iﬂﬂ‘ﬂﬂ@%ﬁﬂi% 17(87) 5(26) PRI 2R, MR B LU PRREE 25(12.8) 1(05)
(BHESLOR)—TEED) I 10(5.1) 0
N R MEAILE 2(1.0) 0 EL 6(3.1) 0
S 7(36) 2(1.0) TP PR 5(2.6) 1(05)
B2 J& FLEE 2(1.0) 0 TR G 1(05) 0
P L 3(15) 0 il 95 1(05) 0
A5 A MAEREHE 1(05) 0 EE 1(05) 0
B2 J 76 Wi 3 3(15) 2(1.0) P 1(05) 0
I 1(05) 0 B 1(05) 0
FRAEVEARL BRI 1(05) 0 i S A 1(05) 1(05)
e AR 1(05) 0 i 7 i 1(05) 0
JEE I 7 A= 1(0.5) 1(05) W BH O JEHE 1(05) 0
MY SPEET LR 1(05) 1(05) i Y35 1(05) 0
T o) R 1(05) 1(05) S 1(05) 0
HEREE 40(20.4) 3(15) R 9 £ 1(05) 0
[l 25(12.8) 1(05) i s 1(05) 0
FEEDFN 6(3.1) 0 Tk 1(05) 0
PREA 5(26) 0 BB HLO R FRBEE 110(56.1) 7(36)
IR 2(10) 0 5595 41(209) 2(1.0)
FEIKHE 1(05) 0 2 RS 6z 1 26(133) 0
bl 1(05) 1(05) SRR R 45 34(17.3) 1(05)
R =2 —a/X— 3(15) 0 ZHREE 16(8.2) 0
K= 2 — 8T — 2(1.0) 0 ST 6(3.1) 0
PR BT IRAE 2(1.0) 0 BRI R 5 26(13.3) 2(1.0)
R 1(0.5) 0 [ e 8(4.1) 0
R 1(05) 0 % 9 5(26) 0
= 1(05) 0 =i 9(46) 0
ELLAlES 1(05) 0 T SRR SAH G G B B 5(26) 0
MR S R 1(0.5) 0 L 3(15) 0
FAY M E R = 2 — 1) S — 2(1.0) 0 S B RS 6(3.1) 0
RFEAE 1(05) 0 < 4(20) 0
TADA 1(05) 0 SR AL 2(1.0) 1(05)
5 NL—IEBRE 1(05) 1(05) fps 3(15) 0
B A 1(05) 0 R 4(20) 0
458 = 2 — ) F— 1(05) 0 He ik 4 3(15) 1(05)
BHEE 9(4.6) 2(1.0) STREVE R 5 1005) 0
R 2(1.0) 0 2 I 9 1(05) 0
SHELIRE 2(10) 1(05) T 1(05) 0
VER =R 4(20) 0 ¥z Jig e 5 2(1.0) 0
o 1(05) 0 B 2(10) 0
I 1(05) 1(05) s 1(05) 0
BHLURKES 15(7.7) 0 ¥z 8 9 2(1.0) 0
SR 5(26) 0 B 2(1.0) 0
3= 5(26) 0 e 2(1.0) 0
A4 1(05) 0 8 53 1(05) 0
FE PR 1R # 2(1.0) 0 A 1(05) 0
SV EE 2(1.0) 0 P e 3(15) 0
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ETL—F 7L —R3LL 1

n(%) n(%)
4 S PRSI B 1 % 1(05) 0
HiEEPs 1(05) 0
IKIE R 1 5 1(05) 0
JTGRRAR e e 1(05) 0
FEAIE 1(0.5) 0
JEJRALTE 1(0.5) 0
B2 i o 3 ) 1(05) 0
F 8 T 1(0.5) 0
PRI I Bz i 4 1(05) 0
HRRIES 1(05) 0
NS RT 5 1(05) 0
EALIER 1(05) 0
HE R 1(05) 1(05)
B2 S 5514 1(05) 0
(EIEE AR 1(05) 0
mEREE 12(6.1) 3(15)
ML 6(3.1) 3(15)
R I 1(05) 0
AT 2(1.0) 0
1ZThH 2(1.0) 0
UDZALES 2(1.0) 0
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6) BHE 1/ THEERAREER (INEX210158%. n=48) (CH (T ZEHEROERRIER KL —&

/N—kD

A ©
B PR =~ > N ,1(
=18 B3O | I 0og) | A el
7L—NK3 e 71L—K3 o 7L—NK3 e LR
PLE LIk Pk Pk
n(%) n(%) n(%) n(%) n(%) n(%) n(%) n(%)

FEHIEL 8(44.4) | 18(100) | 11(36.7) | 30(100) | 7(350) | 20(100) | 4(40.0) | 10(100)
MEBLVNREE 0 4(222) | 4(33) | 7(233)| 3(150) | 5(250) | 1(100) | 2(20.0)
21l 0 4(222) | 1(33) 4(133) | 0 2(100) | 1(100) | 2(200)
T R A 0 0 3(100) | 3(100) | 3(150) | 3(150) | © 0
DREE 0 5(278) | 0 2(6.7) 0 1(50) 0 1(10.0)
TSR 0 211D | 0 1(33) 0 0 0 1(10.0)
E—ERETays 0 1(56) 0 0 0 0 0 0
AR A 0 1(56) 0 0 0 0 0 0
TFPERIR 0 1(56) 0 1(33) 0 1(50) 0 0
HEIR 0 1(56) 0 1(33) 0 0 0 1(10.0)
Bk 0 0 0 1(33) 0 0 0 1(10.0)
IRfEE 1(56) 4(222) | 0 5(167) | 0 2(100) | 0 3(30.0)
ARZHHSE 0 211D | 0 0 0 0 0 0
i ¢ 0 1(56) 0 0 0 0 0 0
R BARR 2% 0 1(56) 0 1(33) 0 0 0 1(10.0)
AR 0 1(56) 0 2(6.7) 0 0 0 2(20.0)
SEIESE 1(56) 1(56) 0 0 0 0 0 0
Wk 0 1(56) 0 0 0 0 0 0
2 HNEE 0 0 0 1(33) 0 1(50) 0 0
FERR A I 0 0 0 1(33) 0 1(50) 0 0
L ] A 0 0 0 1(33) 0 0 0 1(10.0)
BlaEE 2(11.1) | 13(722) | 1(33) | 18(600) | 1(50) | 10(500) | © 8(80.0)
il 0 6(333) | 1(33) | 10(333) | 1(50) 5(250) | 0 5(50.0)
Mt - 1(56) 6(333) | 0 9(300) | 0 6(300) | 0 3(30.0)
T 1(56) 5(278) | 0 8(267) | 0 5(250) | 0 3(30.0)
Heisa 1(56) 4(222) | 0 8(267) | 0 4(200) | 0 4(40.0)
RS AT 1(56) 1(56) 0 1(33) 0 0 0 1(100)
s 4% 0 1(56) 0 2(6.7) 0 1(5.0) 0 1(10.0)
g% 0 1(56) 0 2(6.7) 0 2(100) | 0 0
AL 0 1(56) 0 2(6.7) 0 1(50) 0 1(10.0)
[BE=Z0 0 1(56) 0 1(33) 0 1(5.0) 0 0
IR 0 0 0 1(33) 0 0 0 1(100)
VB i 0 0 0 1(33) 0 1(5.0) 0 0
U ATBE 0 0 0 1(33) 0 1(50) 0 0
CIRE NG 0 0 0 1(33) 0 0 0 1(10.0)
BIPS 0 0 0 1(33) 0 1(50) 0 0
—if - 2EEES LIRS BAOIRE 2(11.1) | 14(77.8) | 3(100) | 21(700) | 3(150) | 15(750) | 0 6(60.0)
Fs 2(11L1) | 9(00) | 267 | 16(533) | 2(100) | 10(500) | 0 6(60.0)
955 0 6(333) | 0 11(367) | 0 8(400) | 0 3(30.0)
T 0 20111 | 0 2(6.7) 0 2(100) | 0 0
ATV I AP 0 211D | 0 3(100) | 0 1(50) 0 2(20.0)
AL 0 1(56) 0 1(33) 0 1(5.0) 0 0
I 0 1(56) 0 0 0 0 0 0
LD I i 0 1(56) 1(33) 1(33) 1(5.0) 1(5.0) 0 0




/N—=kD

AT®
- N BTN
et RO | ) | AR el0)
7'L—K3 e 7L—K3 e 7'L—K3 aat 7L—K3 pen
Pk DIk Pk Pk
n(%) n(%) n(%) n(%) n(%) n (%) n (%) n(%)
&I 0 1(56) 0 0 0 0 0 0
FAY VTN 0 0 0 2(6.7) 0 1(5.0) 0 1(10.0)
Mg 0 0 0 1(33) 0 1(5.0) 0 0
RR R P 1A 0 0 0 1(33) 0 1(5.0) 0 0
P I IR 0 0 0 1(3.3) 0 0 0 1(100)
REREE 0 0 0 1(33) 0 1(5.0) 0 0
TR 0 0 0 1(3.3) 0 1(5.0) 0 0
BLF B S UBFERIE 0 4(22.2) 0 11(36.7) 0 8(40.0) 0 3(30.0)
JINGES 0 2(11.1) 0 7(23.3) 0 6(30.0) 0 1(10.0)
IRt 5z 95 0 201D | 0 1(33) 0 1(5.0) 0 0
i & G 0 0 0 2(6.7) 0 1(5.0) 0 1(10.0)
SIS 0 0 0 1(3.3) 0 0 0 1(10.0)
LA G 0 0 0 1(3.3) 0 1(5.0) 0 0
PR 0 0 0 1(3.3) 0 1(50) 0 0
H Mg 0 0 0 1(33) 0 0 0 1(10.0)
L BR A PENREE 75 0 0 0 1(33) 0 1(50) 0 0
2 &Gy 0 0 0 1(33) 0 1(50) 0 0
ERPRARE 4(222) | 11(61.1) 6(20.0) | 18(60.0) 2(100) | 11(55.0) 4(40.0) 7(70.0)
TIINGR VT I NT VAT 27— 0 5(27.8) 1(33) 5(16.7) 0 4(20.0) 1(10.0) 1(10.0)
Y= W IVNT AT T —E N 0 5(27.8) 2(6.7) 2(6.7) 1(5.0) 1(5.0) 1(10.0) 1(10.0)
TI=YTIINT VAT 2T —EEN 1(56) 3(16.7) 1(33) 4(13.3) 0 3(15.0) 1(10.0) 1(10.0)
ML= B 0 3(167) | 0 2(6.7) 0 0 0 2(20.0)
T ERF R A 2(1L.1D) 3(16.7) 4(133) 8(26.7) 1(50) 3(15.0) 3(30.0) 5(50.0)
M7 V) R AT 75 —EEI 1(56) 2(11.1) 0 2(6.7) 0 1(50) 0 1(10.0)
LIS ES e 0 2(11.1) 0 1(33) 0 1(50) 0 0
FILERE 4 0 2(11.D) 0 4(133) 0 3(15.0) 0 1(10.0)
LEMQTIER 1(56) 1(56) 0 0 0 0 0 0
V2 SERER A 0 1(56) 1(3.3) 2(6.7) 0 1(5.0) 1(10.0) 1(10.0)
A 0 1(56) 0 1(33) 0 1(5.0) 0 0
fRE I 0 1(56) 1(33) 3(100) | 0 2(10.0) 1(10.0) 1(100)
/NSRS 0 0 0 2(6.7) 0 1(5.0) 0 1(10.0)
ML A7 T—) L 0 0 0 1(33) 0 1(5.0) 0 0
MM FLERI K SR EE SR B 0 0 0 1(33) 0 1(5.0) 0 0
T BREREE N 0 0 0 1(33) 0 1(5.0) 0 0
Jifi P A A A 0 0 0 1(33) 0 0 0 1(10.0)
IR IMERA RS 0 0 0 1(33) 0 1(5.0) 0 0
ARILERE A 0 0 0 1(3.3) 0 1(5.0) 0 0
KRB LUREEE 0 6(33.3) 1(33) 9(30.0) 1(5.0) 7(35.0) 0 2(20.0)
K7WV T IV IAE 0 5(27.8) 0 1(3.3) 0 1(5.0) 0 0
7N 0 2(11.1) 0 0 0 0 0 0
BN AlE 0 1(56) 0 1(3.3) 0 1(5.0) 0 0
K~ 77 A MUE 0 1(56) 0 2(6.7) 0 1(5.0) 0 1(10.0)
ARV > T i A 0 1(56) 0 4(13.3) 0 3(15.0) 0 1(10.0)
5 LA 0 0 1(3.3) 3(10.0) 1(50) 3(15.0) 0 0
BAER 0 0 0 2(6.7) 0 2(10.0) 0 0
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AL®
. "L—K1J SN AR
18 B30 | I gD | M el
7L—NK3 P R G e 7L—K3 P R e
Lhk Phk Lhk Phk
n(%) n(%) n(%) n(%) n (%) n(%) n(%) n(%)
)2 YR IR 0 0 0 1(33) 0 1(5.0) 0 0
(R 1 I A 0 0 0 1(33) 0 1(5.0) 0 0
HERRBLORESEES 0 5(278) | 0 7(233) | 0 4(200) | 0 3(30.0)
e 0 3(167) | 0 1(33) 0 1(5.0) 0 0
B i 0 2(1L1) | 0 2(6.7) 0 2(100) | 0 0
il 0 0 0 3(100) | 0 0 0 3(30.0)
e 0 0 0 1(33) 0 1(50) 0 0
I A 0 0 0 1(33) 0 1(50) 0 0
B RS AN L 0 0 0 1(33) 0 1(50) 0 0
o PEpsORATHOREN |IbS | 1656) | 0 267 | 0 2(100) | 0 0
AT ) A MR 0 1(56) 0 1(33) 0 1(50) 0 0
B2 I 7L SE 0 0 0 1(33) 0 1(5.0) 0 0
HREREE 0 5(278) | 1(33) | 11(367) | 1(5.0) 8(400) | 0 3(30.0)
FEEEOF 0 21D | 0 5(167) | 0 4(200) | 0 1(100)
it 0 211D | 0 6(200) | 0 5(250) | 0 1(100)
R 0 211D | 0 0 0 0 0 0
&R 0 1(56) 0 1(33) 0 0 0 1(100)
AR T 0 1(56) 0 0 0 0 0 0
B RERE R E 0 0 0 1(33) 0 1(5.0) 0 0
T A 4 Rk o A 0 0 1(33) 1(33) 1(50) 1(5.0) 0 0
HLET K4 0 0 0 1(33) 0 1(5.0) 0 0
S 0 0 0 3(100) | 0 2(100) | 0 1(10.0)
e 0 0 0 1(33) 0 1(5.0) 0 0
SOEAL 0 0 0 1(33) 0 1(5.0) 0 0
HEHHEDLRE 0 0 0 1(33) 0 0 0 1(10.0)
BsLURBES 0 3(167) | 0 1(33) 0 1(5.0) 0 0
EAR 0 3(167) | 0 1(33) 0 1(50) 0 0
ISR 0 211D | 0 0 0 0 0 0
HER R 0 0 0 1(33) 0 1(50) 0 0
SR BLVIEREE 0 0 0 1(33) 0 1(5.0) 0 0
TR PN 3 i 0 0 0 1(33) 0 1(50) 0 0
MR ER . B8 b LU RS 0 3(167) | 0 7(233) | 0 2(100) | 0 5(50.0)
I eI 0 2111 | 0 0 0 0 0 0
SR 0 2111 | 0 0 0 0 0 0
A 0 1(56) 0 3(100) | 0 0 0 3(30.0)
A 0 1(56) 0 4(133) | 0 2(100) | 0 2(20.0)
I PR 0 0 0 1(33) 0 0 0 1(10.0)
BEESLUETHBES 1(56) | 17(944) | 1(33) | 29(967) | 1(50) | 20(100) | © 9(90.0)
%5 0 11(61.1) | 1(33) 4(133) | 1(5.0) 2(100) | 0 2(20.0)
B2 I i JE 0 9(500) | 0 11367) | 0 7(350) | 0 4(40.0)
SYERER S 5% 0 6(333) | 0 9(300) | 0 8(400) | 0 1(100)
H B A 0 2111 | 0 2(6.7) 0 1(5.0) 0 1(10.0)
@t 0 211 | 0 2(6.7) 0 0 0 2(20.0)
Wl 1(56) 2111 | 0 2(6.7) 0 1(50) 0 1(10.0)
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AT®
18 B3O | N 12D | HRE (el0)
7L—NK3 P Al e 7L—NK3 e LR
PLE LIk PLE Phk
n(%) n (%) n(%) n(%) n(%) n(%) n(%) n(%)
EHFEESE 0 211D | 0 4(133) | 0 2(100) | 0 2(20.0)
BER IB IR 5 0 211D | 0 10(333) | 0 6(300) | 0 4(40.0)
F2 18 4% 0 1(56) 0 0 0 0 0 0
ATEL 0 1(56) 0 3(100) | 0 2(100) | 0 1(100)
EBREM 0 1(56) 0 0 0 0 0 0
BHERE 0 1(56) 0 1(33) 0 1(50) 0 0
FEALBE 0 1(56) 0 0 0 0 0 0
RIR I 0 1(56) 0 0 0 0 0 0
SRR UG 0 1(56) 0 0 0 0 0 0
R AEREE 0 1(56) 0 0 0 0 0 0
JEEATHE 0 1(56) 0 0 0 0 0 0
KLBEH: R 95 0 1(56) 0 3(100) | 0 3(150) | 0 0
BEAR K 5 0 1(56) 0 0 0 0 0 0
IR 2 0 1(56) 0 3(100) | 0 2(100) | 0 1(10.0)
It Hz G % 0 1(56) 0 1(33) 0 1(50) 0 0
AL REE SR 0 1(56) 0 0 0 0 0 0
FALELE 0 1(56) 0 1(33) 0 1(5.0) 0 0
R 0 1(56) 0 3(100) | 0 3(150) | 0 0
=Y 0 0 0 3(100) | 0 3(150) | 0 0
HLBE 0 0 0 3(100) | 0 2(100) | 0 1(10.0)
ol B PEALBE 0 0 0 3(100) | 0 2(100) | 0 1(10.0)
IR 0 0 0 2(6.7) 0 2(100) | 0 0
% B 0 0 0 1(33) 0 1(50) 0 0
F2 T P 0 0 0 1(33) 0 1(50) 0 0
EALME B 0 0 0 1(33) 0 1(50) 0 0
B2 F 0 0 0 1(33) 0 1(50) 0 0
T8 W E 0 0 0 1(33) 0 0 0 1(100)
I A 0 0 0 1(33) 0 0 0 1(100)
I 3 0 0 0 1(33) 0 1(5.0) 0 0
mEkEE 1(56) 2(111) | 2(67) 4(133) | 1(50) 2(100) | 1(100) | 2(20.0)
{1 1(56) 2(111) | 1(33) 1(33) 0 0 1(100) | 1(100)
i=| 0 1(56) 0 0 0 0 0 0
AT 0 0 1(33) 3(100) | 1(5.0) 2(100) | 0 1(100)
12TY 0 0 0 1(33) 0 1(5.0) 0 0
5 I 0 0 1(33) 1(33) 1(5.0) 1(5.0) 0 0
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<A F BIMg ERFORIER>
1) BRAF V60OE/KERZ2H Y 2 ETEMEEE MR E LU ALEAS [ HBERKHER (BRF1160565K58. n=12) (C
B 3EHEROEFENER K —&

75mg 100mg 150mg 75mg 100mg 150mg
ERIE USRI ERIE &&f 1H20] 1H20 1020 &t
P G-HE P G-HE ¥ G-HE (n=12) Eacn ErasnH Erasn o (n=12)
(n=3) (n=3) (n=6) (n=3) (n=3) (n=6)
n(%) n(%) n(%) n(%) n(%) n(%) n(%) n(%)
S 3(100) | 3(100) | 6(100) | 12(100) || BipE=E 3(100) 0 0 3(25)
BEBLIUETHE | 5000) | 30000 | 460 | 1063 | 3(100) 0 0 3(25)
BRE WICR R 133) 0 0 18)
AL 2(67) 0 2(33) 4(33) B BN LU
T RS B (3
R v 0 2(67) 0 207 || pake 0 1(33) 2(33) 3(25)
5595 1(33) 1(33) 0 2(17) | AUTTESE)
BEAR 95 R0 95 0 0 233) | 207 ||MMATE 0 0 283 | 207
KT R 45 0 0 1(17) 1(8) Na 1A LAE 0 1(33) 0 1(8)
AR 0 1(33) 0 1(8) ?ﬁ%ﬁ% 0 1(33) 2(33) 3(25)
ST 3 AL 0 133) 0 O — 0 0 | 269 | 24D
WEE 0 0 a7 | 1 | REESE=amml 1(33) 0 1(8)
i E@f” 8 1 22 8 1 E:i DS 0 0 117) | 1(8)
ﬂ;Jlﬂﬁgﬁi LRI 0 0 1017) 1(8)
I B 0;'&% 3(100) 2(67) 4(67) 9(75) IRpE= 0 0 1(17) 1(8)
S 1(33) 133 | 467) | 6(0) || IR 0 0 117) 1(8)
57 3(100) 0 0 3(25) {;ﬁ#h;u%%ﬁ 0 1(33) 0 1(8)
P e
;Eﬁ#ﬁé - 2(67) 3(100) 4(67) 9(75) HBLURBRE 159 0 18
e d d LRSS | ooy 1(33) 0 18)
WINKRATT -
5— L 0 260 | 107 | 3@ Aot I 1(33) 0 18)
5= TINT:
27T 1 | 1) 0 207) | s1p 1(33) 1(8)
0 T I A i 1(33) 1(8)
TANGERT I B .
Svagzs—ehm | ° 2(67) 0 207\ N 1(33) 18)
R 1(33) 1(17) 2(17) F—479hF 7 20144E8H
M7 VT I 0 1(17) 1(8)
%ﬂéq”‘/?%:”% 0 1(33) 0 1(8)
LEM QT EE 1(33) 0 1(8)
NEZOC VA 0 1(17) 1(8)
WEROEA 0 1(17) 1(8)
BHERRBLUHRE
SR 0 3(100) | 4(67) 7(58)
P8 &9 3(100) 3(50) 6(50)
BEFER ] BT 0 1(17) 1(8)
17 A 0 1(17) 1(8)
migEs LU IF
N - 2(67) 2(67) 1(17) 5(42)
Pk A 2(67) 2(67) 1(17) 5(42)
MR 1(33) 1(33) 0 2(17)
I ER A E 0 0 1(17) 1(8)
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2) BRAF VBOOEZRZH ¥ 2IRAVIRTRELBHRCEREEHRE L ABHEMEERAFR (BRF1136835 5.
n=187) (C&\T 2EIFAOEENIRBRL—&

E Ay 7L—r3LLE ETL—F 7L—R3L L
n(%) n (%) n (%) n (%)

FEBLHIEL 164 (88%) 40(21%) || F|FH 1(<1%) 1(<1%)
BB bR TRERE 133(71%) 7% ||t 1(<1%) 0
L 63(34%) 201%) |[m 1(<1%) 0
BiEhE 37(20%) 0 IV 1(<1%) 0
FY R 2B 35(19%) 42%) || eutes 1(<1%) 0
515 29(16%) 0 e 1(<1%) 0
e M 15(8%) 0 e 1(<1%) 0
H AL 12(6%) 0 HoW s J 1(<1%) 0
HLPE 10(5%) 0 BB REE 1(<1%) 0
e R 22 9(5%) 0 HoW S 1(<1%) 0
THRH 5(3%) 0 M OO 1(<1%) 0
i 5(3%) 0 BA LI 1(<1%) 0
B LR 5(3%) 0 SHEARERIUREBUOR | g 106%)
AL 4(2%) 0
A 4(2%) 0 I 7 32(17%) 2(1%)
W 3(29%) 0 FEEk 28(15%) 5(3%)
EALIEA i 3(2%) 0 M3 26(14%) 0
£ 3(29%) 0 o 13(7%) 0
B IE RS 3(2%) 0 il 5(3%) 24%)
Bt 3(2%) 0 A 3(2%) 0
5 R 3(2%) 0 R 3(2%) 0
PRIERIBEE 21%) 0 i 2(1%) 0
kit 2(1%) 0 JR T B e 2(1%) 0
B Z LS 2(1%) 0 AR 24%) 0
BT 2(1%) 0 VEIRAIE 2(1%) 0
W 1 P 2(1%) 0 iEgcgii 1(<1%) 0
KIBEPEI IS 2(1%) 0 My E AP 1(<1%) 0
N 2(1%) 0 s 1(<1%) 0
7 1 U 2(1%) 0 2 G FEIRTEACTY 1(<1%) 1(<1%)
¥ G 4t 3 2(1%) 0 RRJR) v 1(<1%) 0
i 5 T 2(1%) 0 N AR 1(<1%) 0
— BB 2(1%) 0 il 1(<1%) 0
BRI HE A R 1(<1%) 0 il 1{<1%) 0
SARPERE A 1(<1%) 0 Rl 48(26%) 3(2%)
SRS 1(<1%) 0 L 18(10%) 0
SHMBR % 1(<1%) 0 ik 13(7%) L(<1%)
i 1(<1%) 0 Wt 8(4%) 0
Ep 1(<1%) 0 {5 7(4%) 1(<1%)
TRMERE 1(<1%) 0 LA 6(3%) 0
iz 1(<1%) 0 AL 4(2%) 0
o 1(<1%) 0 ML AR 2(1%) 0
3 1(<1%) 0 bl 2(1%) 0
BB B 1(<1%) 0 e 2(1%) 0
OB 1(<1%) 0 L 1(<1%) 0
MO 1(<1%) 0 ZEMR 1(<1%) 0
TS 1(<1%) 0 kil 1(<1%) i
Py <1%) 0 LIPS 1(<1%) 0
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arL—k [ rL—N3bE &7 —F | ZL—F3LE
n(%) n(%) n (%) n (%)

LI 1(<1%) 0 R i 1(<1%) 1(<1%)
e ge 1(<1%) 1(<1%) PUBANPEI 1(<1%) 0
[BIESES 1(<1%) 0 BipER T 1(<1%) 0

& 1(<1%) 0 538 # SR 1(<1%) 0
B 1(<1%) 0 3 RS R L 1(<1%) 0

BB LUE DFE EEPN 1(<1% 0

ncons Teae | 2O ey ﬁi:gnﬁﬁééﬁﬁ 21 211%; 12%)
B¢ 8 FLE 40(21%) 0 A RGRE 14(7%) 0
L 11(6%) 0 {0 BRI 3(2%) 2(1%)
e P AL 10(5%) 0 = 2(1%) 0
TRV 9(5%) 0 ) Al 2(1%) 1(<1%)
P B 7(4%) 6(3%) ik 1(<1%) 0
AT FAMEREBE 5(3%) 0 SN — AR L OB S 1(<1%) 1(<1%)
& AR 4(2%) L<19) | i) s 1(<1%) 1(<1%)
rINT I 4(2%) 0 AL 1<1%) 0
B2 R A s 3(2%) 3(2%) MEHEOUS NREE 3(4%) 3(2%)
S5 201%) 0 i 22%) .
ARG 2(1%) 20%) |\ gpshskin e 201%) 1(<1%)
LBPEASF I 2(1%) 0 e 1) 0
FAIIE 1(<1%) 0 o 1) ;
O IR AN 1(<1%) 0 By . ;
A5 LR 1(<1%) 0 0> SERBE 1(<1%) 1(<1%)
AR L(<1%) 0 I 1(<1%) 1(<1%)
AR BV LI 1(<1%) 0 —— % 50
HERRE Sl L Y= NI INTL AT 25— E RN 4(2%) 3(2%)
i 5217%) 0 B 4(2%) 0
SIESE 6(3%) 0 7927 VNIV AT 25— LR 3(29%) 1(<1%)
RE RN 3(2%) 0 M7 LA AT 75— 3(2%) 0
FISLR 3(2%) 0 B 3(2%) 1(<1%)
Ko 2(1%) 0 TANTE LT INT VAT 2T —E
BT 2(1%) 0 s L) 0
UL 2(1%) 0 M H 7 e RS 1(<1%) 0
PR 2(1%) 0 i 1(<1%) 0
M= 2 — ST — 2(1%) 0 LN O 1(<1%) 1(<1%)
HHL VO 1(<1%) 0 i -5 1(<1%) 0
bR 1(<1%) 0 R 12(6%) 1(<1%)
KRR =2 —s 3 F— 1(<1%) 0 AREC 1R 2(1%) 0
ST HT D IRTE 1(<1%) 0 AR T 2(1%) 0
R 1(<1%) 0 % 2(1%) 0
BERRBLURHEEEREE 53(28%) 3(2%) MR e ez 5% 1(<1%) 0
Be i 30(16%) 1(<1%) AR 1(<1%) 1(<1%)
Ak 16(9%) 0 AR A 1(<1%) 0
P 10(5%) 0 [ 1(<1%) 0
55 B MR 6(3%) 0 IR HFESE 1(<1%) 0
b 3(2%) 0 AR B e e 1(<1%) 0
38 e 2(1%) 0 ARG v e 1(<1%) 0
A 2(1%) 1(<1%) LIREDN 1(<1%) 0
R 7% 1(<1%) 0 VB 1(<1%) 0
FEEERE 1(<1%) 0 7 1(<1%) 0
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ETL—F 7L —R3LL 1 ETL—F 71 —R3LL L
n(%) n(%) n(%) n(%)
[ BRESESI2Y) 1(<1%) 0 FLE 1(<1%) 0
BAFE B LV HFERIE 16(9%) 0 PN R 1(<1%) 0
FEaRk 6(3%) 0 EHEE 3(2%) 0
RS R 5 5(3%) 0 NG 1(<1%) 0
PAIEERS 2(1%) 0 ANHRAE 1(<1%) 0
AL A 2(1%) 0 e i 5 1(<1%) 0
U e 5 1(<1%) 0 FFREERES 1(<1%) 0
FE % 1(<1%) 0 EYVIVE VLA 1(<1%) 0
ALBRPE W) 1(<1%) 0 F—=HvhF7 ¢ 20114121
A 1(<1%) 0
IR 2R, I ER b LU RS 10(5%) 1(<1%)
A3 5(3%) 0
I ] S 3(2%) 0
D 2(1%) 0
IS 1(<1%) 0
i) aera 1(<1%) 0
it e85 I A 1(<1%) 0
iz i 1(<1%) 1(<1%)
I 55 38 1(<1%) 0
DS 9(5%) 2(1%)
EOlES 3(2%) 0
AEENR 1(<1%) 0
ANZE k) 1(<1%) 1(<1%)
faNEFpE 8 1(<1%) 0
FENE TP EHAS 4 1(<1%) 0
LR ZE 1(<1%) 1(<1%)
EREREY 1(<1%) 0
HENR 1(<1%) 0
ZRITEE 1(<1%) 0
BE,BESLCUBEEHHE 7(4%) 0
e 2(1%) 0
4% 1(<1%) 0
BN 1(<1%) 0
WL e G DFIE 1(<1%) 0
A 1(<1%) 0
MR 1(<1%) 0
MmEREE 7(4%) 0
AL 2(1%) 0
1ZTh 2(1%) 0
) SiRNE 2(1%) 0
ML 1(<1%) 0
R 1(<1%) 0
HERBLVIERES 7(4%) 0
FLE 55 1(<1%) 0
LN R 1(<1%) 0
s 2 ANHLHI H#E 1(<1%) 0
HiklEE 1(<1%) 0
ABLRIFIHE 1(<1%) 0
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