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T 7 VRN 1 E
B AT =7 il 9.08mg
(BN AF =7 L LT 7.5mg)

WIEL | RV VRV AT T RA VR AR
V32 ZYRUR | e uAn—ANHiR T AT L
NIRRT AT IV AT TR

RAURT VIV AT T RANVRIA ¥
JL-32 ZURUR, e ain— AR AT )L
INTERT AT )V AT TR

(2) EBREFORE
BA]1BANA




@) BE
YL

3. BTBRBERODEARUVER

YL

4. A

ML

5. IBAT HAIREIED & 5K
WA IRAES 2 FTHENE O B I BRSO B MR B OSSR Tl .

6. BEDEEFUHTIZETHREME

U (EYE=SUS PRATHAH] RAFERE R
2 E MR 5°C 18 77 H HDPE RV (| HFEN
HEAIAD)
25°C/60%RH 1872 H HDPE ARV (H2 | B
HEAIAD)
30°C/75%RH 1872 H HDPE ARV (H2 | B
HEAIAD)
iR RRRELLT 120 /5 luxs | — PR SyFREERA . K
hr LA b FSTERM ikt oy e SN
THRLF—L LT 200W- Lz
h/m? LIk HDPE ARV (2 | BUA&EH
HEAIAD)

FBRIELH - VRIR, S MIEERARR (3R L) | SAIE— I, Pk, Koy

7. ABEERUBREROREMGE

AZH LR

8. AL DESELL (MEIEFIEIL)

U ER R
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9. B/HM
[B#5, N A4 M

10. A5 - 8%

(1) EFENDELGER - BF. NEMRREESR - SRICHT H1F#HR
MR AT DT | ERAIE REN LI e DR TIRAFEL , SO, #ke T 52,
RIS Y 2 2L,

(2) a%

(/LA ERL Smg)

BT RNV G 28 fH [HERAI ARV ]
(/LT YERL 7.5mg)

T 7w NS 28 B [RZEFI AR V]

Q) FRE=E
AZL LR

4) BHEOME

Xy R aE L K

AL R =F L

A== R T L TILIRA L

WIS VA R =T L

Smg AR NVRIR SR e mAn— A BT A A = TR bk
7.5mg A7 RN g e T mAn— A b TF A = T bk

11. RRRHEINSIEHE

X. 5. BHEMTEMOES M

12. FDih

AL

11



V. BEICEI SR

1. PEEXIIHR

4. FRESUT NS
FERGHHEREIE 1 U301 DR R

(i)

AANDRHE TN FI L SPRINKLEFRERD #UERE R | BUAGRO= /v 7 /L TORRESU T AL

[ C MR NEAE 1A 31T D IR RN | L3R E LT,

SPRINKLEGAERI L, JEMEED D FANAREZRPNZ A D sk h ETaAS D/ NENF LB A X5, 38)
&, 2k, AR OA Rzl L 72 ERRIL R, B, JEE R, & 1/ IAHRBR CTh 5, AERD L%
*ﬁ@ﬁ*% TR VA FERIOIRER Bl Tt LT TRV ERIRREECHY | EO e R AL B o= &
NI T NDT a7 7 AN EERECH T2, FDT-Hav /L TRERI a2V h 7' L L EREO A M K

LMz i B2 BV, A7 RV IO NEEZRPNEZ A ONFLEF (Z Lo TR OIS

FHTHIRRERRIIC 5B 2 b,

(TV. 5. BERAHRE | DIHSR)

2. MEEXIIHRICEET HER

5. ZRESUIR R B E 2R
5.1 K8 EO B BERIEIRZ A L, ERIRBDIHEDY A0 %49 2 L7 U CE RO EEIRAR R
HEREA A T DARRERAEREIE 1 BB LR G-3528, [17.1.1-17.1.3 &[]

(fiiant)

)L FERID TEHERT G RE DY HEEMEN D FAINAEE R PN 24 3%/ NF1 BB | THHZ a2 AfE
HEBITEREL, Mhhe I H I BT A1 BT, BEAGR Ch i a7 /L TOLREXITIR)
BT AEE LRI ThD,
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3. AERUHARE

6. HiEA UM ®
HE L NRITIT AT =7 LU T ] 25mg/m? ((REREFD 2 1 B 2 ERRARET 275, BEDORERIZIY
T EWET 5, 72720, 1 [BlElX 50mg & EfRET 25,

|

(i)

SPRINKLE # Tl SMEANZAR— N COMEFREH T, = o/L kA 25mg/m? D 1 A 2 FIZHEY 5
MR 70 D IOITERE LT FE L OV B CHARIE 5 Ui U E A fERB L 7, Safety Review Committee (2422
FHMORE R, 2R—k 1 (@4 LA b 7 A) . 2—h 2 (1 kLA b 4 %) OV BAEIRE E R
SNDHLHIEILT, E7o, MR OBBFMERRD B2 | B E LA D=2V TR O 1 513
WERTER O BAE T 22 L7k,

ZD%, TRTOBENT VTR 3 A7V OREAFE T UIRER (2024 /-4 H 8 H) TF —XHvh
AT EAT, EfATE TR CRENRE K OV AL 72, ZOfE R, BRHEGRFOaRm—k 1(4 1ELL
b 7 aA) | A 2(1 AL 4 ORI M OSMEL AR — KD AUCo.12 DETEEIEEZ D 95%
{EREXEE (LA R, CDIE T, AakBRBALARTIC R E LT B R & (222 h 72/ SPRINT BT
DA 5% D AUCo12 (21T DEMFIIED 60~140%) OFEPHNTIh-7-, Fiz, LML OERMEN
DBV,

LI EXD, PN 263 2/hNE NF1 SBEOIRFRICBIT D ER O EZ AHK) 1 [F 25mgm?, 1 H 2 [FfEL
FHELI,
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4. RZERURAERICEET HIE

7. FER OV EIC R E AR
7.1 BN ATF =T 7B OIRANREE R BE~ORGEBETHE, Y AATF =T H T L E
VAT =T RERID AR S RSN TR, BILATF =T 7L eV AF =7 ki DY)
BAEATOWAIL, BEORER IVEEICBIE T8,
72 RBUKID T T IR ETHDHZEND, BT RN LG RERNORERL D % 4 B -
THZE, [142 2]
7.3 1 A O BENZ T DA MER MR LL TV ey, [9.7, 17.1.1 ]
7 A RREEDO DAL= AKNO B EIILL T OROLBVET S,

R EE (m?) B b
0.40-0.49 1 [7] 10mgl H 2 [A]
0.50-0.59 18] 12.5mgl A 2 A
0.60-0.69 1 5] 15mgl H 2 [A]
0.70-0.89 1 [7] 20mgl H 2 [A]
0.90-1.09 1 [7] 25mgl H 2 [A]

1.10-1.29 ™ 1 [7] 30mgl H 2 [A]

) IRFREAEDY 1.29m2 2%, BV AT =7 B 7V ORANREE BB AR Z kL TR 592581213, 2085
BIX BN AT =T D7V CTHRESN TS HRIZHEC S,

7.5 AFIEGIZIVEIWERASELIZG AT, LU FORAEL S EIT AR, BT kd
HT &, 2 B ERI ARG ONRWG G| G2 T I 5L,

BIERORIUZ LR D560k b &

P 1 E&K%YJZ% 2 E&B%?)ﬁ;%
() (1 [l &) (1 &)

i 63 # ®
0.40-0.49 7.5mg 7.5mg Smg Smg
0.50-0.59 10mg 10mg 7.5mg 7.5mg
0.60-0.69 12.5mg 12.5mg 10mg 10mg
0.70-0.89 15mg 15mg 12.5mg 12.5mg
0.90-1.09 20mg 20mg 15mg 15mg

1.10-1.29 ¥ 22.5mg | 22.5mg 15mg 15mg

) REEEN 1.29m? 2%, YV AT =7 7wV ORI REE R BE AR GL TR G328, Z0#s
EI BN AT =T 7oV CRESN TS HBICHEC AL,

BIVER R B F B RS YE
RITEH FRpE® i
FERTD 10%EL HE T2 | BT 5F TIREL , BT 256, &% 1
B FIRELL T CHEpME | BREREL T 5775,
JEMEME S Grade 3 DLk G2 D,

(LVER) K T
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HEMS 2 38 b B FIBE ST L | [EE 2 TIREEL . B3 254 HE%L 1
ARpEE PSR EREIEDE Bl T35,
AR A ZE &HZ2 IS D,
Grade | XSBGOTMER Grade |\ B PR AR,
2 D CK _EFSUTAHAER
AR ARHE7R Grade 2 X% . ) Y .
Grade 3 0 CK L5115 Grade 1 uTiC@T\E?éiT“W%L\ B9 5%
‘ & HEx 1 BEEREL TRE15,
il E/N
Grade 1 LU TFIZRE 2 F TIREEL | BT 255%
Grade 4 ® CK k& & HE% 1 BEEEL TR 575, $7-, &5
HEZ RS2,
RERC Rt &HEPIETD,
P ——
el SR Grde | e R P LA 5 A A,
T AR N7 Grade 2 X IZ | Grade 1 LA FICEHET2FE TIRIEL . F5A3 2555
Grade 3 & HEx 1 BEEsEL TRE5-15,
Grade 4 HEFIETD,
JUT———
el SR Grde | e R P LA A 5 A AR,
[ AR A7 Grade 2 X IZ | Grade 1 LA FICEHET2FE TIRIEL , FHA3 2555
SIS Grade 3 & HEx 1 BEEsEL TRE5-15,
Grade 1 LA FIZ[EHE T 2F TIRIEL , #5825
Grade 4 A HEE | BfEREL TR G775, £, &5
IRz ARRT D,

1) Grade I CTCAE ver.4.03 (ZHEL 5,

7.6 TEEFE D FFRERERE E (Child-Pugh 4338 B) DHAHRETIL, 7.7 HOEKESHEIZ, KK 1 [
20mg/m? D 1 H 2 [EEELT 528, [9.32, 16.6.2 ZHE]

7.7 RN UTHFLED CYP3A PEAE LT VT — )L ED BRI ATHERBROBE T 52 &, <t e
PO D5A2E, BLFORIZHEN, 1\ 20mg/m? D 1 H 2 [E#5-L L, O HRICEITER D%
BL-5ATIE, 1R 15Smg/m2 D 1 H 2 [BEGIET 528, [10.2, 16.7.1, 16.7.2, 16.7.4 ]

1[5 20mg/m?1 A 2 BT 1 [B] 15mg/m? 1 A 2 [Blo#5-&

I — 20mg/m? (1 [EI &) 15mg/m? (1 [=]H )
i 63 i 63
0.40-0.49 7.5mg 7.5mg 7.5mg Smg
0.50-0.59 10mg 10mg 7.5mg 7.5mg
0.60-0.69 12.5mg 12.5mg 10mg 7.5mg
0.70-0.89 15mg 15mg 10mg 10mg
0.90-1.09 20mg 20mg 15mg 15mg
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‘ 1.10-1.29 ™ 25mg 25mg 25mg 10mg
)RR ERD 1.29m? B2 BNV AT =T B 72 ORABREE R BEICARIE L TG 25812%, TO#E
RITENATF =T BTN TRESN TODHARICHECHTL,
(i)
7.1 3
2 VA BT/ ERFIE DA TSN TORNZEN D, TR I DT BN ~OUEZ E1T
BRI OIRREE IV EEICBIR T AR EME AR ELT,

7218
RENIH 7 BN RRZINENED) DOFERLD A% B H LU CTHIRAT 5720 #is TH 7BV RIRZR T Lk ez
EDTRNID RN AR E LT,

7.3 18
SPRINKLE 7% ClX PN 2675 1 kbl b 7 mAlind/NE NF1 BB TG E L Q= e ELT,

7.4 18

SPRINKLE B Tld, BSA I OIFE L 7o e G- B4 REL TRV, Mk 584 W 3 572 DIC3E LT,
F7-. SPRINKLE #RBATIZ, BSA 78 1.10~129 m? ICEELIZAIIZT BT DT RV ~BATTHZE0ME
PESHTQUNZZE BSA 28 1.10~1.29 m? IZ#EL Th A7 BV ORABKRE G123t 7 21T
RESHI WD FEKR O &I TR D $ G- 24kt 30 Z LD FTRE Cdho 7o ZEDBRRELT,

751H,7.6H, 7.7 A
BEEGRDOZ LT 7 2L CTO EL OHEICBEESTAEEEZ SR, RELZ,
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5. ERPRALIR

(1) BRERT—2/\vir—2
R BRT —Z_or—T—FY
RO AR5 FRBROA A | & | K
e H ) Frn | wlw | Y
(50
[E B dk[F | SPRINKLE | PN 243 | AAIOZYE) ERLE (EE: | @ | @ | @
/1 AR 1L | B, etk AR | MY /X7 A
(& i & | (D1346C0000 | | 7 fk li\ ROERME | R ATH AN
b 4 #RBR) TWO/NE | ZRRET5 PPNV <
NF1 B =) . BRE, JFEHR
(36 1. 5 B
HHAAN
B 4 1)
(2) ERPREIREER
z BRAEHERBR—E Y
R HAY FREROHH RERT A PR
SPRINKLE {5 FeyEhiE EBRIERE 1/ | 1 sbh b 7R/ | 36 Bl(OHH
D1346C00004 75 rac el I IRNF1 BB LKRIREL | ANBE 4
RN ToIEIBRAER B, JF | )
AE B iR

1) BEMHER
AHNO B L, 2L TERIORER TS SPRINKLE 3Bk L > TREi7-, SPRINKLE #3513 P42 %
ST HIE,

2) EHFRSRER
PR EE R
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3) A=ERIGIERAER
3L B8R LA T A Gl U= vgsh s T AH#0R (SPRINTEER [D1532C00057:868 145 T 48 : FH i aER)

(g7 —2)

VRSO E R DR RO E G Te T — 20DV ET 2 KRB EREOT ORI LET,

EED) FAFARREZ 2PN T2/ NEHIONF L2815, ekt & (LLUF, MTD) , 5 TAH
FRBAHEST ] & (LT, RP2D) | NG, 22, AR O AR T2,
ARER T | R, ShalE BRE, JEE R RS 1 AHRER
PIES FITAEZRPNAA 2/ NI ONF 1 #2411
T2 AAN | A ANRHI3RL E18ELL T
Hne 1 DLL EORIZE ATEZRPN (15T C3embh EOPNEER) 2 H 35
‘PNUIBRFITA 7B 1L, SRR CE T ERAFPNONE FIRE Th 75 I R
DS
TN N TN EEDOEERPIATLZENTED
171 LA LD YA 13 Kamofsky Performance Status7370L4_E. 165824 T D555 1 Lansky
Performance Status7370L |-
TAeBRAMEIE | TR, PRI, MRS AR, (L PR R A C L DTh
SIS 22 DIMOFEDTROH HILD
RBRBRAART D72 EHAAMILINIC KRR E 2 T T (720 AT 72 2% iR 3%
72O ORAETEERS)
kR VA7V ARIEL, AT AT /LA H 2] 2GR K E LB ISR 12 S
HAROEE L,
O IRFHFT O B2 20 £ COMDIRHITRET 72,
A NVAROIRFE RN IR E L7803 272,
B HET BSA ITHEDSWTRIEL, & 5-8/F7 T AW RH L& G- IR DI
VY Smg XU 10mg Ao HEL i 5-Uiz,
- PNHUIESZD R MRS (5 5-711, pre-Cycle™6, KON 1EZDH6Y A2 /L4, WONZ AT
RECHIUTT NI DT RN GM TR, 55 /E7 T LI0E-TBSADZL L
I Cab I 7V ORESELZ TR LT,
PTG H © OFEFHE H
- 224VE:MTD & UO'RP2D
SHEWENRE B 59 H K OVEFIRBEIZ B DT 7 e L O (RNENRE
OFRRIREHTHE H
BN IEIEAFED 2L (volumetric MRIZAF L . KEENLAAAFZERTO /N E
BRI LA T . NCIPOB]CHIE)
LA IREGESTIRDL, AT FRG, BRIRIRAL, JRIGAL, /A2 YA B IRFIT AL,
R, (R, LB/ OEE SRR A OIBMRI, IRBIE2EE, K OVEH HEE
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O T RFRHIR A E B
A 7%hE : volumetric MRIA AV M= EZEHIPN D Zx D 2 2 Fo S < BRI 25032 (LI F .
ORR) . Z=2hiiE (LR, DoR) . ZZ5hFToOHAM (LA T, TTR)

fi

Hr

g=(1t

]

OfFHTRIGAER

B NERRATRIBAE : 1[RILL b T h 7 e OF 55521 1= 3 (B RERHT: 42
£, AT, FAS)

- FEHIBRFENE (BL T, DLT) f#dT skt 46 : DLTRHII 258 T U= B3, Xix11alLd
eI h TN D55 DLTRHHAE F ICDLT2S80 b/ B

B MERATRIGAE 1IN, b VT e OB 545 - B

S ENREEHT R M 1 RILL_ v VT RO 5421 T | #5540 3E)
RERHIm A 7 31 DL EASLI QOB ERE

OFERHMmER

MTD & O'RP2D : £ HERY723+3 FH & 7 A 2 2 V) 3H & (20, 25, XIF30mg/m?
[BSA]1 A 2[5 FEZ3~6M10D E A LA AdL, RP2DOD JHERET AIRE ChALX 12112
JER U7z, BB EITa T h 721 20mgm? (BSA) 1 H2[EE L, D% HESL
W22 L CReMEMER LI, S HEDORADIT AT MIFITDDLTOER Y
PR EEDSRP2DZ A L7,

Fe54) A R OVE R 31 Dk LA 7 e L O RNETEE : SpElE T A— 21T
JrAL SR A NAICIV R U, AR L, Mg, REHE) . A7/
A, K OVFEBMRFE B E LTz, LS Ehie o A—21%, JExE:.
. RO A2 HRNC B LT,

OFRRIVGEHInE B

N AFED ZA Y AERIPNIBE A TEO N — 2T A R BT E Dpre-Cycle (RO T A2
L DDay27~28[ =14 H ]) #HiliE COZEAF 2 EHILFHML T, ~—ATA U RENHD
B AL E3A FEab I ZHI L, waterfall plotz FVWNCTIXUR L7z, RX—ATA U RENHD
e BAERELTE, R—ATA LD R D 2 T NN SR 72,

O/ PRRNIRHTE B

ORR: CRX/IPR (fE) 25RO O EE DEIGLEFRL , FAS CHIERHIIZZ 170
o7 BFIIFEZNEIE L TR L7, Clopper-PearsonyZ: CHLH L7 M{HI95%CI
EEBITRUTZ, BORIFHE G- BRI DA TE T, TSRO BIVRWG A1 TR 4
DFHM FTEEZ2volumetric MRIGEAT £ COMARNC IR D= B REEFL ., i
TN TN EHI L 7=,

DoR : AN 233 RS AT (P2 ThE B S T-) pre-Cyclen FAMiA D, JiEAE T (LA,
PD) 23 s & iz pre-Cycler AT I FSE - TOHAMEEFR LT, FENTIREASCPD
RO BT ATAEF MR TETBENL, Btk O FHill 7] §E7cpre-Cycle
Sl T HEID & LT~ Kaplan-Meier?%:% FiV Y CDoR O HHAE K 1N95%CI
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R, 7238, AMATICIZCR )UEPR (FEE) 3586 DAV BE D Ir 876
7

TTR: 22T A7 RN G BEANZCRXUTH%IZPR (FEE) 380D HiLTzpre-
CycleiiiE COHAM EEFRL 72, Kaplan-Meierfi#pzERL L, YA, 95%CIl%
L,

OV B DRIVGHIER B

HEFGIL, MUIFHEDRO R, 2 A7 VDOT —2Efia LT, T X TOAER
GUZOUWT, MedDRADZFE IR HE, FAGE, L ONCTCAE Gradeh!iZ, FEEE &
OFHIENS (%) Z2—F R, FRlBIZZLRI LT, sRiESHz i %« ODLTA BRI
/KL, CTCAE Grade 2 UMedDRAEAFERIZEHKI LT, MID3 VA2 /L DRREGESTF
Wz B ek T — 2 EE DRl HEZ W TERILT, Fz, fH 4 O0LE
[/ U AR AT (OBMRIZ 5 T ) 7 — 4 7 SAZ /LA | Performance Status 2=
TR T — 2 RORBNZ ST — 2 D — R AL,

Ol

IAND BE DA AN B IF20114E9 A 21 A | ffh D BE DA AL A 1320144521
27H Té>7z, MTD X URP2D, FEERE, AMEIIIEIHOFT —2 Ay A7 (57—
T RA71) THH20184F-6 H29 A | aME2m B OF —X 1y " A7 (7 —4# 71 M
72) THDH20214F2H2TH ETOT —H%RLT,

OVIFT— g
NF1BRE IR CRIBEED T T M LREEN G E VD,

SERIDY A2V 0 Day27~28(+14 H) % pre-Cycle &EFLT-,

a AEMHERH LI oG R XA TS RN, I MFICEA THBIREETH A=D1, H
KIS BPHEDV AT Z DT L7 FHTCrE PR ETERV PN,

b HEAEEESEATORE 12 FHME (10~100 OHIPHT, A7 @V NEEENTVD),

¢ PN Tk 2HUBER) D454 (volumetric MRI % FIV V=456 PN OFIIZ DA H5<)

> i~
J3¥A EF

I AREDN R — AT A L HED520% LA _EiBD

oy (PR) | AREE R ) A8 FEAS

e PR S4B, RS- L%
ZRE (SD) AL R 5, =R A UEEDND20% A O IS A RSO T U TN

NGRS N — AT AL RENE20% LA EREAN

BEAEREROE L, SUTHBITAERIPNEBRENH DL E 2 5N HT H &% T
HEHE T BT RER OB L7554, volumetric MRIZ FFEESEAEL CREAM
L7z, TRBRHL Y EATE AR T D 2 &7 L BT ERSCER DI T D I 2D
UNCPDIZA AL RN E LTz, BTz 300 B2 T AR HRERE D B IPD &L
IR oTz, )

N

JHEEIT (PD)

53
|
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<HBEEE>
24 {5
N FHEEH R R
AR, I BEYER ) 10.9(4.68)
HhoRfiE (FEPH) 10.9(3.0-18.5)
PRI, B (%) FE 13(54.2)
ek 11(45.8)
NHE, 515 (%) EUN 18(75.0)
BN TIVIRT AN 2(8.3)
TIT A 2(8.3)
RHZE DA, 2(8.3)
HE. cm FRE BRI ) 136.31(24.158)
Hh R fiE (REPH) 135.60(98.5-173.6)
{RH, kg I (B e ) 37.85(19.958)
Hh R fiE (RGEPH) 30.34(16.8-88.7)

N AT A D P B

PN 22 bt a7 | Hkfi (bH) 8.28(0.8-17.0)
WAL BRIEECOHM, 4
FERY PN B, mL I (B e R ) 1,817.21(2,229.470)
HhofiE (AEPH) 1,205 (29.4-8,744.0)
FEHIPNDFEIERML, Bl | B 6(25.0)
(%) FAES-EAIm XX R EARE | 2(8.3)
£} 2(8.3)
T/ s 2(8.3)
JEE 1(42)
i 1(42)
Jas 1(42)
AR 1(42)
SHERLE 14.2)
AR 142)
BN 1(4.2)
FHE 14.2)
K 1(42)
A 14.2)
2l 1(42)
Z D 1(42)
Lansky Performance Status | f51%k 20
I (B HE (R ) 89.5(10.50)
Hh R fiE (REPH) 90 (70-100)
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Karnofsky Performance B 4

Status I (B Ve ) 87.5(5.00)
HhRfiE (FEPH) 90 (80-90)

PNOIRHRIE, 14 (%) ® &Y 23(95.8)

FAS
a fONFUBEG~OIGHEE BTG 1 0%,

Oz HIH]

F B R AT 1 KRB O FRAEIFH 4.4 45(1,606 F[52.7 7> 7, #iPH:158-
2,169 H). 2w N7 2L DKL E LT EREHIFE OHREITK 4.1 4
(1,488.5 H[48.8 7>A . #iPH:138.5-1,995.0 H) . A5 HIRIER 5.5 4(1,995 H)
ThoT- (REMMHTEGEEN)

T I N7 2 KRR O K 6.0 47 (2,189.5 H [71.8 2> H 1. #iPH: 158-
2,941 H) ., 2RI H TR OIREER B LT FIRTE HF O hREITH 54 4F
(1,969.75 H[64.6 »H ], i :138.5-2,907.5 H) . FcEH5HIEITH 8 45(2907.5 H)
ThoT- (REMEMHTGLEN)

<FBRRER >
OMTD M O'RP2D (FFEEEHIE H )
BHAEH E20mg/m? (BSA) 1 A 2[5 CIE3FI & F CDLTIFRBLL 220 o7, F&E%
30mg/m? (BSA) 1 H2[ENZHE &L 7=L 24, 64517 261lZDLT (CTCAE Grade 30 ifi. HCK
HEANK% OCTCAE Grade 3D BRH =B A3 FHL 7=, F#liZ20mg/m? (BSA) 1 H2[A[A3
RP2DESHI, AR ECTEDIZOBIN B 52520 T  FehID 3% G de 124425 CDLT
(CTCAE Grade 30252 } ()CTCAE Grade 30D & EAMETRISELA) 23387,
Z D IRBR I FHEEUETIHE>T25me/m? (BSA) 1 H 2[R0 FEANBIIS Iz, A
M B CHBMEDHERSAL, BT 72RP2DESNT,

X CTCAE ver.4.0

\y

OB EA A B OVE FIRIEBIZRBIT D /v A 7wV O IRNETH
& H)

20~30mg/m? (BSA) A E#FAIZF5U VT, toax FRAEIL1.00~ 1.08BFH T o 7=
(20mg/m2EE 91, 25mg/mRE 4%, 30mg/m2iE 561), B 530~36HFH 1% FTOHRIML
HIFNZ 3BT D ARFADLLIE, 6.16~9.41KfH] Tdh-7=, 20% U25mg/m? (BSA) D FH
FETIE, 20mg/m? (BSA) D Crnaxl S R E 7RI B (BT ZE TR EL 1 47.5%) 1338805
IZLIIMEZAUC K O Crnax DRI BN L/ NED o 72 (BT A ENR S 13.7~18.8%)
30mg/m? (BSA) T, MREE ST PR DL EOMEIRHI A=) SZ20 B, AUCK DY
Conax DR ENFHUT38.7~51.3% T 0Tz, ATV T T AR OBDNT OIEKFRSY
FAFEO I, 22 18.86~15.0L/hK%N78.0~171LChH -7,

TE T IRRED SEENRE D A S FHE ST, B S EREES VT3S TE 7220

o7z,

: (25T

&

22




ONEERFEO A (F72RIEHmE )

N—=2F7 A K§7)3bpre-Cycle6 £ TrHML 7221414120451 (95.2%) THEERIPNIEEEAFED
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R | ROE 3(20.0) 6(35.3) 9(28.1) 0 9(25.0)
PN | Wo/ERt 0 1(5.9) 13.1) 0 1(2.8)
DI | 2 12(80.0) 10(58.8) 22(68.8) 4(100) 26(72.2)
W53 | SEBRE 4(26.7) 3(17.6) 7(21.9) 1(25.0) 8(22.2)
M, | & 6(40.0) 8(47.1) 14(43.8) 2(50.0) 16 (44.4)
B | st 2(13.3) 1(59) 3(9.4) 1(25.0) 4(11.1)
%) | Zzof 1(6.7) 2(11.8) 3(9.4) 0 3(83)
PN (Zx 3 DIRHEE
1A 5(33.3) 8(47.1) 13 (40.6) 1(25.0) 14(38.9)
Ji& &>
UR
Bk
(%)
GRS G
ORI

T2 H "A T IRERC, AR OR B GHAR O TP Sl X, T G5B M 2K T329.5 H (&
JH:83~771 H) Tdho7-, 2AR—RITIX, 2AR—RH518.0H (232~771 H) . =7AR—1273224.0 H (91
~421H), BARANZZR—RR251.5H (83~433 H) Th-7=, Tz AFIDOIRFEGEFRILT X TO R

FHTR0% AR THY, FHHESFET199.2% Th -T2,

<R R >
Oa LA PRI AR 5% D AUC.» (FEFHHHEE)
LAk BRI LT BRD B /L AT =7 D AUC. 20 S FEEHE (95%CI) 13K D &0 T
oo ZHUE, AGRERBRAGHTI Ci% E L7z FATRREE B (SPRINTRABRES 1L AH-1 TO B 5-RF D AUC)12
DA FHIE[2,009h - ng/mL]D60~140%] 1,205-2,813h-ng/mL]) DHIFHN TH 7=,
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#* &A% BERE O #5- U728 (Cyclel Dayl) DE/AAF =7 DAUC 2D A FEHEL95%CI (S

EA=k—h)
ZANESUNC o
ak—h1 ak—R2 R
(4% DL TR R (kDL b 4mi AR (3231
(15431) (17451
ST 13 15 28
AUCo.o DA | 1,902 1,699 1,790
(h*ng/mL)
AUC).2D95%CIL(hs | 1,647-2,197 1,436-2,009 1,609-1,993
ng/mL)
W BNERAT T SE
O RMEDORE R (FEFHIEH )
AR *ﬁﬁ%%l 1R B6f) TOHEFROFBEIGIT100% ThoT-,
R FAEER FEREETOREEEGDI10%LL EEFEE)
B (%)
HME A =ZAR—R HARN R
aF—h 1 a—h2 B ==k (36 1)
@rLlb7 | Q4 | G2 (Uil k7
) ) AT
(15 f4i) (17 45) S
FEES 15(100) 17(100) 32(100) 4 36(100)
FOR 5(33.3) 4(23.5) 9(28.1) 0 9(25.0)
B 2(13.3) 2(11.8) 4(12.5) 1 5(13.9)
BSUEGEDS 4(26.7) 2(11.8) 6(18.8) 0 6(16.7)
JNBHZ% 8(53.3) 7(41.2) 15(46.9) 1 16(44.4)
LTS 2(13.3) 4(23.5) 6(18.8) 0 6(16.7)
AGERGE | 4(26.7) 7(41.2) 11(34.4) 3 14(38.9)
2. 2(13.3) 6(35.3) 8(25.0) 0 8(22.2)
Sl 1(6.7) 3(17.6) 4(12.5) 0 4(11.1)
il251) 3(20.0) 2(11.8) 5(15.6) 0 5(13.9)
T 6(40.0) 7(41.2) 13(40.6) 1 14(38.9)
HNZ 2(13.3) 1(5.9) 3(9.4) 2 5(13.9)
Mg 4(26.7) 8(47.1) 12(37.5) 2 14(38.9)
it EAE 2(13.3) 6(35.3) 8(25.0) 0 8(22.2)
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ed[Eiad 9(60.0) 8(47.1) 17(53.1) 0 17(47.2)
RTAZS 6(40.0) 5(29.4) 11(34.4) 3 14(38.9)
BEEE 3(20.0) 3(17.6) 6(18.8) 0 6(16.7)
55 4(26.7) 2(11.8) 6(18.8) 0 6(16.7)
FEEL 7(46.7) 10(58.8) 17(53.1) 0 17(47.2)
AST 54/ 2(13.3) 2(11.8) 4(12.5) 0 4(11.1)
fH CKhn | 5(33.3) 5(29.4) 10(31.3) 1 11(30.6)

[F—F G R —BE I TEEEPE B L 735803 1 (LT~ T,
MedDRA/J ver.26.1, AR GREER]

L EVERRNT SRR 2R B6f) CIXEREaA EHSII25 (5.6%) IZFEHLL . Gradel DIEEAA3 45
|2, Grade3D B IHR K O FZTERGN BN ZRD DIV, W b AFI S EEZe L S IS T-,
AFNDOBE G-I B ST B EEG R ORI A ERERIERD LN T,

HAR A= —bh @) CIXEERA EFGIIRO LN o7z, Grade3L LOFEFSL EELA
G W E ST AERS AKIOB G LB ST HERS AEIORE I EICE -
A EFEGINT L RO LN T,

OREAFPED R (RIKRHE H )
BRI LB HEHRORRIL, IO LY ThoTz,

EmEy ICRFZRALELE

EELEES 90.5%
RAEEL < EFIEWT LIS
BELEES 82.4%
[ I 1
0 20 40 60 80 100 (%)
FREINZHBOEL

ARABICAEL T : 896 [@
WRCEALT 8118

BHRERE LT BIHEDRER
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F7z. Cyclel, Cycle7 1235175, W MEHLL O OM-Z HUICEET DR RERIZLL T DL B TH

277,

I Cyclet
B RERA S > 1 & 16.1% Cycle7
EE T
4.3%
3.2%
EMOIEHUN S 1=E I °
ZEUEEIS
EELLEE |,
[ [ [ [ |
0 20 40 60 80 100 (%)
FRENHOEE
Cycle1 : 4350
Cycle7 :376@

X HiT ISR oG, RO T RREFICB T 5%
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@3 BMULE 18 MUT#XRICLI-ERNE [ #8588 (D1346C00013 FHE&) 10

EL:y PN BEHOIRAPRAE 2 20 FFAEE R PN 242/ NE#Io H AN NF1 B#H A x5
(CARNTNTRNOLEVE, AN, K OFBIREC OV TR 5,
BT A | BN, Shas R, BEE FEE . 5 1 AR
Ve
POES PNBE:EHDIFHPRAER LA, TN REEZRPNE A -2/ NEHI D B A ANF1 B 1241
ERMAN | [FIEBAHRFI3 L, E18EL T
AFHE *BSA730.55m?LA |
IR NI DTN EEDEFRIFIATLZENTED
171 LA _E DA 13 Kamofsky Performance Status7370L4_E., 165:&L2L T D55 1 Lansky
Performance Status?2370L4 FC 2372 i FRIBERE & OMistant#re 2z G 4%
-volumetric MRICaHfli FTREZ2PNZ A 3%
FARBRANE | MRS RERIER O AR HIVD, Fiz, MG O B (+ GRS
U BEJEHReeES0 B FS A RAREE  = SHES B R PR, R AR A L ELE L7 \WFIZ RS
BT DM EE OISR IR O MRBYE, T2 DOt CHEIF 2L Rk 5
Db LA A 2RI IRE L2V S DR 24 3583 | HDOVNHbFHR
TSI HEGTIREC L DTRI A L ELE 3 D F DDA AT D8E
RBRBRAART D72 EHATAMILAINIC R a2 3 7o, ATIRRBIE IR RS TES
TS (2720, MAE T 7B AL MR T DT D DBEENT LR
ARER 1A 1A N28 HIFEL, RV 721 25mg/m? (BSA) 1 H2[1% ZEfEREZAKEEHIZH)

12MFREI I B AR LTz,

RO IRFRATD BIZ2RFR £ TOMD AR TE T 7,

‘BSA [FAZY—=27 W5} O volumetric MRI | Z XA EIERHIRE (Cycle25 £TIE 4 %12
IV, Cycle25 #&TLIRRIE 6 A7 V[ 7283, Cycle25 #& T LARRIT, TRBRIED £ 5%k
BELTWAIRY | SUTIRBRHE Y EATOHIWAZ LY PD ICEAECEM]) ICE L, 55
JET T BN, EBNC G- 22 TRFE LT, BSA 23 1.9m? LU EOGATE T 50mg &
L7z, 7235, FROTE R § &5 (B TH, FPRIREE, 3892, EEfEr: LVEF KT, &
OMRBE R ) DSR4, RS rTRBE Lz,

AR H

OEERHilEH
“ZEME AEFR, BRI ZEM DDA, ST, A2 A
R, RE, ODERET A, OSSR, IRBR2ER, B RO T — B

ORIV H

- B3 REINS HHELZ FE-S< volumetric MRIFHMiZ FHIV T, RS2 S E IS KA -2
PUIEEZhF: (ORR : CR XU EPR [HEE 1 3 B S - BE RIS | B AROL
b, BEHE T UM 24 PedsQL (VN H CUE e OB RS
GIC (JRBRFE Y AT Z LD PNETAT)

SEENRE BV AT =7 DR B ON-IAT LR

fpir

paill

OB HRIBHEM
e ey LTI O - = i R i o Uy A A A DT s =% | 511D N B el s &3
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OFE-RIUGHIEH

BR B L LNE, AR R MR  SEERZ V TIRRET L Rt &4
WCTHERILTZ, R—=ATA UL B OZ b Iwaterfall plot CIXI7< L, Clopper-
Pearsoni£{ZHS<ORR KL D95%ClaH H L=,

fEEREEH QOL 13 PedsQL (kf5¢:5~18 ik /N iy, 3~4 ik BURERHAE, or=a
7 CEH) . ARRAIRHINE GIC GRERTH X BT L2 I B 2Rk REA-F )
FRE A VTR L 7=,

PedsQL T, #HiliZ A 7% _—ATA L HEL R Cycle3~13 £TC 2 A7/ 4,
Cyclel13~25 £ T 4 A2V 145, Cycle25 #& TLREIL 6 A7l LTz, 7035, Cycle25
He T LB TIRBRIE OB 5 2L QOB IRY | U TTRBR Y RO HIWHZ LY PD ICES
F TR ML 7=, GIC OFHMIL, NESRHTIRA A T 572,

SEMENREREAT FARIRIL, Cyclel Dayl OFEEHT, #45- 0.5, 1.5, 3, 6 R, LT 10~12
R (2 [0 H OF 5-RT) W ONT Cycle2 Dayl O 57, $#5-0.5, 1.5, 3 B, K106
IR L IR LT,

OT—H Iy A7

AR CIXHP BT O T — 2 T b A7 %208, e O MAT DT — 2 F1 "7 %35 EL

72 1B H O T OT —2 10 MA 7 U, B\ B 54 A LT B ~0# 5-5kA A

M6KI67> H 12872 HCycleT Dayl CREZFFAHIFAD AL R | 2[5 B O FEftr o7 —

Z b A7 21%, #9123 $2DCyclel 3 Dayl CEBZFFAFPHDO B B IR E LT,

T =5y AT 1RO T, 2O 7 — 5% W fifira e L7z,

-All data: 7 —% 71’471 TH5HCycle Dayl, 7 —4% 7 h472TéhHCyclel3 Dayl 125

DT, Ff&T —Z A M7 HPIEL, DR DT —4 % All datak LTz,

-Cycle X Dayl: 7 —% 71 "4 71 TIIAEE DCycle? Dayl £ COT —HDIx, 7 —4 7]
VA2 Tl & DCyclel3 Dayl £ COT — 2D B EfRTRGEL,
TIDT —FH AT IZHONTH YN RSN 7T — 235 E
7RnNELTE,

T =R AT AR HEIE IR O EVEOFTHRI IR SSRERIT, FBED

Cyclel3 Dayl £ TOT —Z DI He S IRMTHE B T HE/RRATHE B & LT,

ORI

SR FH DIAA AN FIF20204E8 31 A | B D BH ORI AL H 320204512 718 F
Tz, IBIADT =27y b A7 (7 =271y 7 1) 1320214F6 A 16 A | 2RI H D7 —%#
AT (T =21 A72) 132021412 H8 H ThH -7,

OVIF—r3ar
BEED V72N ENREEEFLORENEON QO RN DD, 74Ha—T
v M EIACTH D, F 1 FHRERTHY , A2 TRA72 M TH D,
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a T ORERLKMEEBZAATTIRE  FREEOIRIR &0 AR, AR K& OWERERE
KDJRREEZ20D DR b U IFNEARREEOIRZE, T8 (B IREEZ) XULFW 7258l LD 2T
EDLRE, PO AR RSOHEREIELL D FIR L7222 WA S, M OV TP EDIRZE % (772 LB RES
Nz,

b AEMHERHC S THREZRERE OWNE UL AR ERNFET 5720, HAOWITREMEO SO EICE
LIS CH DT, FRRIRREIZIED VA DO TN FIRIC L > CHREEICHIBR T2 2 &R AIRETH
DPNEEFELT,

¢ B AEIRIEEAITORE 123 M (10~100 OFIPHT, 227 REWIEEEN TWD),

dPNIZx9- D BRSO /348,
ar | ET%

SEART)

(CR)

Boy25%h | ARfeE | wlERH

(PR) TeE BEE 25370 H DI S 2L T- Rl CHPROM S iz L&

NP AGHNEES

£
fval
A

NR—2FA N D RS AFEO AL PR L OPDO FEHE ZAF L7

FEHPNIEIE G N — 2T A W X T de BN HIE D 520% L 30
ST | PPN ZE D R (INSZ MR S AR RRHERE D 17 72 BRI T RQ)
(PD) BET7 9 D IFAZRIPNIR O B (72 B (R — 2T A & LB L CHRE RPN A

7320%LA_Eo )
BRI <BEHEF>
12 {31
N AR FHIRE
i, % WA fE (R R ) 12.62(3.146)
rh i (RiH) 13.25(7.5-18.2)
PERI, B (%) Bk 3(25.0)
Ltk 9(75.0)
5. cm PR fE R R ) 139.81(13.185)
rh i (REH) 142.40(117.4-156.8)
(NEENN PR fE RE R ) 35.00(11.774)
rh ufiE (FEPH) 34.00(20.7-58.9)
BSA, m? P (B R ) 1.159(0.2412)
o fiE (FEPH) 1.170(0.82-1.59)
N 2T A RO BRI
NF1 OZWmb=v= | S E BEERE) 10.37 (4.052)
AT /NG ETOW | Pl FEH) 9.28(4.2-17.9)
fH. 4
NF1 Z Wik o % | 6 ELL oA 7 =L EE | 12(100.0)
(%) TR e/ B D DNBERR (A | 9(75.0)
SRBE
i Fehfed PR e 1(8.3)
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FINIE, 1%k (%)

2 LA DT N 6(50.0)
SR GOV S TP/ 4(33.3)
BB HAE 7 NF1 5(41.7)
) PN OFIEEAL °, | /K 4(33.3)
B (%) A/ DU 0
SHE 1(8.3)
GHE 2(16.7)
1853 2(16.7)
ez 0
LN 3(25.0)
ZDith 0
BER PN BEE ORI | JERHY 12(100.0)
HE. B (%) vl 0
PHIEE R S 1(8.3)
syalie 1(8.3)
W NP 0
M bR 2(16.7)
ROEPAZE 2(16.7)
I [ 2(16.7)
o e AR 0
EEEHEREON T 4(33.3)
AN TE D 2(16.7)
SRR PR 2(16.7)
PN BEEDOAMEL O | 11(91.7)
TR 7(58.3)
ZDDIEIR 0
WA e | RGBS 2(16.7)
TRARIRAE | B8 /I ERE | O
REpEE
ML EOZETE | 11(91.7)
TRENREREMETE | 5(41.7)
2] 7(58.3)
B IEE 0
ZDfth, 0
PN B S NF1 BED | Y 7(58.3)

% HBE D Cycle7 Dayl £CTOT X TOMRHAEET —4,
a BETEROZWEAE LS T2 FTREMED 0D,
b ) PN [ IHEE DA FASNL 2 5 ATV ATREMED 9D,

BT

52




OUREEIIH

Cycle7 Dayl : gz HIfF O P il L 5.8 ([ :5.8-5.8) 7 H . /LA W7 2/L DRSS
B G LT AR IR O T OBl X 5.8 (BiiPH :3.3-5.8) 1 A T o7z (2 aMMRHT R S4EH) .
Cyclel3 Dayl : #BEZEHIM O R 11.5 EEPH:11.5-11.5) 20 H . -3 h 7 B/L Ok
T B UTARIR IR O B L 11.5 (i :9.0-11.5) 2~ H T o7z (L MR 5
H£H),

< FRBRAE S >
Oz (FEEEFHmE A )
Cyclel3 Day 1R 5T 2P GEER O 1261 25 A HFRMmE ST,
R ERFEFRFHBEEFE10%LL LETR)

B (%)
FHm B 12(100.0)
FEEL 12(100.0)
TS 7(58.3)
STERRESE 2% 6(50.0)
R 5(41.7)
IVEDS 5(41.7)
mIE 4(33.3)
MIH- 4(33.3)
B R HEIR 4(33.3)
il-251) 3(25.0)
PSS 3(25.0)
G 3(25.0)
B 3(25.0)
FEEN 3(25.0)
=22 2(16.7)
G 2(16.7)
IR e ] PR ek 2(16.7)
S, 2(16.7)
AHRIH R 2(16.7)
BRH =R 2(16.7)
MedDRA ver24.1 LT AR

[Fl—BH CRICAHFHESNERIERBILIISATH 1 6] 1 e THEIL,
NI T A ELRNCREBE U SR RIZEB L I2b o, TG HIRPICR B A E RS54
iz,

(Cyclel3 Dayl)

HERAEFSELT 1 B1(8.3%) DJNFAR DN HE ST, ZAUTTEERERE O BEhE MY 2|
Wrizz,
BeHFIEICE ST EFRITRESIN T, LB RO LN -T2,
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OORR (BRI H )

Cyclel3 Day 15 CORRIF33.3% (95%C1:9.9-65.1%, 1241/4451) Té-~7=, 125|(OBOR
DONFRIE, 461 (33.3%) A3PR (FEIE) . 21511 (16.7%) 75PR CRFEE) | 4451 (33.3%) A3SD, 245
(16.7%) H’PD T 7=,

EEN=NE (ORR)

TEUEHTYRER
1241

PR (F&3E) PR (KE7E) SD PD

4133.3% 26 24
(95%Cl : 9.9-65.1%) 16.7% 16.7%

0 20 40 60 80 100 (%)

(Cyclel3 Day1)
X BOR (437 - 5044 & D A

ONEZEAFEOZA (BIKEHGE H )
Cyclel13 Dayl £ TOT —ZITH1T 5, x RO T3 —28.1 (FiH: —91.2- +
28.3)% Ciho7z,

(%)
REMBTHRED
126

BT RY KIS NI R 2 ST

B BZMERENT, FEH) PN B AFED N — AT A R D DO F KIS 3 X I e/ IMEINRE LT,

FBAHIDOPDRSEL, LMt Al B Fe i DMRIE TO TN TOF iz w5 UT- GHES Ot & T ),
(Cyclel13 Dayl)

X EHPNEEATED N—RTA L RhbDR B2 L (waterfall plot)
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OBEWET T M 2k 38 (RIKGHIE H )
(R FEBHEQOL ~D 522, (PedsQLIZ L2 FTAT)
HGBFNIRFISHEL ECh o7z /N CiEOPedsQLIRAT T & FEET T R A
LT, EHINBEIZENSFHI, Cyclel3 Dayl i U281 DIAT T DR—ATA RN
DA CFAE MR ) 136.43 £6.069 Th o7z,

(Cycle13 Day1)

PedsQL

EIRHIERE . BB OBEEE, HEAHURERE, FRHEREOERNIC, 0=T2< R L) ~4=IFLA L\ Db
RIEEHV 10D 5 BEEABEIZT S, 0=100 5, 1=75 i, 2=50 /5, 3=25 s, 4=0 fAUTHHEL, ZD
BRI S aFeATT (0~100 OFEPHC, FE @ NEE QOL X R ELCTHEINT 2,

~EARASEH~D 5% (GICIZ LD aHih)

Cycle13 Day 1l £ Z 35T 2 NS B FR AR REIZ 632 TaBidE Y AT O REf X, 12451
20511 (16.7%) TR—ATALRELD EEASGE ] | 361 (25.0%) T 5EEESEE] | 341 (25.0%)
CTHREUGE] | 461 (33.3%) TIARZE Thoto, MRERE L), ISR R, R &
HIBT SN BE RO HIVR) -T2,

ﬁéﬁﬁﬁﬁ@%ﬁ
126
[SHE] [y [EEE] FZ]
36 46
25.0% 33.3%

#[EERL] [PEEE(L] [FRRE] 06

I T T T T

0 20 40 60 80 100 (%)
BEHS

(Cyclel3 Day1)

X GIC {RBRYE 2 BEFmoD F¥Hifli: IR B DR A R R

GIC

3 SOE A 7 e (1= s | ~7=TFWE L)) TERAT D GIC 27—V 2L, BE5R
BOFFHPRRBIC DUV TR— 2T AR LEL R 2,
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(5) BFE - REEHIFEER
) BHEEEE GMEAT—2) W

EHRREDS IR 72 AR 1 151} ORI N RO R N 12612V AF =7 77" )L 50mg74 HilE]

RO G L& | BRHEEEN IEF 72 R | N ORMIB AR 2O R E Tlx. AUCIET1.89%. Craxd X

83.92%. FEAEETEDOAUCIZT7.13%. FEFEETEDCrand £113.23% T o7212, @ T A—H|TRDEE

N THoT=,

K VIVAF =T RON-RAT MARD S BIRE T A— 5 (BHERER)

PIE SEEhRE "R Bk A AL 0D L
IRTA—H 52N S EE3R (90%C)
FEHE
BAATF=T AUC RS 12 1,881 71.89
(ng+h/mL) EH 11 2,617 (58.20-88.79) %
AUC, RHEA A 12 10.25 97.13
(ng+h/mL) % 11 10.55 (83.36-113.17)%
Cinax KRB ARE 12 724.6 83.92
(ng/mL) % 11 863.4 (62.12-113.37)%
Crnaxu KRB ARA 12 3.945 11323
(ng/mL) E% 11 3.484 (86.66-147.95) %
N-EAT AR AUC KB RE 11 171.0 91.95
(ng+h/mL) EH 11 1859 (67.73-124.83) %
Cnax KA 12 45.15 84.48
(ng/mL) EH 11 53.45 (61.60-115.86) %

AUCK UCrnax DR S BN AL, B RERR 2 [ E RN L LTz, MU E R ARSI L5

Ef 7L TF =777 A80mL/minlA L,
KEEARE B2 D,
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2) FHEEREE NEAT—45) W
JFHEREDN IE 22 N (8M1)) B OMBRFEE D TR RERR F 4 9~ 2 AR (Child-Pugh 235 A. 8f1)
\ZBENAATF =T 720 50mg, HEFEDOITHERERE £ 2 A 2 AR (Child-Pugh 5348 B, 8611
50mg X 1325mg, W ONZEEDIFHERER A 3 DR (Child-Pugh 7748 C. 8f) 1220mg# Hila]
RO G- UT- b | IFREREDS IE 7 70 BB | b~ CHR B DO FRERERS 4 A 9~ 2408 I Al IEAUC
M O EMIEIERE S TEAUCIE TN H86% K% UN69%, LD ITHSEERR E2H 9 2 Cliziheh
159%}% OV 41%, FEEORFHERERE 2 A T DA CIXT T I157% K UB17% CTh-o7212, JEpEfe <
TA—RIIFRDLEBNTH-T,
R BNATF =T BT NRAF ARD IR BN e 3T A—5 (FFHERER!])

PIE SEWEhHE ke | Bk PR RERR /11 5 0D Lhii
IRTGA—H PR Refnline N3 FE22 (90%CT)
T
R 8 45.93 85.64 (64.42-113.84) %
AUC p T RE 8 85.11 158.68 (119.36-210.94) %
(ng*h/mL/mg) B 8 84.29 157.15(118.21-208.90) %
1EH 8 53.64 -
L35S 8 0.1271 69.18 (48.77-98.15) %
AUC, p HSE R 8 0.2585 140.69 (99.17-199.59) %
(ng*h/mL/mg) T 8 0.5828 317.19(223.59-449.98) %
B A 1EH 8 0.1837 -
F=7 L35S 8 14.82 78.47(55.24-111.45) %
Crnax D AR 8 23.57 124.84(87.89-177.32) %
(ng/mL/mg) HEE 8 18.53 98.13 (69.08-139.38) %
EH 8 18.88 -
B 8 0.04094 63.25(41.13-97.26) %
Cinaxu D AT 8 0.07165 110.68(71.98-170.19) %
(ng/mL/mg) HEE 8 0.1280 197.66 (128.54-303.95) %
EH 8 0.06473 -
R 8 2.445 50.51(28.28-90.19) %
AUC@ D —
(ng-bimLimg) SR 8 1.826 37.72(21.12-67.37)%
N-JfiiA 1R 8 4.841 -
TR L3555 8 0.8041 44.44(25.70-76.85) %
(n;;aifng) e 8 0.5485 3031(17.53-52.42) %
1R 8 1.809 -

INTA—B DR AT RN, NSRBI B2 SR RL LTz, S HEHTIC R DHE R,

T —ERRDT | BENTRRERTE 2 T HHERE D N-BAT AR E £neh o7,
HRFEFHEAERTE : Child-Pugh /338 A

Hr4E I RERERS 55 : Child-Pugh /3% B

FEAFHEAERSE  Child-Pugh 233 C
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(6) RERIER
1) [ERARERE (—REREAE. HEEARERE. FRARELRRE) . BERT®RT
—AR—RFE., HERFTREERRBRONE
BRIl

2) EBEHELTERTFENDABEXILERL-HE - HBROME
RS Y A7 R SRE D b mUNCFEMT DT,

O BEOEFERREMERIH

10 DRI 22 A ARTEEN OB BIVEF ., STk - P28 8% O MEE B 85 2 O IEE - RS - 0T
(L RO (R OV T)
@ BENOEERZREMEREH
AN

(1) Zo0ih
%L
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VI. EHEB(ICEA9 HIEH

1. REPHICEESHSEEMRIIIEEYEF

MEK1/2

2. ZEHEH

(1) {EREML - /EAKE 17
NF1 (&, JEEf 2 G Chhma—m T T uiwa—R42% NFI TEEIHE G ORI/ U7 s
(17q11.2) BIFRETEL D, Fb 7o Gt RBAM RS ERE TH D,
PHSHIHENE LS, B RGO PHRHEIE ST PN IZRBISHLD, PN I RIS ORI > TR - B
LW AR S HZ BN DN —EREI T BRI FFEE ISR AFNIT Tk x EHBDNAZENH
A 15)O
FHPSHHERTI L, RAS &2 FiElZ#i< RAF/MEK/ERK fREE2NE AL T2 2 H12 80 | FRO M) S HEFEL
ool T CRIET D, NF1 B Tl RAS 2 RSB DHERE A AL Qo =a— 747 aIU N IEFIC
HEREL 72\ V=3D | RAF/MEK/ERK #&HEOTEME LA R #5E 1 5,
MEK12 ZBA#ETHZEI2ED, MEK OIE THD ERK OV ELAZBLEL ., RAS ([CXVFfiShD
RAF/MEK/ERK F&EEDT 7 R4 5 2 LT, AL NF1 I DARSHEIR A A S5 19

LiLILLE

ZHFE

RRET FOUUFF—Y
G$’JI\5
l L HERIZAEE
PKCZ CAMP
Tt At
RAS RAS
GDP GTP
MEK AKT
ERK “»mTOR
Za-07«470=Y fRiESE * HIRDER 1

PKCZ : protein kinase C-{. MEK : mitogen-activated protein/extracellular signal-regulated kinase kinase.
ERK : extracellular signal-regulated kinase. AKT : AKT serine/threonine kinase, mTOR : mechanistic target
of rapamycin

17) Gutmann DH. Et al.: Nat Rev Dis Primers 3: 17004, 2017 J0c&Z8
Translated by permission from Springer Nature: Nat Rev Dis Primers  (Neurofibromatosis type 1, Gutmann DH et al.),

COPYRIGHT (2017)
B RAS DFEHEALL TR K OAFOER A (##EIX)
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(2) FENEEITLHEHERBAE
1) BILAF=ZTOEIBAER (Byg) ©®

(EFMAPK2K 1) B350
£ TF ) ZY R
(LLF. ATP) Bt &t

SPIATPI IS HURHIE T > A

RZ A7 T AN AT I Fik ZHEA R -
AR T oA | BHOX T —EBE N TIC (50% | invitro Report 1 (P.58~60)
IZBIToF T —EiEIR | HERED) B % 10umol/L TD
P VT NT —HRA U NERITE
ERKVYUEHLHITEICLD | v AZ 7 vy NEZ WSS/ | in vitro Report 2 (P.58~60)
BRI 35172 | Ml I DR IEIR O E (B
BN AF =7 OMEK1/2 | OIEFHuEZ IV ERKY 21
BRRABH FEh R ZPACE"T A CHIE)

BAATF =755 #HHLZ MEK1/2[%35 2653 HFRET | in vitro Report 3 (P.58~60)
MEK 1/2F# 35 [ 3 (32 Lyte®EHE T A

TARAF=T2LD FHAHAZ MEK 1 2FERIT6H 3208 | invitro Report 4 (P.58~60)
MEK 1/ 283 [ SHUERESR T ' A

PR NF 1 B RRME IR OB s/ | <A Report 5 (P.60~62)
N DhhCre~" A | &7 /L&A, ERKY R E%

ETUIRBITL LA | =RZ Ty NEIZIDHIE

F =7 OHZIFHT

PR HRAE N NF 1 BB AR | <A Report 6 (P.62~64)
NfVoex: Postn-Cre~v | &7 /W& VN, ERKY b AED

ZETIUTBITDHEAA | =287y Mg R O ZkaRk b

F =7 OFIFHM YR IO IE

TAAF=TOMEK] | ENE{& L MEK1EER K ON[y- | in vitro Report 7 (P.59)

*Probe Assay-Chemiluminescence Enhanced

2) MEK12 OERIIBEE (in vitro) ¥

MEK 172} OMh DR DT — B D1/ AF =7 OIEME K O B OV TRFEILTZ (Report 1, 3.

4. P.58ZMR).,

BAATF =713, HEES A BMEK DS ERK2A Y g b3 TEMEAFHEL | ICsfEIX15.3nmol/L T -7z,
ZOAEALEIMEK ISR T o B AR T, AT =7 O2REO R CHON-HATF AR K T IR R
DICsofEl T, ZAEH6. Tamol/L K U272nmol/L Cdh 7= () , 2D T AW TZERMEK1 2 /g
%, BAERIMEK 1 & 54720 | HEL— 2381 521800 £222 DBV INENENT WA O T A3T
FUBBIZEBRSITNDD, ZOBESET v A TSI BV AT =7 ORI, Hasfiia clzzsn

7eMEK > 7 F VIR ETEEEFEFIZHEIL T /e (Report 2, PS8ZR)
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F BAAF =T LEFDON-RAF AR R O TIRERMEK] (ERNMAP2K1) BERTEMEC FIE -+ TREER

=S ICsoffE ATPJREE (pmol/L)
TARATF =T
15.3nmol/L (FEAE(R £20.9nmol/L) 0
MEK1 N-ATF /AR "
(ERMAP2K1) | 6.7nmol/L (2 #E{F7%1.3nmol/L)
TIRE 0
272nmol/L (FEE(F 7288nmol/L)

n==6

FEx DN AF =T E (0~40nmol/L) Zi ML, VL £ (CPM/min) (Zx%f 92 ATP
R E (0.12~15umol/L) D A% FmI45 ATP 55785k (Report 7, P.58 B, n=6) ZFhE 7=,

R BUETEE (Vina) 1T BN ATF =T RN ELSRDIFERD L, BAATF =TT ATP LA LARNZEDR
Nz,

(CPM/min)

== 0n\
== 3nM
== 121M
=l 18N
= 27 N\
=@ 207\

&5t n=6

10 4

MBS

ol

10 1 20 (umol/L)

ATPRE

X BAAF =T PEERITO ATP JEEELY B VHEE L DO E%

[83]

YN AT =T THE R CEMHE LT B ATRIMEK /212 XA ARTEMERIERK 200V - Ff b 2288 O i 51 CHRIE
L. MEKI12IZkf 35BN AF =T DICsfE% K7 () (Report 3. 4, P.58Z ),

#2 BAAF =TT LAMEKI 20 EERIE MR E/ER

MEKT AV 7 4—2 ICsofffi (wmol/L)
o MEK 1 0.222
HE IR
MEK2 0.389
o MEK 1 0.417
e k20
MEK2 0.402

aZ-LYTE®®EEET &1, n=2, Report3 &R,
b ERERESE T A n=4, Reportd S,
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TAATF =T IFATPRE G CI37e, BT 27 0 AT Dy 73N A & LMEK & Bl E 217, B AT =
71E. MEKESAOZFF—E (p38 o . MKK6, EGFR%) 125t L CRHE A/ RS7272 57220 (Report 1, 3, 4,
7. P.S8Z ),

3) EEEMRRIZH TS MEK1/2 ;B DFEIRIIFEE (in vitro)?"
MEK 12D BV T DERK 12D b2 HIE § 5282 L0 /L AF =7 ODMEK 12 EE A f
STz, e OREEIRE 7L —b EICEEL, AT =7 CRFERERL 7= 1% |, IFSEBAEEF T, i
UARAVERK125UA, VA3 22— B IR U S O P38 E 2 IV CERK1 200V b A f6
L., ERK12V PRI 52 AT =T DICs iz HH L= (Report 2, P.S8Z ),
SKOV3 LD RSB RIZ 36\ TV AT =7 DICsofiEl £ 10nmol/ LA T o7z (), Calu-6 2 U'MDA-
MB-2311%, ZIE TR Q61K M NGI3DDKRASE A AL, Colo20513=2 R VO00EIZBRAF A A
%o LTZ3oC, SESFRE R TR IEEHIIEC, ERK1/2% P E 3T DRI AL QWD RIS D,
BRI B T, L AF =7 T IMEK/ERKARR S IR AL ZBAE L . mTOR (ERKSSCHHFLIET /S~ A
B 328 | jnk (c-Jun NoRHRS T —8) Xidp38F—F (p38~A b= ikt 7 T Ao %) —8)
ZA T DRINENDOZ DD 7 F AR KL T, 10umol/LEL EDOIRETHIAEERZ &8 7219,

= [EEMFRIZISIT BERK 2DV BALIZK T BN AT =7 DR EE M

LS fE R ICsofffi (umol/L)? HRRE G ICsofif (umol/L)?
Calu-6 fitie 0.0036 Colo 205 N 0.0054
/ MDA-MB- /
SKBR3 L 0.0038 LI 0.0099
468
MDA-MB- B
LI 0.0074 Saos-2° B A fE 0.0053
231
Calu-3 g 0.0018 DU-145 BINZARE | 0.0055
SKOV3 PRELDS AU 0.0408 BxPC3 R 0.00653
a BT R2~3[E T~ 7= A,
b 1EIDOAHNE,

4) BIEFHBRA T IR EEGHETTILERAO - ILAFZ I OESEHE (vHR) 2
OMHRAHENE N1 ox- DhhCre <7 25 L (Report 5, P.58 )
NfVeslox (LLR | N :DhhCre~"7 A&7 V2O, Desert Hedgehog (Dhh) &5 OB T CDNAKH #2
X BESRCTeZ R BISH T, J7A212.5 H O =0 U FilE IR CRE AN NS STIRAR O % 2 FTHEICL
72DhhCre~7 2R LIZH D THD, ZOFT /LTI, WT IO~ AL, | B MBRGHHERE AR F —
PEZ TR RN RHENE 2 T E T,

@  FRRGERHERE D BEFFE AT
NfP; DhhCre~ A/ VAT =7 10mg/kgs S A IR O ¢ 5:- U114, 2 H BURSET 28 54127 L 281l
FhiL 7z, N—ATA L IE (WIEHE 522 H 711 X35 G-aine LR 546 TR IR A FE D D L7 R (4
AR, 705 MREET IVRATIC LD | TR G FRRE BV AT =7 B G REO i IMEAR S A ik L
77
AN — AT A I (WEH% 5270 A i) O FEN S £ CHEZ I L7~ 2D BB IRRE L Fel L O
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BZENN 27572 (2/15vs1/87, p=0.0559. Fisher® [EHZHESRIRE) 25, $5-RIOBAE~ELOHEHa A L7
EIEIIAEITE -7 (13/15vs14/88, p<0.0001, Fisher® B HEERME) (K, ),

(%)

1

I
360+ POt EAXFTEE

-~

v
-~
v

40

30

20 1

BETeRS RHO 6 R
IS

||||||||||||||||||||||||||||||||

#:p<0.0001, FisherD EHERERME
BAET T 1 E 2 DT AETFT,

PRERRAEIE DA A (LR

R N—AFAL RO GRIE BT BRAEE

R—RTA W (WIEH 520> #il, 570 H
" BHaT(T0A B) O fEEHiE ]
H) 7350 fEsgHE )N
TR I A G/ N7 YN NGy
~ T ADEFHm L7 Pl ~ 7 ADFYFHmL 7= plit
" T GHRBEE O b " - SRR L 0D o
P (kPR %) P Coyitstis %)
VAAF=TRE | 2/15 13/15
0.0559 <0.0001
X FEE 1/872 14/88
a STBRECIT~ A FIANET- L, 970 B OIEEAREIE AR

Fisher® [HHEHESRIR E

@ EhFHER
NfP"": DhhCre~ AT /VAF =7 10mg/kgZ 1 H 2], BERKIZS F g A5 L2 A RSS2 8% 5412
N SRR FERIL T2, Bfd G441 14, 37 Ra I LT, #RRSIHEREIC DU T i~ — 7 —Ki67D
T T Rh— A~—H—ThDcleaved caspase-3 (CC3) DI A P HARA b Y B T THOdT LT,
PHRGIHENRL Z 351 DKi6TDFBU T BNV ATF =7 D544 A B L7273 (p=0.001003, Student’s ##
i K-A) . CC3 T —4 01T, TR = ATH BN ENVRENTZ (K-B),
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Ki6 7+ BB FeiR B cc3+smransn

(%) T sese (%) T o
20 - *ZFt’ifE (EESE) 20 FiofE (FgsE)
151 15 -
k .
& 10 & 101
© v
& O
54 54 NS
1
— I
0 : — 0 : :
XIRE TAAFZTE AR CAAFZTE

*:p=0.001003, Student’s HfE

TERARHETEREAR I BT B Ki6 7R NCCIDZAL, (FaekHik b S Y k)

PHRAHENEL 351 DMEK LI DU TR 27250, 8520038 /53R a F2hiL 7=, ZORBR T,
Nf"; DhhCre~7 A& /L AF =7 10mg/kga HlF# 5- L7z, p-ERKARERK T, #5-4%0.5/FH T0.8~
0.9, F 514215 T0.6~0.7, ¢ 5146/ T0.6~13Th-7= (X)),

TIAFZTE
B5%IEE
*IEREE 0.565/ 2[R 6 B3R
|—---——- L — Ip-ERK

1.0 09 10 09 08 09 06 07 07 08 13 06 p-ERK/#8ERK £t

5 | o —c ———— s o ——— | X

| B-Actin

PHEERHERERERRPY 11 SERKY BR(LRRENER (V=25 T my M)

OAMERRHENE Nf 1 Postn-Cre <7 AET /L (Report 6, P.58 Z:#)

NfPstos (LR | Nf™)  Postn-Cre~ D A€ 7 VENE, 2D IR 31T o~ T e PED TH R AR Y
[CHHLT DI SBB T ESNVTE~ U ANFIE T WV ChD, NEIRIG T DT0 /31 D7 70X 7 fEIRIC
loxPECHI (NFIM) ARAG § %~ AL Postn-Cre~ 7 AL Z AZBLSH T, NF: Postn-Cre~7 A O #1650 Cre
FEBEME R G i~ R) ZERILUT=, ZNHDNAY, Postn-Cre~ 7 A, 40> H i E ClZEMNEEOFR B
TAAR25 E100% CREBUZ FFELL 7=, LARTOFERIZISUN T, Postn-Crel IEA210 H X0 =7 L RilBEHIEIZ 35
WL TR — 2 — BB F ORBAHE T HIEDREI TN,

@ FHIRIRHEREDIETEIN S
an> B RO NI Postn-Cre~7 A2 )V AT =7 10mg/kg XITIRME (0.5% HPMCER B 7 a e L AT L&

L —21/0.1% Tween80) Z1 H 2[BIE M5 5-L | IEAARRAR AR M OMEEE A2 > OFRER CRHMl L7,
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12 DH GHT 1% VRIS G FREEL FL L TR ATF =7 e 5T, I ARPARD S5 K937%
GRBRT :p<0.05, XHEO7ZRTHIStudent’s ARIE) . K UKI41% GRER2 :p<0.01, XF/D72V iiflStudent’s ¢
FRE) &, ENENABITH LTz, SHIT, A EANEEEOWD GRER] :75%0D080) 352 : 58% DI &
DB (p<0.01, XIRO72 ViFiHIStudent’s HARIE)

A EaIROSE GR8R1) B EasR0SE 5R2)
(mm?) (mm3)
1:51 1.5 4
9B (IREESE) T8 (REESE)
il 1.0 AL 1.0
L B
) . )
&I 0.5 A 0.5
- -]
OO T 0.0 T
BIREE TILAF=ZTE BIREE TILAFZ=TE
541 561 116 66l
R G5 1) Bl Es# GReg2)
(18) (1@)
20+ 20
9B (E4ERE) B (R4EE5E)
< <
J 154 J 154
A A
o107 iy 107 *ok
i i
% i sk % 5 |
) .
O T O T
BIREE TIAFZ=T8 BIREE TIAFZ=TE
54l 561 116 66l

*:p<<0.05, **:p<0.01, ZIEFKED7R A Student’s £ HiE
I AR DB KR RO EL

@ FEHFHR
MEK R0 £ B2 AL AR D STHE S QD Z 2R3 H720 , BV AT =7 10mg/kg D% O #% 52
IREEIRL LN Postn-Cre~"7 A THHESH | ERKOV U F{bar =2k 7 vy Mk (1X)1) & OMe ik b
gtk (X)W TR L7z, o AS 7 sy NE T, TSk CERK DOV LA KI60% L E L 7= Z LA
RSN (p=0.0142, PO HHIStudent’s ARE) . F7z, Sl b YutaiE TlE, B AF =7 b
FEIZISVWTERK DY T LA HRRES EElE L T4d%, A EITAR T L7228 RSNTZ (p=0.003, XISD72
i{HIStudent’s HRTE) .
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TAE (R

W W == — — {= p-ERK1/2
—_— e — e —— > {5 [-Actin

FfIREY TAFZTE

FfEREE TIAFZTE#

*:p=0.0142, XSD72  ii{ilIStudent’s HRTE

B1 PSR IERERRIZ 31T ABERKY VB VIEE/ER (Y= A& 7y MNE)
(%)
50

FHE (B%RE)
40 A

&
X & il

AU S = 10

P e —

FEREE TAAFZTE#

*:p=0.003, KSDO7R2EHEIStudent’s R E

B2 FHEEHRHEERL AR 3017 ZERKY IR L EVEA (Gufsii b g terk)

Q) VFRARIREM - FriksE
A AR L
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VI. ZEYEREICEEI HIRHE

1. MmAREDHR

() AELFEDLGOGEE
B RRL

(2) ERERABRTHERIN-MPREEY
1) SEANMNENFIEFE GHEAT—4)
- HlEl i -
FEMEMED > DO FINAREED PN 2495 1%L b 7 A SMEL IR NF1 85 32 il A 25mg/m? (BSA)
Z BB LI EZO BN ATF =7 O MSEHIREHERS K OFEEIRE T A—ZILL TO LB Th o7,

(ng/mL)
1,200 .

1.100 ~ —o— HEAIN—N1 (4Ll E 7 mFRE) (156)
1.000 —a— HEADR—N2 (1EUE4EFRE) (176)

= SHE AR (3261)
900 ~

800 +
700 ~
600
500 +
400 -
300 -
200 ~
100 A

0 4

RS S P AN RS p g 2 =)

0 1 2 3 4 6 8 10 18 (h)
B 5i&8EE
HEAIFR—N1

(AEEILE 7 E58) (156) 13 13 13 13 13 13 12 12 13

HEATF—b2
(1 BELLE 4 858 (17 81) 15 15 15 15 15 15 15 14 15

HNEAIF—bE2F (324)) 28 28 28 28 28 28 27 26 28

SMEA/INE NF1 BB I TAFZ BB G- LT ROV AF =7 O MR B — RS

£ SMENNE NF1 B AF 2B ERE U RO BNV ATF =7 DEMBEIRR ST A—F

INTA—H HeaHE HRE AR —h
ak—h 1 ak—h2 XN
@bl 7% | LAk 45%
i) )
Crnax K] 2HE (gCV%) 551.1(44.21%) | 464.7(54.05%) | 503.0(49.58%)
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(ng/mL)

s/ IMIE — S R[]

247-1,300[13]

225-1,130[15]

225-1,300[28]

HRAE

1.83

2.00

1.97

(h) oo/ M — B KA 1] 0.83-2.98[13] 1.00-3.88[15] 0.83-3.88[28]
AUCys B FEEIHE (gCV %) 1,516(30.42%) | 1,352(37.13%) | 1,426(34.05%)
(h*ng/mL) e/ M — S KB 1] 841-3,000[13] 808-2,630[15] 808-3,000[28]
AUCq.1 B EEIHE (gCV %) 1,902 (24.19%) | 1,699(31.02%) | 1,790(28.15%)
(h*ng/mL) I/ M — S KA 571 1,480-3,520[13] | 1,040-2,970[15] | 1,040-3,520[28]
AUCg4 AT F-E41E (gCV %) 2,222(24.72%) | 1,942(29.73%) | 2,067 (27.91%)
(h*ng/mL) e/ M — B KA 1] 1,680-4,150[13] | 1,160-3,220[15] | 1,160-4,150[28]
AUClat AT F-E41E (gCV %) 2,208(24.81%) | 1,932(29.59%) | 2,055(27.85%)
(h*ng/mL) e/ M — B KB 5] 1,670-4,150[13] | 1,160-3,190[15] | 1,160-4,150[28]
tiphz A F-251E (gCV %) 7.551(41.21%) | 7.230(58.00%) | 7.371(49.98%)
(h) e/ M — B KB 1] 4.28-15.0[12] 4.33-37.6[15] 4.28-37.6[27]
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JEEMED D FARNAHED PN 2925 1 L b 7 RO NE A/ NE NF1 B3 32 FllIAHE] 25mg/m?
(BSA) & Hia|B G- LT Z DB /AT =7 OIEHEREY) T D N-IAT ARD ZEYENRE ST A—Z [ ZLL T

DEBHTHT,

#= AEN/NRE NF1 BE A2 BEE 5 U R N-BATF ARD EpEhRE T A—H

IRTA—H e HiE SAE AR —R
ak—h 1 ak—h 2 EEIN
@KL 7 %R | (LA b 4 5%k
i) i)
Cinax A2 (gCV %) 40.53(45.76%) | 32.73(52.62%) | 36.14(49.99%)
(ng/mL) e/ IME — F KA 1] 16.7-109[13] 14.8-92.9[15] 14.8-109[28]
tmax AR 1.83 2.02 2.00
(h) e/ IME — F KA 1] 0.83-2.98[13] 1.00-5.87[15] 0.83-5.87[28]
AUCq.12 BT F-15fE (gSD%) 156.1(25.76%) | 134.0(34.21%) | 144.6(30.69%)
(h*ng/mL) He/ )M — e KA 151 116-318[13] 71.2-202[13] 71.2-318[26]
tiphz S fE (gCV %) 5.198(79.02%) | 3.912(94.73%) | 4.509(86.77%)
(h) e/ IME — e KAE 51 2.07-15.6[13] 1.54-35.7[13] 1.54-35.7[26]
MPAUCy.1 B EIE (gCV%) 0.08204 0.07722 0.07960
(17.91%) (17.19%) (17.48%)
Hoe/ )M — B KA 151 0.0627-0.125[13] | 0.0588-0.101[13] | 0.0588-0.125[26]
MPCinax A2 (gCV %) 0.07353 0.07044 0.07186
(20.68%) (17.43%) (18.76%)
2N R SN E KT 0.0516-0.120[13] | 0.0534- 0.0516-0.120[28]
0.0942[15]
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RKEERS

JEMEMED D FARAEED PN 2435 1 mklh b 7 AT AME A/ INE NF1 B 32 Bl A
25mg/m?(BSA) % 1 H 2 BN E#ELT-L & DB/ ATF =7 O MAETEEEHERS K OSSR BIRE $5 A—
HIILLTFDEBYTH T,

J7k—h

—o— HEAIR—N (4mE7ERE) (1561)
—— SNEADF—2 (1L E4TRE) (175)

m

# 1,000 -

= e EAR—R2h (3260)

T 900

- 800 |

A

F 700

5 600

= |

£ 500

@ 400 ]

& 300

g 200

i 100-

O |

HEATIF—N1
(RN 7R (158) 15 15 15 15 15 15 14

HEAIFR—K2
AL 4sRm (7E) 14 b 1 14 1 13 13
HEADR—NEE (32 4) 29 29 29 29 29 29 28 27

SHEA/INE NF1 BB TAFE AR B G- LT ROV AF =7 O MR B — RS

K HENDNE NF1 BE A ARG LI RED RNV AT =7 DIYERE T A—F

IRTA—H s HE SANESUN= Al

SMNEA=FR—R | SAEATAR—R2 | 2fF

@bl BTk | (LA k43R

i) i)
Conax B EEIE (gCV %) 843.4(42.69%) 502.6(58.59%) 656.9 (58.01%)
(ng/mL) B/ ME— K] | 428-1,590[15] 184-1,310[14] 184-1,590[29]
tmax Hh oA 2.00 1.97 2.00
(h) B/ IMIE— KB | 0.92-4.07[15] 0.92-4.05[14] 0.92-4.07[29]
AUCo LA F-2571E (gCV %) 2,412 (43.55%) 1,672 (48.14%) 2,021 (49.40%)
(h*ng/mL) e/ M — B KA1 1,350-6,310[15] 701-2,800[14] 701-6,310[29]
AUCo.12 LA F-2571E (gCV %) 3,005 (47.81%) 2,114(49.23%) 2,575(52.23%)
(h*ng/mL) i ZN - PN =KD 1,570-8,290[15] 888-3,750[14] 888-8,290[29]
AUChps LA F-2571E (gCV %) 2,919 (48.28%) 2,031 (49.45%) 2,450(52.12%)
(h*ng/mL) e/ M — B KB 1] 1,500-7,870[15] 847-3,550[14] 847-7,870[29]
RacCuax B FEIHE (gCV %) 1.508 (56.59%) 1.104(92.61%) 1.304 (74.80%)
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e/ M — B KB 5] 0.607-4.09[15] 0.173-3.33[13] 0.173-4.09[28]
RacAUCo.1» B (gCV %) 1.641(54.51%) 1.289(61.20%) 1.461 (58.23%)
oo/ M — B KA 1] 0.696-4.91[14] 0.314-2.63[13] 0.314-4.91[27]

FEGEMED DTN ARRED PN 25 1 &bk b 7 R OSNE AN NF1BFE 32 Bl A 25mg/m?
(BSA)% 1 A 2 RIKEHE G LIz LE DN AT =7 OIEHREI T D N-AT AR p@hie 7 A—
ZIZLL T DOEEVTH -T2,

® HENDNE NF1 BE ARG KAE R G- UTRED NRAT VARD B ST A—5

IRTA—H s HiE SAE AR —R
akR—h1 a7R—h 2 SN
@bl 7R | (Dbl b4 R
i) 1ifh)
Cnax S fE (gCV %) 47.53(38.92%) | 29.12(47.81%) | 37.52(50.63%)
(ng/mL) e/ IME — e KAE 51 29.9-99.8[15] 13.6-59.3[14] 13.6-99.8[29]
timax e 2.00 2.01 2.00
(h) e/ IME — e KAE 51 0.92-4.07[15] 0.92-4.05[14] 0.92-4.07[29]
AUCq.12 S fE (gCV %) 192.9(33.37%) | 135.9(33.82%) | 161.9(37.97%)
(h*ng/mL) e/ IME — e KAE 51 88.9-311[14] 73.5-227[14] 73.5-311[28]
MPAUCq.12 A2 (gCV %) 0.06413 0.06429 0.06421
(29.74%) (26.09%) (27.42%)
2N R SN EN KT 0.0376-0.102[14] | 0.0387- 0.0376-0.102[28]
0.0869[14]
MPCinax AT (gCV %) 0.05635 0.05794 0.05711
(38.03%) (26.08%) (32.14%)
2N R SN ENET 0.0323- 0.0361- 0.0323-
0.0987[15] 0.0806[14] 0.0987[29]
RacCinax A2 (gCV %) 1.142(61.34%) | 0.8837(76.53%) | 1.014(68.79%)
$ne/ M — e KA 51 0.481-3.36[15] 0.224-2.79[13] 0.224-3.36[28]
RacAUC.12 AEEIE (2CV%) 1.221(35.39%) 1.099 (53.72%) 1.163 (43.69%)
Foe/ IME — B KA 1] 0.575-2.15[13] 0.441-2.83[11] 0.441-2.83[24]
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2) HAANFI &F

- B

FEEMED DO FINAEED PN 2495 1 sl | 7 mAlifioo H AR NN NF1 B3 4 BllAH] 25mg/m?
(BSA) Z Bl G- L7z L & DR VAT =7 OIS PR EHERS K O FEie ST A—2 I T DL B) Tiho

77
(ng/mL)
1,100
m 1,000
2 900
th
t 800
)|
X 700 A
Zz
= 600
7
& 500
E
@ 400
]
@ 300
1:5 200
&
B 100-
O sl
BAAIR—N

JR—b  —e— BARAIFR—~ (1@ L7 ®XKiE) (46))

4
2

>
T

(1R E7 mRig) (461)

8 10 1|8 (h)
1S5
4 - 4

AARN/INE NF1 BEICAFIZ BERRELREO RN AT =7 D MEEHIRE — R

F BARNNENF1 BE A Z HER G LI RED RNV AT =7 DIERE T A—F

IRTA—H s HiE AARAN=A—R
Conax B (gCV %) 618.4(76.36%)
(ng/mL) $pe/ M — e KA 5] 303-1,540[4]
tmax P 247

(h) 2N SN ENET 1.02-2.95[4]
AUCos ST E(2CV %) 1,303(32.65%)
(h*ng/mL) I/ M — T OB 151)] 987-2,050[4]
AUCo.12 BRI (ECV %) 1,526(25.09%)
(h*ng/mL) N (RS S INE KT 1,200-2,150[4]
AUCo.04 LI (gCV %) 1,568(7.648%)
(h*ng/mL) Hoe/ M — B KA 151 1,450-1,690[3]
AUClag BB (eCV %) 1,709(20.33%)
(h*ng/mL) $5e/ M — e KA 51 1,430-2,280[4]
tinhz I (gCV %) 8.486(49.40%)
(h) 22N R SN ENET 4.95-11.4[3]
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AR

FEMGMED DTN ABEOPNA AT 5 kLA BT D A AN/ NENF LB 4B ZAF25mg/m? (BSA)
Z1 A2IEIRAE R G- LTc L&D N AT =7 O AT IR EHERS K S B HE ST A—Z TN DL T

Holz,
(ng/mL)
1,100 A
gﬂ,:,l 1.000 -
R 900
th
t 800
)
A 700 —
3_: 600
7
#= 500 1
=3
()] 400 ~
b
@ 300 -
;'g: 200 -
fe 100 1
O -
= Nmb; S S

Jk—b —e— BEAIFR—b (1T ELUL7mRE) (460

(1B E7 miE) (441)

IS

2 3 4

4 4 4

RSREEE

10 ()

BANNENFUEE | ZAFNZ AE R G- LT RO RNV ATF =7 O MR R — RS

K AXRNNENFUEEICAHE RIER G LI RD BN AT =7 OREYBIRE T A—F

INTA—H HaHE AARAN=AR—R
Crnax B (gCV %) 644.2(23.68%)
(ng/mL) spe/ M — e KA 5] 483-856[4]
tmax P 1.05
(h) 2N SN ENET 0.97-2.00[4]
AUCo6 B P (gCV %) 1,630 (31.40%)
(h*ng/mL) N RS S INE KT 1,260-2,430[4]
AUCo.12 BB (2CV %) 1,952(32.08%)
(h*ng/mL) Hoe/ M — B KA 151 1,510-2,870[4]
AUC s BEEIE(ECV %) 1,887(32.22%)
(h*ng/mL) Hoe/IMIE — B KA 151 1,460-2,810[4]
RacCrnax L EEHE(ECV %) 1.042(84.39%)
SN R SN ENET 0.420-2.12[4]
RacAUCq.1 M TEE(2CV %) 1.279(53.18%)
SN R SN ENET 0.702-2.02[4]

73




FEMRMEDN DTN ABED PN 2 F % 1 kb b 7 eAiioo A AN/ N NF1 B 4 Fll2AH] 25mg/m?
(BSA) ZHi[al#¢ 5., 1 H 2 BISIEH G- L2 E DB ATF =T DIEHREW T D N-BAT /LR )
ReNTA—HILLFDEBY ThoTz,

& AARNDE NFI1 BETHAAZ BRI R ORER G UICR D NBATF VRO IR BhiR T A—5

INTA—=H GOCAN(IE) HARAN=ZAR—R HARAN=AR—R
Cycle 1 Day 1 Cycle 2 Day 1

Crnax KMPEEIE(ECV %) 43.11(54.06%) 43.20 (19.56%)

(ng/mL) oo/ M — B KA 1] 23.9-81.5[4] 33.5-53.6[4]

timax Hh R 2.47 1.56

(h) oo/ M — e KA 51] 1.02-2.95[4] 0.98-2.00[4]

AUCo.12 BRI E(eCV %) 118.1(19.56%) 143.3(14.64%)

(h*ng/mL) e/ M — B KB 5] 95.7-145[4] 120-165[4]

tioAz LA EEIE(ECV %) 3.349(73.21%) na.

(h) e/ M — B KA 5] 2.01-7.99[4]

MPAUC.1» B PEIE(eCV %) 0.07742(14.05%) 0.07339(19.13%)
e/ M — B KB 5] 0.0675-0.0929[4] 0.0574-0.0899[4]

MPCax B PEIE(eCV %) 0.06971(23.12%) 0.06706(20.59%)
s/ M — S KA 1] 0.0528-0.0885[4] 0.0507-0.0827[4]

RacCrmx LT (gCV %) n.a. 1.002(46.75%)
e/ M — B KA 1] 0.658-1.87[4]

RacAUCo.12 L I (2CV %) na. 1.213(23.76%)
e/ M — e KA 1] 0.935-1.64[4]

(3) i

R RI AL

4) BE - tREORE™
HME N DIERE R N 24651 58U ARFIE GO/ L2 072V GIRH R DR SAF T <~ AT
U7 4 %Mt L72D1532C000895A8R (- 5\ T ARTEN AKX 2 — B AAR L 72304714 1 225 mg D AF 2 4% 5-
L. ZEfEIRH % 5-L 7[R FH B SEEhRE L LB L 72,
AHN e 2% B 5T L E Dtax D BT ZERG R - L LR LRI L3RRS | B G- L 2RI 5D
Conax DD E1F60.5% (90%CT: 51.2-71.6%) TivroT-, Btk 5L 2EMERER: 5D P 51% 00
7N SERR R IR 2 C oD T i B — IRF R i T TR (AU Cing) O B SPEIE D HIT96.5% (90%CT:91.3-
101.9%) CTh-o7=,
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2. ERERE/SA—F T

(1) &AL
SPRINKLE #BrAa-Ete, 18 3BRD 591 FIOMERE D -HESN - MEHE /L ATF =T BEEF — %  N-HATF
JRIREET —4 R OVMC]-B VAT =T R T — 2 at LI RHE M B e T a1 T 72,

(2) RIUREEL
Ka(/h) =5.71

(3) HEKZE
BRI L

EH

i

4 2IVF7I3URA
CL(L/h) =109

®) HHEIE
RHEM Y BRI L0 HEE SN - o R— R A D BT O 454 7558 (Ve/F) 1 29.7L
(95%CI:26.6-32.8L) T o7~

6) Z0ft
AL
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3. BEM KE2L—saY) @D

(1) fEwAE
BAATF =T OIRNENRE  WIPOEFRIZ T 7R A D 0 RN 1 IROBERBINE 1 RIERAGELTZ 2-21
IR—RA TV
N-AT /ARDIRNENRE : /L AT =7 O FYENRERNTET /LT 1-a "= A MNET LV EFEESE DL
ThoblLi-

(2) NFA—2EEER
BN 7 — 22y ML, B3 591 BIDRIRESHIc AT =7 | [MCl- A ATF =7 O N-iATF
JARDIMBEFYREEZ 240 11,129 A 217 SOV 10,195 SdE Ehi,
EAERG B B ORI B LSBT ASAFT SATE 174, 0 RIIURFH] R OY 1 RGP TEE D A8 B L
ESITz, ZOMIT, 4l 3 2V T T A (CL) D328 & BSA 1% CL, FRal 7 S—RA D AR AFE, R
2= NA D GAAFFE R NNV AT =T 730 N-AT RIS LB GO IZL &, NFE (T2 T A)
1% CL OIAEELL TRESNT-,

4. TRIN

1) NAATRAZEY T+«
AT =T RO B S AT SATE VT AR L TR, R 12 FIC e AT =T BT
JV 75mg % BLENRR A $ G- LTz L&D SA AT _ATE VT 413 62.1% T o722,
BNATF =T PERIOFARIHY SATT SAZTEVT 1L, ABEERR 24 BIIlZAH 25mg 222 R AR 1 #
HLT-b& | BAATF =T T17 )V 50mg A ZEfERAZ BRI O G- LT- & L LT, &5 CHiiEL 72
Conax DB LEIT 65.4% (90%C1:58.1-73.6%) . AUCint DRE(AEHED LI 86.5% (90%CI:81.1-
92.2%) TV, tmax 1347 0.6 FFFIER LTz 29,

(2) BHM Gnvitro)
U ERRL
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5. &

(1) % — xRS RE %

AL

(2) Mm&R—RBEEMEEE

PG

() EtA~DBITHE?

TR LI OMECD-1~"7 A (RE), LT, FO) I B ATF =7 2 SAER N5 L, FO SO M K&
OLI, AR () (LT, F1) 23S0 A 38 L CL BV AT =7 R ON-AT /LR (M8)
REZRIELT,
BNAF =T %R 6 AL 15 B2 0,5, 12,5, 25, 40 X O* 75mg/kg 1 H 2 M ChAER G LT, -,
72 GREC B TR 16 H2 D30 15 BIZ 75mg/kg 1 B 2 [0], X OMEAED 12.5mg/kg 1 H 2 [T
WG LT, #3230 14 HOFOIZRB\WC, 2D Ao 1 B H Ee5-4% 2 RERICFLH 2R, #5251 15 Ao 544
0 J2 TN 2 IEfEILC FO O MRA BRI L 7=, F7=, FO L[RIUKERIZIBVN T, F1 Oz R AR B L 72,

# 29,15 H OREMW FO (23812 Mg

o) 0 5a 25 408 75ab 0P 12.5°
mg/kg (1
H 2 [A)
B AFT =7 (ug/mL)
A5 B | EERA 0.03 0.22 1.36 0.49 TERRS 0.08
DEEH% 0 | T UF
IRefel
BHAS B | EEBRAR 345 17.12 NA® NA® TE PR 6.82
DEG5H2 | LT Ur
R
N-EAT /AR (pg/mL)
3015 8 | EERA 0.02 0.06 0.21 0.08 TE PR 0.44
OERGH | LT Ur
0 IRFH]
LIS B | EEERR 096 | 330 NA® NA® TERPRA 1.62
DE | T o
2 IR
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# 23,15 HD F1 (BT AR

#h& 0° 50 250 400 75%b 0ob 12.5°
mg/kg (1
H 2 [a])
B AF =7 (ug/mL)
=15 B | EERA | 0.07 0.21 - ERIRSR | 0.24
DEE#% | LLT LUF
0 HFH
B=F15 A | EERA | 0.05 0.56 - ERPRA | 0.25
DEEH% | LLT LUF
2 IRFfE
N-AT /AR (pg/mL)
=315 H | EERA | 0.08 0.89 - ERRSAR | 0.17
O¥EH% | LLT UUF
0 FRFfH
BH 15 B | EERA | 0.08 17.7 - EEMRA | 0.22
D¥G% | LLF Puy
2 IRFfH]
FO/F1 EI1&
B AT =7 (ug/mL)
.15 B | NA® 0.778 1.51 - NA® 0.73
DA%
0 ¢
.15 B | NAC 51.1 54.8 - NA¢ 35.6
DA%
2 RFfH
N-EAT /AR (pg/mL)
BFL 15 H | NA® 0.24 0.89 - NA® 0.30
D¥eEA%
0 IRFfH
BFL 15 H | NA® 13.1 17.1 - NA® 7.96
D¥e54%
2 IRFfH
# 23014 HO FO 283 i
G 0° 5 250 40 75%b 0° 12.5
mg/kg (1
H 2 [A])
BV AF =7 (ug/mL)
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I 15 A | EERR | 233 11.76 - - EERA | 7.23

O¥FE% | LT LUF

2 Rff

N-BEAF /AR (ug/mL)

I 15 B | EERA | 201 7.50 - - EEMRA | 3.82

OFE% | LT LUF

2 Rff

A BIE

T AF = | NA® 1.46 1.05 - - NA® 0.74
7

N-HiATF | NAC 0.36 0.43 - - NA® 0.96
JUR

a fHR6 H~%FL 15 A

b 4% 16 B~%FL 15 B

¢ Not applicable

40,75mg B HEECIT O EEN T FHHITEAR) o7,

4) BEBR~DBITHE
R L

(5) ZFDthoMEBA~DIEITHE
iLERG RA K 21
R KMR006 T, IR I =a—L & fELT-7> MI[MCl- 2V AT =7 (10mg/kg) % BLIAIHRE 1 B 544 O ik
REDHEHE Z SN THRETL =,
TRGTRED YRR ZFE P THY | $e 514 48 B ECOFE PRI 58D 78.0+£3.7% T 7=, IHit
K OPRHPEIRIT, 2T 23.842.6% M T 5.3£1.0% CThho7z, FEHFEAFRIL 0.240.1% Th o7, #5514
48 FERE OB RERREIERIZ 107.8£0.9% T o7z, NB3 K OSRH AU HEHRIEER | I ORI REFR T
FOHEE LT O 5 5% DOWRIERIZ Y 29% Tdh o7z,

(6) IfESX L TFEEE (in vitro) 3
YNAF =T OeMEY LRI FERFRITI8 A% T T, BV AT =T X EICe M MLIE T V7 AR U THE
AL (96.1%) | al-FEVERES L 7 ~DFEAHIT2T 2% ThH T,
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6. i

(1) REEMEIRUABEIRE GAEAT—42) ¥
B AF =TI EIZCYPIAIZL VS, CYP2C19% B 595 (RN II T D HEE 77 5-58 1 25% % TN 5%)
M, F o BAATF =T DTN a A ICIXUGTIAL K CUGTIA3N 545 Z L AVRIBS T -, 1R,
N6BUT[MC]- /L AF =7 75me HAlE N # 5. L7- L&, ENIAEF O Tk VAT =7 BRI T, R
{EIRD BN ATF =7 (G HEREDHIA0%) . AIX AL H— ) UARD T Ve R AR (22%) Téh-T-,
ZOML, BNVATF =T DT NI FEER (1%)  N-HAT VI VAR AR (3.6%)  IEHEREH CéDN-I
AT AR (2.9%) 3B HIT,

[Gluc]) *,\_ { [0 HN__0 2
P MN l [+Ribose] — L JE\‘{J\
Jf [ ‘ HN /‘v; PN gy
=N \=n
Mé M9
(Mfich (<1)*, Rep(<1)] / e
[Gluc]—o , HaN HaN
N N=n ci ool 1 i o S N a
PP /L M % ‘ NN AN A
L C Ll &7 L L U
N O [\"1’ “Br k! [}w/ Br = Y S e HNJ‘\‘(/’ PO
\=n \=si \=x
iy M15 M14 M12
[M¥Ee(22)*, RP(10)] [M$Eeh (2)*. Reb. #@ED(2)] [P (<2)*. FReP. FWiBP(2)] [ (<1)*, RP(3)]
UGT1A1. I
2B15,
287. 1A9 , .
& HO LN HO. o &
— \ N
. CYP3A4/5
g CYP2C19, : Br
\=n 1A2, 2A6, \=n
M10 2C9
[M3EP. PReP. BIEP(2)] 'ILXF=T M8
[M#Ech (40)*. FRep(<1). B{BD(19)] [mfEcp (3)*. RP(1). ¥EP(6)]
HO_~_ N0 ) / " /
oMy L L‘\ H()\,{/\\“,N\I 0 HO o
[+Gluc] — @ : A =
AN SN [+Gluc] — T ‘J\
\=N e H
\r;w N
M4 ; ¥ (7)*, R (4)] Wi
M7 ; [mn#fEch, 6 + (M 543
[M#Ech, Rep(6)] M3 ; (M8 (3)*, R (3)] [ (4)*. R (<)]

M5 ; (M3, R (<1)]

[ 1 RBOBRHIEET () A RBOEROEE CPH)

* MEFORAEITY 0~ 7T L TIRENZRIE D B FTR

EIG OB GG E RN AT Cho72 2

in vitro PABR CHERS NI A R A RARI R
ENZIITHHEE R

(2) RKREIZEA5T2EEE CPEH) OHFE, F5RO
1)  CYPHHRIZLA[MC]-BAAT =7 OGH
BAATF =T OREN G- HCYPH AT 5720, [“Cl-EAAF =7 (5uM) & FRFERBLROER
7 FHE(1A2, 2C8, 2C9, 2C19, 2D6, 2E1, 3A4 KL UBAS) A Fa—ar L, kI —nk
AL Fa_X—a LI fERED RIS E | ZORBRER TIE[“Cl- 2V AT =7 13CYP2CS, 2D6 & F
2E1LISNDCY Py FARICI DSV, e B G- U725 FARIZCYP3A4/3A5THY, CYP2C19DR
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HHiRdobhni (),

# ENCYPH TREEDRTER (ENCYPS THEE)

TIBEREIL 6 B[ 4C]- RV AT =7 D E (%)
%f | CYP1A2 | CYP2C8 | CYP2C9 | CYP2C19 | CYP2D6 | CYP2EI | CYP3A4 | CYP3AS5
R
fiEs
[4C]- | 92.6 | 90.2 92.4 89.2 61.7 93.1 94.4 499 80.9
T A
F=7
n=2, V-H¥HE

2) EILAF=TORBIEET S CYP 5FiE
BNATF =T ORFHBIET5H CYP 0 T OW TR 57280, 10 FREEOER CYP FHLREZ AV, &
CYP 5D BNATF =T RGO & G4 THEL 7=, B 27T 70 ADFRIH R I EE D& AR
WSNIZ BN AT =T NHAT /AR (M8) L T IRIR (M14) DR ENZ K54 CYP 43D F5-3-1 LA
ToEENThH-T2(FK),

R BNAATF =T NRAFEROTINEORFI B 5% CYP 3 FREDHFER

% CYP 3 FIEDFH LR (%)

CYPIA2 | CYP2A6 | CYP2B6 | CYP2CS8 | CYP2C9 | CYP2C19 | CYP2D6 | CYP2EL | CYP3A4 | CYP3AS
BARAF=T | 0274 NA®? NA? NA? 1.14 1.45 NA® 0.622 88.5 8.05
N-AF VAR | 2.15 NA® 0.047 0.070 1.35 0.672 NA? NA® 89.1 6.59
TIRER 28.7 NA® NA® 1.3 53 4.1 NA® NA® 60.5 NA®

a Not applicable

BNAT =T ORFHZBIG-T5F72 CYP 20 7L CYP3A4 THY, BN AT =7 OF— R ~DO A 5%
1% 88.5% Cdro7, ZOFERRT CYP2A6, 2B6, 2C8 KU 2D6 (ZLHB/NAT =7 OGHIFEO HIL/D»
27,

TAATF =T ORI N Ia WA T EE R A 7290 . CYP KON UGT OFHREZ Nl
B CIETL 72, CYP XUT UGT DOIFFRAILEANEIE T CTRAAT =7 (5uM) LEMTFMifaz 1222
—var L, [EGIVT T AER M LT, CYP OIERFRAIHER (1-7 1/~ N7 — /W) (R FOEH
VT T AL, BERIEGAE T GRERIZ A 56%IK T LT, Fiz, 7rhat> —/L (CYP3A4/5 [HEA], 7V
ra BEIAGHRE) K OTF7re s (CYP2C19 BREA 2D6 KUY 1A2 &) 7475 T C, A7V T A
IFOT I 46%0K T LTz, 16T, BAATF =T DRENTITT5H CYP2C19 D% 531X CYP3A4/5 1ZH~T
IR B 2 BT,

(3) VEEBHROEERUVZDEIS
G RR L
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4) REVOFEDEERVEMSLL, FELE
N-BIAF ARDIEM A ERK VB MO BRFEA B S 3 DRI T > 2 A2 XD 7 FEO Mg Rk A F R
U722 A N-AF ARIZZ SO BRI 3 T ERK Vg b /L AT =7 K0 @i EMECRE
L7= (i :2.93~4.54 £i%) (in vitro) ,
HEATET R 28 B2t SUTAH] 25~100mg DMK OFEMAFHIL -3 BR T, 25168+ N-
AT NARDIREE TNV ATF =T DK T%EAR GMNEANT —5) . LT2h3 > TEEN T2 N-BiATF /LARD
FHEHITH 21%~35%EE 2 5T,
TNAATF =T K ORIV AT =7 TIREOIEM % | ERKY B LO B EE RS 3D/ T > 2 A 12 K0 3D
MEEABREAEZ VTRl 72 &2 A, TIRERO KNG X' AT =T D505 D1 2L FERL | [FE#HO
HIHADEEIT NENEHERIS 7= (in vitro) o

1. ##t EAT—5) ¥

fERERR A 6BIIZ[UC- BV AT =7 75 meZ HilaE O B 5Lz b&, H 5449 H [ TR G- 80D 59%D Kk HERE
FRARINFEAR DA EI ORI 580D 19%) | 33%03N R s EINE 7 GRE VIR T G20
1% A1) 3,

(%)

100 - "
—o— &3t 561
FReh 661
s5 | == m@ED 56
4 T L AR
%
% 50 T
T
%
25 1
0-
0 24 48 72 96 120 144 168 192 216 (B5fE)
B’5&EE

[MCl-E/VAF =7 T5meg OIS AERREHRIE (Ro, #EPRUAE)
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8. FIURKR—A—IZEHT H1FH >
#Fz EYITAR—2 BRI BT AR ROBE

T AR — 2 — RE FEEEH
gl ol i gl ol il R
MDR1 (P-gp) MDCKII-MDR1 #lifie, SO #ifanss | FE L7 MDCKII | FAFELZW
BB 75 M i)
BCRP MDCKII-BCRP #ifii, SPO Hifan o | FE /2D LLC-PK1 | IC5p=66.4uM
BABEL 72850 )MIE, Caco-2 e il
OATPIBI HEK-293-OATP1B1 #fifi@ HE Tl | HEK-293 | ICs0=8.76uM
tliol
OATP1B3 HEK-293-OATP1B3 #fifi FEECIdavy | HEK-293 | 59\ FHE/ER
AR ICs50=19.0uM
OCTI1 HEK-293-OCT1 #f& FE Ty | HEK293 | BHELZ2W
AHAE
OCT2 - HEK-293 | ICs0=>5.64uM
AHAE
OAT1 - S2 Hlfw ICs0=2.14uM
OAT3 - S2 Hlfw ICs0=0.84uM
MATE] - HEK-293 | 55\ \BHEEA
i) ICs0=46.4uM
MATE2-K - HEK-293 | 55V BHFEIEH
i) ICs0=82.4uM

MDRI1 X3 BCRP %l MDCK I itz FHV =ikl , OATP1B1, OATP1B3 i3 OCT1 J&Ei HEK-293 il
ZHAWZRERLD B/ AF =7 13X MDR1 & O BCRP DFEE THHH, OATPIB1, OATPIB3 2 (X OCT1 ®
FET/RNZEDVRSIZ, MDRI ZRBLSH 7= B o> SO Flfa) 5 BEEL 7250 Mal <7, (40uM) &
A FaX—ar L, RAAF =T DL FROIAFE T T ATPase TEMARIELTZ, ATPase 1EPEDHEN
T EAATF =7 (BREHREE 0~100pM) DR FHR EIRE TOHGRDBIL, B/VATF =7 D MDR1 (T3 D5k
BB LSRN ZEARIBE =, in vitro FRBRIZIUNTR/LAF =713 BCRP, OATP1BI1., OATP1B3,
OCT2, OAT1, OAT3, MATEI KT} MATE2-K ZFHETHZENREEI7Z75, MDR1 O OCT1 (24195
FHEVERISREBO DIV o7z, 7235 OAT3 FHEIZRIL , BRI & 25mg/m? |21 DR & C, EMA AR
TAL DHEIETITRRIRINCE RO D LI BEAEAR AL L WML B E TER 7273 FDA K
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AN, BEWRHC 5 CEDEF RIS\ T, AFNZ DU TO+H4370 sk SAAEIRE 1 5o
TBIRO 5372058k - B AFF O EEANOS & T, AFN OG- DNEG L WSV DFEBNZ DN T O 5
HT ek,
(figEast)
AANOFHAZBEL  BARH Ak TEDER SRR T AANZ DN TO+5372 5058 &% Y NFL |
KT D72 HFR SRRV IECTHHT-0 B E LT,

2. EERNELEDOHEHA

2. B ROBE TG LN d)
2.1 RRIDORGHt BBUEDOBE RO &5 B
2.2 IR SOATIEYRL TOD RTREED &5 201 [9.5 S
2.3 HEDFHERERE (Child-Pugh 7358 C) D65 [9.3.1, 16.6.2 S ]
(figEant)
2.1 ARANDA RIS K OEINNIBBUE D BEERE D 8% B CIRBBUERE RSB S WTREMEN E 2.5
NDHZEMD, — R ERE L GRIEL,
2.2 EMZBIFDHHEIZOWTUI R THLN, ~ 7 A% AW I VTR AR O AERT R O A% O
A B9 2R BRI Z B\ CHRERIR TR A CIE T TR R 92T AR DI, EhOIR-JRYIZ %42
VAZINRTE CEIRNEZZ DI LD, RELTZ,
2.3 AANDOMAFPREDN EH-FTHBZNDBHY, FHGEOFHEEDN TEXINZE, RKAIOB G L0 ITHERERE
DR D REMEDNS H DL, FEELT,

3. MMRERIZRICEIET HFE L TDER
(V. 2. BIRESUTI BT B A B IR B L,

4. AERUVHEICEEYT 5B L TDER
(V. 4. lEROHEICEESTHIER 22T 528,
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5. ERGERMIE L ZTDER

8. HERILANIEE

8.1 DHERERE BN HHDOINDTENHLHD T, ARFIBEG-FRAART MK OG- I ERFN OBERER A (O
a—55) 24T BEOIRRE (LVEF OE A 5T) i 3528, [9.1.1, 11.1.1 S

8.2 MREENHLONDLZENHHD T, AAFEG-HITEIINRD BH O MATEE T 528, F-,
IRDFHDFRO LN AT, N BRI 22 T 20 BFEZEE 528, [11.12 &

iy
83 NTHEREREEDRHLONAZENHHD T, AKAIB G- HFILEMIN IR EEZITHIZE, [11.14 &
iy

8.4 HEBUHAMHIE, A4/ T —RHHONLZENH LD T, REEGHFILEMICCK, 7L T F =%
DIREZATO, B, B CK B I R ORFIA 7 ey BRI SIEET DL,
[11.1.5 ]

8.5 Alfl, ~Er e ) AFHERED ., Vo BRI MR BB LN AZENRHD DT, AR
FlFG-H I 3E IR i (MEREGRE . A IER Y IISE) 217528, [11.1.6 SH]

(fiast)

8.1 [ HERERE O R R VB LSO B LR A T 95720 | ARFIE G- BbawT & O G-I E
Byt s FhUBE DR BT HZENHEE THOHEE X FHELT,

8.2 NRFEED R LK CEELCHIELA TR T 270, RAR G-I EMI R A L B D
WA BT HIENEETHLHEE X | RELI,

8.3 JIFHERERE o FHPR R ONEEALSCEIE (LA TR 278 . ARFIEE G-I EBIR R4 FE LR
FHORREABIERTDENEECTHHES 2, RELT,

8.4 MK RIRIECIA /T — D B LK OVE P EIE(b A TR T 5720 | AR G-HIZ E IR
At FRLUBE OIREABER TN EE THHEB X, ELT,

8.5 E IR MLERE D RIIFE 7K VB LSO EE L E TR T 27280 | ARG I EMR a2 5=
ML BB ODIRREABIE T DN EE ThHDHEE R, RELT,

6. HEDERERI HBHICHT HERE

(1) B6HE - MEEZFOHLESE
9.1 AOHE - BEHEREOHLEBE
9.1.1 DRESUIZOBEREOH L EE
SERDBELT DB EN0D5, [8.1, 11.1.1 BH]
(gt
DIRBXUTZ OBEREOSH 5 A T BRI T D AR S D200, FELT,

(2) BHEEEEEE
BRESHUTY VR
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(3) HFHpefEEERE
9.3 JIFHnem S AE
9.3.1 HEEEOTHERERE E (Child-Pugh 7558 C)
FELINZ e, AAIDMAYRED FH-T 5B EN013 5D, [2.3. 1662 ZH]
9.32 WHEEOTHEREREE B (Child-Pugh 73%H B)
AANEWES HEEBIT, BEDIREAERICBIZEL  AWEROFBUHIHER T 228, BRI
MAHPREN EFT2BENRHD, [7.6, 1662 SFE]
(it
T O s Re R BB T UARIE 3 5 LT RO BRI R D& BRIELT,

(4) HWEREZHT 5&
9.4 AFHREE T D%
9.4.1 MR ATREZR LML TR L Tl AAIF G- R OB 548 T4 10 A I U0kt 21 7O JOFE4 5%
Z&, [9.5 B
9.4.2 /\—hF—PMEHRT 2 FTREMED D BHEI TR L Tl ARFHE G- & O 544 T 7% 1B s b7
BEEAATOIOHET 52,
(i)
EMTZBIT DB OWTI AR THLN, 7 A% F TR fig Ve A0 O A BT R O AE R OS8R
(ZBE 3 25 BR I T 30\ CREPRIB R A CHEATIoMEZ RI2 3 2P AN AL, ERO IR 5U A
IINRTETEIRNEBZ DTN D, BIELTZ,
MRS O 512 B 23D BRI DAL L AZDNWT 0TI, 78— — MR % ]
REMEDS D FMEI 3 HREEHIRIL, AR O Fr 3 Yt (R BEMA R D SO B I T IRk 5 -t 5%
tin EHUESIVTEY, BN ATFT =7 ORI 14 26 T2 &, 5x14=70 #1720, BNV AF =T D
KENRASCECIL, =N —2MER T2 AT 8 BRIk HRET I A fcid e 5% 1 T EBUE
LTNLZEND, [RERICAFROFEHD 1 HHEHELT,
UL AL A TUE, AR ATREZR LM o6t 3 DR AR L IR B MOS0 Yu AR S MR F A D 7D
BT G4 Sxtipt 1 A EBRESNTWD, BAATF =7 OWIIE 14 Bfam A 758, 5<14
+1 22 A=70 Kffi+1 22 A &72D, YA AKX L ADFR 1 DIFERIZ, tip 25 2 HATEORFZL, [5xt10 ORI ES
JELRWEREES I TOD T ENG | R FTREZR 2R St DI A 1 22 A EHE LT,

(5) b

9.5 ki
TR SU TR QOB ATREMED B 5 KMEICIF B G- L2k, <~ 2% VTR IR S84 I2 B35
BRCid, IR RIVESE, AT eE, IR EEORVDSFRD B, EERIREE & (25mg/m2 1 H 2 [F#E
WIEIBE G (23T 22200 2.8 (5 CThoTz, w7 A% W HAERT R QA% O A B35
BRI, A RITRAEVRBHIR K OV O B RO AR HAL, BARERE & (25mg/m? 1 H 2 [Fl§
B, FIEE G 12332223k 0.4 (50 CTh o7, [2.2,9.4.1 &[]

(gt

ENZEBITDEBIZ OV TIRHTH DA, ~ 7 A% VIR IR Va5 A58k K OHAERT R O AR D54
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(ZBE9 2 RBRIC I\ TRRIRIR R BRI TR Z R4 2 AT SRR 1L, RO R IRITH3 25U A
IR E TEIRNEEZ HTEND | RIELTZ,

(6) 1=Elm
9.6 #FLim
BHLZRNZENEEL, ARHIUIARANO R eSO REFLFITBAT T 50 E0NNI A THD
13, BaRER (=0 ) TR O BB ~AA 23 G- U T2 R AH R OARAIN ORI FLH I HE
MINDHZENFEDHILTND,
(figtnt)
EMZBT DA HA~OBATIZEET 57 — 2137000 EiERRIZ B W T R ~DOBATARH DAL TN
572, CCDS (BT — 20— N B2 BB IR ELT,

(7 IMNRZF
9.7 /NS
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ELTEREARBRIT R L TR0, [7.3,17.1.1 ]
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IRH AT, BrA e, SLR, RZRIEFE 0.40m? Rifiod /N A k5 b U7 BRARARBRI T FEREL CU Ve o |
CCDS 2B TR ELT,

(8) SEEnE
BRIESH TR

1. 1HEER

10. FHAEH
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(1) PiHEE=REZOEH
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(2) PHHEEEZOFEH

102 PRAER (FFRICEET528)

T —TT)—I 2 —2A
[7.7.16.7.1, 16.7.4 Z:HE]

BT HEEBIT, %%@b&g
A EICBIEEL . BITEROFEH

FEHIA BRATEIR - HE 715 BT - flRIR -
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Zal ENRHLHTD ZNHOFEA] | FEFDHILIZEY RO
JIYARYAT LOPFRIEFTREZRBROBET 5 | BRES AL, AAIO MRS |
VAV AT B AT HATRENED B D,
A TaF — L RLEFT O 2581

RLEAFT T 25512,
ETHEEHIC, BEOIRE
EEITBIZL ., BT OZEHL
WZHmEET DT,

WZHEETHIE,
TNAF =) AFNOBWERASERESNSE | CYP2C19 UNCYP3AZPHE
[7.7.16.7.2 ] FNRHDHTD ZIHDFA] | HTELIZED AAIOREHFEE
COOHRITATRE/ 2 IRORET AT | SHu. ARKO M e a3
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SR SU LR EOCYP3ATSE
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V77 e
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LR T
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HESIU, AFHIOD AP HME T
T AREMED DD,

(i)
AT FEAAR BN ERR
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11. BIVEA
WROBEWERNHHDLINDIERH DD T, BEAE+7ATV BEDNROONIGAIZITf 52 1T 5
TR B A THIZ L,

(1) ERLRIEAEOIIPER

11.1 ERZEWEM

11.1.1 FREREE

BR SRR (8.1%) | 72 SREEREAR 2 BEEE A S0 S RERE ENH Db A ZEN DS, [8.1,9.1.1 &
]

11.1.2 fRpES
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DoLIONDLIEN DD, [8.2 ]
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— AL CEILE,

BNAT =7 ORI OTHIRLIE GRS CHE SV TS Rk 1%, AR I61T DGR E CORRIR
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I T RNRRERTEIRAIL N,

P GRS IRAHIT30 LINIC RSB 528,

AT RNRIEZRD NSTOARMVINORZFFNTED M3, fEHORE R 228, [20.1, 202 2]

(i)
SEFAFHELIRE K OFEF AT RO B L LT, BUAI D SV R, SRSV BRI M O CCDS DA
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< ABDHNEIT Y M W R G BRI CB O CL B, RGO AL OVE Sl SRR A TR
N2 e, BRELT,

92



IX. JERG]

SERICEE9 SIEH
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(1)  ZExhFEIREAER
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(2) HEMHEFEEHERY
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AR H ki | MR | BEGEIRY Eitacn -y AR
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PR | REEENEEENL O | Dawley if3 NOEL) : 100mg/kg
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| T RIFET s 293 Al
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%
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2l
WM | BAAT=72Ek | 7vNSD | T Hi[a)/ 0 (45 | 10, AERERL
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() FDthDEEHRER
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2. EHEEER
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iz, =77, BNATF =Tl L, Wl e e~ TR B O INAN R ED o T, Witz v BlAA
iRt N Vo IANGIEY) A v, 7= Sy [
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=04 | Wk 29 HfE/ | 0(A) 3. 10, 30mg/kg 1 B 2 @D 1
P R | RO | 3omgkg 1 H 2 1] (1) - WRSEARRE (FF
% 3 DL/RE E} ToeH7R B FE D AR K
[R5 PR O 120 FL E A
B4 2 DU/RE RE R A~
TR O (BEHAHEDE)
Wy CIIsETCEHE DO
IKRDSFED BN -T2)
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K (BZREDIRVDIK T &
OMRERD) | iE7 /v
T G e
U HA0, BUN (fiLH R
RER) UL TF =
N, O E
fRE
CD-1 i3 L2 | B 103mg/kg 1 H 2 [FD 1
~A FMRRBRRE: | BROE | 0BEHA). 11, 1] (8f) 233E 1 BER A
£ 10 DT/fE 34,103(~8 H H1)
[ AR H)/69mg/kg 1 H 103mg/kg 1 H 2 [A]D 3
A4 8 UL/RE 2 [A] 1 (1) . 34mg/kg 1 H 2

[Efie vy
0. 103/69mg/kg 1
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B> 1 451 (k) 22—tk
REIEA b, (RREE DTGB
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TV, — IR
REZ b (NEEB ez . $5f5
DRED TR il N
I3 K OV U3 S TR
JiiE)

=>11mg/kg 1 H 2 [A]: £
AR T=2IMED
R, AR
(—#h)

11mg/kg 1 H 2 [A]
34mg/kg 1 H 2 [A]: fifE
ALP KON ZYEYRD
24t

1lmg/kg 1 H 2 [A]:37F
FOVE BEO—REE
A (—H) . B B
HERRZEVE, IR <
BHROGPED > 2 SR
TERL OV D DFA
B AEVEAL

H=7A4
P

il
TR
% 2 UL/

[ PR
RE: 4 5 PU/RE

28 HIf#/
SREREE

AR

0. 15,5,
10/7.5mg/kg 1 H
2 [H]

A6 AR -
10/5mg/kg 1 H 2
[a]

1.5mg/kg 1 H 2
[E]

G A1V

10/7.5mg/kg 1 H 2 [A]:
HRAFIZ L DK A7~
ZEAb (IRDE 7 2<IE
r) . —EROEMW) THE
(7 HR SRR, ST
E, BILANERN
HMBL (A Bk
=5mg/kg 1 H 2 [A]:#K
i (B 5 RL 72D
(ZOFVTHRIRAE) | AR
BR/RTA—Z DI, HE
RARMEREL S OV HER
b (%)) IR AON IR S
HoRg TIVTI K
WX A/G DK T

H=rA
L

B
& 4 UT/RE

26 JH[E/
BOh
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FiE i
HE:1.5mg/kg 1
H21A]

e - e AN RE
(i

0.5mg/kg1 A 2
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AV

4mg/kg 1 H 2 [A]: 8k {#H/
RO AR 2R
FTEAE R OV TR E
WD (FrlHff) |
N7V RN ANG D
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AP (5 K OV
72K 1, ()

=4 | M 9 HE | 0UBHA) . 0.5, 2.5mgkg1 H2 | LA
g % 4 DL/ ARG | 1.5, 25mgkgl | [A] HEREkL
H2[A
b L AT =7 WA T
PEROZV G OV RRE A L=,
(3) Efl=HMAR Y
kiR EOjLY/E PERI Eaen il e b AR
VEBURE | BeGRREE
in vitro FAIT T A - - =5,000ug/7L—hK" | B2
IR | (TA9S,
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TA1535 KX
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KIGE (WP2
uvrd £K)
in vitro ~OAY T F - - =150ug/mL” Fext
B T2ERE | —~ L5178Y
FLR i
/IR ICR <7 A HERE Hi[a)/ 0 (#544) . 500, 2,000mg/kg TR
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#
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TILEE | BRR&RE 1,000, 2,000mg/kg” | =500mg/kg Tk
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500mg/kg” o5 2 ek
Filisa 2 s
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AN CD-1 v A Vi3 24 IsfHfEIRR | 0, 24, 121, =121mg/kg/H T
70LEE | T2 242mg/kg/ H Kot
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in vitro ~ AT - - L TR | EWFIEROD
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BB OVIN | Al in vitro /)MZaRER: =
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* )L AT =7 R F A
FERODZRY b OV IR 2 LT,
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4) HAIRMEEAER S
YR/ i PRI Easn il B b R RES
VEHURE P B
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#
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VA =) K250 | oS H 2 =] 7=
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(5)  HIEFHE SR O
HREHE | Sty PRI e acn il B h& MR | ABREER
i VEHURE Fe G IR
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1. 5mg/kgl H 2
[AIRE: 45 20 PU/RE
ZMaeE-#] | CD-1 B ME 22 DU/ | RkBR AT | ERRBRo (B | EEEME | =12.5mg/kg
HIRTEAE K | v iE3 BLAT 14 H | £), 2.5, 25mg/kg | 1 H 2 [A]:#E
OEIE R [ PR M~ER | 12.5, 1 H2[E | BZRRHA~D
iR BodfE 12 P | 6 HE/AR | 37.5mgkg 1 M BRIk
BEFER H 2 [A] e, it
[EHEPERE | [EHE MG DIREZAL)
lfiakBR: 21 | B0 (A |
HIFAET | 37.5mg/kg 1
5 H 2 [A]
R-frlEZE | CD-1 1 22 DT/ fR6 H | 0,25, MR | SECHRL
EICETS | vUA H~16 H | 37.5mgkgl | 2.5mgkg | 37.5mgkg 1
Al HitAs | A 2ME 1 H2[E | H2ME:ER
5. Y am N EE
IZHRH =N
HLETHD
AN S i SR
WIELHHY)
DEEINELED
AR D
o TN AN
AR A
EHOWA, 4
AR I DB
AR, 7K b A

98




FEDEAL KLY
HERBS O A
i RN
HARTE Y | CD-1 IHE 25 PL/EE(FO) | 4R 6 B | FO0(BEA) . | ZEFkkRE | AT =7
MRS | v A KHERNTIE | B~23L | 05,2, WZBTD | GO BE
BT RO A% | 20 HE 75mg/kg 1 B | MEZEMEE: | AABAD)VRSE
R MERECAESE | (HEL | 21[A] 75mgkg | THIZRL
7= (F1) < AD Y 1 H2[E | 7.5mgkg 1 H
) Tt FACE | 2[EOFL:4A
Wz22 HHE ToHMEE | %21 HHIC
(HFELZ P | LR LY
ol NS i U= H
ADYE)/ AR DP D
Roks =2mg/kg
1 H2[EEE
BEXVAEEN
7= F1 o
HAREF: N2
(B =
0.5mg/kg 1 H
2 [Alfe HRER
DAEFENTZ F1
AR DA
I - PR T
DREAR
(6) BFTRIEEESER
BN AF =T ORI DB GRREITRR N 5 Ch D72 | JRpTiilg sk BR X Ik L 720 -7,
(N ZFDDYE%REM (in vitro)*)
R TR SR PG FRERAE S
R | TIRZRRERATR | RAIT 7 AHK (TA9S, N-AF VAR =5,000ug/ | Bk
At TA100, TA1535 } Y 71—k
¥ TA1537) W ONZ RAGEE
[ (WP2 uvrd)
B | w7274 —< | L5178Y =AU T+ —<H | N-iATF LA EN
9| B Jia =167ug/mL
5
| WImFBRERFER | RAITF 7 AFEE (TA9S, BAAF =T OTREFR] | RAIFT 7 AE
fili TA100, TA1535 K O® RO ONIKIIREE T | TA1535 #RZ&
W TA1537) B SRR ERK (WP2 | % Selumetinib side chain | 72 S9 f7(E FD
iz [pKM1011}% T WP2 uvrd) | sulfate (AZ11910553) :100 | #BRCRoftE (15

99




(3] ~5,000ug/ 7L —h R B Ra =
7 — D)
% | IR R | 3 FEOEAT UL ERMER R | AZ11910553: YG7127: &k
B 1T 7 AHE (TA1535, 5~5,000pg/mL TA1535 ¥ (R
5 TA1535NR &Y YG7127) 1,600pg/7'L—
YG7127 #RIE TA1535 £ N, S9 FEFAET)
MH= MR TSR R T8 KX TA1535NR
RIBULIBRTHD 9, FR GREE 1,600
X 5,000pg/ 7L
—h. S9 FE(FLE
T IR
1,600pg/ 7L —
k. SO TFAET) :
[1k8
~D AT p—~< | L5178Y ~ T AU T —~#ll | AZ11910553: (=
iR Jied =155ug/mL
DAY T p—< | L5178Y ~ T AU T —~#ll | AZ11910553: Pt
AR Jied <375ug/mL (2.43mM)
BIRZBREFRAER | R AIF 7 AHEK (TA1535, | BAATF =T HisEORL | R AIF 7 AH
TA1537, TA98 J2 X TA100) | i& TRECHET HHREY | TAS iz AV -
K OKIG R (WP2 & Selumetinib AFBI RENEMALR (F
[pKM101] % T WP2 uvrd ester:100~5,000ug/ 7L | b S9)fF(E FD
[pKM101]) —h R CRA:
1EIFIRIRI B | R AIF 7 AH (TA100 2 T8 | Selumetinib AFBI ester 11 | f&i
TA98) RN AFAET DA
¥ Selumetinib DAFN
ester (methyl 2,4-diamino-
3-fluoro-5-nitrobenzoate) :
100~5,000pg/~7"L—F
EIFZRE R ER | AT VUESRMEORAIT | HBEWE THD 4-bromo- | faft
7 A 4 BERE (TA9S. 2-chloro-1-iodobenzene %
TA100, TA1535 K& OY BLE T DEROFIBRA
TA1537) W NN 7R 7> | AZ11129886 (4-bromo-2-
BRMED KI5 (WP2 chloroaniline) : =5,000ug/
uvrA/pKM101) AT
TIFIEIRIE HGAER | RAITF 7 A LT2 K BAAF=THiEET O | itk
(TA98, TA100, TA1535 K | BgmAd7e=h/ 7 A
O TAIS3D WO KIGERE | #id) AZ14244823: =
(WP2 uvrA/pKM101) 5,000ug/~7"L—h
ot | SRR Balb/c 3T3 A 2FEH 0.316, 1.0, 3.16, 10, =316ug/mL T
B 31.6. 100, 316, (7168
M 1,000pg/mL (ICHLEE3E S
(5J/em? D UVA[SEAMER | HIFAFIERRS
AW RET 50 BEAT | #]1S10 TARTA
\ZH &) CIIHERE i )
RELLT
100pug/mL)

100




X. EEMNEHEICEYT HEE
1. RIS

Bl =2 LA MR Smg
/L KL 7.5mg
JRISHE | AL R R
)R — EAEOL G ZEIZIVEN T 528

2. AR

24 &

3. BEIETORTE
25°C LLFIRAT

4. WKL EDFTE

20. B FoiE
20.1 BRABET AT | HEH A RENL 72 TR MU TRIEL . (EFHO#HE . B4 A28, [14.2 -]

20.2 RIVILEEAZ I HEZ2 b, [142 2]

5. BERITEH

BATERTAR 5D
<FTVDOLEY:HY
T DD B TANTER : 5

6. F—pRks - Rh3E

a7 /L 10mg
a1 7L 25mg

1. EFRREEFAR

20204 H 10 H

101



8. BLERRFEAEERA ARURRERS. RilEEINEER B. IR5thEA B

RUEREARRAEH H 1202549 H 19 H
G5 :30700AMX 00221000 (5Smg)
30700AMX00222000 (7.5mg)
SEAMAEYEIEAE A B 2025 45 11 A 12 H
WRFEBAAATEH H:2025 411 A 12 H

9. MREXINREM. AERURAEEEENFOFEABRUEZNDAE

PA]PANA

10. BEERR. BMBRRARFARRVEORE

PAPAVA

11. FEERM

(222 e 17/ 10mg, 25mg)

10 4F:2022 4F-9 H 26 H~2032 49 H 25 H (F/ i HESR)
(/L= L Sme, 7.5mg)

FEAMINT 12025 4.9 H 19 H~20324F 9 H 25 H G/ #0 FESR )

12. FREHARIFIBR (B9 S8R
AAENT, BER (DU NTHES) IR BT DHIBRIZED HIL TR,

13. &Ea—F
JEAABE S | ERIE T — | HOTO ) &2 | L+~ MEE e
IGREREa—R | (YI=—]) 2T Aa—R
) P Y 112 YA Smg 4299004D1025 4299004D1025 129906901 622990601
) P Y 112 YA 7.5mg 4299004D2021 4299004D2021 129907601 622990701

14. Rz LDEE

LR

102




X1I.

SR

1.

51 FASCER

1)
2)
3)
4
3)
6)
7)
8)

9)

10)
11)
12)
13)
14)

15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
30)
31)
32)
33)
34)

Waggoner DJ. et al.: Am J Med Genet 92(2): 132-135, 2000 (PMID: 10797438)
FEE R ARy ORI ED

KPR 0D 22 TE M RGBT R

*EPNEE}: SPRINKLE 5Bk GRGREEEHHE R}

FEPNEEL: SPRINT 5ABRES 1 AH GRGRIRFO R AV DIV &R

FEPE R SPRINT FRBRES ITAH- 1 CRGERFR A E )

Dombi E. et al.: Neurology 81 (21 Suppl 1) : S33-40, 2013 (PMID :24249804)

Cohen J.: Statistical Power Analysis for the Behavioral Sciences, 2nd edn. Lawrence Erlbaum Associates,
New York: 79-81, 1988

Chen AP. et al.: Lancet 405(10496): 2217-2230, 2025 (PMID :40473450)
FENERE: EINES T ARRBR(D1346C00013) (AGRINFFHAME £

FEPNERL  BHERERE )30 2 A5 D ZE B R GRGERFREAT )

Dymond AW. et al.: J Clin Pharmacol 57 (5): 592-605, 2017 (PMID:28019010)
FEPNERL : ITHERERE 7038 2 835 D ZE B g GRGEIRFREAT )

Hannema SE. et al.: Reference Module in Biomedical Sciences: https://doi.org/10.1016/B978-0-12-
801238-3.99498-4, 2017

Williams VC. et al.: Pediatrics 123(1): 124-133, 2009 (PMID:19117870)

Caunt CJ. et al.: Nat Rev Cancer 15(10): 577-592, 2015 (PMID :26399658)

Gutmann DH. et al.: Nat Rev Dis Primers 3: 17004, 2017 (PMID:28230061)
FEPE R FEBERER B ORI ED

HPEEL MEK1/2 O IRAIBELE CRGRIRF AT EL

Yeh TC. et al.: Clin Cancer Res 13(5): 1576-1583, 2007 (PMID: 17332304)
FEPNEERL: BEESHINENC 331D MEK1/2 TEIEDEINAIPE T GRGRINFTFATE R
FENERE SR TR~ AAEHRHEE T 7 /L% N ST CRGERER AT R
Wu J. et al.: Cancer Cell 13(2): 105-116, 2008 (PMID: 18242511)

Hirbe AC. et al.: Oncotarget 7(7): 7403-7414, 2016 (PMID :26859681)

FEPNEEL: BRI G-« S AR P G- D LR EE CRGRIFRAT &AL
FEPIEEEL: i R RN D R0 R GRGRIRFR AR

FEPNERL : SR RN N T A— 2 GRGERFREAT )

FEPNEEBE: RHEE (RE 2 L — a0 it GRGREFREATE £

FENERL: AT T ATV T GREERFREATE )

KR FLT ~ORATIE CRGRIRFR AT EL

FEPRERE AR Pt CRRRIRF R )

FEPERE: S L S Ui G RGN )

FEPEERE AR ORGRIRFREATEEL

Cohen-Rabbie S. et al.: J Clin Pharmacol 61 (11): 1493-1504, 2021 (PMID : 34196005)

103



35)
36)
37)
38)
39)
40)

41)
42)
43)
44)
45)
46)
47)
48)

Dymond AW. Et al.: Clin Ther 38 (11) : 2447-2458, 2016 (PMID:27751676)

FENEEL AREN B G-T 2B (CYP %) Doy FHl, 5528 RGN E LD
FENEEL AR O FEBENE CRERIRF AN L)

FEPEEEE Pt CRERIR AT )

FENEEL: h T AR — 2 —(Z B D16 i ORIl & R

JE A G A R B G D AR G B S DR D BV FIZE T o AL AT DN T,
https://www.mhlw.go.jp/web/t_doc?datald=00tc7339&dataType=1&pageNo=1, 2025/06/12
TR 22 PRI RGRINF AL &AL

FENERL: B G- At CRGRIR AN R

FENERL: S G- a iR CRERIR AN R

FENEEL B n AR CRGRRFREIEE R

FEPNERE: 23 A SRR CRGRIFAHATE L)

FEPNEERE : AR E Bt CRGRIRE AR

FEPNE R} 2 D fth D FE AR GRGERETATE R

Yamada M. et al.: Mutat Res 375(1): 9-17, 1997 (PMID:9129675)

2. TDtDEEH
HEDRRL

104



XIO. &Z&H

1. EESETORETI

2026 44 HEFST, KE KL OWINES % 5T e 78 DE IR CHAGRIIL TS, KETI, 2020 44 H
10 B, BINTIZ 2021 4 6 A 17 BITHAGEINT,

KIEIDAATICE (2026 4 8 H HiAE)

54 KOSELUGO® (selumetinib) capsules, for oral use
KOSELUGO® (selumetinib) oral granules
F - G Capsules: 10 mg and 25 mg of selumetinib.
Oral Granules: 5 mg and 7.5 mg of selumetinib.

Zhag-%h% | KOSELUGO is a kinase inhibitor indicated for the treatment of adult and pediatric patients 1
year of age and older with neurofibromatosis type 1 (NF1) who have symptomatic, inoperable
plexiform neurofibromas (PN).

Wit & KOSELUGO capsules: The recommended dosage is 25 mg/m?, swallowed whole, taken

orally twice daily with or without food (see Table 1).
KOSELUGO oral granules: The recommended dosage is equivalent to 25 mg/m?,

sprinkled onto or mixed with soft food and taken orally twice daily (see Table 2).
Moderate hepatic impairment (Child-Pugh B): The recommended dosage is 20 mg/m?

orally twice daily (see Tables 6 and 7).

Severe hepatic impairment (Child-Pugh C): The recommended dosage has not been
established.

Strong or Moderate CYP3A4 Inhibitors or Fluconazole: If coadministration with strong

or moderate CYP3A4 inhibitors or fluconazole cannot be avoided, reduce the dose of

KOSELUGO (see Tables 8 and 9).

PRI DFRAT SCE: (2026 4= 8 H BIfE)

Koselugo 10 mg hard capsules
Koselugo 25 mg hard capsules

Koselugo 10 mg hard capsules

Each hard capsule contains 10 mg of selumetinib (as hydrogen sulfate).

Koselugo 25 mg hard capsules

Each hard capsule contains 25 mg of selumetinib (as hydrogen sulfate).

Koselugo as monotherapy is indicated for the treatment of symptomatic, inoperable plexiform
neurofibromas (PN) in adult and paediatric patients with neurofibromatosis type 1 (NF1) aged

3 years and older.

Wik &

Posology
The recommended dose of Koselugo is 25 mg/m? of body surface area (BSA), taken orally
twice daily (approximately every 12 hours).
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Dosing in adult and paediatric patients is individualised based on BSA (mg/m?) and rounded
to the nearest achievable 5 mg or 10 mg dose (up to a maximum single dose of 50 mg).

Different strengths of Koselugo capsules can be combined to attain the desired dose (Table 1).

Table 1. Recommended capsules dose based on body surface area

Body surface area (BSA) # Recommended dose
055 0.69 m? 20 mg in the morning
and 10 mg in the evening

0.70 —0.89 m? 20 mg twice daily
0.90 - 1.09 m? 25 mg twice daily
1.10—1.29 m? 30 mg twice daily
1.30-1.49 m? 35 mg twice daily
1.50-1.69 m? 40 mg twice daily
1.70-1.89 m? 45 mg twice daily
>1.90 m? 50 mg twice daily

a The recommended capsules dose for patients with a BSA less than 0.55 m? has not been established.

Treatment with Koselugo should continue as long as clinical benefit is observed, or until PN

progression or the development of unacceptable toxicity.

Koselugo 5 mg granules in capsule for opening

Koselugo 7.5 mg granules in capsule for opening

Koselugo 5 mg granules in capsule for opening

Each capsule contains 5 mg of selumetinib (as hydrogen sulfate).

Koselugo 7.5 mg granules in capsule for opening

Each capsule contains 7.5 mg of selumetinib (as hydrogen sulfate).

PUERESIES

Koselugo as monotherapy is indicated for the treatment of symptomatic, inoperable plexiform
neurofibromas (PN) in patients with neurofibromatosis type 1 (NF1) aged 1 year to less than 7

years and for older patients with swallowing difficulties.

Wik &

Posology

The recommended dose of Koselugo granules is equivalent to 25 mg/m? of body surface area
(BSA), taken twice daily (approximately every 12 hours).

Dosing in adult and paediatric patients is individualised based on BSA (mg/m?) and rounded
to the nearest achievable 2.5 mg, 5 mg or 10 mg dose (up to a maximum single dose of 50 mg).

Different strengths of Koselugo granules can be combined to attain the desired dose (Table 1).

Table 1. Recommended granules dose based on body surface area

Body surface area (BSA) * Recommended dose

0.40—0.49 b m? 10 mg twice daily
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0.50—0.59 m? 12.5 mg twice daily
0.60 —0.69 m? 15 mg twice daily
0.70 —0.89 ¢ m? 20 mg twice daily
0.90 - 1.09 m? 25 mg twice daily
1.10-1.29 ¢ m? 30 mg twice daily
1.30 - 1.49 m? 35 mg twice daily
1.50 - 1.69 m? 40 mg twice daily
1.70 - 1.89 m? 45 mg twice daily

>1.90 m? 50 mg twice daily

a The recommended granules dose for patients with a BSA less than 0.40 m? has not been established.

b A gradual increase from an initial dose of 10 mg to 12.5 mg twice daily may be implemented for patients who
tolerate the 10 mg twice-daily dose, with consideration given to safety.

¢ For patients with a BSA 0.70 m? and above, dosing recommendations for granules are in line with dosing
recommendations for capsules.

d If a patient is unable to transition to capsules when they attain a BSA > 1.29 m? patients can continue to receive

the granules.

Treatment with Koselugo should continue as long as clinical benefit is observed, or until PN

progression or the development of unacceptable toxicity.
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KERAT SCEOFEENE (2026 4F 8 HHIFE)

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Based on findings from animal studies and its mechanism of action [see Clinical Pharmacology (12.1)],

KOSELUGO can cause fetal harm when administered to a pregnant woman. There are no available data on the

use of KOSELUGO in pregnant women to evaluate drug-associated risk. In animal reproduction studies,
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administration of selumetinib to mice during organogenesis caused reduced fetal weight, adverse structural defects,
and effects on embryofetal survival at exposures approximately > 5 times the human exposure at the clinical dose
of 25 mg/m? twice daily (see Data). Advise pregnant women of the potential risk to the fetus.

In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically

recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data

Human Data

In KOMET, a first trimester spontaneous abortion was reported in a patient receiving KOSELUGO.

Animal Data

In embryo-fetal development studies in mice at doses > 2.5 mg/kg twice daily (~5-times the human exposure based
on area under the curve [AUC] at the clinical dose of 25 mg/m? twice daily), selumetinib caused increases in post-
implantation loss, a reduction in mean fetal and litter weights, and an increased occurrence of open eye and cleft
palate, but did not induce significant maternal toxicity. Administration of selumetinib to pregnant mice from
gestation Day 6 through lactation Day 20 resulted in reduced pup body weights and fewer pups met the pupil
constriction criterion on day 21 post-partum. The incidence of malformations (e.g., prematurely open eye(s) and
cleft palate) was increased even at the lowest dose of 0.5 mg/kg twice daily (maternal maximal concentration [ Cpax]

of ~0.6 times the human Cpax at the clinical dose of 25 mg/m? twice daily).

BRI SCEORLRIN A (2026 4 8 H HiAE)

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in males and females

hard capsules: Women of childbearing potential should be advised to avoid becoming pregnant while receiving
Koselugo. It is recommended that a pregnancy test should be performed on women of childbearing potential prior
to initiating treatment.

Both male and female patients (of reproductive potential) should be advised to use effective contraception during
and for at least 1 week after completion of treatment with Koselugo. It cannot be excluded that selumetinib may
reduce the effectiveness of oral contraceptives, therefore women using hormonal contraceptives should be
recommended to add a barrier method (see section 4.5).

granules in capsule for opening: Women of childbearing potential should be advised to avoid becoming pregnant

while receiving Koselugo. It is recommended that a pregnancy test should be performed on women of childbearing
potential prior to initiating treatment.

Both male and female patients (of reproductive potential) should be advised to use effective contraception during
and for at least 1 week after completion of treatment with Koselugo. It cannot be excluded that selumetinib may
reduce the effectiveness of oral contraceptives, therefore women using hormonal contraceptives should be

recommended to add a barrier method (see section 4.5).

Pregnancy

hard capsules: There are no data on the use of selumetinib in pregnant women. Studies in animals have shown

reproductive toxicity including embryo-foetal death, structural defects and reduced foetal weights (see section 5.3).
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Koselugo is not recommended during pregnancy and in women of childbearing potential not using contraception
(see section 4.4).

If a female patient or a female partner of a male patient receiving Koselugo becomes pregnant, she should be
apprised of the potential risk to the foetus.

granules in capsule for opening: There are no data on the use of selumetinib in pregnant women. Studies in animals

have shown reproductive toxicity including embryo-foetal death, structural defects and reduced foetal weights (see
section 5.3). Koselugo is not recommended during pregnancy and in women of childbearing potential not using
contraception (see section 4.4).

If a female patient or a female partner of a male patient receiving Koselugo becomes pregnant, she should be

apprised of the potential risk to the foetus.

Fertility

hard capsules: There are no data on the effect of Koselugo on human fertility. Selumetinib had no impact on fertility
and mating performance in male and female mice, although a reduction in embryonic survival was observed in
female mice (see section 5.3).

granules in capsule for opening: There are no data on the effect of Koselugo on human fertility. Selumetinib had

no impact on fertility and mating performance in male and female mice, although a reduction in embryonic survival

was observed in female mice (see section 5.3).
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8 USE IN SPECIFIC POPULATIONS
8.2 Lactation

Risk Summary

There are no data on the presence of selumetinib or its active metabolite in human milk or their effects on the
breastfed child or milk production. Selumetinib and its active metabolite were present in the milk of lactating
mice (see Data). Due to the potential for adverse reactions in a breastfed child, advise women not to breastfeed

during treatment with KOSELUGO and for 1 week after the last dose.

Data
Animal Data

Selumetinib and its active metabolite were present in milk from mice dosed with selumetinib throughout gestation
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and lactation, with a mean plasma/milk ratio of 1.5 in lactating dams dosed at 5 mg/kg twice daily. Administration

of selumetinib to dams during gestation and early lactation was associated with adverse events in pups, including

reduced growth rates and incidence of malformations [see Use in Specific Populations (8.1)].

BRI SCEORLRN A (2026 4 8 H HiAE)

4.6 Fertility, pregnancy and lactation

Breast-feeding

hard capsules: It is not known whether selumetinib, or its metabolites, are excreted in human milk. Selumetinib
and its active metabolite are excreted in the milk of lactating mice (see section 5.3). A risk to the breast-fed child
cannot be excluded, therefore breast-feeding should be discontinued during treatment with Koselugo.

granules in capsule for opening: It is not known whether selumetinib, or its metabolites, are excreted in human

milk. Selumetinib and its active metabolite are excreted in the milk of lactating mice (see section 5.3). A risk to

the breast-fed child cannot be excluded, therefore breast-feeding should be discontinued during treatment with

Koselugo.
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KERA SCEOFLHEINE (2026 4= 8 H HiAE)

8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use

The safety and effectiveness have been established in pediatric patients 1 year of age and older with NF1 who have
inoperable PN and the information on this use is discussed throughout the labeling. The safety and effectiveness of

KOSELUGO have not been established in pediatric patients younger than 1 year of age.

Animal Toxicity Data

In 3-month general toxicology studies, male rats receiving selumetinib at doses > 10 mg/kg daily (~60-times the

human exposure based on AUC at the clinical dose of 25 mg/m? twice daily) showed growth plate dysplasia.

MRMNERET SCED LN (2026 4F 8 H HIfE)

4.2 Posology and method of administration

Special populations

Paediatric population

hard capsules: The safety and efficacy of Koselugo capsules in children less than 3 years of age has not been

established. No data are available.
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granules in capsule for opening: The safety of Koselugo granules in children less than 1 year of age has not been

established. No data are available.
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