| BAEEERHEES 874299

EFEm') A7 EEEE

(RMP) mIRERHAR mIRERHAR
AEHIERMP O=E&E LT 2025F8H~2026%F2H 2025F11H~2026F5H
MBS NEEH T W& h7TILEEA IR : FERL

@IEFERT TR

..\
'. @ "\ WS EE 1 556EE (MEKFEEA)

B |t | R EA e

Koselugo 10mg-25mg Capsules / I F = HB#EA T EIL
ER-EMSONSEICEIERTEIE

o
O O e 1 2ams (MEKESH)

:'t,lf :ﬁflzsmg £

Koselu €0 5mg-75mg Granules /&)UXF ZJ TRERIEREH
ER-EMSONAZICEVERTIIE

1. B

AAENE. BEIECTORISTEBEFEMERCHEWVT. FENSDWVWTOT73 R0 & FHEIRHERELE 1 2L OBED T2
B - BBRZERHDOEMDS & T FEIDRENEY)EHISNBDEFCOVTOHIMEST B &

2. B2 (ROBEBICIIBSLENIE)
2.1 XEID (C38 UIBBIEDEFEFRED H 2 EE
2.2 IR (FEIRL TWBTREME D H 5% [9.5 BR]
2.3 EENOITHEEEZ (Child-Pugh %8 C) W& 3EE [9.3.1. 16.6.2 8]

ALEXION

AstraZeneca Rare Disease




BH.R

& b‘&)(: .................................................................................................................................................................. 4
5-3@0)5"?{“ ............................................................................................................................................................. 5
jj?"t)[,o)}ggﬁfja'-l \yQIJXI\ .................................................................................................. 6
L Tt 1T i o L 17 oo 0 8

1. }Q%(:B% S SRR 10
(1) BIEZRIEEERZEIIFRIR oo 10

@ THBESLIETPER -oovvovevrevsremsmsmsisiiiiiiiiii s tsastssastssasissasissssissssess 10

@ THBESL I TNERICRAEE T DIFER vvoereeeerererreerreesee it 10

O R EN U R CRIEET DIEER oo 10
PP PP PP P PSP P PO 10
O T PV 10

(2) 3FITERT ARNTEEE oottt 11

@ EELDBEARBUTIRT oottt ee 11
DIFENBEEEB T DAEB(CEAT BIEE v 11

O FHBELER oo s 13
OUEE . FER. BIUIR. JNBZEADIZS. oo 16

(B) BT « FHER oo 17

@ FRTETIUTEHER «+vvvvereerereerer et 17

@ B EN O R (CRIIEET BIERET e 17

(4) BIHERRFEIRBF DFFRLIEE -+ everemeereeemee e 19
OFERDHEIRICEKWFBET DIBEDMIBSE e, 19

O BERFIRIFORAEIFEIEIE e 20

2. 53“5%%%3’65“1?%&%0)*{]% ..................................................................................................... 22
(1) IDBEBBEIETE ... oo 22

@ IR s 22

O R ZRRAM ST BEIBIFE - ovvvvvveeeeeerrsssssssseesssssssss s 22

O EERAER [CH [FAFEIFIRII v 23

(2) BRBEEEE - ovoveeereeemrem e 25

D B e 25

O EREZE (ST DRI v 25

O BEIREABR (C P [T D FEIRIRSTL ovvereremrmremrmemre e 27

(3) SEAEBERRETR - ovovoeeeoersesersvseinstsinstinnississississitsisis st sttt st st st st st bas bbbt st us st 29

QD I EE s 29

O B LEREEICW T DHBIFET - rvovreeerreeerreerreesees e 29

O BEREAER [CPH[FDFEIRIRST oo 31

(4) FFBBBERETE ... oottt sttt 33

@ TR o s 33

@ FFREREREE (ST DRBRIEET - vvoeveeeereeereereeese s 33

© EEERERER T 2515 B FEIERITD woovvveesemssverresssmmsessssesssssses s isssse s sissses st 35



(5) BEHIARRMERAE. S/ T — e 37
O T s 37
O FEREIRIERAE. S A/NF— (T DRBIAGD v 37
O BEIREABR(C I (TR FEIRIRITE - ovvvvereremreremmmeieii e 38
(6) BIMAZO IIERIREAY - vovveeeereeeesememeee e 41
D B e 41
O ABMEOMMERFEAMNCIT T DERIEET oo 41
O BERER (CH T DFEIRIRITD oo 42
(7) BEBRAERRERER - o ooovvreeremreremsemsmse st ettt cssis st ase st ssrosssessnssessustastasessesss 45
O BT e 45
@ BB MR (ST DRHRIFET v 45
O FREREABRAC I (T A FETRIRITD - verveerrererrenmsenieenteneteeste ettt seasone 46
(8) EEEETRRIREIETE ... ovvovvversesersisesisinsistsiistsiisiisisstss sttt st st st st st st st bt 47
D BT s 47
O EELREEREE(ICHT DEHEIAET e 47
O BEERABRCEH [T AFEIRTD ettt 48
(9) BRI D IREE vttt s st 51
O TS s 51
O MEEREAER (CIH (T ARRIRIRITD e 51
3. E‘E *éﬁﬁﬁ(:ﬁﬁj‘ét"%#ﬁ ........................................................................................................................ 52
(1) BEREERICH (FTABEEBRFIRIRTD e 52
O FERZRA L/NEERE (1 R L 7mKiE) 2XRE UZEREES 1 /7 TEEER
(BZRASEIBIL T ) v 52
O H 7L ERALUZNEREE QR LE18EUT) Z20RE UIB5 5 118558
GEBAE T ) v 55
OH 7L ERALUZ/NEEE CGmLE18EUT) 20RE UIZERE [ 4855 - 58
O H 7N ERALUERAEE (18mMU L) Z2XRE U ERHESE N1EER
(BZEAZSEIBII T ) oo 61
(2) BERSBRICH (T AELIEIR c BRIFEIE e 68
O BERE R (CR (T RIEIREEIE oo 68
O BEIREABR (TP (T ABRIFEIE oo 70
4. Q Qu A e s 72
B DI o s 76

AfFTHET U TV SERREER DRI

5155 TAE5(ER - SPRINTEHEREE I48-1. D1532C00057 HERE IE/N— KE 1 (BAT—9)
ERS I 4858 : D1346C0001 3 5%

B515E 1 48508% | SPRINTEHEREE [ 48, D1532C00057 #8585 1 4B/\— b (857 —9)
EFEHESE MA85EER | KOMET i8R, D134BC00001 &5 (HEAZSTBNT—9)
ERRHEISE 1 / D4855% : SPRINKLEEER. D1346C00004 i 5 (HAAZSL BN T—9)




U &I

Tt de(—fE: BAXFZT. LT AED . 77/ 0= VEBEEHRE URVERNGEROMEK/2
FRERITY . MHIRIRHEREE 1 8L (LU NF1) TIFRAS-RAF-MEK-ERKIZEEAERRICEMLT 2 C & T
RIEBIEMESNE TN, AR ZNEELEHBRTHIMEKEEZEE L THREEZIIHLE T,

CNETHFRBA LI ELTHESN, BRERRERE LT, PN) 28T 3 3mUL18RUTO/NE
NF1E&EZWRE UZEEREER (SPRINTEHE&/D1532C00057 58 TEMMEEREMM RSN &
N5, 2022F I RICAIFVT [FHEFRHEREE 1 BUICH (T DR TBIRIRMIE ] DRRE IR THEBZIIS L F
Ufzco &z 2025F 8 AIC(E. FERMED DFMIABELPNZET 3 18 MU LDANF1 REZR/RE LT
EFRHEEISE MB5HER (KOMET:8%/D134BC0000 1 5H8R) DEHEICE D E. ANF1 BEICXHT BRE
NUHASEINORERTTAREIR—EEERFEN AR INE L,

Z0%. AEOEYEBELIT. PO RUZREHICKREIREEREHR) OREZTML HR
(D1346C0001555%) NUERHEEE MBHERICH (T ZHBRBECE DS, ZEEHESDORTEHIPRIC
DV TORGERTTARBIE—HEFHFN 2025F I FICHEBEINFE U1

—7. PNREFEBRONETHZLH5NET . BE. FEIF4SHTEIL(ERE  H14mm. B8R :
#¥15mm) ZERALTVETH. INETRIRAN#E LW —XARBDSNET . NIAT. HTEILORSY
DRVHBUPHEE. REENRURAEIDEEST LOBRDLSTESEEA. T5IC. PNZBHIBNF1E3K
KEBDIPRTERELF TN, H 7L TRERERE (T, BSA) 0.55m* KiENDEE TORARIFHE
TNTLEREA

CDFOBERREZEFE X BFEEH (1R L7 @R O/NENF1 FEZ/RE UIEAFIBROERHE
[E%5 1 / I 48545% (SPRINKLEZKER/D1346C00004 5H8R) 2RIt L. FRIUDPK. Z2M4/BEMRUBM
ZREILE Ulco COHBRREICEDE. [{HEMRMIEE 1 BUCH (T 2B INBIRIRMEE] ZRE (IR &
LT, 2025F 9 RICHAIRBR DA ZES LE Lz,

ABEIEFERANTT RTE. AFOBEFRBOBEH S, FEINZEERAEZOWER. IREHZNDEIR.
AR ERE(CDVWTESHULTHUET,

FEIDFERCKRLELTR. BROBEBFANRUABIERERAN T RERGO L. BEERICIHAOVER
EFETEOBBVNELET,

BRRAEDSHAIC DWW TI(E. ASEIEERAA 1 RP.52~71. [3. BRRHERICEIT 21581 2 T8BIZS L,

1) Waggoner DJ. et al.: Am J Med Genet 92(2): 132-135, 2000



BEODEN

E] 7 7L ia5E 5T A ERIRS E RN T BH %,
i - (FREHE - DT ELVRAOGTEN3EH SHERL T EI L,

mME 1555 |
‘ [3mme
o (KEHEA 0.55m2 UL
o NI ERETES
o (KEEEA 0.40m2 L 1.29m2 I
HLLIE
o H I ZRATELL
RO SERNTS | NTELORSERETS

Pl 77t - BRIZNZNOR—V RO L. BE50OTE. B5%0EESE
CHIBR< 72 E L

Hh7EIDigS5%EiEs BhnES5ZES
- BIEGIRSEED BIEGIRSEED

HRBEDER ZIRPP.10 EIR»P.10

o e A T BISEFEINE BISEFEITAE

RSRIDEESIR EEPP.11 BE)P.IT
B5EFTVIUANPP.6 B5EFTvIURNP.8
HTIERLEEW HTFEA<EEL

BS
o |y o[ e 1 2= % - HEPP.17 % -BHErP17
BSHBR D OFBERZR EIEARIRBOLE P P.19 BIVEARIREOXILE » P.19

BIfER DL EIIR FRZETZEFAEZOMR N P.22~



h7tehoiSaFzyIVAR

[22=]

LUITFOIEBET (W] DIFEE(EF. BEZEEEDEH. ARIZIRELEVWTLIESL,
AEIDRS CH U TBBYEDELEREN G S CEn [V
FEN (FHR L TV B OlREMEN S D CEn [RIAY-4
EE DIFHEEREE (Child-Pugh 938 Q) 7' % WEM [AYAY-4

[BEEX (IR - RARUREICEET 2 FRFIR]
3SERBOESICH T BARDEMEROLLIEFRIL TLEL A
[ERBPHREOERZEDEREREE L TV BIRU [EABBFHED ' R T ZHD T ERIRTERVIA
(W] DBEEE. FRIE LT, ARERSLBNTIEE L,

BRAEBEIE S (E 3L L TH B ClEL Ounnz
THRIRHERRAE 1 BUC S 1T D HIRPIRIRMERE (Plexiform Neurofibroma / PN) *' T& % CEuk ARy
BEvHE FOZEREDRRERZE L TLS CllEL Ounz
BRRBEHIED') AT & D C R <UFRTERL (0 Oz

1 AN FEHOMRER ORI S FET DIRIRERE Y. [HIROWRIRER] & [OFAMBRIRERE] NS EN 3.

[FFHREREE]
UTOBEETRVIDESE. AREHET 5 L0, BEDREE LVEECHEL. BERORRCTSH
EBL TS,

| PEEOIFEEES (Child-Pugh 548 B) 153 Oy Ounz

(BENEREFT HEE]
UTOEETI DT [RLAH55EE. B5ICRUTIBNUETT.

1|40 NI S 4 LIRS N m = b= 4
b s 5 D ooz | AUESTRUSSKTE HBMEEDLREET SO
BRI
TR e— S s | ARESTERURSET | EEEESREE >SS
WD DS BB TH S LT<rE,
LU EAEE LT AR EASIORSEIAE
I | OBABICBAT3AESHERETI A, BYHE (R R)
BAHROZETHS Hav D00A | e mpmsmAs gz g5 L, AEROARIOASY
A RIS N3 C & ARDENTNET

2) Miller DT. et al.: Pediatrics 143(5): €20190660, 2019



(1 FAEEA]
TECICEZET DFEFNCDOVWTI(E. HEFTIEERR BT, RBOBEENDEEZZERBL TIIEEI0,
BV FIEED O O FEIDRBHEESIN. AEOMOEEN LRI 2084 B
CYP3AMEZEE! ET,
LA — O e fiﬂ?ﬁ%ﬁﬂﬁﬁﬂ%én FEOMPEEN LRI BTEEEH S
BV IFHIEED i O FEIDRBMBES N, AEOIMORENME NI 284N B
CYP3AFZEEE| \)ET,
AEI10mglZ(dF32mg. A& 25mglllE36mgDES X VEA
FUEERI K O/ \WREl [ =] SENTWVWSEH. EY9IVENSHESERICKY . BmnY
A7) wIERI B BTN S £ T,

[ERIARERE - HTUXT M
TRICHET R - $FUAY MNIDOVTIE, THERRYEIRERTSES (CIHEL TS,

FL—FTN—YT1—2 O | AAORBAESI N, AROMPEEN LRI STEEA T 7
A DL,

(GtlohmsWort. £> k- (R  AFOEEHEBESN. AROMDRENETT T8N S Y £ T
S3-2% - 7N SEER

N A8 10MglC(F32mg. AHI25mglcld36mgDEy I VERSEN

N Hx| _ . e _
e R~ TLaBRH. EISCEQBARERICKY. BIOUR 7% ERS
‘ BTN B E T

[(REIEB]

LFOIEBIC DWW THERWZIZE . AFRSICOVW TR ZE SRV L ELET,
CNSPIEE(EG. BHERZRHICER T 272ODNRN—RAT1 VRICHTEHHRE UL TEETT,

IDHEERBEDIBR. EBEHWEEAD?

([ [AIAY4

REHREDER. EREHVERBAD ?

CHEL A4

FHEEREDIBR. EEEHWEEBAD ?

&L A4

TLT7FoFF—E(CK). JLT7FUEORBDOER. BREEHWECAN? g0 bz
[MERE (MRMEE. BIMRDES) OBR. BREHUEEAN? LEn vz

[(BRAICET %EE]

LTOIEBICDWTHERWIZE . ARIRMBIC OV TOIEEZ BB LET,

ATEVEWAZY . BHLEY . BEFZWETIC. ZOFFEKELBICIRAT I

Cl&EL V-4

=EELELEED?
RRNUD SRR FE) BS T, ERAOBEBRT D EE/BBELE LA ? LIEn Ouwnx
BRENEER BT TER(1~30C) CRET S a8 LELLEN? LEn Ouwnz

NEBETE. D PENZRPWACKRICERT 2BRAH 572t RARFIICEENNT
TIBIZRATESNERLELIED ?

L& A4




FATORFIMFIYIIVAN

[22=]

LUITFOIEBET (W] DIFEE(EF. BEZEEEDEH. ARIZIRELEVWTLIESL,
AEIDRS CH U TBBYEDELEREN G S CEn [V
FEN (FHR L TV B OlREMEN S D CEn [RIAY-4
EE DIFHEEREE (Child-Pugh 938 Q) 7' % WEM [AYAY-4

[BEEX (IR - RARUREICEET 2 FRFIR]
TERRBDBE(CHITSFHDENEROZEMEEEILL TVER A
[ERPIHALOERZDREREE LTSI RU [EBABEFHED R T ZHD C EBIRTERVIA
WO DBER. BRIELT. AHERSLBVTIREE L,

ARFABEMAERS(E 1 UL E 15REm Ch D ClEL Ounnz
THRIRHERRAE 1 BUC S 1T D HIRPIRIRMERE (Plexiform Neurofibroma / PN) *' T& % CEuk ARy
BEvHE FOZEREDRRERZE L TLS CllEL Ounz
BRBEMED) RV 2D & <YBRTEEL OlELy Ouwnz

1 AN FEHOMRER ORI S FET DIRIRERE Y. [HIROWRIRER] & [OFAMBRIRERE] NS EN 3.

[FFHREREE]
UTOBEETRVIDESE. AREHET 5 L0, BEDREE LVEECHEL. BERORRCTSH
EBL TS,

| PEEOIFEEES (Child-Pugh 548 B) 153 Oy Ounz

(BENEREFT HEE]
UTOEETI DT [RLAH55EE. B5ICRUTIBNUETT.

1|40 NI S 4 LIRS N m = b= 4
b s 5 D ooz | AUESTRUSSKTE HBMEEDLREET SO
BRI
TR e— S s | ARESTERURSET | EEEESREE >SS
WD DS BB TH S LT<rE,
LU EAEE LT AR EASIORSEIAE
I | OBABICBAT3AESHERETI A, BYHE (R R)
BAHROZETHS Hav D00A | e mpmsmAs gz g5 L, AEROARIOASY
A RIS N3 C & ARDENTNET

2) Miller DT. et al.: Pediatrics 143(5): €20190660, 2019



[ FAZEAT]

TRICHET BEACOV TR, HHAGTIRERRYBT. ABOBERENOEBEEEEL TS,

R SPERED o On | PRORBAESSN. FHOMERES LRT S TMENS
CYP3ARIZHI & JESR

" R — fi?ﬁ%ﬁﬂ%én\$ﬂ@ﬁ$%gﬁiﬁﬁéﬂ%ﬁﬁ%
B R SPIRED . On | PAORBABESN. FHOMPRENETT BTEENS
CYP3AZEEH & WET,

CERINRERBE - HTUADRK]

TEICEHHTIERE - T UANMIDWTIE, TJREGRWIBEZ B (T2 LD ICTIBEL TSI,

TL—=FTN—=YPa1-2R LIeeESR FHRIORHINEE SN AR DOMPEEN LR T BTREMEN G F T

Tr3IVFRFUVD

P3—>X-TJ— K SERB

(St.John’sWort. > k- [ SR FEIORBFMBES N AEFIOMPRENMET I 2SN D £T

[(REIER]
ITFOIEBICDWTHEERWIZE . AFIRSICOW TR ZBBLWLWELET,

cNSMIERG. BWERZRHICER I B1CODN—RAT1 VRICHTHMEE L TERTI,

IDFEEERBE DGR, BEREH EFBAN? CEn IR[AIAY-4

RREEDER. EREHWECAN? CEWn IR[AIAY-4

FHEEREDRER. REFHUEEAD ? OV Ounz

IL7FUFF—L(CK). TLTFoVEORBEDER. BEESHELAD? OV Ounz

MRHRE (MERYEE. BMRYES) ORE. REFHUELAD ? OV OnLz

(IRFICEAY 3FE]

WTFOEBICOVWTRRV LS. AFRAICOVLTOREESENVZLET.

FEFERDH T BBEETT. HTLVBRRSERALT. BRNOBHOH &S Cde Hons

BRATHESIEELE LI ?

HTENRERERT. BENOEREZRHL. pHEFRBORH S A NS (B

EREE ) — 3—TI b A FTD L% (SEETRAT LS CIEBLE Lih ?

PHS LI EDTRSIEA (K. ST, B, BREEL1—LF) (SRS EARNDI—F7 1> LlEWn [AIAY-4

IHADPNTHDT ZF > THRNME TS 3HZNDB B0, BREHEINENS

CEIGELELEN?

SRR ESB B2 RE 30 0LINICIRAT LD (CiBELE LN ? CEn IR[AIAY-4
U538 =R X =9 = >t _

NTENRBEOA SR N LD SERHRED HE . BROBERLT 5455158 Che Hons

LELEEN?

AEIDRE(F1~25CTHDENS. WEDBVEHRICFAR ML ZAEETHREY Ol Oz

BFEDIKRETHLOWELHELEED?




10

1. BSICERLT

FRNCBEH T LN EBRNBVET . FETIE. BHTHSHELZEERHA T LI E
BHES I TRBLTHYET. E<ICHITOVEVEERTERITHETT.

(1) BIE G5 EEDER

O FEENIFNR @rrxw e izngiomEsm)
HRAFHEREAE 1 BUC B 1T DRI IR IR R

@O FNEEN [IFNRICEHET DR @rrx R mey 538 OESH)
BREEPHNR TOBEEFEDRKRERZE L. EXGEHED ) R TZH#D &R <URTE R VBRI IRIGHE
EH T DRGSR 1 BUEBEICH LIRS L TLEE L,

© FENMUREICENET 338 @rry MaR0Re ey 518 0ESR)
FENHD TSI EBEOEYENESEEIRINTVETA. BT EIILEEROUEZ #1TOBESE. BEDIREE
ELWVEEICERLTIIET0,

(BTt

o IFABMDBECHIT2EIMERULREMEFHEIIL TVEE A

® H )L DEERERICHAANSNIENRBEICDWTIE. ANBEIEFAN T RP.55~66. 68~71. [3. i
PREIBRICEIT B 1B = CEIRIZS L,

(FEALD)

o CILAFZT AT EIDIRAPRE GRS LKL T, FRDERSEERLTIIES L,

® 1 EARBDFBEICHIT2EIMERULREMEFEIILTVEE Ao

o FEMDIRARICHAANSNIZWREBEICDWVTIF. ABEIEFERA T KP.52~54, 68~71. [3. M@K
HBRICEIT BB 2 CER<IES L,

a5 . .
O ELE @mrrvizsiomsn)

FHF. BRECTORNTEDERMRICHWV T, FEITDWT DT A58 & MRERMERAE 1 ZLOBED
TRRHH - RBERDEMDE & T FEDERSHEIEHBSNDESCDOVTDOHEST D Eo

O X3 @rrv m=ioEs®n

RO ICx UBEEDELERED H 3 EE

TR IR L TWLWBOREM D H B

BEENOHEERE (Child-Pugh 948 C) & 3 E&E
AENIDRD ICH U TRBIEDEIEREN G 5 BE T, BEUEERN D SHNZTIREMEN GV £9 5
IHIROTREG M (T U CIE AR SRR OB SR TE 1 HBB. /S— N —HA RS DOlREED & 2 B4 (5t
UCEAERESPRORERTER 1 BEIFEGEEZITOLDIEEL TIEI 0,
BEDOITHAEREE (Child-Pugh 938 CO) 0$H 2 EBETE. ARDOMPEEN LRI 2HZNHHET,




(2) FISERINEEE

O EELEXNIR @mrrx menarmzs omEsm
IDEBEREN G S5DONBENH DD T, AFIRSEBRINORSDFERNCOEERE (DI I—H) =
TU. BEORRE(LVEFOZEHHZZT) i3 L T< TV (BBRREER COBRBERBINRZ CSRIIEEW),.
REEAHSHNDENHDDT. AFIRSPEITEHNICROBEDEREZER L TIIEIV, £, R
DEBEBNROOSNZHZSICIE. RPN CEREKEZZ2T L OBEZTIBEL TLIEEI L (BIRKREEE TDR
BEERIE S8BTV,
FFREEESEN H5ONDZENHDNDT. AEIRSPFEHNCHEEREZ{T> T IZEW
ERERERE. SANF—PDHE5ONZENHDDT. AFRSPETEBVICCK. L7 FZoHEDHE
1TV B, B, CKER. MONURPIFA 708 Y FRECHFREL TS0,
B, NEZ7OEVEAS . FHEEL. U2 /NEEA . WA S5 hNdZENHDNDT. AEIRS
h(FEHNCIRERE (MERBEE. BMERDESE) 217> TIEIWL

OIS ENERZEIIEEICHT B8 @rry mrosssrad 35507 518 OESR)
SHIE - BBEREENH 2 EE
BEER BEAE 2l

AR SHBAINORSPEERNCD | ERDIBIET BTN 52,
HEERE (DT O—F) 2170\ BEORK
RE(VEFOZEBZS) 2RI 5 .

BEOKEREEE ‘’5LBWT &, AEIDMPREN LR T 2H5TNHHS 7.
(Child-Pugh %348 C)

IVREX &
ZDEHEENDH 5 EE

FHEHETDEEHIC. BEOKREEZ  AHOMPBEN LRI EHZTNIHS 7.
BEICHRL. BWFRORERIC IR
TBHIE,

hEE O REREERE
(Child-Pugh %348 B)

thEE D FHEAEREE (Child-Pugh 948 B) D&% 2B ETIF. A& E20mg/m* D 1H2EHES & LTS
1@ 20mg/m* 1H2ENHRSEFUTOROES ) TT,

(A7) 1E@20mg/m? 1H2ENERSE

20mg/m?(mg/M@)

AREE (M?)
# ®
0.55 - 0.69 10 10
0.70 - 0.89 20 10
0.90 - 1.09 20 20
1.10 - 1.29 25 25
1.30 - 1.49 30 25
1.50 - 1.69 35 30
1.70 - 1.89 35 35
= 1.90 40 40

11



1. BSICELT

($8%1) 1E120mg/m* 1 H2ENER5E

{(ARERE (M) 20mg/m?(mg/@)
Eﬁ %

0.40 - 0.49 75 -
0.50 - 0.59 10 0

0.60 - 0.69 12.5 12.5
0.70 - 0.89 15 -
0.90 - 1.09 20 -
1.10 - 1.29% 25 -

F) RREEN.29M° EBR. LI AFZTH T ORANREREE Az #iT LTRSS
TBHEICIE. ZORESEEEIAFZTAT L TRESNTVSABICELD &,

| <BE @TR RUBE OBESHR) >

| FSEREEET AMARBREAOES GEAF—9)" ;
| FHBEAER AR RS 65) ROBE O EEES AT 2RMARRES (Child-Pugh 948 A, 8% [CAHI50mg%. PHE |
| OFFHEEEEE AT AR ARERE (Child-Pugh#38 B. 8l CAHI50mgX($25mg%., LU CEEORREEEEET BHA |
#HERE (Child-Pugh %8 C. 86ll) [CABI 20mg A BERORS Lz & &), FHMEEEN ER MRS LN TEEDITHAES
=AY DWHETIIASHEAUCH NUHSHIEIFEEFEAUCKH EZNZEN 86BNV 69% THh olzh. hEEDIHALEE =

BIBWBETIIZTNZN159%NV 141%. EEOFHEERS 289 2HBRE TEZNTNI57%RV317%TH o717,

E1) ABOERSNICRERCHER. H TR EE. L AFZ7E0LT1E25mg/m? (RRER) Z 18 2ER0OKB579 57, EEDREC
FUBEHET B, /2L 1EBEIF50mgZ LBRET D], BRI TE FER. NEICEEIAFZTELTIE25my/m’ (h&REH) = 1820
RO/ST 2D, BEOREBICKVBEERET D, 2L, 1TEHEEF50mgZ LRET 5./ TH D,

3) Dymond AW. et al.: J Clin Pharmacol 57 (5): 592-605, 2017
[COI': AR, RURXLIFT A KT EXAMERMA S DZEICI VRSN, BEICRFT7 AN TR AHARME. ROZOBEEREDHEN
2ENDB]

4) fHNER | FHEEERE 3 2 BE DY (FERISTTHEER)



© BE{EA @7 armiomEsR)
AEIE. FEICCYPIAICKWRBI SN, CYP2C196BEELTVWET, UTNOEFIEHAT I EEETH(TE

BLTLES L,
(h7el - FEuE
EHleE ERARIER « BE75E s - BRET

BN (FHPIEEDCYP3AREEE
720X T1> >
IDRONT>>
I RZOFV—ILE

TL—=FIN—=YTPa—2R

REIDBHERNERSNDHZNNH
BIcH. CNSDEFICDHATIEE
BRRVEETD &,

POEEIHATBHEICE. RET
BEEHIC, BEOREEZIEEICHR
L. BFEADORERICTEFET B &o

CNSDEFENCYPIAZHET S
&R FEIDHBHAPEE S N
AEOMPBEN LR T 2T REMED
%éo

ZNarV—=)L

REIDBIERNMERSN D HETNNH
BEH. INSDEAIEDHBETIRE
BERVBET D Z &

PUERITHATZHEICE. BET
BEEHIC. BEOREZIES(CHE
L. BEROERICTHEIET S &,

CYP2C19RUCYP3AZEET B
EER . FEIOHHHABES SN, &
BlDMPREEN LRI 2TREMEN DB

BV (FPIEEDCYPIAFEEHX]
kil N )
D77y
HILNTEEZH

FRIDHRNHSEZ T 2B TN H DT
. TNSOEREDHMAETTREGIR
BT &,

TAITFRFIYD
(St.John’sWort.
Ttk P3—2X-TJ—NZEEBS

REIDHREIZT BHTNHAH B
H. EBRULBGVEDIERET D&,

NS DEFENCYPIAZFHET S
&Lk FERIORBARE SN,
FEIOMPEEMET T 2T REED
&/E)o

(BTELDH)

EHleE

BRI « 8E75E

& - BRET

B9 I VESERE| (71 A2 KE)

EYIVEDEMEREZDLOEET
T yaRa

MAEEH

T/ AR
T
TR &

70 NO>E R EFEEEL (INR)
BEDOMASREEEDHRE. BRREKRD
FRASEOICTL. CNSDOESIDR
EZHEITH &,

ANIFTHZINTBNI 70—
RUIFL>Z)O=)LELT. &l
10mg(Z(F32mg. &HFI25mgl(C (F
36MgDOEIIVENSEND., Y
IEOSHASERICLY . Hmn)
R HER P BO ML D Do

13



14

1. BSICELT

BV IEPRREDCYPIABEERE UL (EF 7L IF V=)L EDHBIFTEERRRVEHTTLEE W RTEEFTH
BT 2BE(ICF. LTRORICHEV. 1E20mg/m?’D1H2ERSE U, HARICEWERIRIE LZEE(CE.
1E15mg/m?’D1H2ERSISHREL TLIES W, 1820mg/m? 1H2EBX%C 1@ 15mg/m? 18280
BREEEFUTORODESN T,

(B7EI) 1E20mg/m? 1H2EXRV'1E 15mg/m? 1 H2ENIRSE @EFFY [FERUBECEET 335 DIESR)

20mg/m?(mg/[El) 15mg/m?(mg/@)
{AREE (Mm?)

# & 8 &®

0.55 - 0.69 10 10 10mg/H
0.70 - 0.89 20 10 10 10
0.90 - 1.09 20 20 20 10
1.10-1.29 25 25 25 10
1.30 - 1.49 30 25 25 20
1.50 - 1.69 35 30 25 25
1.70 - 1.89 35 35 30 25
= 1.90 40 40 30 30

(g8%1) 1@ 20mg/m? 1H2EXV 1E 15mg/m? 1 H2ENER5E @EFAT [FERVESCEET 335 0ESR)

e 20mg/m?(mg/[]) 15mg/m?(mg/[El)
2 & L ®
0.40 - 0.49 7.5 7.5 7.5 5
0.50 - 0.59 10 10 7.5 7.5
0.60 - 0.69 12.5 12.5 10 7.5
0.70 - 0.89 15 15 10 10
0.90 - 1.09 20 20 15 15
1.10 - 1.29%® 25 25 25 10

F) RREEN1.29M* ZBZ. LA AFZT O T ORAIRE SRS CARZ#EL TRS T 2BEICIE. ZORSERCIAFZTNHTELT
RESNTLVSABICELD &,



| <BE @TRL [RUBE OBESHR) >

1 N53FY— ) GEHECYPIAER]) & DB HEAT—9)? 1
L REMA 24811 RSOFY—)L200mg%E 1H20 11 BEREROBRS L. B58HEICAK 25mg ZHEROBS LE |
L FEER SIS B LT NS DF Y — MR TR A F =T DCraROAUCH I ZN2N19%RO49% LR LY, |

- 7033 Y=L (CYP2C19BEERIA DHZENCYPIARERI) & OHAE GEAT—S)” !
L EERA226IICTIILOF V- ERS 1 BEIC400mgEEOROERS L%, #5288LK(E200mg%z 1810 108HK |
L EROBS5L. B588B(CAFI25MgEEEROBS Lize &) | ARIEMBSIHEEEL T 7L IFY—LEERTEEIL |
| AFZTDOCraRUAUCKHE ZNEN 26%R 1V 53% LR U=, i

- 77 2EY Y GEHBCYPIAFEER) oA GHBAT—9)? 3
CREAIA220IICY) 77 222 600me% 181811 BERERDERS L. R588BICAFI75mgz BEROKRS Uiz &#), |
| ARIERESEE R LT 77 Y EY UHBETIEEILAF Z T OChaRUAUCKHEZNZN 26% RV S1%ET L=, ‘

CINROAY Y. PAFFEL TTFELIY? 3
| ERFNREYEERTTILCLZS I 2L -2 3VICHBNT, AF 25y E RIS LIt EEITR U IEEO CYP3ARESE |
 HTHBTUROTT S (500mg 1B3ERS) XEVLF7HE 4 (60mg 1H3ERS) EOHABETE. CIXFZTD |
| AUCHR U Craxl3 ZNZ1NHI30% ~ 40%ROKI20% LR T BEHES NI, F/ow FFI75mgz 8RS Lize FTHLE", |
| PREOCYPIAFEAITHBIT 77 L > (600mg 181 EHRS) EDHAETE. TILAFZTOAUCKRUCraldZN2 |
| N3B%RU22%E N 5 RSN, |

E1) AROERSNIZAANROHERR. B LIV TEER. B XFITELTIE25mg/m? (RRER) 7 1 B2 AROFB5T 50, BEORREC
FWBERET B, 12720, 1@EE50mgZ FRET D). BRITE BE. NEICEELAFZTELTIE25mg/m? (ARER) = 18208
BOBST BN, BEORBICLVBEERET 2. /20, 1EHEF50mg%Z LBRET 5.1 TH .

5) #tNER  BYRBEIER « N T30V — )L GREREFHIER)
6) Dymond AW. et al.: Eur J Clin Pharmacol 73(2): 175-184, 2017
[COI ' KRR MUFMALE T R N T EXAKRARHA S DZIEICLWERIN. BECEFT7 R N T EXOHARMOHENZTEN D]
7) ftRER  BYREEIER 7L 3V — )L GRERESSHEE R
8) *tNER | YWEEIER 7 7 > B > GRERISTHEER))
9) HNER | EYMEE(ER £BFNEYRERET )L I 2L —2 3 > (FARETHHER)
10) Cohen-Rabbie S. et al.: J Clin Pharmacol 61(11): 1493-1504, 2021
[COI: AFAZR. MOUFMALET R N T EXAKASHN S DZIBICLWERSN. EEHCRT7 RN T EXABARHLOHENSEN D]
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1. BSICELT

O 1115, ER. HIRE. INBEEADES @rrymrosrraysszcny sz oEs®

i, Eim. RILWm. R

‘BELBWI &, YO RZAVWEE - BIEREICET 28R TE. I - BBIEFET.
S, BREEEORINROSN. BRKEEESE (25mg/m? 1H20#%5. 9O

YERSL (4 : \
WS (CH T DR 2,818 T o/ T R E AN LERTR O S DR
= N
HIRUCOSIREMEDHIRME | oot - rearoin . R Ic kA R OB REOS AR 5. EFE
BE (25mg/m? 1 8205, DIESHE) ICHT 5B 0.4 8RB TH >
YERTT e A Lt ABHE SRR ST 1 /OB EN RS> & SEET 5o .
= N — RS B ) T
Ao AR SRR SR TE | B S EEE TS £ SEET 5o L,
I LG N EHDE L. AR EARIORSEIAE N OBIDICBETBME
19 S HERETH B, BYRE (7™ 2) TELDOBEYAAR IS L. &
RO AR DRSEIA I DI PE XN 3 = & ABDHENT LB
BT
EHAERBIR. FAER. LUEYE3EEBOME. AEER0.55m2FEnIs
. HE & U B RO R AR U =R RatB G LT LA L),
Ui

(READ
EHEAFER. FER. ARNEHREREO.40m’ KBD/NBEMRE LIcBEME
ROZeMEEFEE UICBREREERL TORL,




(3) A& - A=
O FENMUHE @y meroRe 0EsR)

(B7E)

BE. TAXFZTELTIE25mg/m? (FERER) Z 1 H20R0O1FBS5 LEIH. BEOREICEEE
BELET, 2720, 1EEEF50mgZ ERELET,

(READ)

BE. NECEEAAFZTELTIE25mg/m?* (FERER) 2 1 208085 LEITH. BEDRREIC
FWBEERELET. 2720, 1OEEF50mgZ LRELET,

O FENUHREICEET 338 @rry manonecSEs 518 0ESR)
FENA T EEROEDZHNEAELITRSNTOWERA. DRI EBROUBZ 2#TO8B6(E. BEDIR
BB KV EEICEHRLTES L,

(B7EL)
O 3IFABDEBE(CHTEEVWMRVLLMEEEIILTVER A,
o AREBHNSHMELEATEILDORESEBEUTOROES T,

FREEDSREULEH TR DOERSE EFAT [BEARVEECEEY 358 DIESR)

{AREE (M?) B52
0.55 - 0.69 #120mg/% 10mg
0.70 - 0.89 1E20mg 182E
0.90 - 1.09 1825mg 182E
1.10-1.29 1@30mg 182
1.30 - 1.49 1@35mg 182
1.50 - 1.69 1@40mg 182
1.70 - 1.89 1@45mg 182E
= 1.90 1@50mg 182@

® 10mg & 25mgh L OEYFWEFEF RSN TULAEWZSH, 1E50mgZRS T 2R(CE
10mgh 7N Z2FERLBNTES L,

o IWE(C KV RMBEDINKDBESNARDRE(CHEERIFITREENGDIZH. DBETRNLDEE
AL TLIEZE 0

LTOmRzEBEERIRICTIBELSEE V. @FFAZ EALOEE] RV LOEE| OESH)

e N INEMATEY ., BHULEY. BBHZVETIC. ZOEFFEKEEEICRATEE. ATEILHS
heEH U TRTE. TOBMRIMESNGVTIREENH D &,

o R NIASEIREIFE HS T, FROEEERT D&,

o B O S ERER(TTER(1~30C) TRET S &,

o NEBEDIBE. NI ZRAATCKRICERT 2BENH 272, RARIICEEN D FILEZkRA

TEIBDNERT D& (RBEFMAATRP.6. BBERIFT YV IANZISRIIESV),
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1. BSICELT

(FEALD)
T BRARBDEBEICHT2EMERORZEMRBEILTVEE A
FERERD SBRE LB OERSERBLUTORDES ) TY,

FREBED SRE U LN DRSS E (EFAY [FERUAECEET 338 DESR)

{A5RmEHE (M) ®”58

0.40 - 0.49 1E10mg 1H2E
0.50 - 0.59 1@12.5mg 1820
0.60 - 0.69 1E15mg 1H2[@
0.70 - 0.89 1E20mg 1H2@
0.90 - 1.09 1E25mg 1H2@E
1.10 - 1.29% 1E30mg 1H2E

F) RREREN.29M*ZBZ. CAAFZTH T ORAIRELBE ICARZ#EL TIRST
BBEICE. TOBRSEREIXAFZTATEILTRESNTLSIABICELS &,

IWRICK AR DREICHEEZRIFITUREMN G DD, DEEITRMNOFERMFLTIIZE 0,

UTORZEEBERIRICTIEES LIV, @F 5 ERLOEE TRV EOEE| OESR)
ABIBRID N T LIEBETHY . DN BEBESERALT. BENDOERDAZR2ERA T &,
H eI BBEZRMT. BEEANENZ pHSFREDPHSHWRSIRAEISEE TRAT 22 & pH5L
LOBRSBEERITSETDEAF OO —T 1 I DRI NTHRODY AF > THRMETNT 2B ZNIH D7
. FREFERSNGZWN &,
(fERATIRE I SIRAHI (pH5 i) )
SRR —
BLITWERDIERT : REDK-WEZHEK@ER/ AT v I7917)
S5LEBEL— LEVK@ER/ AT 1 v I917)
s REREBIC —DERFAFRR/ Sy —2 . BERFEITOT T 71 NETHERIT S &,
« IREHBNE 1 —DPICEPHS U ED B DA BB DT, BRDKEICHERT 52 &.
3TN A1FIDvLE
(ERANHR I NG VEZSEESG])
OK. )7, B BREEL1-LFHF
— pHS LU LB DT, AFDHEHIEDH D TEEEN G Do
O L—TTN—=Y, BT—FL >V INsZ2ZLHD
— AEIORBABEZE SN, AEOMPREN LR L. BHERANR 208EMNH 2,

KRESREEREGRE300LINICAIRRAT 5 o

AT EINBEBEDA SR NLH SRR HE S FROHESRT D&,
FHENEN1~25CTRET D&, ZOREHDTUENDEVRHICIE. MBETRETS2FNIXETHE
(FEIEFAA A RP.8. [BSFIF T v IR NEISRIIESIW),



(4)

Bl {EAFEIRESF O XFU%E

Q EHEBADHRIRICK W HET DIEEDNIZEE @7y mrrvRs8ET 338 OESR)

FEERSCRVENERNER UCIBEICE. MTOREEZSE(C. FEIZARE. BEX(EFPLEL TS0,

2ERBERER(ICBEMENROSNBWES. B5Z2HIELTIIZS W,

(B7E)) BWERORIRICELWFHET 3 I5ENIRE5E (EFIX [RERUVEECEET 353E] DESHE)

AERT (mg/m@) 1 EXPEIRLE (mg/ @) 2 ExpEipiE (mg /M)
{FzRmEHE (m?)
L & 2 ® L &
0.55 - 0.69 20 10 10 10 10mg/H
0.70 - 0.89 20 20 20 10 10 10
0.90 - 1.09 25 25 25 10 10 10
1.10 - 1.29 30 30 25 20 20 10
1.30-1.49 35 35 25 25 25 10
1.50 - 1.69 40 40 30 30 25 20
1.70 - 1.89 45 45 35 30 25 20
= 1.90 50 50 35 35 25 25

(FERD) BIfEAORIRICKVFEET IIEEDREE (EFFX (BERUBEECEET 535 0ESR)

PR (m?) ERT (mg/mE) 1 EXPEIRLE (mg/ @) 2 ExPEiRE (mg/mE)
=M
L & # ® L] ®
0.40 - 0.49 10 10 7.5 7.5 5 5
0.50 - 0.59 12.5 12.5 10 10 7.5 7.5
0.60 - 0.69 15 15 12.5 12.5 10 10
0.70 - 0.89 20 20 15 15 12.5 12.5
0.90 - 1.09 25 25 20 20 15 15
1.10 - 1.29% 30 30 22.5 225 15 15

F) AREEN1.29M ZBR . T AFZ7 AT ORAIRERBECARZMEL TRETIHBEICE. TORSEREIAFZTH LT

Bat—)

ax AE

SNTVBREICELSZ &,
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1. BSICELT

O BIEARIRIFI O AEFEEE @rry mrronscmes 358 0ESR)

BIfER

B

nE

BESHIN S5 10% U EETHDILERE MRIE

OEITZETHREL. BRI ZHG. AEZ

JEERHE (LVEF) & T PUF CHERIE 1EBEREL TRE Y %,
fEfEME (FGrade 3B E 5701 T 3,
HEECR EFIEX (EPOERERERREE OEJID2ETHREL. BRI Z5E. 2%
= 1EEREL TIRST 5,
TRIRESIREAZE BE5zHIET B,
Grade 1 X (3BBOAERGrade 2(MCK E | BEDRESFE LGN SRS Z/HET Do
SN (FEER
BBEAREEIRGrade 2 X (dGrade 3MCKE | Grade 1A FICEET 2 THREL. BT
e B IERER 356, A7 1 BEHEEL TR57 %,
h Grade 4DCK LS Grade 1 U TFICEHET 2% THEL . HRIT
356, A 1RERELTERST 5. £
fo. BEDIEEBETT B,
TR R ERE ®BE5EPIET B,
Grade 1X(32&H0AE%Grade 2 BEDREITEE UGN SRS ZHET 5.
<5 BAEREERGrade 2 X (EGrade 3 Grade 1A RICOET S ETHREL. BFET
355, A% 1 BRERE L TR5Y %,
Grade 4 5701 T 3,
Grade 1X(32BH0JAE%aGrade 2 BEDRESTELBH SRS E#HTT Do,
BAEREERGrade 2 X (EGrade 3 Grade 1B MICEET 5 THREL. BT
SIS DBHER 356, Az 1RERZEL TI’RS5YT %,

Grade 4

Grade 1L FICOET D ETHREL. BEIT
356, A2Z 1BREEEL TR5T %, £
fo. REDIEZRETT B,

7¥) GradelECTCAE ver.4.03(2# 0%,
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2. FE=EJTBEIE

& FDRIR

UFICRESNTLZEIERAUNTERBRBNUER AN S E T EEESBH 1 R

P.10~20. 1. BEICEL TIZTSRLESTWL),

~ LR =
(1) IDVEBEPEZE @zi5x mrnumscmes sns (S8 mA0 8] [SALBIER OESR)

O #I=

FEIDITSIC KV . DEEERENHSHONBHEENHBZNDT. ROBEISERELTLEELY,
- AR SFGEIC. R OEEB TR EORHEZFL TWS & ZEERL TS L,
- BRENRSEISETR VRSP S EHIN ™ [COBEEERE (DT O —%F) 217V BEQRE (EERHEOEEZ

S0) Z#ER LT EE LY,

- BIAGROMEKBESHI(CH W T, BREEA EEHERE. REMFESZDUERESEES RN RS

SN, DAEFEDER R IHERESDORRORS SN TLET,

<EENHSNIIBEDFHLITE>
- MBICIH U THRE, BEVCERSPIEE. BUBLEZIT > TIIESL,

- AERMES (FCGrade 3L EDEREERFGD ZRHHZG(FE. BE5ZPIELTIIES L,

¥ BRIREHER COMRESAE(IP.52. 55, 58, 62(Z5CH,

@ ERHHEFAN X T B HEHET @rre mrronscEEy 338 0ESH)

BS5RIH 5 10% L E

ETHOESTREN ——> OETIETHE | | BSARELT
’ B5HERH
N CHEE(RE
FERMES (& N\
Grade 33k 7 RS
ERHBZA D Grades 8 (CTCAE v4.0-JCOG &K 1) #if)
Grade 1 Grade 2 Grade 3 Grade 4

ZEB I ER L 3 (EF) #'50-  ZAsBSERHIE (EF) A< 40-

— 40% ; N—=RZ1 N5 | 20%: R—RXZ12H5E
10-20%&E ™ >20%IE T

BRHSRFA D Grades$8 (CTCAE v5.0-JCOG& Wik 1?2
Grade 1 Grade 2 Grade 3

R EFIFER 3K (EF) /Y50 | REBBFERHEE (EF) /Y < 40-
— 40% ; N—=RXZ14 N5 | 20%: R=XZ12H5E
10-<20%&E~ 2 20%EF

11) JCOGAKR—L~R_—2 : Common Terminology Criteria for Adverse Events (CTCAE) Version 4.0
https://jcog.jo/assets/CTCAEV4)_20170912_v20_1.pdf, 2025/10/01 552

12) JCOGKR—L~_—2 : Common Terminology Criteria for Adverse Events (CTCAE) Version 5.0
https://jcog.jp/assets/CTCAEV5J_20220901_v25_1.pdf, 2025/10/01 &R

LEPIFER R (EF) <20%

Grade 4
TZESIFEREER (EF) <20%

KPODO [ 3 [RF]EZRHT S



© ERFREERIC S 1T B RIRIANR

OINBREZE TORERRIASR
FHEIRA U 1 B 7 BRE O\ BEE R s UL EREESE [/ TIERRY LBV T, FHZRS5S
NEBEICHT B OMERER ™ DRBRREUTOE B TLIZ ",

HEAIFR— b
BAEAIR—K SHER ek
BEER L IR—h2 (1 B 7 k) :
GEMETRRE) (ML AREE) 4% 269
156 176

DNERES 0 1(5.9) 0 1(2.8)

ERHERA 0 0 0 0
Ay TIE 0 1(5.9) 0 1(2.8)

L E—ERNE—BE(CEHORELLHESR 1 HE LTRUIR T2, BEERE(EMedDRA/J version 26.1 # AWVTERR U,

RIEIEZRED 1 BIFIEEE TH . MICERE - Grade 3 LI EDDIMBERBRFIRVROOSNFELZATUT

1 ERHES 1/ TERROFMEP.527E T8RS L,
¥2 DMEBREROER : BEEFRI

%3 GradeldEBRHES 1/ T41BEER TIFCTCAE ver.5.0 124 %,

A7 ELNZRALUCEBNSE THEEHR QEULE18mUT) . ERNE 148
£ [ HERBELOBNE 1R LT, JBRREOHEER) 'CHVT. AEZRSINLEEBCHITE

BREFRAORERRIUTOEH) TLRE,

REMTE. KR, 7B, LEHETE. DERERE

AR CGm L 18mIUT) . RUBH

step £Grade Grade 3Bk

o 51l (%) £l (%)
JE5VEE I ABEER 13 0

504l (26.0) (0.0)
B [ 1E5HER 2 0

1241 (16.7) (0.0)
INBEEDHSER 21 1

(GByVeE 1 BEHEREY +iB51 55 1 1E55REY) (28.4) (1.4)
7461 ' '

Gradel$BHE 1 HBEEN OSEN S T1HEER TIECTCAE ver.4.0 (2. EWE 1 #8588 TIGZCTCAE ver.5.0(C# 3%,

BN THEEERD 1361 (26.0%) THRIB U ZBRHERHA TlE. 26 (4.0%) TGrade 2 DERERFDM N & S,
10 CIIERETERNABIRSCEET 2TEUNHDELE L. CD2BITIE. KREE. HEL TR
SamLE Lz,

INBEBEDOHEERD 214 (28.4%) THIBUIZEREFHA F Grade 2A°2041(27.0%) . Grade 3A'1
B1(1.4%) T. Grade 4Ll EDEDIEIRDOSNEFLBATU L. WITNEBIERERMTH ). 7B, [FIREE. &
FHEODAL/DEBEEERET BAEREEEDSNELATUR. TRIE1761(23.0%) HEE. 44 (5.4%)
HNROEXEFRETH ). FEIEDEEED V) HMSNZEE T 1560 (20.3%) TUTKE. DOREKEE THIR
SHARS (chofB) (F441.0BCTLE ™,

EAEE [ B 261(16.7%) THRIBUIEBEERPNDS 5. Grade 3L EDEDEROESNELATLI,
WINEIERIET. ABEDBES ) SRR, RS, FERSEEFHEL (RSEEMLELIE,

T B ERRA L Ic/NREE DERRHBROFEMIP.55 % S8R IZE L,

13) #tE#} 1 SPRINKLEFER (AERESFHEE R
14) HREH IR EEY SEIFR & T O R EHEER)



2. FR=EITHENFR L ZOXR

INBBEOHGHETT2021F28278BICT—9H Y AT LB TR 16BIICLVEFE TS SN,

158lFGrade 2. 14l(FGrade 3T WINLEIERMET Lz, FIOFEIRE TORSH 1 7 )LhRIE (#H)

(£20(4-95) TUL7=. 1441(88%) TIIESENEEHFDOWNUNTHREDN AZTHT . BENIIRZEHIRH S
nxLE,

BIERTUIA. SHITE3% (EETR) UTOLVEFETAROSNE Lz, 2835 FHEREBZITU.
3BIFRS =T L. RICNICLHI TLVEFA ERSEENICOEL. AEIRSEMELELRZ Y,

OMAZBRETOFRRINR

A7 ZERALRZ18HULEOMAZEENRE U ERHARS MERHR™ (CH D DMERBR* DR
WREATOEHSYTLE,

—E5RH TRl SHARA
= FEH (%) FEH (%)
AIEE TSuRE AE/AEIBE | TSER/FEE £
(71 61) (7441) (71 61) (666) (137 61)
IDMERER 19(26.8) 3(4.1) 19(26.8) 12(18.2) 31(22.6)
BRH==RIA 5(7.0) 2(2.7) 5(7.0) 5(7.6) 10(7.3)
P 1(1.4) 0 1(1.4) 0 1(0.7)
RIHEZEE 11(15.5) 1(1.4) 11(15.5) 7(10.6) 18(13.1)
RiEHERR 3(4.2) 0 3(4.2) 0 3(2.2)

F L E-ERNE BB CEHORRLUCBEE 1 4E L TRWIR 1t BEEREEMedDRA/J version 26.1 2V TRR U,

<ZESRH>
AREIBFTRO SNIERHFRA 56 (7.0%) « FEMEFEE1061(14.1%) (3. FEIE DBEEEATE TSR
EHHETESNFE U7,
AEIBET. Grade 3™ LLEDDMERERN 161 (1.4%) (CRHSNFE LT,
FE - BEPIENORTICE L DMBERERIFFRDOENELTATUR,
BARAEROFFEFTE. DMERBREFZBOHSNELTATU,

<FHIZSHEDOZ=HF>
FHIRUZERHZBEA 1041 (7.3%) (F. INTAF EDEHEUAEE CS B LW EHSNE Uz,
Grade 3 DERHZFAH 161 (0.7%) [CRHESNFE LT,
BE - BEDIFNORTICE L DIBERERIIRDENELATLE,

BARAEROZE 158(CH T2 DMERBROFERRR(E 34 (20.0%) T, 2055 24 (13.3%) (CERHE
HADRHESNFE LT,

MEKPFEZE(C LD IDBEEENDELE(L. DIEICHFTE YT Mo 2EHETO7 1 > FF+—1 (MAPK) ZEEHES
5932 ENEZISNET,

%1 ERAESENHEOFMEP.61 28R IZT 0,
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<FEFHEHIER>
cPK: AEXRTHTE. BRIZEESSINEABAIR-MHESESNEZBLDAUC RUHRER.
SPRINTEHER (22t & B % 51 U 7= B ER) TE5NIAUCo12D5~95 /85—t > 91 )UEEHE L
oo HHEADR— N (OR— K1 RU2) OREWRBEHNT. AUCo120 DEAFEER U 95%EHEXE (ML
T. C) ZBFEHBERODIEITH L TRD,
SRAEHE Z D 95%CIHSPRINTERERDAEIH 1)L TES NI AUCo12 DEFITEHED 60~140% DEEANICH D

BE. 2FEHETASDENE N T LI OBEEFEEETH D ETEESN. AUCo12 (RUZDREDOPK/Y
T A=) % SPRINTHER TESNEAB D T OBEZHE & L& Uiz, HAANIDR— NDOPKERTIZHN
BEAIR— M EFRICERU.

- RN EREREEIRGEE (B, TOE. FERE. R/IVMBE. PRE. ZAEBE) €AV TEN L.
AT 3 —EHIEHH TR (EHROEE) €AV TEN L

<tREBEE>
- DHERERRE DB AU -8, Cycle2. 5. 9. 13, 17. 21, 25MDay1. ®5&TH. 2
MHBHEAE (R85 308%)

- DMERERRE DI O— 1 RTU—Z2 70 Cycle2. 5. 9. 13. 17, 21. 25MDayl. &¥5&TH. &
2IHENREE (RfLR530B8%)

CRREMERE 27 U—Z278. Cycle2. 5. 9. 13. 21MDayl. B5&TH. Z2MENAE (RI&K
5308%)

- MRIHE (MEREROAST - ALT- CKE) : R7 1) —Z> 78, Cycle1 MDay1 &Day15. Cycle2. 3. 4.

5. 7. 90 110 130170 210 25MDayl. #5&TH. K2MEHERE (RKR5308%)

13) # &R © SPRINKLEGER (REREFEHE )




FEARETE

<EERHART>
INTOBEDNAFFEROD 3T TS ELT UBR (2024F488H) TF—9% Y NATLTE
BiTEERRmL. PK. Z2MROBEM. BoUICBFEETHE LI (T—9 Yy hA 7 1),

a PNIZEER L. BRARICRIEE 25 CERBEEMAHIM U /ER. XEEMHE. FERICIIRRE. SRS, ZESEN. HECE. IERAL.
NSBEREAEROKBES 5 ISR IPNAZTEND A CNSICRESNAL,

b PNAZEEARREFWWUED. MELTLS. BELTWVS. HDVEPNAMEICEATNDZEHICKY) . EXRRIIRECKHES ) AT &2 0T

[CFMIC L > TRRIRET DT ENATRE. XFLERMBCHFT TIBVI RTN G2 EEBREFEMAHIK L 56,

6. BiENURE
BE. NRICEEILAFZTELTIE25mg/m? (ARERE) 7 1 B2EROKB59 3. BEORECIWEERET . 20U, 102
50mgZz LfRET %,
SHERIER
<zEMHE>
K & DEREENBESNAVEAEEERORERREUTOE 51 TUE (REMBITHSER) .
ABAIEZR BAATR— )
sEER JR—h1 Tk—b2 P ARLLE78RR) DRt
(4R L7 Bk (1R E 4 mR) 3261 461 3661
1581 1781
& DEREF
HEESNhGEL 15(100) 16(94.1) 31(96.9) 4 35(97.2)
S=ER
EIRN 5(33.3) 3(17.6) 8(25.0) 0 8(22.2)
BN 8(53.3) 7(41.2) 15(46.9) 1 16(44.4)
=11l 0 3(17.6) 3(9.4) 0 3(8.3)
SR 1(6.7) 1(5.9) 2(6.3) 0 2(5.6)
[1=b 2(13.3) 0 2(6.3) 0 2(5.6)
TR 2(13.3) 5(29.4) 7(21.9) 1 8(22.2)
Ok 2(13.3) 1(5.9) 3(9.4) 2 5(13.9)
IE0t 1(6.7) 2(11.8) 3(9.4) 1 4(11.1)
BRERE 2(13.3) 5(29.4) 7(21.9) 0 7(19.4)
vl 6(40.0) 7(41.2) 13(40.6) 0 13(36.1)
Py 5(33.3) 5(29.4) 10(31.3) 3 13(36.1)
EELTE 3(20.0) 3(17.6) 6(18.8) 0 6(16.7)
e 1(6.7) 1(5.9) 2(6.3) 0 2(5.6)
PHREZIAREE 2(13.3) 0 2(6.3) 0 2(5.6)
RIS 1(6.7) 1(5.9) 2(6.3) 0 2(5.6)
B 4(26.7) 2(11.8) 6(18.8) 0 6(16.7)
ALTEND 1(6.7) 1(5.9) 2(6.3) 0 2(5.6)
7 3S5—UiEn 1(6.7) 1(5.9) 2(6.3) 0 2(5.6)
ASTIEN 2(13.3) 2(11.8) 4(12.5) 0 4(11.1)
i1 [==I@ €= 1] 5(33.3) 5(29.4) 10(31.3) 1 11(30.6)

F L E-ERNE-BECEHORRE LZBEE 1 & UTRY Rz, BEERAB(EMedDRA/Jversion26.1 # AW TRR U,

53
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3. ERFREBRICRE T 5153k

EEGEEERF 24 (5.6%) (CHIREL. Grade 1 DFEEN16IIC. Grade 3DBBERN U LB 1 4]
([CERHONIZHA. WITNEARF EBhER L &k Nn iz,
FEUICESILAEERNOBREDRSPILICESILAEEREBHONEHA DT,
HAADR—NABITE. BEBRNOAREDBEEUABE CSBRVESTBRN46ICHKIE Lz, Grade 3

D EOBEEZR. 28 - REDIENORTICESIZEEBRI(IE

<\ >

BOSNBEH DT,

BIMEOENT —9HY 47 (2024F10B4B)BRTO. F77)L5. 90 130 19, 25BRICHTS
FBEREEERRNIC K BPNEHE* DIEREEUTDEH W T Uz,

dkR—b #1175 1719 HA1IM13 | B1T7019 BT 25
Eyaliil]lE 15 15 15 13 8
Response 4(26.7) 3(20.0) 5(33.3) 4(30.8) 2(25.0)
Stable disease 11(73.3) 11(73.3) 10(66.7) 9(69.2) 6(75.0)
TR Progressive disease 0 0 0 0 0
FHEANEE 0 0 0 0 0
KAl 0 1(6.7) 0 0 0
STITBHILY 17 17 11 3 0
Response 1(5.9) 3(17.6) 2(18.2) 1(33.3) 0
Stable disease 16(94.1) 13(76.5) 9(81.8) 1(33.3) 0
dkR—hk2
Progressive disease 0 0 0 1(33.3) 0
FHEANEE 0 0 0 0 0
KAl 0 1(5.9) 0 0 0
By aliil]lE5 4 4 2 2 0
Response 2(50.0) 3(75.0) 2(100.0) 2(100.0) 0
BEA Stable disease 2(50.0) 1(25.0) 0 0 0
J%=h Progressive disease 0 0 0 0 0
FHEAEE 0 0 0 0 0
XA 0 0 0 0 0
Epaliil]lE5 36 36 28 18 8
Response 7(19.4) 9(25.0) 9(32.1) 7(38.9) 2(25.0)
Stable disease 29(80.6) 25(69.4) 19(67.9) 10(55.6) 6(75.0)
= Progressive disease 0 0 0 1(5.6) 0
FHEAEE 0 0 0 0 0
KA 0 2(5.6) 0 0 0

XEBBENME CRENCERASNTVRFHIEEZHAV T, MRIBGENUBERKTRIC X 2 2BFHEIC L. Response. Stable disease.
Progressive disease. FHliAEED 4 ERFETEHIS N7z



O H 7N ZRALENEERE QR LE18FUT) 20® & UiBsiss 11855
CBHNT—9)°

=[]

NF1ZZOPNICN T ZHBBNRMOBKRIDEN SBEMEZRTT L. R2MEICDVTEHRFTT 2,

HRT 1

B ZifsxitE). B8, JFER. 5 THEEER

POE

- PNESEDREVRAE Z 0\, FMABEGPNZE T 5 2L E 18 U TONF1 E& 5041
- BEERREERUBRNEEIC D VW TEIARBEEFERA T RP.68~71 [ (2) lRRHBRICH (T 5 FER - bR
BE|Z SR

HERITIE

S 1HA 7))L 28HEE L. AFI25mg/m? (FREHE. L. BSA)1H20%. ZREFHIKEEHICH 126
EiE I OERROKRS U,

- BB 1 HKENDSBE 2B E TORBDOIRM (L (T 7.

s AU ILEORERBIEEREL BN Dz,

- BS5EEBSACEDVWTERL. B58/ T/ JATEEUIZRSEICREEL 5mgX (S 10mgEfiiN A
£ BSANM1.9M’ KU EDIBEF£2T50mg) 2185 Uiz,

- PNIIIEB M REMMEF (%580, pre-Cycle5. 9. 130 17, 21. RU25&ZD&6T17)LE. MO(CT
BECHONEREIRSKTE) (L. REB/ VT AL TBSADRLICIH U TARIDRSEB=FE LI,

SRS

<EEFHIEHEE >

- B KEEILAAMRKRPTO/NEEBZERF (LS. NCI POB) Aresponse evaluation in neurofibro-
matosis and schwannomatosis (. REINS) B2V [CE DV TR U /- B ENENER

<ELEIREHEIEE >

- B TUERMR  BRESEOEL. EEREFHE (T, PFS). =MFETOHE LT, TR &

<EIRFHEIEE >

- B2 BEBR. BKRRE. N1 IS0 DBR/IDEBERRE/DEMRI. SR, FE. RR2R &

FEATETE

<FEMTXIREEE >

- BMERITERER | 1 O EARIOER S E 2 (TI2RE (RAEBTNREL. LIT. FAS)

- REMMBITHRER : 1 O AR OB SE2(T1-28E

< EEFHHHIEE >
ORR : REINSEE(CED<TLEM U, CR) XIFEHEZ (M. PR) (HEE) ARHOSNZEREDEE
7% Clopper-Pearsoni(C & B IEHE AR 95%Cl & & 6 TR L. REHREIRIIRSEIBH SETET.
RIFHEITHERD SN WEE FREDEHITIsE AR volumetric MRIFHTI = TOHIRCSRD SNIREIHRE
EEL. TEEYRNCEN L. BIXFHIEE6S5HE2TOPNHEE. RBPNDvolumetric MRIICE
DULWTNCI POBTHRHIFE SNz,

<ELBEIRFHEES>

- BRETEOEL  N—XT1 VEHASDREREILENR-—IXT 1 VNS DRAFEDENFR/IEINE)

(. ERMICER L. waterfall plotZ AWV THR L7z,

<tREHEE>

- IDBEEERRE DEBR  N—2 T V. BRNICHERIZE

- DHEEERRE DT O— I N—X T VB Cycle5-9-13-17-21 - 25MF1. Z0O&F6S17)\LE. &
B TH. RENG 7 +0—7 v P& UTHRERICEEN G2 HEEE10

- RREMRE - X=X T 1 VB Cycle5 - 130Fl. Z0&(F 1586 UL FEBANICHELBS. RS TH.
EfNR 7 40—7 Y LI3NER

- MRIRE (MEKF) : X=X 51 V0. Cycle2-3-4-5-7-9-11-13-17-21-250M81. Znld
o7 E. BEETHE. RENG 707y EUTIEICTE

- MRIRE (AST - ALT - CKEF) : R—X 51 B Cycle2-3+-4-5-7-9-11-13-17-21- 2570
FNLEEF 61 7ILE. BEERTE. RENG 7+ 0—7 v AIE1EC105 UL (FEERENICNERIES

<HERHART >
BYIDEZDHEAANEIF2015F8812H. REODEEDHEAANB(F 201688 22HTH o1z,
TEBDTF—=9hy NAT7(F=9hy A T71)(F2018F6B29HF T, 20BOT—9HY A7
(F=9hy hA4T2)(F2021F3831HETOT—IICEDIESEHINT U1
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3. ERFREERICREE I 2153k

¥ BIDY 1 7)LDDay27~28(£ 14H) Zpre-Cycle& E&E LTz

a [EXIFAMEICEE4FKIET 2N G 2BELOPN. BIELRIBT TN G D EBHO PN, REENUEEESELF HIBT BT84
o5 EBINFBEFDPN. EXGEE (REOPNE) EHNEE EOEF «HIFT 284N H 2PN, TR DIEAN (FHAERAZ HIZT T6EEN D
BPN. MUBREZHEOPNE,

b @R I(CUBGEEEETIAA TS, REN. XEMNEBICEATVWSIRETHBIHIC. BEABEHIED RTZMHD T EBFMTRERE
TEBUVPNEEE L,

48 ]
SEEZ (CR) RHIRZ DR
ROPNEEBESENN—R 51 VEH 5 20%L_EFA
B8 %3 (PR) REEE IELEN
fEE PORED 5 3N ICRIEL =AMl CHEBATIMRBE S hiz & &
RIE(SD) N=2F1 VEH 5 DIERESEDE(ED D EZN N OREBETOREECEGH L
- BHRPNEBSENN— T 1 VBN EREMRAER S 20%LL EE
mEEfT (PD) * FARPNIRZE D IR (AL MR ERMEFEDHT /o 2 HIR (EFR <)
- BHF 9 2IFRHPNRZDBEBBRIER (N— X 51 VIR U TIHENPNIBB S 20%LL ED1E10)

EIBRAGSR
<ZZ:M>
491 (98.0%) T. HBIBHEENIC £V EBREE DBSENS ) SHMSNEEEERIRESNE U,
AR E DBSEN S W SIS N TR EEER (RIREIS 40%U )

REMMETIRED 50 ) 51 (%) REMMETIRER 50 ) 51 (%)

BEER 49(98.0) OR% 26(52.0)
&0t 38(76.0) TR 25(50.0)
mechCKiEAN 38(76.0) =5 23(46.0)
T 32(64.0) BREBIRKE 23(46.0)
b 31(62.0) G4 21(42.0)
BIrERzIR 30(60.0) =11 21(42.0)
STERBIER 28(56.0)

BE—EE CRUESERNMENORRLLEESTH 1A HE L TES L.
REIESLIEICFE ULCTCAE GradeMB{EL7ZH M. XEFHEERSEA SRKRFSHD308%FTICRRBLLAEEREEST L.
MedDRA ver. 24.0
(F=9Hhy NAT2)

B EREM D) CHSNEERBBEETERIE. 761(14.0%) TRESNE Uz, ZOARRIE TR
OBMA 26, FEMFE. RERE. MPCKEIN. B8 KEES. B, IUBES. 5HUVA
MAE. BFRERMAE. B> D AINGE. EHRS 1HITULR,

BRECBEM D V) EHEISNIRSPLEICE S IZASTER(E. 561(10.0%) THRESN. ZDWERISHEE
. R MER. REEE. REBES (F16)) Tl

AR SHEDN(F 30 BREDEHRAEHE T ICETICESEEEERIIBHOSNELATUL,

20) #tNEH © SPRINTEHERSE 1 48-1 GRERESSHEERY)
21) Dombi E. et al.: Neurology 81 (21 Suppl 1) : $33-40, 2013



<\ zhE>

R OPRIBEFH 4.1 (1,496.5H [49.1 A1, &H : 26-2,001 H) TUL (ZE&METNREH) -
ORR (FEFHEIER) : ORRIF68.0% (95%Cl : 53.3-80.5%. 34/50%l) TL7%. S50BIDREHREIRDA
FRIF. 3441(68.0%) HPR (HEE) . 361(6.0%) NPRERIEE) . 1141(22.0%) ASDTHY . REHBEGHRN
PDCHOIZBEBFROONFTETATU,

BEESEOZEL (ELBIREHEIER) : 7—9 7y A 7 2(CHT2ZHPNEBBESREON—XZ 1 VRH S5 DR
BZ L. FHEARED 2 Bl7ZFR< 486Ich 3761 (77.1%) T20%U EDFASTUIZ. CDDBE541(10.4%) (&
40% E. 161(2.1%) F60%LUEDBAT Uz, REZEEROPRIEIE—27.85 EH : —60.3-+2.2)%
TU7

EHPNEEESEON—Z 5 1 VEH 5 DREZE{LE (waterfall plot)

(%)
10 |
O i
ﬁ
PN 107
=
25 204
&
)
B -30-
% FAS
it —404- %% ... 4R
% BEKEEHR
o MPRGED
B PR GRRER)
—60{ MSD
(F—=9hy ~NA72)
»E =%
=2%(CR) BRI
ZHPNEBESENN—R ST VA S 20%LL R
85532530 (PR) i o
e DR S 3 HELIE L B C b B BN R SN & &
2% (SD) N—R51 S5 DERERDE LD B BN R OREE T DL AE LA
« ZHWPNIEBESENN— RS 1 VBB (EEEWRATEEH S 20% L _E1E0
TS (PD) RPN DR (TR TS HE DI - BRI <)
B39 3HEPNRZE DI A8 (N— 25 1 > I5 & U CIHEIPNIEBETA 20%L D)
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3. ERFREBRICRE T 5153k

© H7EILEZRALENMNEEE GRULE18mUT) 2xR & LI-ERSE 1 185582

PNESEDRIVREE™ ' £\ FMAEELPN** ZH T 2/ \BRHAOHAANF1 ZEZJRICARI DL L. B

BE o mosmEEcoL TR T B,

HBRTHT > EN. LiERtE. $5. JFER. £ 1EER

- PNESEDJREVRAEZ (£ L), FTAREGPNZE BT B 3wl E 18 MU T D/NBHDBEARANF1/NEERE 124
TR - BEBRRBEEROMARLECDOVTIE. ANBEERAA A RP.68~71. [(2)BRFRICH (T BELRER -
FRARZEE| 2 SR

17L& 288 E L. AFI 25mg/m? (BSA) 1 H2@% . ZEIERSICKE &6 (12K 12 RS ILERRO
‘5 U7,

- B2 1 BN S BE& 25— F TOBORMIE Tz,

- BSAGFR T 1) —Z > 78R Uvolumetric MRIIC & 2 EBsHTEF (Cycle25F TlF 441 7))L, Cycle25
BTLEE6 Y178 55, Cycle258TLUEE. BREDERSZHMEL TLBRI. XIFERIEY
EREIDHIMTIC KV PDICES ETEMD) (CEHL. 58/ ETJ ALKV, ERIICKRSEZH/E L.
BSAN1.9M’LUEDIBEEFS50mg & Uiz BH. FITEBIANSBR () © TH. WIREHE. F2. 8E
RIELVEFIE . RURERES) NERLIBGE. AEN(EEETREE Uz,

<FEFHHIRE>
- Rel  BEER. BRNZEEICEDIBRIRERB. SUMRE. N\1IILY1> BR. #hE. DER
R, DIEBERIRE. RHZ2R. 8k, K09 F—KE
<BIRFHEIES >
- B REINSEZE Y (CE D < volumetric MRIGHTIZ AL T JRIZPIHITE(C K W EHTT T 2IEBIIR
(ORR : CRX(FPR [EE] N HERSNIZEBELE) . EBESEOEL
SHBRE  <igzssEE>
- DHEREIRE | X7 ) —Z 278 BRERKIRSD308%. TOMBRNICHERSE
- RRERE : X778, Cycle2-3-5-7-13-25(2TDay1). &6 17L&, B5DIER.
BRERIRSD308%
- MRARE (FFHERE - CK - MEK) : X7 U —Z>7%. Cycle1Dayl (N—XZ 1 V). Cycle1Day15.
Cycle2-3-4-5-7-9-11-13-17-21-25&7TDay1). Lot r7)LE. #5PILHE. BB

EREIRSD308%
<FETRIREE>
- REMFEITRRED | £FOKRSZ 1 DU ERIT7EBE
<EE - BIREHEEREE >

BEER. T2 BMEREZEMFTEREDZ AV TR L. st 2z AV TEN Lz, N—
AT NS DREDOZELEREwaterfall plot TRIR L. Clopper-PearsoniAICED <ORRK U 95%CI
=BEH U,

EAFEE <F—INhy NAT>

ARRCTRPBEEFOT—IHY hA T2 20 RURKEBROT -0y NATERELIZ. 1TTDBED
PREBADT -9 Ny NA 7113 BREICKRSZRIBLLES \ORSEBENSKNONBRICHIZS
Cycle7 Dayl1 CRIzsFrSEIE O RIEH). 20BOHEMBITOT—IHy hAF T 23 H12HBED
Cycle13 Day1 CRBsF &S EHE OREH) (SERE LTz,

<EABRHAR >
BOIDFEEDHEAANEIF 20208 B31H. HREDEEDHAANREF2020F1288HT. T—9hH vk
F71F2021F68168. T—9HY A T72(32021F1288HTH o1z,

BEEBOIBPAMEEETIAAILRE. BEENOREEGY) D2 EERE. BREENRUKAERIDRE S )) S 2 ks U < (JEeR
BEORE. BB REFRE) XEERLHE LOERICEDRE. RO CHEEREDRRE &2 ZMUERE. NOBRBIEDKES (2120
CNSITRESNGLY) .

%2 EMERICE > TEERBBORESAFEITRENFET 2720, H2VEREHOFVIMEICETES ChdtHIC. ERGRIVIAREICKHS
R EHOFICFMICR > TREICYIRT 2 ENRTRETH DPNEEE LTz,

—

21) Dombi E. et al.: Neurology 81 (21 Suppl 1) : $33-40, 2013
22) #tNEHR - @A [ 485082 (D1346C00013) (GREREGHImE R



b TR
TR (CR) RHIRZE DBR
FHPNEEBESENN—R T 1 VN5 20%LL EF
B E3h (PR) REETE HOARH
tEE PoEH 5 3DBLBRICEIE L Bl CHE AT MRE S h iz e &
RE(SD) N=2 51 VEH 5 DERSEDELDEBNEN R OREETORECEH L
- FHRPNEBEBESENN—2 T 1 VBN (EREMRATRH S 20%LL EHE
#REE(T (PD) * FARPNRZ DHER (AIILIERZ TR D HT o 2 IR 3FR <)
« Bt17 I 2 IHRHMPNIRZ DR ER (N— 2 T 1 V& & U CIHMRNPNER SN 20%LL E D)

aLBRIGR
<ZZ2i (FZRFHEEE) >
Cycle13 Day1 B CEBREE DRSS ) CHMSNEEEERE1161(91.7%) ICRESNE UL,

BIREE DREEES ) CHIISNI-ELEEER (RIRES 10%L EZ5CH)

REMETIRED 126] 51 (%) REMBTIRED 126] 51 (%)

BESER 11(91.7) Osx 3(25.0)
i 7(58.3) BREIE 3(25.0)
STEERBI AR 5(41.7) IREREEZE 2(16.7)
T 5(41.7) FZRBHzIR 2(16.7)
Or 4(33.3) =T 2(16.7)
ITUER 3(25.0) SRHERRIA 2(16.7)
20t 3(25.0)

BA—EBECEUEESZNEHORRELBETH 161 & UTES U,
AR SLIRICHRE URSHEPICEEUIEHD. X(FRSHBDICKIBELCBESERZET L,
* fERME
MedDRA version 24.1
(Cycle13 Day1)

BRECEEM D) CHIMSNEERGESERIE. 16(8.3%. MERX) THRESNE LT,
BEDPIEICESIEBEBREMESNT . BLHLRBDSNFLBATU



3. ERFREBRICRE T 5153k

<BuE>
ORR (BIZEHEIER) : Cycle13 Day1Fismm TORRIE33.3%(95%Cl : 9.9-65.1%. 12474 4l) TU7z,
12 FIDBEBHBETHRONRIE. 451 (33.3%) HPR(EE) . 261 (16.7%) KPR (REE) . 41 (33.3%) H'SD.
261(16.7%) BPDT L7z,

RRIEGIIR (RIIPR¥UE DT

ZHH=TE (ORR)

ZEMBITNRES
12461

PR (f&%E) PR (RE&ETE) SD PD

4%133.3% 241 261
(95%Cl : 9.9-65.1%) 16.7% 16.7%

0 20 40 60 80 100 (%)
BEIS

(Cycle13 Day1)

EEEEOZEL (BIXFHEIER) : Cycle13 Dayl1 iR T, REELEROPRIEE-28.1 (FH : —91.2-
+28.3)% ULz,

EHWPNEBRTREON—X 51 Vb 5 DREZE(LE (waterfall plot)

(%)

BRPRITIRED
30 - 1261
L L L

RREESMR
B PR (F&7E)
M PR GREERE)
)

PD

TR S B St R = S

—100

BREZEL(GF. BYPNEESEON—X T VERH S5 DR EN [FR/IMBMNERE Uz,
SOIDREET IR, XIFTHITEERREDOMRIETHDINTOHEAE TR E Uiz GHEADTHESE)
*FNPNEBBRE(E 20% LU ERA Lz FHFHNPNEBSEDIBNN 2 ICPDEHIES N,
(Cycle13 Day1)



O H7tLZIRALEHBAZE (18 L) Z2XHR & U-EIFHESE M55
(BFRAZSTBHNT—9) 7

TERMD DFMAREG PN EE T DHMANF1 BEENRIC. AFERSLIcESOEWE. REMRUE

S8 w239 5
HERTHA Y ERHE. T2 ok, ZE5R. ST ARWR. WITHELE. SIS (SR
ERMD DFMARELEPNEB T 5 18U EONF1 BE 14561 (S EEARA156ES)
R BEBRBERURHABECDOVWT(E. AEEFRAAT RP.68~71. [(2) RARRBRICH (T2 F LR -
BROVESE| Z S8R
17 28HEE Uiz,
- TEEBRE (121 7)0) C AFEI25mg/m? (BSAHA 1.9 U EDIBEE(FTRT50mg) 1H 20 (FE|
stes ik ). XEFSER1B820 (75 RE) 228 (18580 2658 SR 5% 1 BEIEXKUAOSREART)
§ KEEHITHW 1 2ERBBIHERROKBS U,
- ARIMEIRSE (13~24 01 T7)) : T2 EABOBEEZSCE2EE(C. _E5RHACRACAENURA
A CHRBIE RS U,
<FEIHIEE (RIS ETIER) >
C BT 16 £FTOEYWPNERSEDEEHNZEME (ORR) - JRIIPIHIFEAREINSEE " [CEDEHE
U7ZEECRXIPR (EE) =0 1 7L 164 TR E TISER LIZBEDES
FHIRE | <z ofthosRFHEES >
c RN BEER. NI BRRAE. RIZE. SR, DERRE ERRNICHERIBE) .
DIO— /DEMRIRE. NUBRRZRE
- EHPNEBSENDN— 2T 1 VRN 5 DELEIS (CEE#RE)
<BMMEITTRER >
Full analysis set (FAS) . KFHERTZ > 9 AMESNI=2BE (CESEH)
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RN (FHIRL C WV BT RED H D EICIFR S UV & YO RZAV -8R R AT
BT FE-BRIRIEC S BBIREEOHA N RSN, MRRIEEE (25mg/m? 18208
5. ERS5E) ([T 2REH32.8f5TH>fc. W IRZAVCHERTR U HERDFREIC
B9 BEER Tl HAERICKRAMFGRIIR N O OEHEDSFH O RO SN, MRRERES (25mg/m?
1820485 AIEHESE) (R T 2R 2 F0.45KEB Tholz. [2.2.9.4.1 BH]
9.6 1RIIF
BAHUBNTENLEELW  AFI (EABIDRHYD E SOFAPICEITI DN ESHERBT
BN BYEHER (YD) THRATOEEYNAEIZIRS U ARIRORE DR BEDIL
RICHHINBTENRHSNTND,
9.7 VR
IRHEAFERER LRI 3mABOL R AREREO.55m?RBD/NEZRREUIER
HRUREMEEEEUCRARRRIIERLCTVEW.[7.1.17.1.1.17.1.2 B8]

10. #8E{ER

AENF ECCYPIAICKURBHEN. CYP2C19BE5d 3. [16.4 ]
10.2 HEEE (HAICEETRIL)

[7.5.16.7.2 28]

Bfcth. CNSDFEHIEDHAIETIAER
BRUBEHT DT &
POESITHATZEEICE BET D
EEBC BEDREZIEEICHREL.
BIERDRERICTEEI DT,

REI2E BRERAER BB A - BRET
BOXIFPIEEDCYP3A | AFIDBWEANIERINDBZNHD | TNODFERIFEHNCYP3IA
FRERI Bt CNSDERIEOHAFTEER | ZFE I DT EICEU. A

I35U20K4A4 BRUBEHFDT & BlORBHAESIN, A
TURORAYY POEETHATZBEICFHETD | BIOMPEREN RIS
ANZOFV-ILE EEDIC BEORBEZEHICHRL. | TN DD,
TU—FIN—YIVa1—R | BWERORRICTHERT DL,

[7.5.16.7.1.16.7.4 8]

J)L3FV—)b REIDBHERNEEINZBZNH'SB | CYP2C19RU'CYP3AZ

BHE T BT EICKRY AA
DRFOPES SN KA
DOmMPREN LRI 3T
BEIED DB,

(St.John'sWort, k-
Va—-VA-O—NSERB

BURIEPIEEDCYP3A | ABIDMRNEFZTT 2B TN BB
FLE &, NS DEF|EDH IS TTEERIR
TIZhAY DETBTE,
Uo7y
HILNRBEVZE
[16.7.3.16.7.4 8]
TAIDFRFUVD FEIDOMRIFHE I TN BB

HERUBVELSFRIT DL,

INSDOEFIZENCYPIA
ZFBIDHEICKI K
BlORFOBES N A
BlomPREMET IS
TTREEN DB,

11.1 EXBEHER
*¥11.10 DigeeEE
ERHIEAN (8.1%) AR MAETS SBETRE) SEODMEBEN HSHNBTEN B,
[8.1.9.1.1 28]
11.1.2 RS
AR LRI Bt BREAN) . O RRIMERERE BREN) | fRIRESIREAZE BEE A &
DRBEENBSONDTENEBD,[8.2 BH]
*%11.1.3 lieers
THI(31.1%)  IB0T (25.1%) B0 (21.3%) O L BEEN HSHNBTEN BB,
*£11.0.4 FrgsEEs
AST(17.4%) (ALT (14.0%). EUILE' (0.4%) D _E R =4 SEHEEEBE N 55D N2 T
EN'5B,.[8.3 SR
11.1.5 1RIEARIRRAE (SAEZR6A)
(8.4 B
*E11.1.6 RMBUMEREA
B (13.6%) JFHEREA (7.2%) U2/ EREIA (3.8%) « /WA (2.6%) FH'p 501
BTENBB. 8.5 B
11.1.7 RAEEMRARE SR AR0H)
*£11.2 zottDEIER

20%L £ 10%~20%K i 1%~ 10%K
(R — — B8
0PRSS — — IFOREREE
*E M | ORI — . ONezie
DBEHREZ R (46.4%) T
*E s | Ex s RER R — —
EETE
MeRCKIEA (40.9%) BB REIETHE | K7L TSV ME. BEE
*E zof fBRE MPOLTF
110, BmAE

BRI RESERE I FAR RO XAF = TR OIRAREERAEICE <.

14. BRALDZEE
14.1 ZAARFOER

IDRICKIRIF D IKDBESNAR DRE TR EZERII TN D DIcH. HBE IR
IWDERFRNITDT .

* % 14.2 FRIZMBOER
BENFRES(CHUATDRICEET BL5EET DL,
AT ERIVFBEATED O U BRIFTEE SIS ZDFFKEEBICRAT DT L,
« RNV SRR FE E S I EADEEZRR T 2T L. [20.1.20.2 5]

15.Z Dt DER

15.2 FEERAREHERICE D <153
NORZERWCRERSSHHRICBV T HBRREEDKI22E TR MU BIRDEN
HSN, EHEMFERSN TR, Ko, SYMERWV e RIERSHMHRICHE WV T BRIKEE
EDMIETERRBEREMDROSN. DERFHEEINTLRL.

20. BiRL EDER

20.1 SRR ZE (T Bt R ZRH U TTORNVICTREL EROEME. Bi2TdT L.
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7.6 PEEDRFHAERES(Child-Pugh 548 B)D&H2EETIZ.7.7IBDKRZSE(CAHK|1[@20mg/m?
DIH2EHR5ETBTE.[9.3.2,16.6.2 S8
7.7 BOXRIFPEEDCYPIABEREBELLEIILOF YV —ILEDHAIFTRERRIE T DT .
TEGIHATBHBEICIFE LUTFORICHEWL, 1E20mg/m2D 1 B2EHR5E L. HADICEIER
ARBUCBEICE 1E15mg/mO1H2EESICHEIT 5T E.[10.2.16.7.1,.16.7.2,
16.7.4 B8]
1E20mg/m? 182EK%V1E15mg/m? 182E0 58

7.4 EEREN SBELCAE DR SBIELTORDEBIET D, T 20mg/m2(1EFE) 15mg/m> (1 BFEE)
A2 ERE (m2) w58 (m?) B & i ="
0.40 - 0.49 1E810mg 1820 0.40 - 0.49 7.5mg 7.5mg 7.5mg 5mg
0.50 - 0.59 1E12.5mg 182@ 0.50 - 0.59 10mg 10mg 7.5mg 7.5mg
0.60 - 0.69 1@15mg 1820 0.60 - 0.69 12.5mg 12.5mg 10mg 7.5mg
0.70 - 0.89 1@20mg 1828 0.70 - 0.89 15mg 15mg 10mg 10mg
0.90 - 1.09 1E25mg 1H2@ 0.90 - 1.09 20mg 20mg 15mg 15mg
1.10-1.29% 1@30mg 1820 1.10 - 1.29% 25mg 25mg 25mg 10mg
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8. EEREAER
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8.2 REZSNHSNNBIENHZD T FHRSPFERNICRDEBDEREHIIT DL &
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T&E[11.1.5 8]
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9.5 fim
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W5 AR5 (CHTDREEE2.85TH>lc. YO RERVEHART M OHAEBDRAIC
B9 BB Tl B RICRMABEIRR U DB HEDTHNROSN. BEREEES (25mg/m?
182E01H8 5. FIEHR58) [T 3 2Z2E30.48KE Cholc. [2.2.9.4.1 BH]
9.6 B
FAUBNTENEFUWV AR FABI DR EIN ESDBILPICHITI DNEINEREAT
BN YR (YD) TERADOBENAEIZRS IR ARIROARE DR B
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9.7 INRE
EHEFRER FER LB EHEEREO.40mZRED/NRERRELEEMHRURE M Z
FEIRE UCERRSABRIFEBL T LR [7.3.17.1.1 8]
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AREF EICCYPIAICKURBHEN. CYP2C19BE59 3. [16.4 ]
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15.Z DfthDiER
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20.1 SBRZET 218 FIERIZBH U DIRMUICTRIFL. ERDEE. B2 9 5T &. [14.2
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20.2 RV SERFIZRIHS BV E, [14.2 B8]
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