*+x20265F 10 ACKET (56HKR) PRREARAEIEE | A% A (MEKREEA) HAGER S HES
*20254F9 H eiET (855K, i - FHEAH) YL RAF = TR 874299
&
B % =ERE :lt,b:l® hjt,l/ 10mg
BRIHAR 34 RS
I n7en 250
IS AL E S ) o
Koselugo® Capsules
A FEN10mg | H S E25mg
AFRES | 30400AMX00430000 [ 30400AMX00431000
W) FEE - EMEOMNAEICXIDFERT A2 & HRZEfah 2022%E11H

(=
=03

AHE FIFC TR TEBEEERICESVWT AFICDON
T D10 R & MR 1 B DB D+ 15505 - B8R%Z
FOEMDD & T ARDRSHEY) EHIENBERICONT
DHEETDT &,

2. ZR(RDBEICIFRE LBV L)

2.1 AHI OB UBERE D BHERE D & % B

2.2 MR SUSHEIR L TV S FTREMED & 5 22 [9.52 ]

2.3 HEOFHKRERE (Child-Pugh/8C) D& 5 E#[9.3.1,
16.6.22:0]

3. #ER% - IR
3.1 #8r%
fR7E4% | IR ITHTSEN10mg | TN TH T EIIL25mg
14 7& )L 1h 7t
IR F = THiEEE TR F = TR
ARGy 12.1mg 30.25mg
(EWAF=7ELTI0OME) | (VX F =T &L T25mg)
N WA
AN a7 za—)L|anNyBEra 7 za— LR
RYVTFLoyZYa—) (YZFLrZYa—
. hTeI HTxN
ALy o i a2 m5%— | Pu A u— T —
F U EEA ) T LB B bR Y T A BEF
FE LA E=VAN v
{bgk
3.2 HEIDOMIK
7% | 3L THTENI0mg | IELTHTEIL25mg
1517 B 7 LHE B 5 7 LA
& FryvARKT4 HE | Fry T KTy FHE
o 1D 1D
45 h eI 45 HTE )
B $914mm $914mm
3
x EE F5mm F5mm
HE #158mg #7188mg
MAla— K SEL 10 SEL 25

4. FEEXIFFNR
TR 12U (C B 1T DRI IR IS

5. MEENIZIRICEHET HFR

5.1 BELHE EORTEEORKERZH L ERGEHED Y A
72D Z &7 KIBRT E W ERRIERRAEE 2 H 9 2 MRS
JERE 1 TRUREE IO LIRE 9 5 2 &.[17.1.1-17.1.35 ]

6. FiERURE
EHE I AF =T & LTIE25mg/m? (hRER) % 1 H2[EHE 0

BETLN EHEORBICLIVBEEREBT 2.7272 L. 1HEE
50mg#% ERRET B,
7. RERUHAEICEET %R
7.1 IFBARMOEE BT AN R LML L TLa,
[9.7.17.1.1,17.1. 22 8]
7.2 FRAEP SHBE L - RRORESEREIUTOROEBD T

%o
RFREE (m?) w55
0.55 - 0.69 B20mg/7% 10mg
0.70 - 0.89 1[8120mg 1H 2[8]
0.90 - 1.09 1[8125mg 1H 2[8]
1.10 - 1.29 1[8130mg 1H 28]
1.30 - 1.49 1[8]35mg 1H2[8]
1.50 - 1.69 1[E[40mg 1H 2[5
1.70 - 1.89 1[E45mg 1H2[H
> 1.90 1[E50mg 1 H2M

7.3 RRREGIC L VEERDPHBR L 2B &I U NoREE22E
IAH 2 R FE I H T 2 2 & 2B R E R ICEA R
boNBWEE REE2HIET S &,

BIFHORBRICKVIBRET 2HE0OKRER

AEER (m2) | 1ERERE(1EAE) | 2BEER (1EHR)
% % w | =
0.55 - 0.69 10mg 10mg 10mg/H
0.70 - 0.89 20mg 10mg 10mg 10mg
0.90 - 1.09 25mg 10mg 10mg 10mg
1.10 - 1.29 25mg 20mg 20mg 10mg
1.30 - 1.49 25mg 25mg 25mg 10mg
1.50 - 1.69 30mg 30mg 25mg 20mg
1.70 - 1.89 35mg 30mg 25mg 20mg
= 1.90 35mg 35mg 25mg 25mg
BIVE R FE BRI O F B i 2k e
BIfEH TREE) LB

e EE BB, S510%L | EET 2 ETRIEL . EHRAT

R(LVEF) &R 2 DIEH TIRME | 254 HAE2 1 BREREL T

BT DUR CHEERE 59 %
fﬂ%ﬁRLiGradeﬂl BRI,

AR R MR R RBES | EET 2 X THREL.HRY
DR | 25 e AR IREREL T
fiE B59 %,

S REE #5%HIkEY 5,
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il Gradel XIZ R AW RE B IRAE I L7 A B 4
7% Grade2®CK LR I
SASHEER
HAERKERGrade2 X |Gradel I RICEET 5T
13Grade3®CK L& |[KEL . HET 258 HE%
S FHRESR I BXFERE L T%59 5,
Gradel I RICEIET 5 F T
KEL. . HET 2585 H8%
CradedDCRER || ppewm Lol 59 5. 2
VA XN R o e A
AU A ARE Fe5&%1ET 5,
T Gradel XIZBAREE | BEORRBIER L 25
7z Grade2 Gafkid 5.
R Gradel I NicEET 2 £ T
ﬁgj;ef@adem REL BT 588 R E
1 AR E LT 59 %,
Grade4 BEEZHRIET S,
LB BUAY | Grade | IZBARRE | BEORRBIER L 2 5%
OEIER | ZeGrade2 Gtk s 5.
I Gradel L FICEIET 5 £ T
‘E‘gﬁgf(}raden RS L T 5 A AR &
1 B E LT 59 %,
Gradel I RICEET S ET
Graded KEL. BRI 2546 8%
1BEBEHBEL TS 2. %
A X N e e e

1) GradelXCTCAE ver.4.03i1c#¥ U 5,

7.4 HEE O ERERE (Child-Pugh77B) D & % BE TIX.7.5
HOFRZBEI AR E20mg/m2O 1 H2E#ESE LT 52 &,
[9.3.2.16.6.2% ]

7.5 BLIEPREEDOCYPIAHEAIK L<I1Z7Vatry—Len
PERIETTRE R R VBT 5 2 L2 B ITHHT HBAICIE T
DRIV 1BI20mg/m2O 1 H2[E[# 5 & USRI EIER
HBELU-5AEI1CE 1E15mg/m2o 1 H2EHFGICEET 5 2 &,
[10.2.16.7.1,16.7.2.16.7.4%H&]

1[E120mg/m? 1H2[E% C'1[E15mg/m? 1H2[E Q#5558

AREME (m?) | 20mg/m2(1EFAR) | 15mg/m2(1EHE)
# % # | =
0.55 - 0.69 10mg 10mg 10mg/H
0.70 - 0.89 20mg 10mg 10mg 10mg
0.90 - 1.09 20mg 20mg 20mg 10mg
1.10 - 1.29 25mg 25mg 25mg 10mg
1.30 - 1.49 30mg 25mg 25mg 20mg
1.50 - 1.69 35mg 30mg 25mg 25mg
1.70 - 1.89 35mg 35mg 30mg 25mg
= 1.90 40mg 40mg 30mg 30mg

7.6 10mgHh 7E )L &25mgh TV OEMENRISEIIRENT
Wi W7z, 1E50mg % #59 HBEi2i310mgh e L 2/ L
W &,

*7.7 KA E LV AF ZTEROEMENRFEEIIREINTLA L,
AR ELNAF=TERMOUEZ ZTOHH T BEOREE KL
DEEICBET S L,

8. EEREARWIER

8.1 DEEREEN D 5 b N5 T &N DH 5D T AER SRR RO
B G HILE I OB RERE (DT I —%) 2TV BEOIRRE
(LVEFOZEE 2 &) 22T 52 £.[9.1.1.11.1.1318]

8.2 IRBENH H6LNB I ENDH DT AFIERESHIZEHICHR
DREDEEZHRT 5 L. L2 RORENRD 5 NIZGEIC

FVEP P ICERKBEERZ IS EOBEEZEET L&,
[11.1.2%H]

8.3 HEREMENH S5 DND Z LN H 5D T AAIREHIZEHI
IR 2175 C & [11.1.451]

8.4 MHRUHMAHE, I ANTF —DHo5bnd LD 50T KA
ER3EHNICCK. 7 L7 F =V EOREZITV HiRRE. R
BGCCKERMHAKRPRFIA oy EREICHFIERT ST
E.[11.1.55H]

8.5 Alfl . ANEZ T VA IFHRIRIEA U > VEREA L /MR
DH5hND I ENH 2O T ARARRGHILE I IR (i
HREETE  AIMBRTEE) 2175 Z &. [11.1.63H]

9. HEDERZEIBZEEICHTIIE

9.1 GIHE - IEREEDH B EE

9.1.1 VRENIFZDEIEEDH B EE
TERDPELT 2BENDH5.[8.1.11.1. 1]

9.3 [FEEEEE RS

9.3.1 EEDFHEEEEERE (Child-Pughs348C)
BELEWIEAHOMFBEN LARAT2BZ10H 5. [2.3.
16.6.2%:M8]

9.3.2 hEEDFEEEEZEEE (Child-Pughs48B)
AEIZHET S EEHICBEORELEEICBEZ L BIEHOR
BT+ ERT 52 L AROMPBES LR T 2BThHH 5.
[7.4.16.6.258)]

9.4 &hEEEE B I 2E

9.4.1 HARFTREZ: 2 I U TR AAIR Srh R O 544 T4 1 » A
RG] 2 BT 21T 5 £ HEET 5 2 &, [9.58 ]

9.4.2 )S— b F—WITIRT B A[HEME A B B BRI LTI ARFI#
B RO ST R ERIIEY) 28t 217> K OEET 52 &,

9.5 1w
TR SITIR L C WA RO S A2 LIRS L En I L.
T ARV - FaRFEICET 2R TR - BRI S
R REEORD RS 5 N EEBRZEE (25mg/m? 1 H2ME
BE SR IS0 2 REFIE2.8ETH 57z v R ERH L
AR R OHAEZRORAEICHET 2B Tl HERICRR# AR
FIRRCOBHEOHEA R 6 N EKREER (25mg/m? 1H
2[4 5 P e 50) ISR 9 2RI 0.45 K TH > 7. [2.2,
9.4.1%8]

9.6 =7
BIL L2V ENEF LLARIIEARFORBE A € b DR
HFICBITT A2 ESI PRIAHTH 22 BRE (v 2) T
RO RBEYARE 285 L7z AR R OARF O RE A 2Lt
WCHRt SN A 2 LMD EN TV S,

9.7 INR
AR E R AR R LR U3 AR 0 4 1B AR #50.55m2
KMO/NEERNRE LT AWEROR LN 2 18E S Uz BR R
EFER L TWARWV.[7.1.17.1.1.17.1.28 /7]

10. #HE{EA
AANE EICCYP3AIC K D R# SN .CYP2CI9B 5T 5,
[16.450#]

_2_



102 tHAZFER (HAICERTS I L)

*11.1.3 H{LEEE

%)

LRYZFL VY
Jya— )& LT,

S 4 5 EERREIR - B e - fElRET THI(31.1%) JEM: (25.1%) VL (21.3%) 0 HLERESH 5
B SUZPRE O | ARIORIER RSN | 2 h & 0K %7 PNBILAD L,
CYP3AMER | 2B2hibsrto.c |CYP3AxmEs| *11.14 FHEERS
o) 2w | B O E DR | 52 2 1e £ D AST(17.4%) . ALT (14.0%) . ¥V L E > (0.4%) H 0 5% >
oy EAROBIBE b | BB 5 FHSEEREE 130 5 DN B = & 258 5, [8.35H]
TUROTA Y| REEETHAT S N AR oMy | 1115 ERETRIERE AN
S SRR B E L bIc, | BN R BT [8.4ZH]
4T aFY— | BEORELHEICEE HH 55, *11.1.6 IR UMIRAD
g L Bl DS ot B (13.6%) F IR (7.2%) « 1) > 7 SEREA (3.8%) « /MR
P Te | TR b W (2.6%) %45 5DNDZ E DB B, [8.55H]
S 11.1.7 RIS MR E (S R
[75.16.7.1,16.7.428] *i1 1.2 Z Ot DEIFR
TNIFT—N | FAOEIERAEBREN | CYP2CIIR U 200 b | 10%~20%| 1% ~10%K | p0pp
[7.5.16.72808] | 2B2h»H570H.2 |[CYPIARHET AR i
NoOEAEDHART |5 Lick . A& *+| B |- - B R
HaROBISCE,  |FlofBAESES | | mRE| - - WREEE |-
PUEMTORT s hoAmonTR| [ Tae |- (ER O |-
IR B L E B, | S LR BT 1
BEORELZEEICHE | Erd 5. SERERE |- _ i}
U IR O 5B +5 .
ERTLHIL. (51.1%)
BV IEHEED | AFIOMRIEITT 5 | TN o OFAEN| *X| mRE [ TE K.
CYP3AFEEHA| FNHNDBHIH. NS |CYPIAZFHEET =K E
Tr= AV O EOPRIEEER |22 LK DK 1R -
U77rEYY |[ROBTFEI &, Al DR A & Et V=)
HNUNTEE Y N AH O IR MCK®E|EY - ®BA|E7P LTI -
¥ BERMER S & ATHE 11(40.9%) | f « S A #E3 | LI BRI 9%
[16.7.3.16.7.4%] DB %, *| 20 I i FE L I R
A I3TF XY | RROMEPET T HE 2LFF=
V7 (St. John’ s| Zh»H 57D . BEL N S E
Wort\ £ > b+ | KLESERTHE L. BRI S AR O L X F = 7 R0 B PR AR 11
Va—rAX-T— B¢,
N EE AR i e
E5 I VEGAN| CF I S EOBBmERA [ EATHsan| 14 BRLOER
H(FVFURAY b BkOEETACE, | s@ravzn—| 4] RARREOER

MRIRAC & O BINEI A IR 53 i & AR O B IS B % T 39 AT g
WD HZ7D AT RMLOFERMTH &,

*14.2 FEFZFIFOER
BENIREZII LU TORICERT S L0ET 5 &
cHTRNVEEATZD EDP LD T 20 ETIC. 0 EFK
EEBITRAT A &
R PR SERERIIROES T EHOMERRT S L,
[20.1.20.22 ]

15. ZDfthDFE

15.2 FEERAREBRICE D < B3R
<7 AR AW RERESHERBRICB LT ERBEEE D224

AH1Omg 21
R E A “u ho e EREEE | 32mg. AHl25mg
RN 1 I (INR) % o g | W< 1336mgD s
LTy | BEREORSE.ERER | S VEFEENA.
FAEY V% | oBgErEEICFL.C | Y S VEORH
nooRAOmR g | BRI LD W
T3 &, Mmoo A7 %k
&t B AR A B

5o

11. BHER

ROBWERDPH5DONDZ ENFH LD T BEEZTFITVBE

RO ONIBEICIREG2PIET 22 EEIZLEZITS 2

s
11.1 EXZEIEA
*11.1.1 DEEEREE

BRI (8.1%) L EMEAEAR 2 (BHEEARHA) & D D RERR E 7% &

5bNb I ENDH%.[8.1.9.1.1%H]

11.1.2 [RfEE

AR € 3% LB e BREEANEA) | DA SRR MR (BRI
JEEIRPAZE GEEARI) ZDIRBEEFH5HDNLE I ENH 5.(8.2

ZH]

TEBKRUREBOFANRD s N BIEEEHERES TRV F
72Ty bR REZREGEERBRICB W T HRBREEDOR9
ECEWMKEZERARRD 5N EEEREE SN TR,

16. EWENE

16.1 MHRE

16.1.1 EIAEI4EER (D1346C000135458)
3L L8R LU T D # R AEARMENE 2 A 3 5 HA N HRAEIEAE
1B E 1260 AH25mg/m2 % 1 H2[E 22 ER I RIERE RS L
2L EBEIHERU29HEO YL XA F= T ROEERBEY T
HHN-HA FIARD MEEPEREEHER K Y FHBINS X — 51
DFoEBYTH70,
3L 18R LT O R ERAMENE 2 3 5 HA N RERAE IEAE
1B E ICAHI25mg/m2 % 1 H 2B 22 E R I RERZE O G Lz &



& O MAFHREHER (RTF9E + 1R ERE)

—e— L AF=T7, HH1HH
1000 --0-- kM AF=T, H529 HH
R —— NBExFufk, %51 HH
3 . o NBEAFOME $2520 HH
2 1008
%
% 0l
E L
1 . T " ' j
0 2 4 6 8 10

PG (h)
SR E 18 LT D SR FHERRAENE 2 A 9 5 HAR AR RERRAEREAE 1
BIEHICARAI25mg/m2%& 1 H 2B 2k RERORG L& &0
EYFREINT A —%

wen| wen ) T e

e AR 12 500 o5 a0 a6 [o4on

77 m2omm | 1 (igzg) [0.412',42?87] 5323 N

N | ETIHE 12 (451;:?;) [1.317.,53%05] (;g.%i) (2145?38;@
1%

7 lgsona | 1 (;g:?g) [0.412‘,42?87] (533) N

HFITASE CEBIRE%) — © AT

a) 13 [#5BA). b) 87 ) 7

16.1.2 #E5VEEIIBETER (D1532C000575EREEIE/ \— 1)
3% DL 18/ DT O #RFHERRAENE 2 76 3 5 S E A SR A REE
VB | 31 ARAI20 13 25 mg/m? 4 22 1 BEIHE 1 55 L
e FD DL A F =T ROHHERBN T H 5 N-BA F LED
SEMBIE ST A — 5 ZBFOEBY TH 7o

3L L 1 8RR R 0 R AR ARAENE 2 A 3 5 JME A AR 1

RUBH IO AR20 3 25mg/m2 % T BEHE I 5 L7 £ 2 0)

B/ ST A —

N £ Cmax Tmaxa) AUCo-12n Tl/zb)
WEHRBIR| o | ngmL) | ) |g-wml)| ()
2mg/m?| 9 754.7 1.08 1898 19.41+4.59
)L X (47.53) |00.98, 3.00]| (18.83)
F=7 smgm?| 4 928.4 1.04 2199 16.16%£0.88
(18.17) |[1.00, 2.00]| (14.83)
2mgi?| 9 58.05 1.08 163.3 (9.44£10.24
N-Jit 2 (70.87) 100.98, 3.00]| (28.84)
F LK 56.02 1.04 150.9 |4.47+2.49
25mg/m?| 4
(35.27) |[1.00, 2.00]| (24.33)

BISEAME (B 155%)

a) ROl [#F ]\ b) BT iE - iR 2

16.1.3 EIFHEZEIIBEER (D134BC0000155%/KOMET)
18/F LD HAR AT OFE A O R R EE 2 A 9 5 i
MEREE 1| BUERE 6461 (5 5 HARA6H) I2AFI25mg/m2% 1 H2[H
BRI RER O S L L & B E58HE DIV A F = T KUY
HEREMTHAN-ERA FINARDOEYBREIST A —F I TD &
BOTH-722,
185 LA L D AR MARIRMENE % 76 9 2 Wi ARHENEE | BB 1OARA
25mg/m2% | H2[I 2GR IC RIER ARG L L 2D 58HHE
DIEFIRE/)ST X — %

Cmax | Tmax® |AUCo.6h|AUCo-12n
HIEN H 1
WiEH®| RERE | HIH (ng/mL)| (h) |(ng-h/mL)|(ng-h/mL)
788.8 1.50 2224 2986
L X =ik o4 (46.88) [10.50, 5.97]| (41.56)P)|(42.65) D)
F=7 915.4 1.48 2614 3547
HAA 6 (37.15) [[1.38, 3.00]| (24.82) | (24.04)
39.47 1.50 114.3 159.3
4
N-fi £ =t 6 (54.68) |[1.38, 5.97]|(49.48)|(49.15) ©
F AR 46.95 1.48 141.7 197.5
HAAN | 6
(45.60) |[1.38, 3.00]| (39.43) | (34.34)

He (T E (B 1R5%)

a) o fiE [#EF ] b) 634, c) 624

16.2 DRIY

16.21 NAATPRASEUFT «
TR L1261 IC ARAI75mg 2 AR O3 5 U 7z & &8 N1
FTTRASEYF11362%TH > 12IHEAT—%),

*x16.2.2 BEDTE

TR A 34BN AA75mg % R AR B OEHUL I B EHE O S L
T2 & W BTG & H# L T\ Cnaxld50%E T L. AUCinsld
16%M& N U\ Trmax3 A9 1.5BFHIER L 729 (SHEAT—% ).
TERR AL 24611 ARFIS0mg % AKAE R B DB I BB CO# 5 L
To & & HATHREG EHE LT Cnaxld60%E R L AUCinfld
38%AE N Un Tmax3#J0. OB FEIER L 725 (HEAT—% ).
127% DL B 1 85 R O BR MAEARMERE % 5 9 5 AR IEAE 1 B
FH2561ICARHI25mg/m2% 1 H 2018 H MMKAS B & O 18U 12 KB
BOHE U7 & & Z2ERR G & B LT\ Cnaxl324%E T L.
AUC0-12n1Z8%ME R U\ Tmax |3 f 1 BERIZER L 726 (S EA T —
7)o

16.3 21
In vitroiRBICBVWT B XAF 2Tk MIFEEAKERIE
98.4% TH o7z LA FZTIXEICL FAET LT I VIR L
THEBEL(96.1%). o l-BBEBEANDOKEERIZ27.2%TH >
727,

16.4 (X8
T AFZTIEEICCYPIAICE DR# SN .CYP2CI9b S5 T
5 (RECBI BHESRSER : 25% K 15%8) K/ B RXF =
TNV a BRAICIZUGTIAIRVOUGTIAZRSHES T 5 2
EDRBE NIz [10.20]]
fRERAHIC LI X F = T O HUCIZ#KR75mg % BEHE RS L
oL & b MR OEL I A F = TEEE T RELED
TILAF =T (B EHEEEDRI40%) A I 7V A V7Y —=IUED
TN 0 VAR (22%) TH o T DL AF =T D7)
270 Y EBHETE(7%) N-Bi X F LA IV R B (3.6%) IEHEARE
MTHBN-EAFIE(2.9%) ENRD SNV HEANT—5)0

16.5 HEitt
BRI LU A F =7 DICIE#{A75mg % B OS5 L
7o & &W) 5500 TR 58 D59% D i REIE kA A #h
5EINE N (RELFIZREED19%) . 33% R A 5 EI S
7o CREUFIZ RSB D 1%AK:) ) (SHAEAT—%).

16.6 EDERZHI HES

16.6.1 BhkaeEE
ERED IEF S BRAERE | 1R ORIAEA 2D AR E 12
Bl AFISOmg Z AR OHRS U7z & &) CEHEEEAIEH 7 #hEk
FHICHNTERAB A2 OWEE Tld CrnaxtE 16%E < . AUCineld
28% & < \IEFEATE D Cmaxld 13% 1 < IEFEATE D AUCinild 3%
& 5 72 REAB A2 DO EFZ 12 B 1F B N-Bi X FIARD AUCingld
TIAFZTOR20%TH D ERENIERE ZHEE L DPPE
Dol MEANT—%).

16.6.2 FFHEaEE=E
FFHEREDTIEH 22 B BB E (80]) RUBE O HEERELET 2
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R B (Child-Pugh238A. 8f) ICAAISOmg % R D T
WHERE 25 9 5 R A#EE (Child-Pugh43 B, 84) I A H|
50mgXik25mg#% I N EE O FFHERERTE 25 T 2 RS
(Child-Pugh#y#C. 861) ICAKI20mg % B[E#E O 5 L7z &
) RS IEE LRSI RN TREOFREREEZ AT 5
Wik CTIXABRMIEAUCKh R UHARMIEIESAEAUCKIE TN
ZN86%KT69% T d > 7z HEE DI RERE 2 G 7 25k
HTIXENZNI59% KU 141%. EEO T HEERE %69 2 #ik
HETRENZNISTURUBLT%EE D > 12O HEAT—%),
[2.3.7.4.9.3.1.9.3.22 ]

16.7 Z4HEEIER

16.7.1 4 b>3FY =)L
R A24F11C A4 b5 a5 =)L (R CYP3AEHA)
200mg#1H2[E11 HEREROHRS U 5% 58H BIZAH25mg
ZHORORSG L7z & &% RABEMRGREBEL TS T2
F YV — VB T Cmax & CAUCindld # W 2 19% K% 0049%
FLUEWBGEAT—%).17.5.10.22 1]

16.7.2 Z)LaFVY—Ib
TREERR A 220112 7 )L 35 — )L (CYP2C19BHE A D HIEE D
CYP3AMEH]) %51 HEI12400mg 2 BERFE OIS L% %
52HHEDIFIZ200mg% 1 H1ENOHBREFZO#S L. 58H
BICAR25mg% BRI OHE Ui & 20 ORFI B 5 & H
HBLTI7NLIFY =LA TIECnaxX FAUCnilZZFNE N
26% K% U53% LA L7 (AEAT—4).[7.5.10.25 ]

1673 U770V
fRRERRA2261I2Y 7 7 > €Y > (3717 CYP3AFHEHA]) 600mg
Z1H1ME11HERERORS U 58H B ICAAI75mg % B
BOBKEG L & & RAIBIR SR E B LT 77 Y EY Y
PR Tl Crnax X AUCntld 2 NEN26% KX 51%E T L 721D
HEAT—%).[10.25]

16.7.4 TURORAY Y IIWFP7EL.ITFELYY
AR ERETIICES Y I 2L —YaviBL TR
#25mg % BBy 5 U7z & &1oxt LB 2B O CYP3AREAT
HBHITYATTA T (500mg 1H3EHES) LI ILF 7L L
(60mg 1H3[EKRE) &L DHAKETIE LV AF =T DAUCKK
UCrmaxld ZNZNH30% ~40% KX OFKI20% L7 T 2 LHfEESH
Tz F ARF75mg R BMB G Lz o LE) (hRED
CYP3AFEEAITHAHT7 7L >V (600mg 1HIEHE) &
PEREETIZ BV A F =T DAUCnt & FCraxld N Z138% %
U22%E RS 5 LHEE S N728.[7.5.10.25 1]

) AHOARDHERCHBEEE . CLAF=7 & LTlH
25mg/m? ((FREH) £ 1 H2ERE O 53 255 BEOIRREIC
KVEEHBET 5.7:72 L. 1EIRIE50mg%E FRET 5./ TH
%,

17. BRRRRHE

17.1 B3R UR2EICEET 55

17.1.1 ;B854551148518% (D1532C0005 75K EREEIIHR/ Y — R E1)
3L 18U N OB LB L0 BT G EE R E | KB RE
FREZROMAEIRZ R LEGHRICDELHEZEZIAATND
FBILKVERZAMEDY A7 E2M4D T & ZRIY/RTEZ
WEBIR M HRAERE (Plexiform neurofibroma) %79 % fifEHR#E
FEE | Y B8 2 MR IH mE BRI = & 0 9 2 BE I RRAL) 5041 %
SR VAAI B 25mg/m? (AR EH1.9m2LL LD HE1350mg)
%1 H2[ZEE R ISR O 5§ 2 IFEMARER % EiE L7212, TE5T
fi’H E T & % Response Evaluation in Neurofibromatosis
and Schwannomatosis(REINS) £#1312 50 < 2205 (HI50)
[95%EHEX ] 13266.0% (33/50f1) [51.2, 78.81 TH > /=), 7
B BB AT RIS E IR B2 3361 ARMEE IR HAB] KO
RELIFITH - 7 MR GO R RIEIZ 22 TH > 7. (T—
Y Hv M4 7H :2018FE6H29H) [5.1.7.1.9.7% ]
AFIDEE S N 7-5061F14941 (98.0%) ICEEHRAFRD 5. F
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AERRITMEMA341(86.0%) . M CKIEM39H1(78.0%) .
RI37H1(74.0%) K OBD36H1(72.0%) THoTzo (F—=F v b
*+7H :202143H31H)

17.1.2 EASIHEEER (D1346C0001 35158)
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TEREE UAEGHRICODELBEEZBEIAATLLIFICLDEK
BREPHED ) A7 24D 2 & K ERIUIBR T E 2 LB RMRER
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(BRI AERIEEE &0t 2 BE RN 120612 /R AFH
1[E25mg/m? ({522 E#1.9m2 L0 1350mg) % 1 H2[E 2
RSO S 9 SIFE R BEBEABE 2 3206 L 72V REINSE# T &
D BRI (FIE) [95%EFEXE]1333.3% (4/124) [9.9, 65.1]
TH O EEBEEMRIIHEE TR 220461(33.3%) RIEE IR Z
#2410 (16.7%) & EAHI(33.3%) JHBHEST2H(16.7%) TH >
721, [5.1.7.1.9.78 8]

KEIDPHBEE SN 120120 EEERPRO SN F L AEEER
BB T (58.3%) « SERREZE #2641 (50.0%) « NI K% OYTUEE %%
B5B1(41.7%) MR Bz 8 5208 K% O N 26454461 (33.3%) Td >
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T AR REERL —EEMIBGRER % EE L 722 KRBTl
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AEEOBEZEIIT A Z V128 TRICKRFNCEI O & 2 7o EEFHMIE
HT®»2REINSEEBEIZE DIV A 7 IV16F TOERYR(HI%)
[95.3% 5 AKX ] 1 AFIBETL19.7% (14/7141) [11.1, 31.0].7
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XR11314.3%[3.7, 26.01 TH 0 AKFIBEORHRIE ST & REt
LB U TREMERICERICE D - 72 (p=0.01 12 A /KT
0.047) o 2B YA 7 IL16F TORBEREZNFEIIARH B CHEE R
FRMLAGN(19.7%) RES0H1(70.4%) (RHEE 572220561
[7.0%] 2 &Te) JRBHETIO(1.4%) . 75 £ REECTHEERDZEH
4451(5.4%) \RE 631 (85.1%) (RHEEERFZN8KI[10.8%] % &
) JREEITSH (6.8%) TdH - 72, B E MR OB #HSHHR
O REIZAFEE336.0H. 7Tt RE335.0HTH > /2. [5.12
M)

ZEHERHB TIIAFIBO71H125] (100%) 7T 2 REEO 744
F68HI(91.9%) ICHEBERY RO 5N ELEEHRIL AHIE
T SERRERE 954201 (59.2%) « M CKIEAN3 251 (45.1%) T
3001(42.3%) BN OTEM 1861 (25.4%) TH D . 75 R
TCOVID-19 1541(20.3%) T&H > 7z,

ARG S NI 137HIF13361(97.1%) ICEEFRFRD 5
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18.2 R IRHEREDIBFEIMEIER
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7219,
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—ARBBHE
)L X F = THiEE (Selumetinib Sulfate) JAN)

{t¥%&:
5-[(4-Bromo-2-chlorophenyl)amino]-4-fluoro- N -(2-
hydroxyethoxy)-1-methyl-1H -benzimidazole-6-
carboxamide monosulfate

SFR:
C17H15BrCIFN4O3 + H2SO4

AFE:
555.76

4R
HE~EBOWMEKTH .25 ) —LITHEFIC K ZF J =i
H&D THITITL K IKIZIFE A EET 20,

{E2EaE .
Br
F Cl
* H,S0,
N NH
¢ 3 on
/N \O/\/
H5C 0

*20. IRV EDER
20.1 BR %8S 57D HREF 2 FE LD AR VIS TREL.
HERHOEE . BT 52 & [14.2517]
20.2 K PL» SEZBEFIZEND S 20 & [14.22 ]
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