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1.1 ZJEHURYA NBERTH D, AFITENCH
WTHSTEMEE T2 570, B
FIRL CTWAHEEMOSH 2 HMICIERLTHEL R
Wl &, [2.1. 9.58H]

1.2 AEORBRRAOBTEET B0, AFOFEHICD
WTId, BIEEEFIE (UTF. [AFIE]) »rEHS
hTWwWa0OT, BERLE. EM. EIMEOERRS
BE,. BEXPIOREKENDLETOEAREIAFIESE
BFFBHIEY, [2.2. 9.58H]

1.3 IFIRT BEEM D H 2 MICHRET 2581E. S5
BRIART ICITIRIEE# 1TV, BB TH B L #REEL
ETHEERBTAE, £/, BERKBTFESE
Eaih 5 REBRTHEBEE T, BXFE2ITOIHEIE
N— b F—EHIEBD THEM EBITEOE k% BE
(BHEBHTIAR—LEER) &€, BiTEEFL
TWBZEETRICHESET 2L EBDICTEHICITIR
BEEITIZE, h. FHOBRELHB R ICTIRS
BEHhh3BaICE. BEEICAKFDHBEERIEL, E
MEIERTALOBELEIRET S &, [9.4.1,
9.58 8]

1.4 XFIBERPABIT TR LS. BERTHERE
ET. BXHETHIBEEIBEO THEDLBEITEDE
BEBE (BEEQXTIACF—LZEH) €. ¥
PFEHEFLTWAZEETRICHERTHE, Fi.
COHEBEFRBEOEZTSIITHhEENI &,
[9.4.2, 16.35E8]

1.5 KHD/ 53, BEFICTIHIESTE BEERHRIC
W, EMBEMEEOEEICHL T -
BBEEOEMNDS & T, AHOBEHEY) & HIE
ShBBEOHAICITOE, £/, BERBIBICKIL
5, BEXRZOREEICENMROERE (BE
ANDBRBEOEREEZED) 2+9ICHBAL. XET
RAE#BTHroREEMIBTE L,

1.6 FEEHRMSER OCHEREORBE I/ HEIA T
30T, BEFAHIITOEADP SEEICESTSEZ
E, BEFROOSNABEICIIELICHSERIEL.,
WY EMEEITO &, [9.1.1, 11.1.15H]
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2. B2 (ROBHEICEEBELLEVI L)

2.1 M@ IR L T b gtk & 5 et (1.1, 9.5
IR ]

2.2 EIEFHTPIEZMFTE WAL [1.2, 9.528]

2.3 KA DK x LM EE OB O H % B

(1)

3. #HR% - MR
3.1 fHRL
. L7723 NA TR L7773 FNh 7k
g 2.5mg 5mg
S L+ F3 F2.5mg L+ F3 Fbmg
Ly | (V) KSR | (L) E S

& L T2.587mg) & LT5.174mg)
MEKZURE, RSV o | IEKELRE, RSt v e
HTEN|—A, ZHAANAT|—A, JHAAL AT
NEW [—AF PY DA, AF|[—ZAFFY T A, AT
TYVVBI T AV YL ([ TY) VBT AV A
EIF U BLFs .
F2y, WH= @ EsF . BLFy v
1Lk
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ENEN

3.2 HEN DMK

Wi %, 1/7°?235F7'77p'l’:)1/ V7I9IRFA TN
.bmg 5mg
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5.1 [17. WK OHONEZBA L. AR OHRER T
LM TSR L2 BT, B EEOREIREFT) 2
t,

GCEFBHERBIBRE % %5 BHEMRIEZRS

5.2 FEEF%H%E S A5 4 (International prognostic scoring
system : IPSS) (I2X %) 27 5 Hoh-2) 2 7 KR
B A7 B BRI ORI L T n,

(EEXIHEEEORATHEAMmRY > /(&)

5.3 BRABRISHLIAAN S N2 BEOFR K O P HA B FF
DA MEEIZDOWT, [17. HERKE] OO N % A
L. KA OGN VL2 5 Biif L2 BT,
JHEOBEIREATH T &,

6. ARUAE

(SLRUBHE)

FEH ALY EOHFMITBVT, BH. RAIEL Y
F3 F& L CIH1M25mg% 21 H f5E 0 RIS L 72 .



THHEKET 5, ZRZIFA 70 E LTRSS ZHY KT,
B, BEOIREICX ) BERET 5,
GELaFRRIRKEE> ERHEMRERE

FE. OEAIIELFY FIFE LTLHLIEIIOmg% 21 H
FEHREOBS- Lotk THRKREST 2, chaldr o2k
LTG0 EY, B, BEORBICE ) EEHEY
o

(BEIHAMOBRATHEANR Y >/ E)

SEHL. BAIIZLFY FIFELTIHLE25mg% i H i
M55 2%, %B, BEORBICL ) BEERET 5,
(BEIIZHEMOERMD > NERVDGS > /\E)
VY Fy~7 (BETHIRZ) EofHIcB T, @,
BAIIZLFY F I FELTIHLE20mg% 21 H 53 1
%5 L2, THERSEST 2, Shzld A 2 ve LT
KI2HA 7V FTHRGEBY RS, 2B, BFOREICX
D EERET 5o
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7.1 EHEREREERE T, AFOMPREN ER$ 5 2 LA

WMEEINTWDE 2D, H5ERORGMEOME %2258

THEEHIZ, BEOREEZ X D EEICHEL., AEH

S OB EET A E, (9.2, 16.6.15H]

ER GBS O 512 X 5 TAUCK U Crax DT A3

ROLNDL LS, RANIEIRD BT % 8 T

BETHZENLT L, [16.2.1518]

7.3 ML/ A 2k A % B < Grade 33LIZ40REIME
1 (GradeldCTCAEIZ D<) 295 L 723541213,
KA DKL 2 ZET 52 L. HGOHEMIZ. BE
DRFEIZIE U THMT 2 2 &,

(BRMEHEE)

7.4 KH %2 &L AL EE, 17 BRG] oEOW
7, KRS, B HEETCHE L2 BT 2k

7.5 ARAHEMSE G- CTOHEIVE R L EVEIET. L TV,

7.6 MR AT ERIRAD 2558 BL L 7235 81203, F#%
S LAFORELSEZEE ST 52 L, [8.2, 9.1.2,
11.1.3%1]

7.2

RIGRE DL FENEFRHEET O
M/GRA i kiR A FEBLIR DRSS 0 H &
N B ER B | s OALE L ORI O 0 H %
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Z D 1%50,000/u LY FIZWIE L
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L 4 b, W O3 5 RS0
THIE 5 o 8 & 13 A& 7l
2.5mg# 1 H1M$%5-THBo

e | AR B
D00/ LA B2 | 2 05 1,000/ LU I 12 o1 L
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B, W OG5 mABmgD
1HL1E #% 5 o 3 41k, KA

2.5mg% 1 H 1A% 5 CTHblo

ARF Zdg Ut BERIC X 0 SRR aE A5 L 72 & kI
ENDHEAEITIIHEEZImgT R (2.5mgk G- OWHA1E
SmgNHE) A ENTE S, 72721, BEHEZBA

TwnwZ &,

TEIE SRR O 2 FE M A il T
MNGRD i rpERIR A FEBLES DRSS 0 H %

MR I EREL
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Z D1%30,000/u LEL FAZ Il L
7o i, A 2 il 4 G-
A Homgik i L CT1H 1M T 4
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(72721, W BRI A LAt o
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L%
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Z D 1%1,000/u LEL EZ IS L
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7.7 MMM X ERIR A D5 L 2561213, T %
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R ORUE L ORI O iR 0 H %
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EN RIS S v
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B e 1
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1H1M10mg#% 21 H [ H #1185 L7z #%. 7H
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JAE L~V [ 1H1E5mg % # H %53 5,
JAEL~N)V2 [ 2H 121 H5me % #1535,
s L OV3 | BERMIIZ2H5mg 2 #1085 53 %,
(BHEXIHAMORATHREAMIMRE Y >/ E)
7.8 AH & Mo PUEMEEH & OB B U B AR %R
AP L TW Ry,

7.9 M/IIRA XA I ERIRA DS L 7256121k, TRE
ZHMLUARAOKRIEEZERET 5 &, [8.2, 9.1.2,
11.1.3&2H4]

M/MBGRAD i BRI A FE B O RIS O H %

MM BFFREREL | s O LB S ORI DR O H %
KA KHET %,
W EAE 350,000/ u LEA L3 A
A GH OREMD VT A
TRIEL 2256123 AHZ Rk
DM THH,.
MR | 25,000/ LA i 42|+ 10,000/ LA 984> A 1
WAy | WA AN I 2 L 2E & B i &

PE S MR A O 65121
WO MR STHEL A
2 Al N

- FEIDAA DAL, IRIERT
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M/ TF P ERE | Wi OILE B OV RO = 0 B %
KR RET 2,

W Al A%1,000/u LLL E 33 A
HIH G- OWEMO VT Ih T
THE L 28E 12 RAZ KR
)i et

- FEBNERF R ERIRAE [0 Rk

Kk e | B500/u L 7 (K 385
sa | POVMLAMERE |y s Gay e

WX BHEMCH Db ET,
S5HUL LR ] o¥EI12id,
ARFH) & RFE T O i 2 S 1H
LAV TR R

- BRLPUL o i, IR
D & [ i

1) FREEOH®EL NV
s L)L
B i
AR LNV

KF O -
1H1MI25mg % 3 H &1 1453 %6
1H1[EI20mg % 3 H &% 53 %,
JiHL~OV2 | 1TH1M15mg % 8 H R 14853 % .

AR L XV3 | 1H1M10mg% # H & 8559 %0

(BRI LMOERM > NERODGE > /N E)

710 Uy R =7 (EETHIELZ) oG5B L TiE.
(17 BRG] OHOWE., FIHE - HE 5451
B Lz TR TAZE,

7.1 MG A SR ERIR A S5 BL L 72121, TR
EEMLUAFORESEZZE TS L, [8.2, 9.1.2,
11.1.3&8]

MR i BRI A FE BN O REESE O H %

MREL T EREL | R O L E T ORI O o H %
KR 2 RET 2,
50,000/ u L& §ifi 12 | & D 150,000/ LLL R4 L
WA 72 A E. A#F15meg#E1H
. 1A% 5-C B
7N

E?F;;k KR %2 RHET 2,
fRE20m H DL, T | 2 o 1%50,000/u LEA LA H4E L
J£50,000/uL & | 728120, AH & Fi G-
WA 2 55mgik & L C1H 1\ T

Bﬂo

1,000/ u LA G 25 | AF 2 KIEF 2,
7H DL EFEe ZO#%1,000/u L EicmE L
i 72 ¥ A2, A#K15mgx 1H
I B I P BRI D | 1S TR
SiE (1,000/ 0 LA dif
W9 A K OV R
38.5CU EDYH)
ik
500/ LA\ 38

KPR REE2m H LB, 5 | AH 2R3 5,

W LT OBLRHPIE| 2 D%1,000/u LEL EACRH#E L
Bl Pat” Eed N B N b ] EIE S
1,000/u L& i Y| 2> 55mgi = L C1H1M TH
7H YL FiE o
i
Ft B B Hp 3RO A
SE (1,000/ 0 LA dif
W29 A B OV R i
38.5CU EDYH)
ik
500/ LAG V374

8. EELELRNEE

8.1 ARHAFG-BMEH G4 % T Tl Wi, ¥
B O E 22w &, [16.3%1E]

8.2 ARHIOPEHIT X 0 EH 2 ff A BRI AME M OV IR A E
ST RIS 5 2 E D 5720, ERII LK
FMEEZIT) 2 &, Fo AROFRGI2H 725 T,
G-CSFRAI OB 2 b EE T 52 &, [7.6. 7.7,
7.9, 7.11, 9.1.2, 11.1.3&M#]

8.3 RAN OG- L W BET &7 4 VA DFEMEALDSH 5 b
NBEZENHBEDT, KRG > TR A VA
G DA A MR L ANFB G0 2 LA 479 2
Lo [9.1.5, 11.1.4%M8]

8.4 AR RBRICB VT, 3. T v, IR, B, 8
AL SN TV AL DT, AFHEGH O BEIIEHEHE
DRI SE R ) BOBEE T 5 L) ERT S 2
Eo

8.5 EEHEEBRED D S b B I EDHHDT, EERED
Z\EBE T, I PR R L VB R e A %

o7 L, BEOREEZ THICB%T22 L, [11.1.8
]

8.6 HIRBERIKTELNH bbb 2 LWHHDT, El
CHREZAT) 2l BB T 2L, [11.1.12
Zi]

8.7 EELHRENHSLLND I LB LD T, EWIITH
HRITH R L, Blgz +3IT) 2 & [11.1.17%H#]

8.8 AHMDIGITL D, . FEE BBSERMED ) Vv
DFERELZNMETIERE 7L T RS obNL I DD
20T, BHFEOREZ THICBET LT L,

9. HENEEZHFTIEEICHT AR

9.1 &HHE - MEEZEDH 2 EE

9.1.1 FERIRMBEN Y RV 5 H T 8L
AR IMARRE S B, WEST L2 L 2H 5, [1.6.
11.1. 18]

9.1.2 BREMHODH 2 8E
T 2 U P ERIR A B NI NG A HE DS RS A 2 & AYD
%o [7.6. 7.7, 7.9, 7.11. 8.2, 11.1.3&M]

9.1.3 BB HEE (EMHMRBEEELEE) OHh2EE
TSR ZR (2R 9 2 HEA0 SIS SRR e 5 2358 3§ %
BENDDH 5,

9.1.4 YU RYA NICL2EELBBEDERIEREDH 3 BH

NS5 BEFRIAIINAXZT A UTOREXIIBRERLEE

(HBs#HiERa M. »DHBcHi{AXR (3HBsHABM)
ARH OPEG-BIIEH THREE L TS BERAE R IRy A VA<
—H—DE=ZF) T ERITHIBE, BRFEY A VADH
IEVEAL D BERFEIRDFEINITEE T 5 2 &0 AR OHG12
FOBEIFR T ANV ZAOFIHEEALR D HbNEZ ENDH
5o [8.3, 11.1.42H]

9.2 BHpEEERE
BHREUOHRSGHBORNZZET 5L L b2, BEDOIR
B LDEECBEL. AEFLOBBUTHERT LS
o BWERDBRS HODONLEBENLED L, T2, BHRE
FEEREALT B E DB D, [7.1. 16.6.1 ]

9.4 £FEREEH T BF

9.4.1 IR B REtE D H 2 LIz, ARAITR G- B ik4E
T K OSAR AN 5-BRAA3 H B A S % 5- B MG 1 1T £ T2
BRAELERL, TREL TV & 2 iERBICH S
BT A Lo Fo. AFOBHBIZAER % B2
ZWHERE T, RA OG- T ORI AR A 544 TR
OARFN I 53 TAE BRI ER A2 ElT o2 L,
B G PMGT AR E A b 5 TAER# T R
WRAT ) a3 8 — b F— TR D THRY 2 B
OEREHE (BT Iy F—2%250) S8,
W2 BT LTVWAEI L2 AT EIE, &
B, BA OG- E RS DN D EA I, E
HICAF PG 2k U, EEISIEET 5 X ) B
ZIEST LI L, [1.3. 9.58M1]

9.4.2 BYICd, HERTLHEMBK T T MRB2THI) %A
3D THR BT 0 A fs (BHIEeda v
F—2%%EH) 38, #lE2ETLTWwbsZ a0
WCHERT A2 & 720 ORI & oMk
Birbehanwz &, [1.4. 16.38H]

9.5 1113

TEIR IR LTV B T REE D & B LRI I3RS Lz v s
Lo B AN TOERBEREERBETIE, FRRICL
F) NI FERL3NHEBYOREBICHEN EDO LN
2o LFUFINide bTRAEBEZAETLUREEDLSD
5o [1.1-1.3. 2.1, 2.2, 9.4.1, 11.1.18%M]

9.6 &I
BAPOLHIIEIRS LI EEF Lns, b aih
TG T AL LRI sRE 2k,

9.7 NR%

INBEEZ WG & L7z RGBT TG L T e,



9.8 EkE

BEOREZBHR LV OERIRE T L, —RICAE
M Ee s ﬁTwaéo
10. #HE/EH
10.2 GHAEE (BIRISEETS &)
EER BRAGERR - 5 78 | BE - eBRRT
VXY AGH |V TF T OMBERRE | A
(T | 2BINT 5 LoWmETDH

[16.7.1Z1K] 50T, T 2HE

BEET LT L,

11. 8MER

ROBEWER 2SS b b Z W HDT, BiE AT
w\ﬁﬁﬁ%b%nt%ﬁtu&5%¢m¢é&tﬁm&
WEEATH) 2 &,

1.1 EXLEMER
11.1.1 ZREPERAR I ARAE
(1.6, 9.1.1Z]

11.1.2 BiEEE, —BMBREmMREE (1.5%)

11.1.3 S5EMH

JLMERRAE (1.1%). IR ERRAE (40.1%). Ifil/IMK

WARE (19.2%). & (20.4%). F&EELT BRI A e

(2.2%) HFOFHIHLHSDLNLEI LD DL, B, 1L

IR AR U 72 0, AR H i 25 o0 AL 28 - 72 S

bEHEENT WS, [7.6, 7.7, 7.9, 7.11. 8.2, 9.1.2

7]

11.1.4 BEFAE (22.0%)

Wide, MIMIESE D EE R EIEN D HbLNDL I DD 5,

F7-. BEFRY AV ZAOFEEALGH b S Z &0

5o [8.3. 9.1.5%K]

11.1.5 EITHSEMRERIE (PML) (HEARH)

ARHNF G PR OEGRTHRIIEZEOREZ B L,
HARREE, FRAIREE, RRBUEIR (R, UBRR) . B
e %@ﬁﬁ#%%bnt% 3. MRIZ X A W52

&Uﬂuﬁ’é‘lﬁdﬂ”*%ﬁ’) LE(iz, G ERIEL, #EZR

WEHFTH 2 &,

11.1.6 REHEKERIERE (Stevens-JohnsonfEfZEf). &%
MR B IEFAE (Toxic Epidermal Necrolysis : TEN)
(0.1%)

11.1.7 BEE

TF7 4% — FEAH). METE FEAHE)., &

%(Mo%\gw%(owoﬁmﬂ@ﬁﬁ%%bnéc

DB 5B,

11.1.8 [EEHIEAE ﬂii¥ (0 2%)

(6.2%). FHERE (3.0%)

HEENRD ONIZGEIIZE LIS 2RIk L, #t) 2
BEITV, Jﬂﬁﬁi‘lﬁl@’&% FCRBAOREZ 5 1cBigt
52k, [8.55]

11.1.9 EEMmHER (0.3%)

11.1.10 OBHIEE. L0172, TEIR
DBHEZE (0.4%). DAZ (1.1%). LB O RER

(3.1%) PHEIN T2,
1.1.11 KIEHREE
B (7.5%), KW= 2 —a8F— (5.5%). B
R (3.3%). ET (2.2%) 250 RA RS 5 A3 2
EhTwb,

11.1.12 FIRIRHEBER T IiE
[8.6%1]

11.1.13 HEEZEFL (0.1%)

11.1.14 EBxrtEmE (0.4%)

11.1.15 &8 GHEARH)

11.1.16 FF#%EEEE. |E (3.9%)
Aﬁ?AUR)rGWL%%ﬁ5W% RN
bbb ENH D,

11.1.17 EELBEE (2.2%)
BAESEOEELEEENrHLODLNLI LB H D, [8.7
Z ]

11.1.18 EIFEM BEAH)

IR SOSIHR L T W AW REE D B 5 iz &k G- Lanwa
o [9.55H]

(0.9%)

HIEA D 5

11.2 ZOfOEIERA
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fE b (21.2 | Wik, IRz | JE S AR P, B I &
%)\ FRl. | B BEE. T | B
L EARE, TN
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I IR A, B | B, L o <Dy
Bk IR S, L 5GE O
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W E . . I A
8T = R R
FHE
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v ¥ T REERE
AV Al | Bisk, K5 b U A
IR OV ¥ EKT OV TR S IE
v AR, | A KA .
Mg, Y > | AU w7 A fE. B2 o
% i1 2 — IV IMAE, ARCIR I A
UFEE BRI INEE. ik
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AR ML PN 5 o]
9 DO B RIENE AN
i EEN S

B

i3 llflﬂﬁzﬁi?\ 3K
. R

W
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ol | KRR

FEN T
N3 AN
MR HE 9.
fEHR., SEELIR
LA N AR
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HE L EHNEE
Z oMl | E G5 (21,1 | FEE REM | B %, CRPY . ALP
%) IESE 7 | Ay IE. B B, $45. LDHE,
L7 (10.9| B Wadie, ARERIN, G,
%) ®, I T4 7Y YDY A —
JIHE. K Bom. 73 g —Ehihn
P 7 AE
W) FFREIUIHROB AT AR ) >~ 3 EEEZ R E L
7 N A T AH RRBSTE DN PR 56 S Bl R M o gl ) > 2 i
JeOSfAY) » N R A R R L U 7z BRG] 45 TAH 3l

[ At SoREs! S

14. BRAEOXE

14.1 EFFAFEFOZFE

ih 7Nz LBV &,

14.2 FEFIZFEDOXE

14.2.1 PTPAEE OFEAIIPTPY — b2 SHLY L CTIRAIS
LXO¥gETHI L, PTPY— bOBEMKIZL Y, T
WA ERATE R AR A L, s milak o L
THERI SO EE LR AELAHET L2 L 0H %,

14.2.2 W 7NV ZEAFEATZD, BT Z20ETICIRAT %
EOETH L,

15. ZOMOIEE

15.1 BRERfERAICED < 155

RIBWED LSBT 255 & L7232 oiphh iR R

BRizB T, ARAE G5 Cx IR & ik U CERIES 0%

HEED5 < ARG, SE B f s, B
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RIGHOEMEY ¥ WA IR ORFRIVIEE - 208 g%

R E LMNER R B VT, AFR G TR (2

O A7y (ENEKR)) HEIELTIHTY X728
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16. ZEHEIEE

16.1 MFiEE

16.1.1 BEZS
TR NS ARFISHE (5Gmg™, 10mg. 20mg™) 7 Hi [l $
B L7t EoXRAO MR ENER & SEWBE ST X — 513D
ToEBYTH Y, AHIOUMAE b EEZ PG540, 5~ 1R 212
IEEICE Ly 203 R2~3F M Cd - 727,
(ng/mL)

800

700

600 1

500
4004

300

Pet e A A= =

2004
100

2 4 16 18
G ROmEH ()
HRREOES L7z b & OMEETRIENER CFI9f+ iR 2L)

YL T X —5

[}
[\e
g
(=2}
[e}
S

JH = 5mg™ (7)) | 10mg (7#1) | 20mg™ (761)

Cumax (ng/mL) 113+35 227 + 46 521 +195
AUC- (ng-h/mL) 345+59 727115 1462 + 174
e () 1.0 1.0 0.50
" 0.50, 2.5) | (0.50, 1.0) | (0.50, 1.5)
tr2 (h) 2.28+0.48 | 2.36+0.41 | 2.24%0.42
S + BEAE AR
PRI EA T

tmaclE AL (R, H2K)

16.1.2 RIE#HRE

(BHRMBHEE)
FE5E AL M B TE O 2 56 VAT Bl S B IS AR A 10mg™ 2 UM25mg %
BRI 8 5- O RAERE I G- L7z & & OERK O FEYEEE T
A—=F LU TOLEBYTHY . ARFOIMEEPHEE X 580.5~
TR e S E Ly teld 2~ Th o 7z T2 K
P52 X A ERIEZED SN h 5728,

WWEHRE N T X — ¥

JH &= 10mg™ (3%1) 25mg (6%1)
P35k WG | RERS | HbS | KEERS
Cnax (ng/mL) 330116 31669 642 +163 721+109
AUC: (ng-h/mL) 1063300 | 1050300 | 2835+1059 | 2892 +952
o (1) 0.93 0.5 1.0 0.97
(0.50, 1.0)|(0.45, 1.0) | (0.43, 2.0) | (0.45, 1.5)
tz (h) 2.57%0.65| 2.45+0.42 | 3.20£0.83 | 3.26=1.02
S+ REE (R

PIHMEIE ST -l
twax(XHRAE (/DS K)

GEREFRBIRE % 5 BREMRERE
5% et R B hq31q33R K2 A LK) X 7 g -1 2~
O RSB SR BERE & 2 FER & BF 5 - S O
BICAAN0mg & H RGOSR TS L7z & & OAH
DIEWEE T XA —FZLUTO LB TH Y, AH O R
BEIRH: 5.2 SRR B O°2 OF R A2 12 T M2 AR S IEVCIE Ly teld
TNZNI MR OB TR TH o720 T2, KEKGIZE S
BREERO bk o7,

B E ST X — 5

e Jrik Bl f G- (661) Bt (561)
Cunax (ng/mL) 145+56.0 155+ 46.6
AUC: (ng-h/mL) 925+ 344° 936+ 355
tmax (h) 2.52 (1.00, 5.95) | 2.93 (1.00, 4.00)
tiz (h) 3.33%0.81" 3.70=1.20
S = R {2

S A - 34l
tmad X IAE (/S K)
a5l

(BREXIHEMORATHRBELRKY >/ E)
RS SUE TR O BN THIE A s ) > 7 S CE AR A 25mg & HL
[IRE I 5 L O AR G- L7z & 2 ORF O FHRE/ T X
—ZIEUTOEBY TH Y KA O MR TP G- IR 7%
W AMEIZE L, 6033 5M M Th o720 Fio. IERG I
X BERMEITFED SN 9o 7210,

HEEE ST A — 5

RS Hule5- (661) B S- (5H1)
Cumax (ng/mL) 503+80.8 498+91.3
AUC. (ng-h/mL) 27551078 2868 1033
tmax (h) 1.06 (0.92, 2.00) | 1.03 (1.00, 2.17)
tiz (h) 3.51+1.04 3.71%0.95
R + B

SN AR
tma S FFIAE (RN, BK)
16.2 RIR
16.2.1 BEOHE
e A (1761) ([2ARKI25mg % @RI - &0 v ) —ZoRH%IC
RO G L7722 EDAUC, Coa TZEBFICRIRG Lz & &
HRTENRZNAR20%. F50% KT Ly tmaxlTHI1. 6IFBIEE L
=0 MEAF—%). [7.288]
16.3 2%
LU R I FOFPHMERARKGEIIN0%TH -7z (FREA
F—%)o T RERA C46)) ICAFI25meE KBRS
L7z& &, FEPIcL Y F3 i, w52 5248 %12
M S N 7275, IG5 S22 5% I hic L+ F3
NI SN hr o722 WHEAT— %), [1.4, 8.1, 9.4.2
Z ]
16.4 X3
In vitro BT L F Y F3I Flde MFI 270y — 2 KO
oD W THBILRIESEOMRBITZT 2o 72 (SEEA
F—%),
16.5 Hkttt
L) FI FORBHIRZEARTOIEESIZE AL TH B
FEEALS [MC] LY FI FRMEREOHRS L&, #5&
DRIS2% DT REDRZALR & U TR AICHEI S 2 (SHEA
‘7_'3'_‘&)0
16.6 FENDEREH I 28E
16.6.1 BipeEEERE
BB RE R B (ICARAI25mg & HiIRR I G- L 72 & & o SE )i
NI A=FBUTOEBYTHY., AUCIEHEM L7z (hEE~
EAE (BHTRE) ERETHI~5M). /2. BB T I
WLFY FIFoRKOZY) 79 A (CL/F), B2U7 9
(CLr) WALz BEAT—%), [7.1. 9.28K]
B AR I CAH25me 7 BRI G- L7k B0
WHBREINS A —

- . T T

wiee | L | B TEE Geir | Gern )
(61) (661)

Cona 6055246 | 691110 | 502177 | 765+81.3 | 552140
(ng/mL)
AUC= | 1814703 | 27671094 | 60214847 | 8191+ 1317 |11121 +2133
(ng-h/mL)
o 1.0 1.0 1.0 15 13
s 0.50. 2.0)| (1.0, 1.0) |(0.50. 1.5)|(0.50. 2.0)| (1.0, 2.0)
f2 () |3.34£0.88|3.67%0.70 | 10.6+3.33 | 9.22+2 44 | 15.6 = 1.14
T + B
I AE R il

tmad UL B/, BK)

HHREN LT F =020 T I A (CLle) FEHME

1% 83~145mL/min, BJE : 57~74mL/min. HZE © 33~46mL/
min, FHE : 17~29mL/min
ERREICHEDOD B BE IR EZ RS T 2451 TRIORT
CLofEAZZE M L L TARFZRG &R OES-HREOME~ 5ET
5T &,

HRERERE B I ST A O MEMHERO B
BHkRE (CLe)
ik - i AR | GERLE)
30<CL&<60mL/min | CLe<30mL/min | CLer<30mL/min
A#N10mgz 1 H 1| A #15mg % 2 H |4 #5mg % 1 H
FHCRG L. 29 Ic1mE s IWEES2cH
SAMEEHIE |4 7 VT HRAR GENT H X BT
T HE % %5512 15mg ®ic¥s)
IHRTE %,
5% gt R R i | AR #lomgZ 1H 1| A #]2.5mg % | A& #|2.5mg %
WK &P | LH 1452 1H1m$ 5>
A 5T GENT H X E AT
3 BTG
AF10mgx 1H 11 | A #)15mg % 2H [ A #l5mg % 1 H
T O G| B G- CTRgE L. B3Il 1l 5
Pk p NTHN | 5- B 45356 H 4% 8 % GEAT H X &M
HILHE Y > 78| BETRE 2 4a 13 (AN 2]
i 15mgll #§ &= T X
5o




ke (CLo)

N - [ T
i - " GBFAE) | GERLE)
30<CLe<60mL/min | CLer<30mL/min | CLer<30mL/min

F%E LI AFNNOmgZ 1H1M | A #l5mg% 1 H | A #l5mg#% 1 H

P LM g ot Ly 29 (L 1l
omI ) 4o v r e G AT H 12587

“ S B UG g 4 4 3 15mg i)

B M hie s 5,

I - FIRIES S 2 L— 3 =3 12365 & B
a ARAPBPmgE2H 1B L3252 TE S,
bt AHl5mgx MMk H- £ T5Z LD TE %,

16.7 EWHE/ER

16.7.1 d%>>
eERERL N (1960) (2AH (10mg™ 1H1E) % RERH#RE-%
WY TF T 20.5mgx ARG G Lz e & KHRG5 T To
TIF Y Y DCrax L AUCIIAHI ISR G- T & iR L TH14.0%
HmL7z9 MEAT—%). [10.2H]

16.7.2 Z Db DOZEH|
IR0 2 S HilE B H (661) ICAHKI2omg % 7 F
A5 40mg & ARG L7z L & REOSEYFHE~O
HEIIRD LN o 2P 17,
fle e N (1461) (CP-RERHHERTH 5 F = VB AR
W (600mgl H2Ml) % FARFE % 5-#4 1A H25mg 2 Hi g 14
L7 &, KAOEYERENDBEILD SN h o729 (4F
}\i:‘_ 57)0
fERER A (1160) 1P R A BHER], RETHL T L0 AR
25mg & AHI25mgx Wi PG5 Lz & &, AR R T A1
VA ADSEYBHENDZEIIRD SN o 72W (AEANT—
5)o

W) AHIOKERE - B QH#) Z1H1025mg (S5 EEHE), 1
H1Mm10mg (5% Geti R R MiEt K 22 % P 5 4 S CREMERE) . 1H 1
[E125mg  (F5 %8 A& M i Pk oo e AT 1 il ) > %), 1H 1
20mg (I8 AT HERTEDIENIME Y > 28 E L O Wsgas ) v 8iE) Th
%o

17. BRERBGIR
171 FHERURESEICET 258
(SR

17.1.1 ENE 15

657 UL 3 75 IR S & 7% & e W RIBE D L 561

BRI 2R & L7258 TAHRER (MM-025308%) % 90t L.

AH25mg™ + FF Y X & 40mg PP EEE (LA of

e RET L7ze T ORER. 22831283.3% [95% FHHIX M ¢

68.4, 98.2] (FELERA-EEM#H3/240], R EfHLT7/2461) TH o

7:19)0

GAVEFEARE BI2651 rh 2561 (96.2%) CEITEHT (i ARAR A il 52

HEEEl) PROLNZ, EREMENIZ. 51260 (46.2%).

I HRERIRAETB] (26.9% ). (HEFL6H1 (23.1%). I/ IMRIRAE

661 (23.1%). £iusEl (19.2%). FMLERIRAMESH] (19.2%) .

Bz az3sl (11.5%). & 9336 (11.5%). BEIR B IR

36 (11.5%). LIPN4360 (11.5%) . BREEE36] (11.5%) .

BEE3F (11.5%) THh-o72"%

D ARF O - HEIZ28H %2194 2 )v & L, 1H1M25mg% 21 H
RS- 5, B, ERICIS CEERET 5o EINEK
BRCld, KAl 25 ENLETOREITH LT, AFloHkE 5
GIRE2 S PUIMARSE I PUEE 3 2 3 5.3 A BE TH - 720

W2) FX¥H AV O HEl328H 2194 7 v & L, 1H1M
40mg (75i% % 2 % B#F121320mg) #1. 8. 15, 22H H 2k
454 %,

17.1.2 BHE MR

65 DL 3 8 s A 08 E & 7 S B W IRIBR O L 58

GRS 2R E L7288 AHRER (MM-020788%) % 920t L.

AH25mg™ + FE Y X & 40mg P OB (LA %9

BT F TG L7-LdBE, LdBEHEZ18% 4 7 v (7238, 194

7V 28H) #5 LLAI8RER U ANVT 7T »0.25mg/kg. 7

L K=V 2mg/kg. % F~ 4 F200mg fif #2129 1

70V (728, 194 7))V 42H) 5 L7-MPTHO3MIC X 24

B A L7z ZOREH, LdBETIZMPTEEIC AT R A

fili T H Td 2 R EALEE (PFS) OFBRERN RO LN

2o B, BRKEHNIEH Td 5 &AW (0S) o RIBAT R

BT, AEZEREEIAD LN TRV,

AHAERALORESR) (201345 H24H 7 =8 A v P+ 7)

Ld#f Ld18#f MPTH#
(535%1) (5411431) (54791)
PFS
A XY MEEFH(%)| 278 (52.0) 348 (64.3) 334 (61.1)
RgLfEt (2 H) 25.5 20.7 21.2
[95% {5 HEIX 4 ]° [20.7, 29.4] | [19.4, 22.0] | [19.3, 23.2]
N — R HE© 0.72
[95% {5 X 4] [0.61, 0.85]
pfifi (Log-rank#5E) 0.00006
0S
T EEE (%) 173 (32.3) 192 (35.5) 209 (38.2)
e (2 1) 55.1 53.6 48.2
[95% f5 X [ 1" [55.1, NE] | [47.0, NE] | [44.3, NE]
N — R 0.78
[95% 15 WX ] ] [0.64, 0.96]
pfiti (Log-rank# %) 0.01685
a @ YLfiEiZKaplan-Meieri: (2 & 2 @il
b @ HILiE D95 % 15 HEIX [H]
¢ : MPTHEO N — FIZH§ 2 LdEONY — Foll
NE : Not Estimable (&A1)
100 4
i
iﬁ 80
ﬂ‘: 60 o
£ -
& " M Ld B
E/B N \"Q{.‘ ,
R e (2) Ld18 B
07 Ii3‘; MPT #if
0 6 L & 21 0 3 42 48 st 60
PFS (H)
VA7
@ [53% 400 319 265 218 168 105 5 19 2 0
@ | 541 391 319 25 167 108 56 30 7 2 0
@ | 547 380 304 24 170 116 58 28 6 1 0

PFS®Kaplan-Meier Hi#

LABE D24 PEEFMRE B 1 BV Ty 532648245 (90.6%) 12l

e (BRRMRAEMRE 2 &) 20 bz, FREEMI,

TP ERIRAME1696] (31.8%). #1256 (23.5%). FEFL119%1

(22.4%). THILI2BI (21.1%). #E9710761 (20.1%). IM1/MK

RAESEH] (16.2%) AAEPEEIE = 2 — 1 /35— 8561 (16.0

%)\ FEHETIH (13.7%). HEFTHECOBI (11.3%). i EE 5751

(10.7%) FIMERIRAES6H] (10.5%). #5660 (10.5%)

THo720

Ld18#E D24 VETAIAE B2 35\ T 5406481461 (89.1%) 12

EIVEN (BRRMA S 2 &) ANl b7z, e,

TR ERIRAMEL656T (30.6%). fHFRI2761 (23.5%). JE57126%1

(23.3%). #1186 (21.9%). TH#i84Bl (15.6%). 3958161

(15.0%). KWMWE = 2 —a,3F— 7661 (14.1%). /MR

WAEETSH] (13.9%) T o722,

D ARA 0D - HRE28H %194 2Lk L, 1H1H25mg# 21 H
WS35 2. b, RIS CEEMET 2. /R R
BRCld, ARERLGS SN2 TORGIH LT, ARlofks
BRI & PR 3E SR PLBE I 3E 2 B 55 B BUETH - 720

1E2) FEH A YO HiREBHE1Y A 2Lk L, 1H1E
40mg (T5m% W2 5 B#H121320mg) %1, 8. 15, 220 H I
M55 %,

17.1.3 B E M AHR
FHRELFHETOZ BT ETHERE 205 LB IHER
M bt (MM-009305%) % %M L. A#I25mg™ + 7 F 4 2
577 2 40mg™ P IREO AR E T F X ¥ L 40mgY Bk
PG LR L7, TOME, AF +7F 25V VHETIE
AR (TTP). OSOWTNOFHIiIC LT, FF A%
Vv HUREE & T BICHE RN AR Sz,

ARV O B
(ZHEERIE : 20054E6 HTHF—% v M4+ 7)

KRA+TFHF RSV FHRY 2 5 OB
(177%1) (176%1)
TTP
AR MEEFEL (%) 73 (41.2) 120 (68.2)
rhefEt () 60.1 20.1
[95% 15 #FIX [#1]° [41.1, 80.0] [16.1, 21.1]
N — R 0.285
[95% 15 #iIX ] [0.210, 0.386]
pfifi (Log-rank#ise) <0.001




KRE+TFHAF ) V| T XF A 5T v
(177%1) (1761)
0S
FECBAR (%) 37 (20.9) 60 (34.1)
et () NE 103.7
[95% f5 X [ 1" [NE] [82.6, NE]
AN N 0.499
[95% 15 X 4] [0.330, 0.752]
pfiti (Log-rank#sg) <0.001

a : HrdefiiiZKaplan-Meieri: 12 & 5 HE @il

b 1 YLl 95 % 15 HEIX [

CFEHA YT B DAY — KK T AR+ FEY AL S
HoONF—Folt

NE : Not Estimable (JfZA0)

12}
A 50 1 N
7)1] O KH+FFH A5 T
&
% g5
@ FEHF RV Hil
p<0.001
0 . . )
0 10 20 30
TTP (H)
D84
®[177 67 5 1
@| 176 15 1 1

TTP?»Kaplan-Meier Hi##

KE+ 7 FH 27V BHEOREEFMIES BT 1776
16461 (92.7%) \ZEIVEH (BRMAMERELZ &) 1o bh
7oo FEHREIMERE. R ERIEARET2H) (40.7 %) IE 575761
(32.2%). EFL3SH (21.5%). MiEes#346) (19.2%). ASHEAE

3461 (19.2%). IM/IMEIRAES3H] (18.6%). #1326 (18.1

%), FII28BI (15.8%). H.L2361 (13.0%). F&952361 (13.0

%) FREITED T V226 (12.4%). WAEEE26] (12.4%). K

RvERIE2260 (12.4%). #FERL2260 (12.4%). BEHF2060 (11.3

%), PEIEHIRIMARRELORN (10.7%). k1861 (10.2%) T

Of:zno

WED) AFI oS ARIE28E %14 2 Ve L, 1H1E25mg%21H
MRG58, FERICS CEEHET 5.

W2 FEH AV OHE - HEEBHEIFA 20 E L, THLE
40mg#1~4H. 9~12H. 17~200 H 2453 2, Zh%
494 2OV EE, 594 2V H B, 1H 1E40mg % %44 4
ZVDI~4H BICRO%S T 5. 28, ERICS U E =3
5o

GELBERBEIREE HS BHEMRIERS
17.1.4 B E THEHER

5 Gt AR HR 2 % 1 5 4 RS O W B R & R &

L7245 MAHRRER (MDS-004708%) % 9206 L. 7R M ER R AR A7 2>

5 OEERT %2 5N L 720 FORER. 7T & KEED516]Hh35)

(5.9%) 5mg™ HD46HIH 196 (41.3%). 10mghE D411

12360 (56.1%) A% L ER# AR AT 2> & O BEBIC KT L 72,

5mg™ P #E, 10mgHf TR I ERER AR AE 2 & BB L 72 B o E &

37T RBETOEEG L WNTHEIZE > 722,
ARIMERB AR AE A & 182 H LU BEBE L 72 % o %4

B 75 XREE | Smg™#E | 10mght

(A VR A 51) (5141) (4611) (41%1)

AR ERE AR AT 2> © 3182 H 3% 191 231
PLEBERE U722k (%) (5.9%) (41.3%) (56.1%)

10mgHt Oz AP FHIEBI69BI 665 (95.7%) WCREITEM (EK
MAMERE 2 &) PRO LN, 10mghtToE L2 TIX.
I ERIEAES2H (75.4% ) ML/ RIRARESSB (47.8%) &
I FESEL8H (26.1%). THIL3HE (18.8%). FHFEIBI (13.0%).
JEHTH (10.1%) THh o722,
1) MDS-0047RExH R B % O FE
- 5P R R q3I R R OMNEEZFNREEZAT D (bo
ARG E R 1 J2 5 O A B D 22 )
- IPSSHHE TR ) 2 7 JLIFhi-1Y) 2 2
- ARIMEREMARAF R M A S GARE1I2HE (16HE) <. 7}
MERERII L TV 7 W e R I 356 H Ai)
- 5 RS RUE R O B T X F ABSE C % it
- FHILEREL12, 000/ LA 1 o008 Pk 5 i HEBR k11 505 S 3 1 k) 52
s
12) HHE182H (2638) DL FARIMEREGI & L8 L ¢, RARANES T
Y VRIEAIN— A T A UEIZ AT lg/dLEL BN

TE3) AF KR - HEE T1H110mg % 21 H B H #1955 L
7ot THRIKET 20 SEIFA 20 e LTHRG 280 KT |
Thbo

(BHEXIZHEAMORATHRA R Y >/ )
17.1.5 EIANE 1B

ALAIRIENE 2 4 5 B T8 U PR O O T F1 s ) > 73

BHE LT L L7z DM (ATLL-002505%) % i L.

AAN25mg e M HREHG Lz & EOFRMEZIRGE Lize €Ok

H BREITA2.3% [95%ASHXH £ 23.4%, 63.1%] (Ea&%

WA/2680, AEESTEAEZERL/ 2600, H5328%06/2681) Td - 7z,

F72, MAANS NIZEZORBMONTUL, SEERILGH, V)~

SNPRITHE, FRARKN Y263 BB MER4ABITH D WEKIT

DRFFIL, BMER33.3% (5/1561). U ¥ 8 EI57.1 %

4/780). PHRARKT 2 HT 2 81E850.0% (2/461) THo

722,

HRVEA DR (20144E11H20H7—4 A1 v M4 7)

AT RIVESFT X GE B 26151
AL 41 (15.4%)
ANHERE SEATZER) 115 (3.8%)
BEE (%) el 661 (23.1%)
IRPLE 86 (30.8%)
IHPAELT 761 (26.9%)

W B L Eosh R e R Lz BEE (FERhE) 1161 (42.3%)
[ZEREHR D95 % [ HIX [ ] [23.4% . 63.1%]
ZATEFAEFI2661 12651 (100%) (CEIVER  (FERM A AE S
EEte) AR SNz, FERFEWERIL. M/MORAE206] (76.9
%) IR ERIRAIELIB] (73.1%). V) ¥ 2SERIEAELBI (69.2
%), 146l (53.8%). FIMERIMAHELISH (50.0%). C-IL
JEPEZE 1B ANL0B (38.5%), K7 v 7 3 ¥ HAEIH (34.6%)
‘(“&) D 7:23)0
1) ATLL-0027R B0k 4 835 0 76
SRR ) ONERDUE P RARKT (PR EEHREM A
%?g%ﬁ%%ﬁlumﬁ7»7sVﬁﬁ@wfn#>%ﬁ?
B B
C VR E AL 2 A Ly 22D 0 O MG TR 82 D
LoRRERLIEH
(BREXTHEAMOERME > /NERVIGE > /NE)
17.1.6 EFHFEZE DHEHER
A ALFERRE, ERE LA BRI X S WRIE R AT
5 R ~ o8 [Grade 1. 2, 3al KOV
faal ) N353 (HARASHI 2 &) 2R E LB
HREE (NHL-007:88) #9256 L. AF20mg™ +1) v+ <
TEGEBREO AR ) v F Vv TR L ki L 72, #
DOFER, RA+ )Y F = TR )Y F O THABEIC RN
TEEFMIAH TH APFSP OHBARERDFRO bz, F7.
FAAN S N BEHEOWRBONFTUL, W) »/SE2956], 2
faxa ) 2863 T . WERTE) P oSEIC BT APFSO H
flild, RH+V Y F < TRET39.4% A, VY F T~ 7T
T13.97H (N — F I [95%15 #5 X [ ] :0.40 [0.29,
0.561). WA ¥ /SHEIC BT ZPFSOhILfiiix, AHK]+1)
FUTTHET2027 H, VY F U THMEETH .22 HTHho
7o O — R [95%EHEIX ] 0 1.00 [0.47, 2.13])%Y,
RSO TR (201846 H22H =% h v M+ 7)

AA+Y Y F TR )V F T < THREE
(178%1) (180%1)

PFSI’%B‘»
ARY MEEEE (%) 68 (38.2) 115 (63.9)

rhgefiie (2 H) 39.4 14.1

[95% 15 HH X [H]]° [22.9, NE] [11.4, 16.7]

N — R 0.46
[95% 5 X [H]] [0.34, 0.62]
pfiti

(@I Log-rankhisi)* <0.0001

a @ PryYefiildKaplan-Meieri®: (2 X 2 @ fil

b 1 FLfE 0 95%/E BHIX

cIREMET (VY F I THRBEROAME, EEOY ¥ SIRGED,S
O [<24E, >24E] SR [Nk ¥ o8, ighT ) v o8
1) CTHIEL 2CoxklbBINF — FEFNICE S v F I TH
MO N — FITH T H2AH + 1) Y F I THEONF— FOlt

d: ERED32 0BT TR L 2Cox b Bl Ng— FEFVICHET L
pfitiAy Bk HE 2. 5%

NE : Not Estimable (HEEAH])



O KA+ 7 F < THE

(R) P DF R

@)Y F = T HAB

PFS (H)
VAT
o[ 178 148 124 91 59 39 20 7 0
@] 180 132 92 58 40 2 10 4 0

PFS®Kaplan-Meier Hi##
KH+ )0 F < THOREWFAEGNIZ BT, 17667159
Bl (90.3%) WCRIWEH (BRMAMERE 2 &) 25RO bNhiz,
ERRIERE. I ERIRAEISH (55.7%) . I BRI A iE 34451
(19.3%) F 346 (19.3%). 12861 (15.9%). I 372641
(14.8%) M/ AE245) (13.6%). Al2261 (12.5%). [E
7L 7196 (10.8%) THh o722,
PED) A O - HRIZ28H &1 4 7 Lk L, 1H1H20mg% 21 H
BRI 535, Sha iK% A4 7 Vi kg,
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