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T o %7.7 WAIEDL EOCYPSARLEAI L 0T B 10iE, At
TR~ 1 50 mg FEAS LR B BENDH B0, MTOREEBEIL, AHOHS
WL~ 0 20 mg a2k, [2.20 10.1, 10.2, 16.7.2, 16.7.7. 16.7.8%H]
AELNL -1 10 mg

CYP3AREHI & o P F Ik o> i 4k il i 2

IES] W | MRS
HFLE DCYPIARIEA | AA 2 FRD TR T 52 &
BUCYPSAMSEA [ AAADI L s e |20 £ 100mg Bl Iz

wyAHAZ L
(&M EHEM AR

7.8 AH & GEHS B PUBMEMEAI SISO VT, T17. lREGR O3
DONFEZHI L7 ETEINT 52 &0 [17.1.5. 17.1.65H]
7.9 AR OBGAT L BWENAFER L2 HE12E, DT oRiEES

FIT, AR ERE, Pk a2

&o [8.1, 11.1.2&H]

HIVEMFEBIG O RIEFEO H%

IR

AL

Grade 4D4fHERIRA

TEIRE R ARSI © Grade 3LATICHIES 2 F T
PRIEL M ARSERT & [ U T 5% T 9 %0
PR A 200 H LB O S8 BIRE © Grade 3LLFIZmI4E
THETHRIEL, MEHRIIRIER & U Tikb5 %
TP 55, 210G Lot THRIKREES 228,

Grade 4D Ifi/MRIRD

BEfFE R MIFEIR © Grade 2DL RIS 2 FT
PRSEL, IS ARSI & [F U R OS2 TS %,
FEfE LA 20 H LA O B @ Grade 2DLFICII{E
FTHETHRIEL., MIERIRIERTE A IR TS %
FR$ 575 2105 Lzt TAORKEST 2L,

% : NCI-CTCAE v4.01232 <

7.0 WAL EOCYP3AREH & OFH T 2461213, AF ol
BER LAT 2 BZNDD 5720, UTOIELZSEIZ, KO
Bh a2 . [10.2, 16.7.2, 16.7.7, 16.7.8ZHi]




CYP3ARLEH & O Ik o> JT] 3 i e e

LB JH =l ‘%ﬁ?ﬁ?’x‘%ﬂﬂ
PAREOCYP3AREA | AH 2 PR TICHET 5 &

AH 2 1HHIZ10mg, 2| A& H#] % 50mg |2 K3 %
BV CYP3ARHEH#] HHiZ20mg. 3HHPK| 2 &

1F50mgll g9 5 2 &

8. ERLEANIR

(zhEEdE)

8.1 HHEHIHI D HbN D T L3 2 DT, AHIILG-Fa K
B A @I MR Ay (MERESEES) 2179 2 &o [7.3,
7.6, 7.9, 11.1.28H]

(BHREXEEEOER) tamE () 2 NEkiEy >N E%E
E8)

8.2 BB HIEMREN D S5 b D T EWNH B0, LT O RITER
5T &, [1.2, 7.3, 11.1.1H#]

- ARFBAG AR MRARAE (B Ay AT A ) ¥ IR
B, 2 VLT7F =) 27w, BRERE O Y03 H G-
PG L D HIE 2479 2 &0

- AFHIB G- BARRT A & SRIRILE SRA 052179 T Lo

- ARFB G, Xt (CTHUE) 12 & 2 M55 o 5Pl 12
E 0 MR O ) A 7 Sl 2 AT ARFIIR G B AAET
OHEWHEEN 3, EEEIEC T, UFORIRUFE22 5%
RGBS A2 Eo b, BRI, BEHESIEZ DR
BEZELTHT2Z &,

F1ARES R (2T ¥ SEASem A0 Y VS ERHR L [ALC) 25

x10%/uL &) SOE g R (WFhpoY Y3 idT 5~10cm Al
TIFALC25 X 10%/uLVL b)) o¥h

IRIFHFAEY AHNC & 2 iBHAMGO2HF A S MG L. SR
A8 U Cl.5~2L/H A2 i3 %,

MR AT 20 mg MK O'50 mg % |4 G-, %56~ 8k

A1 ) . P24 R

Z OO & W2 O | B
#) Il $%-5- kg

2 EESE (W) YA L0cmBl B LidwFhpo o8
iAs5embh A ALC25 X 10%/uL L 1) o34

3R ES = (2 TOREDSecmIL Ty XIZETOIREN10cmEL F 2D
VU RERI . [ALC] 25 % 10°/uLBAF) . 222 L7 F=v 207
5 ¥ ZH%60mL/minbL oA

KA HRAETEY ARANC & B HFERGO2HE 2 S B L. R
A U C1.5~2L/H Z#IT %,
I AR A 20 mg K U50 mg® % |HE 5. %56~ 8K
) Il 5 IRg . 524 %
Z D %o & Wi o |\ B
W) Il $ G- I
F4 0 EEEE (TR OKEDL0cmiB. LiZ W DOiFZE A 5cmii
AOALC25 X 103/ uli#l) . XiEZ7 L7 F=> 2 )T F ¥ ZA)60mL/
minA&{i DY
KRG ARFNT X 2 EHBGO2H w2 & Fas L. H a i
W 208 U CL1.5~2L/ HEIUIM Z . #liwf 5
(Wi TdHE150~200mL/HE) 2479 o
LA A 3 20 mg M 050 mgd 4% | 5-Hi K O FE 4, 8.

) w45 5 I

12, 24W§RI#

ZOHOF WA D
) [l B I

BT 56~ 8
. $G24 R R

TED) ¢ REEHERUREE 73 A MR - 2 475 S X
- AHIE GBI AA . R R R L AR U 72 B AR
B 5N 2B DL AR U 222 S TR 54121, AHIR S
BHRETT S OFH it B0 & ) oD i 357 19 SBE9E (i 0 1) R 27 Gl M
OTPPifEx1T) 2 &,
CHER RGN B VT, EMIMICRE (B v AL ALY
Th, )Y BB ZLTFZY) BEFH Tk
(BB AR
8.4 NEE BUEMRTER D L bNDL Z EDH L7720, LT ORMIHER
FTHZE, [1.2, 11.1.158]
- HIMERELAS25 X 103/ uL K & 72 2 £ 9« ARHI GG %
792 &,
< RANPEGPIATTCIERAE (B A, BV T oA ) R
B, 7VLT7F=V) 7w, BRERTODH LG ERAKS
BIBEIZ L B RIIEZRAT) S &,
- RANPG-BETT 2 5 FIRBBME R O S-2179 2 &,
- ARFNPe G- BAAATT L ORI, DT O£ E S E G
T5IE. Fo RAGBRGETC, EEREEEREO Y 2 2

KA AN X % B IRR D21 i & BA Lo i T A A T e o
il tal i R P AT, WG ORI £ & 475 5 B 06,
(W BET & MUF150~200mL/ ) %47 o ] 72 AR D FE Nt R AH] & i LTI 5 % & Bimo b
LR 20 mg B U50 mgd % | B - K U4 54, 8, WEBIET DI L. b, BEMRITE REFILEIEED
AL 12, 2AREH RIEEEM LRI 52 ko
Z 0 B0 & W O $ 571+ $2 5.6~ SHF I
W5 . BE5-24W5 R 25 ¢ B S A OO 1 B
VEL) TR 2 9 A SR 5 2 475 < & KRG | RANC & % o AT 7 & Wi ) % 38 U< 1.5~2L/ 1
H2) 1 7 L7 F =2 )T T v AHE0mL/ min il o i o BE T, 2T 5,
20mg U50mg > % BB 5512 L RNt 0 B 5 0 K % BT A | 1 T,
ce. 6~ 8%
- RFNBG- PG 28 B DL KSR U 22 B IS B S B AT, )fijﬁﬁ&ﬁﬂﬁﬁ?m B - fiﬂciﬂburéu
n SR T TN F A R R b [RIRE 0 Jil S 1 d T WY F Y OB E400mgFER, |- 240 %
A5 O O SR & O WA R BB > ) 2 e o )
7 wHili L O 7 BB 2 475 = o VED) L IR 7 5 2\ WA 5% 47 < ko

CHERRR G B TR, @A () T AL vy
YA, UV REB. 2LTFZV) BT LS
(BETHEMO~ > NV > /3E)
8.3 BB R IERED D S bND T ENH L0, DT DEIIES
FTHZE, [1.20 7.6, 11.1.13]K]
- RHPEG- BRI IERTE (AU 7 A, AVT T A ) v, R
B, 2L T7F =) 2T, BREREOD DA EIARARY
BIIGICIE HHIIE R AT 2 &y
- ARHPEGBIGTTA O EIRBRIME EEA O 52179 2 &,
CARHNB G BAEETC, XH (CTHAS) 510 X 2 Bl R o F-mLC
X0 EE RO ) X 2 Sl 2 TV AFIR S RAGTHT R
ORI, IS U T, UToRIJZUFEIZ S
RIS 2 2 Lo A, BRI Z T, MATHEE S B 0K
BEEELTCHMTSZ L,

MR GICB VT, BRI IRRE (A v AL vy
Th U REE JVLTFEY) BITH T L,

9. FENERZHIHEEICEHTIEE

9.3 FFEEREEEE

9.3.1 EEDOIF#EEEE (Child-Pugh%3EC) D&EE
REZZETLELDIC, BEORELZ I VHBICHEL, AF
FROFBBHEET L2 Lo MAPRENES L, BT 5
K HODLNDEBENDED 5, [16.6. 1]

9.4 £JEREEH T &

9.4.1 MRS A WREVED B 2 LPEICIE AFI G- R O iefdx 57
30H IS B\ THELES B VTV I OB 8] 70 AT 1212 D W TR 3
52k, [9.58]

9.4.2 HFEVFERAER O BEICAK & P53 2 A1 WRRICK
THWBEEEZRTHI L, BIWER (4 X) IZBWT, KHIH
1[E1400m g% 5- U 72 W O B R 85 5 090 . 565 OBE#% 2 H 243 2
ORI 2 85 & L 7o BB 5Tl ), mIEMER
TERENTWRWnD,



*

%k 3k

*

9.5 114

Tl SRR LT 2 1B O & 5 kL

I, HH LOFREMEA

fabfett % Lol &R S a6 -0727\?15}@‘%\_ Lo B - R
2BV, ARHFIH1E400mgPx 5 L 725 o fik

EAERER (w7 )
PRI

HOML 2 OBEF TIN5 5 THRZIEHR LT EA

BTG W E ARG S Tw b2, [9.4.151]

9.6 HIlWw

BRALBZWZENFEFE L,
E80) ﬁ)hf‘l‘éis)o

DB
9.7 MBS

MEEE R E LT

10. #HEEH

I (79 1)

BV TR

PRI FE R L TV,

AFNTEICCYPIAIC L VRSN D, Tz, AHNIP-HES >3

I7F v

JEIR A D HEIRATTE
BLAY AT EY %
WiEZEATH 2 &

Sk [ RAEIR - 518 5 s BF - ek

o O R R E o RF ORISR T NS o 3 A S

CYP3AEH HBZENDHHDT, |CYPIAZFHHET S &I
HINNTEY v CYP3AFHENEM D\ | L0 ARH Il i A5
V7 7YY AZHF W IEAI N DR I3 2 WA D %o
I77ELYY & | REETAHIL,

A4 It PFEY VY

(St. Johns Wort, &

VheYVa—vxX-17

—-b) A/ﬁﬁnn

[16.7.3. 16.7.8%1H]

g s F R EE\ERL2ET 2 F 0|72 F YHERICHT 56

BEHVAYTHY, Tz,
T F X B R
B BIETE R,

N7 7)Y
[16.7.5%1H]

INT7 7)) DOEHD
HMmIhbBENddH
(DT, 7utu sy

R IATH D05, 7
V7 7)Y DI )
AT BEEEYD S,

_ LT _ g2 2R
7 (‘P gp) @ EL“C&BV)\_P gpx ET %, [16.451K] W T B B (INR)
10.1 BEAERE BALAWI ) 45 0 1L B 0 %
A 755 B AEAR - H5E W - fabrik1 eI b2 L,
(RS HAM OB M IG5 E R OB 21 5 0%EH A CYP3A P-gpBHEH#] AAORIEH 2588 X | 2 5 DA 2P-gp %
UL SEEIE (NS E NG BEAN | FHETSIEICLD, SruARY Y NHEBZNNHHOT, METHILIZLY, A
CINBMUCINEEE DD, ARHAN O ML EE DS A5 yran) LA AHNOW T ZET 5 & |FOMABEEN AT 5
©). BRXLEBMED HRENED B 2 VT ¥y | Ebi, BEOIRER N TS 2.
v MV 2 NEE [16.7.35}#] EICBIZL. AIEH D%
DR BB Hic ST A2k,
i\ CYP3ARH E#l BRI DI NP-gpD | 2N S OFERIOEIWER 23| R A 25P-gp % FLE T %
U R & 72 % 36 RSN ABENNHS S LICED, TN5DE
[/—¥7] D= SV T, BEFOWRELE FOMmMApRES AT
VA AN s = G IO AR EICBIZL. BIEH O | WTHEED D %o
[451 %] TmY LR B MESET A L,
P A=D Ry [16.7.65MH]
(4~ >—] TYAUIA VY FAN O RA IS 55 | BT IR TH HA5, A
R ')\:’7“/‘_”/ [16.7.4511] ENDHHOT, P ZE KO MAPIREIME T3 %
[74 7= F] WETHZENEF L, WD D B
KHaF U —
[ 7% 7 41] 1. BIfEA
7 ﬁﬂﬂﬁmﬁ%%bn%’&ﬁééwﬁ BE R AT, R
(250 € K] B SN AR G AT B 2 @@Jwﬁmﬁ:
Yy hLLEL 11 AR
R *11.1.1 IBHIEERE (3.0%)
(V%A SUEATD b AR, ML kR, IR
) F=7 HHEA ?k%@?x% ﬁ’l‘ff#‘?) 479 & L BT, JERDSEIET A F T
[97]?4 7] % D "E = . '72{57‘3
99 ma o 100 ,M%~;,m CBIET 528, [1.2, 7.3, 7.6, 8.2-8.4%:H4]
16.7.2. 16.7.7. 16.7.8 *nmzﬁ%Mﬂ
ZIH] IR ERIR A (41.8%). Al (14.9%). MU/MGERAD (25.1%). %
10.2 FRAEE (BFRICEET S 2 &) BPEIF R ERIRAE (14.4%) 03B 5bb 2 b b, [7.3.
SEH 455 FERREIR - 508 5 W - bR 7.6, 7.9, 8.1%MK]
(BRUSHARMORME A ORIEN RS |2 W 5 o % H &5 %11.1.3 BREE (29.4%)
YrngamE (MU hbaBZhnd 50T, [CYP3ARET 22 212 e | T - s
\/,\"Hﬁl) >l\°ﬂ§éa ZK%I %7’;}‘2%‘@—% k k %) i V)‘ $ﬁu@mmf&§ﬁ§ Hﬂiéz (10.5%2\ Eiml{iﬁ (5.8%) %ﬁ &)%bﬂé\—tﬁ });Q)O
) OWIBF/EH. B|Io, BHORBAEE| LAY 2 THEELD 2, 1.2 ZOfOEIER

RXISHEMEDT > M
JUHERR Y 2 INEE D
B5H., 2HEHEMER
M%)
HRWCYP3ARHERA
7)) AuvA v
A bFaFv—
Ky arv—u
P TF = 5
[7.4, 7.7, 7.10, 10.1.

16.7.2, 16.7.7, 16.7.8
Z ]

IBIE L. BIEM %R
BUCHaiEET AT L,

RFERE D CYP3ABHE A
Ty)Auvwqf v
IINVFTEAL
TIVaFy— %

[7.4. 7.7, 7.10. 16.7.8

ZIK]

FL—T T N—VEh
£l

AH) D EIAEH 235 iR S
NBBLENNHDHDT,
FERL WL EET
5T &,

10%2 L 10% A i
* | f B - LD HLE)
*|HALER T (23.8%) 15
Aol (23.3%) BIAPS
mnt: (10.8%) JEL
F| A - A EE R OB g (10.0%) )3
ﬁ@«[kﬁ“
JFF I B 5 _ e ) Ve B
JIHgE 98 /AR
* | U R OV AR R FORRGE (10.0%) R
%7 ) 2 SE
B~ 7% ¥ 7 A UE
8 A8 T O L - I i
HRER R . FEED F v/ R
i)
B DM PR BB 55 - iz vy 5= 1
WP e W I O i - N0 P B
LA R 55 _ i
ARV
@R EDER

14.1 EHZFEFOEE
PTPUREDOIANIPTPY — F A 5B L CTIRA T % & 9 5

35T L, PTPY— M OFKIC

L0 BEOHIIRATEE R




AL, B3Il e B8 2 LTt 5 0 B 2 4 IHEZ I8
BIENDH B

15. ZO/DEE

15.1 ERERfEMA ICED 153

WA RBUC B\ BOF AR, S LEE, FORAM
Ha5 O ZRVEEVEIESEASFIL L 72 L oMb 50,

16. EYEIRE

16.1 IMiRE
(BRTHAMOEMY o/ \aIR (I BRED > EE
&6)

16.1.1 BEZS
TR U ERRTEOEYE ) PRI VN 2 xEREY Vo3 E %
Ftr) BB ITARF20~200mgx B ICH PRS- Lz L E 0%
WEIRE/ XS A — & ZLUFIRTY GHEATF—%),

R ARG O 2 osERIEY Y oSIER G ) BEICARH & B

BRI L7 & & OSMBRE ST 2 — %

i n Tmax® Crmax AUCe 12
(mg) (h) (pg/mL) | (ug - h/mL) (h)
6.0 . )
i) c (
20 3 (6.0-6.0) 0.07+0.02 1.9, 2.1 16.1, 17.7
6.0
i) d d
50 50 (2.0-18.2) 0.26+0.12 5.2+3.0 19.0+6.4
100 | 1 8.0 1.19 35.8 22.5
2007 | 2 6.0, 8.0 0.73, 1.57 | 23.1, 76.0 | 30.9, 50.9
CP39fil = R )

a e (FEpH)

b : BRI £ BEDA {2

c:n=2

d : n=47

16.1.2 R{EH#RS
HARNDO TS LB OB v EHIIE (Y v 23ER Y
YR ET) BEICARK A, HEEENEELEHIC20mg, B
20 H1250mg. #3HE12100mg. #4# H12200mg. 45 H 2
400mg%x ZNZN1H1E, THREZISROREG L, ZOHOHMR:
B 5 NZ400mgZ 1H 1A, ABICRIOESG LIz EDOXRA NI T2
A DY M I FEHERS J OSSR B e <5 2 — & % DTSR,

22 1B YoMERIE UMY vosERPEY VosER G Ee) BEEISARA R I

RO Lo EOEHIREBICB I 2 LW EE T X -5

e Jishs N Trmax® Cinax AUCa
) (mg) (h) (ug/mL) | (ug - h/mL)
73 7.0
1B H 400 6 (6.0-8.0) 2.67+1.20 39.0+17.4
551058 5.0
1A A 400 6 (4.0-8.0) 1.49+0.32 23.0+8.53
CE¥ i + PR 75)

a: Hgefii (EPR)
b YRy T GEETFHERR) R

5 - - XA 2527 Z2400mg (4 7#1 HH, n=6)
=) —A— NF b2 527 A 400 mg
E + U VEYTT EETARZ) (81031 HE. n=6)
2
=
£
< 3
NS
N
NS
z 24
"
%
3
1
=

O,

0 4 8 12 16 20 24
R (h)

1 Y SHERIIE ONY Y SEREY VoSl R G) B I AR
BRI G L7s b & oS iR CRIOME + B fpsE)
(BHREXIFHEERMEOT > NUEEIEY o/ E)

*16.1.3 RIEEHKRE (1 TV FZTH AR

HAANDFSE iZHEEo~ » VR Y v oNEREZIC, 47

NF =7560mg & DT TAF Z, AT H1IER I

20mg. %23 H1250mg. 3 H12100mg. 4548 H12200mg. %5
5 H12400mgx L EN1H1Mm, 7THHERIREORES L, 20
B OMFFHE G INC400mgZ TH1E, BRI LzL Z0%
GEIHHONA N7 5 7 ADIEYFRE/XT X — 5 ZLLTFITRT
3= MVHIIEY o SIEBECAH & SRR G L7z & & oIk
BB IEWERE ST A=

I Jish n Tmax® Cnax AUC2
M (mg) (h) (ug/mL) (ug + h/mL)
5628 N .
1HH 400 11 (8.0 (6.0-8.0)| 5.87*2.68 | 94.4+44.1
CTfil = BEAEAR 22)
a: i (FEPH)
(2B A MR

16.1.4 RiEHRSE
S8R 7) 7 SERREAFRE OIS & % 5 7 RO S R
W, ¥y FE Y ARHBEZI~I0HHIZEG T L L b2
KA %, HEWHIIE2H HI50mg. 3H HI2100mg. 4H HIZ
200mg. 5H H12400mg. 6H HI2600mg# Zh-ZNI1H1E, £
CHRE G Ly Z O OMEFH G IIC600me 2 1 H 1], fikI2iE
P L7z EONA b7 T 7 AO VI MBI EEHERS ) O3
WREST X =5 2 DTFIRTY GHEAT—%),

KA BWEAT B L A A 2 SRR L 72 & & ORI 3 5

A—=%
B JH & N Tmax® Cax AUCz
) (mg) (h) (ug/mL) | (ug - h/mL)
10H H® 600 7 (4.0 (4.0-6.0)| 2.04%1.45 33.3+£27.5
18HH 600 7 17.0 (3.5-8.0)| 2.92%+2.15 | 51.8+36.9°
CEIE = 2 7))

a: R (GiBH)
b: ¥ %5y ARSI

¢ n=6
6 - —@— XA k¥ 55 A 600mg +
Ty 5 AR
(10 HH. n=7)

o 51 —O— N4 b7 77 Z 600mg

E (18 HH. n=7)

o

3

=4

#

£

X

N 31

N

™

% 24

ke

&

8

g 11

0 J
0 4 8 12 16 20 24
IRgfH (h)
(2 2 SR 0P B L ARH) & AR O S L7
L EOMBTREHR PR + B 2)

16.2 BRIR
16.2.1 BEDOZE

T HER 5 245012 AR A 100m g™ % T 7 A T8 B A4 12 [l e 1 1%
Bl &, ZEERSEHELTRA N2 927 ZDCuax X
AUC=IZW N3 4RI L7z T2, @Rl A I
ARG Lzl &, ZEEG LB LTRA M 527 A0
Crmaxl35.3f%, AUCwI35. 128 L 722 (BHEATF— %),
16.3 9%

RA N7 5720k ML 87 BRGS0, 01K TH
0. b M/ MR 30,57 CTdh - 720 (n vitro) o
16.4 X3

NA M2 T2 RAFFICCYPIAIL L VR ENDS (n vitro). 1
BEWBRHABNICUC-N A b 7 5 27 2200mg™ % £ 15 12 B[R R
PG Lz &, $548MF M ¥ CoIMAEFIZIE F IS REILAR K
OM27 (BALMR) A3l S =10 (s b g ae 0726 J2 08
12.0%) BFEAF—%), [10.Z2H]
16.5 HEittt

R BRF 4B MC-N A b 7 5 2 2200mg™ % A F2 I12 H ke
Beh L7z &, #5590 T TSGR 099, 9% ASF 112 [l L



B, RHEEINZ0. 1% R TH o 720 EHIZBWTRE(LON
YT 0 AN D BEEZ20.8%TH o 20 FHEATFT— %),

16.6 HENEEEH T 2EHE

16.6.1 ATHgeEERE
RAIS0mg™ & LB H IR G Lz b & IFHEREIE & Bbies
(6f1) &bl <. BEONHERER ERE (Child- Pughﬁj\ﬁﬁA
660) JL OO NP REREE % (Child-Pugh% B, 661) T
1IN N7 527 ZDAUC=IZZNZN1. 3RO AEIcHmL., &
D RFBEfER B (Child-Pugh/#8C. 561) TR MY 5
7 ZADAUCIZ2. 7TRCHIIM L 722 (SHEIAF— %) [9.3.158]

16.7 EMHEEIEAR

16.7.1 S harvy—-u
IR TVF ) NEBZHIFNCT b3S =0 (BRWCYP3AFL
), DA EPRRKTE) 400mgZ 1 H 117 H %5 AH]
50mg™ % EHRIHMEG Lz &, RA 2527 ADCaaxld2.3
B AUCwId6. 45128 L 72 (BAEAT— %),

16.7.2 U hFENL
TEREBBRF 6611 b F L (P-gp &k OBV CYP3A RS 3E)
100mg % Hila$% G- 12 AR K 10mg™ # kG Lz & &,
NAFZ 57 ADCraxld2. 305, AUC=18. 1518 L 721 (4F
FEANF—%), [2.2, 7.4, 7.7, 7.10, 10.1, 10.25g]

16.7.3 U7 7>EY >
LAmE:S2
TR ERZ 11612 7 7 Y ¥~ (P-gpblE#]) 600mg % HL[Al
PGS ARAI200mg™ % ARICHHEG L2 &, RA M 52
A DCimaxld2. 1. AUCI31. 8L 72 FHEAT— %),
G-
BERERBREL0BIICY) 7 7 Y ¥ Y v (BWCYP3AFEH]) 600mg
Z1H1E13 H E#5 HCARF200mg™ % A IS HZ G Lz &
&, NA DY T2 ADCrnaxldd2%. AUC=I371%IRA L7219 (4
FIANT—%). [10.25HK]

16.7.4 7> ZxO%A1 >
TR 1260 HIC T Y A< 4 ¥ »500mg,. 0BT T A
0~ A ¥ r250mg#k 4 H M3 G- IS ARFI100mg™ % A1 bR
L7z &, REA DY T 7 ADCuaxld25%, AUC-1235%K4 L
7219 HEAF—%), [10.288]

16.7.5 JIL7 7Y
TEREB R 30012 AKI400meg™ & T V7 7 U ¥ 5mgk kI HE
PRS- L2k &, 77 7)) v HAR S (861) &L T
R-TV7 7Y ¥ DCnax L TAUCIT VTR H 1. 2B L, S-
TIVT7 7 1) ¥ DCmaxlF1. 265, AUCIZL. IS L7217 (ShE
AN7—=%). [10.250#]

16.7.6 >dx> >
e e R 10BIZ A HI100mg™ & ¥V TF ¥ »0.5mg % A IZHL[A
PEHBG- L2 &, Y TF Y U DCmaxld1. 48, AUC-IZ1. 11512
HmLzz® GHEAT—%). [10.2518]

16.7.7 Ry aFvy—i
AV BE 0 S ARRKIS0mg K O 100mg & R — L
300mg# PEH L7z & &, ARA400mg HARB: G- & e LT A b
275 27 ZADCraxlE FNZN61% K 086%HM L. AUC21390% & U
144%35mM L 721 HEAF—%). [2.2. 7.4, 7.7, 7.10, 10.1,
10.2% 1]

16.7.8 1 hZaFVY—Jb, TURAXAY >, 7Z0aAFV =)L, T
T7ELYY (EBEENEYEEETIVICESEYIaL—3ad)
4 +rFarF—=) RVCYPIAMER]), =) 2u~A Y v RO
0 ary = (HEEOCYP3AMER) & A#I400me™ # ff
MG L7z &, XANT T2 ADAUC-IEZENEFNS.8. 4.9/
O2. 7RIS 5 & e S iz,
I77E LYY (WMREDOCYP3AFHLA) & A#400mg™ % bf
G L7z & NA L7 52 ADAUC=I361%iRA§ % &
BP0, [2.2, 7.4, 7.7, 7.10. 10.1, 10.28M]

16.7.9 ZOfth
AHAEYHREEF VLY I2L—Yaryb, 7VRF
F I (FHWCYP3AFEH]) K7L K=V (55CYP3A#H

R, ENRAR) & ARF400me™ 2 NG Lz e &, N b
7 77X0)AUCoo SRR SR TS T E R S 2P,
NA b7 57 AZASEES 2282 (BCRP) OBETH .
BCRPR AT =% Yk RY X 7F F (OATP) 1B1%fHE
L72% (in vitro).
) AR ORBRHE - HEE, #REUIEEEOEME ) v 3
HIE (N 2 o8BRVEY VoS Z Ede) (o LT i ik
1A E1220me. 42 H 1250mg. 4533 H12100mg, 443 H 12
200mg. #5588 H12400mg% N1 H1RE7H M5, ZDHD
fEEH?"‘ JUE 400mg % 1 H 1259 %0 1 U & stk F i
R L7 F Y eoftodaid DHEBEIIIH I
IOOmg\ 2H H12200mg. 3H H12400mg% Z &l H 1M 5,
ZOBOMEFERGINE, 400mgZ I H1EEZS- 9 5. Xix¥ ¥ 5
Y o ARBENH OY A THEBHUNZIH Hi2100mg, 2HH
12200mg. 3H H12400mg. 4H H12600mg% Z 21 H 1 Mm% 5
ZOBOMEFHF G M. 600mgZ IH1IMBES-35.] TH 5,

17. BRPREXIE

17.1 ARV RLMHICEET 255k

(BHEIBRMOEMY >/ AR
&)

17.1.1 @S E T EREBR (MURANORER)

1V I X 2P EORRGHIE L A3 2 UL R EOEEY o8
PER MR E38IBI & G & Ly ARHI R Y F 2= T Ofk
# (VAR) 2RV FARAF VRN v F <7 OBH#D: (BR)
LT 5T 05 2MLIEEBE MR TH 5. VAREETIEAR
Ao MW 52 T %, AH %2 10 1151400m g T o b 4%
RO SN D F CTRAREMMREI G Lz, ) Y F < 7H1328
HZx1H A 7 e L, wmREGEE6Y 4 7 v e LTib L7z,
BREFCTIINY ¥ A AF ¥ % 1 HR70mg/m> T2 H ¥ 5- L7z, 28
HE1¥A 70 e L, k5 mEuI6 1 7 v e L, EEHFMm
T H T & 2 BT B 52 o MR mALE B I BT, V4R
HEIBREEICH L CHEIFMNICEBRERZ RO (F—=% v
b+ 7 H :20174E5H8H ) o
D) AR OWE G OHREIN) - B1EHI220me, 2EH
1250mg. #3:MHI12100mg. %5408 H12200mg. #5:8 H 12400mg
EENENIHLRE, 7THRERICRORS 3 5,
#2) V)= 7IEMENZ1AES375mg/m? 21A H DI 110
500mg/m?% 28 1 & & \2H - L7zo VAREETIEAH o T il 1 0]
ETHRIZVYF I TOHRLEEZMG L. BRETEXRNY YA XTF
Y OPGBMERIC) Y XU T ORGSR B L.

(AN 2 NERMEY D NEER

K1 AL MAHRER (MURANORER) (23B1) % B

V+REE BR#E:

SEBIEL 194 195

A XY MBI 32 114

e A AE I I gl (H) RE) 17.0
(95% 5 FEIX 1) (15.5-21.6)

INH— R R 0.17 (0.11-0.25)
(95% 15 X 1)
pfiti® p<0.0001

a: ERCoxLFINY— FEFIVIZ L ) H Il
b : J@illog-rank#eE (4 E/KHE @ WHI0.0047)

100
80+

60

PEREALER (%)

20+

i ()
Subject at Risk
V+RE 194 190 18 179 176 173 157 115 76 33 14 5 3
BRE 195 177 163 141 127 102 81 57 35 12 3 1

[XI1 : JE34 8 A A T ) O Kaplan-Meier B



V+REELBID S B, 16061 (82.5%) IZNF L2 57 A& DR GRH
2D H HEWEMARD STz EREWEMIZ. o BRI AE1045]
(53.6%) THI43BI (22.2%). HL2961 (14.9%) HETH-720 2,
17.1.2 ERE 1 /IR (M13-8345X8 Arm D)
5T EER T OBME Y 3P 6 &2 ik 5 & L CARA
LY X I T RS L BEIEERE TR TH S, K
#1Z20mg & Y Bt 5-% B4 L400mgl H 118l F THlidd % 17 - 7214,
400mgl H1[l#%5- % RE D BALEAGRO H b F Tkt L7z. )
VER I TIIARMOWEIME T RIS 2B L. Ml
[0 4:375mg/m?, 208 H DRI 1 EHE500mg/m? % 28 H & & 124 5
L7zo 28H%Z1H A 20 & L. ARG 0EIZ6 4 2 v & Lz,
FHEIAMIEH TH 2 E551366.7% (4/661) (95% CI : 22.3-
95.7%) TdH o 70

AH w53 N7266109 B, 66 (100%) ICXK b7 T2 AL
OHREEZRDO D ZRIVEH RO Sz EREWER I, IFhERIK
DHEAB (66.7%) TR (66.7%) . EILERIRAESH (50.0%)
) USERIRAMESB] (50.0%) ZETH o729,
(BHETEEMEO~ > NV > /3E)

*17.1.3 BHENHEEE (SYMPATICO [PCYC-1143-CA] #E&)

EMERIL/N—

TR ST R TED~ » MV Y v oSEEF26TH 2R L L.

REJ A TNF =7 DPHRE (V4D 277 8 KRS T
F= 7o EE (P+) LRSS T vy AL EERE M
RERTH Do VHIBECTIEARF O RMHINV 52 T, AFZ1H
1H400mg THHRE D TEALEEASFRD BN B F TR 24E ik Hide G- L
7oo A TNF = TIEHRIEH 2 S0 L. 1H11560mg TR
DEALEDED 5N 5 £ THEK S Lze FHEFETHTH 5
THERTT R MH 5 o MR AR (PFS) 2B T, VHIREZ
P+IFEICH L CMET# IS B R ERE 207 (F—5 A v M4
7 H :20234E5H22H)

W) AH oWk )i O ) © B1EHIC20mg. 28 H
1250mg. #3 H12100mg. %5438 H12200mg. #553 H 12400mg
ZZENFENIHLN, 7HRERICROESE T %,

F2 1 EHME T ARSER (SYMPATICOZER) 1281F 5 1k

V+IHE P+IHE
JiE B EL 134 133
A XY EBUBIE 73 94
ST A AT ] b e () 31.9 22.1
(95% A5 HEIX 1) (22.8-47.0) (16.5-29.5)
SN — R 0.645
(95% 15 HEIX 1) (0.474-0.878)
pfit® 0.0052

a: N CoxLBINY — FEF ML D EEN
b : B log-rank#E (4 &AKHE @y H10.025)

100

80

40

SRR (%)

20

0

0 6 12 18 24 30 36 42 48 54 60 66

. i (A
Subject at Risk

VI 134 107 91 80 69 63 56 53 3 15 1 0
P+I8E 133 96 79 70 54 46 37 36 18 8 1 0

[X2 o fmbd T ALE R o Kaplan-Meier i
AHN %P5 ENFVHIFEL3ABIO 9 B, 11361 (84.3%) T4+
277 AL DORRHEBOD 5 EIMERABRD SNz, EREIER
3 FIR50B0 (37.3%). WFrRERIEAFEASHI (32.1%). EL27H]
(20.1%) . F572260 (16.4%). M/MCRARELTE (12.7%). &
miefl (11.9%) % <Tdh -7, [7.52H]]

*17.1.4 ERSE THEER (M20-0755858)

IO HRTED~ ¥ PVAiE ) Y oSEREE13BIE R E L. A
He A TNF =7 % PG LR E M TR TH 5,0

AH O RV 5E T #e A% 1H1R400mg THREDEAL
FEHRD 5N B T TIRAREMMS G L7z 4 7V F=713H

A2 S0 L. 1TH1560mg TR EDEALEN R 5 b
T TR G Lze REFMIEE Th 2 MR E S (IRC)
W2 & B5E4ZER (CR) #1383.3% (10/1261) (95%15 HHIX 1
51.6-97.9%) TH o7z (F—rHv M+ 7H :20224:2H9H) .
W) AF oW (AW - BLEHIC20mg, H208H
1250mg. #3H H12100mg. 454 H12200mg. #5:8 H12400mg
ZZNZFNRIHLE, 7THREEHICRIORS T %,
A% PG EN7213BD D B, 1261 (92.3%) ITXA 7 57 A
LOREBEBROD ZEIMEANRD bz, EBIfERIE. TH
440 (30.8%) . WFPERIRAREAR] (30.8%) . MEL3HI (23.1%) .
MG AESE (23.1%) FIMERIRARESS] (23.1%) TH -
72, [7.5%8M1]

(BHEHMALR)

17.1.5 ERH£RBETHERER (Viale-A [M15-656] iB&)
97 70 PRI AL MG & 7 S R W ARIGE O S B
4336 (A EING  ARNREBZ &) 20 4% L
L. RFIROTH T F 2 ot il (VFAZA) 277 R K
OCT7H L9 o ES: (P+AZA) LT S9 v ¥ 2k
EEREIMEABR TS 5, 1. 2R U3H HIZZhZHAHI100,
200% 0M400mg X3 75 L R Z1TH 1 & BRI S Lk, A
AA00mg X i3 7 7 & R % LH Ak Lze TH Y F 9 V1328
HZ194 27 0E L, %34 2 V01~7HHIZ75meg/m*% 1 H 114
RN LR FHe 5 L7ze FEFHIITHE O1>THh 5 &AW
(0S) I2BWT, VHAZABIZP+AZARICK LT mIcH
BREEEZRD (F—FH v b+ 7H 2020461 H4H), 91
DO FEEFHMIEH T 2 BRI OBA e aEEmif (58
4fE [CR] +MERBINEAIA SR e et [CRi]) FiZk
W, VHFAZABEIIP+HAZABICH L TR EMICA EICHEE T
otz (F—%Hvy b+ 7H :2018E10H1H)

33 ¢ FERIL A MRS (Viale-ARKER) (2B % ikt

\ V+AZARE \ P+AZABE
AR
e 286 145
A XYM FEBBIE 161 109
et (H) 14.7 9.6
(95%15 HEX 1) (11.9-18.7) (7.4-12.7)
= FIEP 0.662
(95%/Z X 1) (0.518-0.845)
pfiic p<0.001
BRI
3 51 B 147 79
CR+CRi %% (%) 9% (65.3) 20 (25.3)
(95%({5 X 1H°) [57.0, 73.0] [16.2, 36.4]
pftif p<0.001

a: IEAEBAL SN 7243361 (V+AZARE2876]. P+AZAREL46H1) @) H.
BREZHEET IR O RTINS AA I S 722000 % B < 43181 25 A R D At
ML sh:

b : ERICox LB N — FEFT VI L D HH

¢ JE¥llog-rank e (/KA @ WH0.02)

d: MEBAL S 7222860 (V+AZAREL48B. P+AZAREROH)) » 9 b,
IS it 0 D SR AT VSR A AL & 72200 % Bk < 22681 A3 A5 R itk > AT
MREsNn:

e @ IS HED IR 2 S HEIX H]

f : Cochran-Mantel-Haenszel#e (F &KHE @ WiH10.01)

B 50
)
30
20 4 Tt L pamm
o4 T
04
T T T T T T T
0 3 6 9 12 15 18 2 2 27 30 33
e ()
Subject at Risk
V+AZABE 286 219 198 18 13 17 1ol 54 2 5 3
P+AZABE 15 109 92 7 59 38 30 14 5 1

[X3 : AAF R O Kaplan-Meier it
ARFN % PG ENTVHAZATE283BI0 5 B, 24161 (85.2%) 1IN
A7 77 XREDHEMROD L RER»RD bz, FREIE
. TP ERIRAEL014 (35.7%) « I/IMGRAMEI6HT (33.9%)



SEBNERF R ERIR A RETIB] (27.9%) S TH o722 % (F—% 7
v M4 7 H 20204E1H4H). [5.2, 7.8%#]
17.1.6 EERHFEEDHERER (Viale-C [M16-043] HKER)

TR 7 BRI AR OIS & 7 S 7o W IRTAHE O B B A i
B2 (HARNBZ2T0 2 EE) Zabg e L. ARHK O
w8y I OHEE: (VILDAC) % 77 £ R G O & ¥
75y OPEH#E: (P+LDAC) LT 55 v ¥ AL ZEE
WMEEMHREBETH 5. H1. 2. 3KV4H BIZZNZNARAF100,

200, 400/ U%600mg X id 7 7 £ K& 1H 1R %5 L2, AH
600mg i ~7 7 LR Z 1 H1m kGG Lz, ARSI >
F328HZ1H 4 7 v L, &% 4 27 VvDl~10H HI220mg/m?%
TH1MEE TS Lz, EEFFEE TH % 24 E 0 (0S)
BWT, VHLDACE IZP+LDACEEI T L THEFHAIICH B 1T
E#R&hhotz (F—=%F v b4+ 7H 1 201942H15H). 7%

B, BBGSHEEMHEO B AN S SR (eai@ [CR] +iL
WEIE A S w5 %% [CRi]) #iX, V+LDACH TIX
47.6% (68/143861) (95%ZHHIX [ : 39.1-56.1%). P+LDACH:
TI1X13.2% (9/68%1) (95% SHEX M : 6.2-23.6%) TH -7z

F4 - EREIEE S AT (Viale-CRlER) 12351 % ik

V+LDACHE P+LDACH:

SEBIEL 143 68
A XY B 86 47
SAEAF M el () 7.2 4.1

(95% 15 HEIX 1) (5.6-10.1) (3.1-8.8)

SN — R 0.749 (0.524-1.071)
(95%13 W IX )
pfii® p=0.114
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