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I o WA & DOICH T, B3, A SRS 2 )7 & LTLRA
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8.2 MEMMEENRHLDONDEZ ENHHDT, AAIOEGIZHIZ-
TIE, PIHPER (WP IRIEE, ngmk, FEEVE) OfERR K OWTEsXH A
DFENiSE, BEOREEZ HSICBIERT 2L, £, BEICEIEH
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BT IR EREREEZ2 T2 K03 T 52 &, [1.2,9. 1. 1,
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I & > TREN S, CYPSAICKT L CRERMRAFA 22 BREE 20~ 4, £
7=, in vivoidBR LV . AFIXCYP3AIZXT L CHIWLEEM 2 /~r9,
[16.4, 16.7. 3% ]
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15.2.1 7 P RO X &AW KRR G BEERRICBN T, BTE
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15.2.3 7 v M O2FRMN AR IV T, BED30mg/kg/ HFETH
AR T2 INBH A 0D 38 AL SR D BA N3 Z8 D S, ARBROMEIC I
BV EIT10mg/kg/ A (AUCIZEES< b MREBEEDK2ME) Th
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16.1 MAiEEE
16.1.1 EEI%S
AARNEERER A ABNIZ SV Ry 27 U 7 (B 7R AHl) 75, 100, 125
BO50mg™) % e | W B e & % 5 6] a1 L
Too WHHERMNIIAO23RFTH Y | Coan L CAUC 1 XA BT LB L T
Lz,



Hilal g G O Y ERE T A — &

b6t N Chax AUC;y¢ Thax tie
(mg) (ng/mL) (ng * h/mL) (h) (h)

75 11 37.34 (20) 1071 (24) 6.00 23.4

: (6. 00-8. 02) (16.1)

100 11 51.79 (18) 1487 (21) 600 3.5

' (2.00-8.10) (14.0)

125 11 65.16 (23) 2021 (20) 8.00 3.3

) (4.02-12.0) (13.2)

150 11 86.64 (26) 2497 (22) 605 2.4

: (6.00-12.0) (14.2)

N AR R CTRE5E T LB, Coy B MR AUC, ¢ o ORER > & HERRAIEF & C
O MSEP R RN MAR TR, To o S SR BREEBIERER], 1. ¢ OB
Trod TR e/ MEL KB . ZRDSHIAT 2 CRATA R %)

Hal 5RO i 4 PR EEHER (SRR ERZE)
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BGEH (h)

16.1.2 RiE#HRS
A A NEEAT AL R E6HIC SRy 7 U7 (BT E'AK]) 126mg £
BITKER G L2 DA 7 VIS (GERIRRER) O3Bk
NG A =B Z L FICRT,

SAG B G- DI E T A — X

el B N Cuax AUCya, Thax Crrough

(mg) (ng/mL) (ng *+ h/mL) (h) (ng/mL)
125 6 124.7 (26) 1979 (16) 4.90 5975

’ ' o (2. 00-8. 20) (38)

N B Coae s S MUBRE PR EE . AUC,w, + OFRFRE 70> B 24 ] = ~C o i BE o i BE—PRe I AR it
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Coxr Crrougn S UAUCo | TSN I (ZEBHERELN) \ Taurd T RAE (/ML e KA
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LA —E LY,
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TR A ABNC SR> 7 U 7 (7B VA) 125mg % 22 I I B R
AR OVIVRY 7 ) 750mg™) % BEEIRNZEEGED Lzl s o
MBI RA AT _A T EV T 113465 TH 72" GHEAT—4),
16.2.2 BBEOEE
B Al N 44 Z A 125mg & BAEIRE A& 5 L7 & & AUCLisi X UChax
I, ZEIERE L ik U CEBR AP RIS N 23% L U26%E N L,
AR DRI A BRI HEIRE N5 L7z & & DAUC b L OChul
ZFIRENI KL OO0 L7=Y BMNEAT—%),
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fERERR AN 44BN AAI ST A 7 LA 125mg %2 AR DRI &™) %12
HERROBE Lz b &, B 7' ABNIT 2 ARAIOAUC 150 % UChax D
BAPESEO . [90MEXM] (X, ThZ40.992 [0.964, 1.02]
KO, 00 [0.959, 1.05] TH Y, Wb AWM E &L
YDA (0.8~1.25) ThH-o7=? HEAT—H),

16.3 2%
fERERLALABINC 7L S 7 U 750mg ™) % 22 i Iy B[] $R AR PN 4 575D
L7zl & HAREOFEEHE (ZBERE) 121008l (29%) Th -7,
FEEREIC VRS 2 U 7 (B K 125mg % 2L R E % 0 & 5
L7z & & OFEFIRIERFO BT O3 A5 (L BfR 40 13:2583L (26%)
ThoT,
In vitroskBE LV, 2V RT 7 U T O bR AREAFITR85%
THV ., EHMEEFIL500~5000ng/mLO>#iFH CTIXED I IKTTE L
Rino 720 (BAEAT— ),

16. 4 {38
In vitrokOin vivodBE X V. LRI 7 ) 73k MBWTE
WIFRE A2, EICCYP3AR USULT2ALIC K W (R S D Z & A3
STz, InvivorlkBR LV | B MBI D R IX L& O
BRATHY, v~ T =KL LTT VLRI V7 a Uikl
EMRD LT,
F 7o, RGBS CTHERE L 7= SV AR S 7 U 7 125mg & Z2 R BE
BREOBS L- e & b MISER CIXEICRE A E LCEEL (I
SRR BUEED23. 3%) . FERNRBMIL T V7 v s (I
PR IERED 14, 8%) Th o721 GLEAT—%), [10. BR]

16.5 ittt
TR AR GO THERE L 722V S 7 U 7 125mg % 22 i By B[] %
Of%E L-E &, B5%I15H E TITHRGESREDIL. 6% EIL X 4,
B G RED T4, 1%33E RIS, 17, 5% SR I HEIE S iz, RZERIR
OHFF R QPR P A~OPEIERITFE 5 EOZNZN2. 35K V6. 9% TH Y |
SR ) TR ECRE L LCHRE Y GHEAT—%),

16.6 HENDEREZHFTHEE

16.6. 1 FFiEEERE
IEH RS RE OBRBRFT W ONC IR B, P25 K OV BE O IR B 5 & 7
T HPBRE28HNC, »OLRT 7 U7 (7 RVH]) Tomg™V % Bi[EIF
H L7z 2D VR YT U T OIFEATIRIE D B3R D TZAUC 1, 1E
WIFHREOBBRE L I L T, BEOIFHEREL AT 2 HBRE
(Child-Pugh43#HA) TIX17%EA L, HEE (Child-Pugh%r#EB) K
OVEJE (Child-Pugh/y$EC) OJFHEREREE 2 43 29 E CiIzh e
3R R TTREIN LTz, F£72, »OLRY 7 U T OIFERTIREND
RO T Craldy IEF ITHEBEOESRE & i L C, BRJE, PHEEROE
FE D JFHERERSE 2 47§ DR E TiX. TN ENT%, 38% K OT2%H 0
L= GEAT—%), [9.3. 18]

16.6.2 BHEEERE
IEH B RE OBEBRFT W ONC IR B, PR K OVEE O B R RE R A
FTHWBRESIBNC, » LIRS 27 U7 (7 RAl) 125mg % BiEIHE 5
Lic & & DV RY 7 Y T OAC 1%, EFEMIE (Z LT F=07
U7 Z 2 A>90mL/min) OYEERE & ik LT, & (60mL/min<s L
TF=7 VT T AL90mL/min) , FEEEE (30mL/min<s LT F =
7 V7 Z 2 A<60mL/min) K OEE (V7 F=v 7 UT TR
<30mL/min) OEHEREREE A2 A D HERFE TEN I, 39%, 42%K% Y
SIREI L=, 7SR 7 Y T DCuld, TEHBEHEEEOMERY & ik
LT, ®BE, PEEROCEEOCBHMEREL AT LHEBRE CENE
NAT%, 126K ORI L= GAEAT —4), 7ok, M@ 23
W7 B g & L7 BR IS E S v ey,

16.7 EMHEEER

16.7.1 4 bS53+ Y—I
TR A 1260 SR> 7 VT (072 VAl) 126mgE BZICA R T
oY —)b (200mg 1H1MEIERL) EOFRAEEG Lz s &, HhE
HREE AR 2OLR T T U T OAUC ¢ B UChnd TE NLEIL8T% K TN34%
BMLEY GHEAT—%4), [10.258]



16.7.2 Y2 72EYY
TR A BN SRS 7 VT (07 VAl) 125mg % Z8fERFIC Y &7
7 e (600mg 1H1MIERE) LOFH%EE Lizs &, Bk
HRFE AR, 2ULER T T U T OAUC B O i Z 1VE H1U85% K TN T0%
W L7 BAEAT %), [10. 28]

16.7.3 24 YIS L
TR A 266 X &> T Aomg & ZEJERFIZ LRV 7 ) 7 (0 7k v
Fl125mg G EOFABE Lic & &, Bl GRE L b 24
T IDAUC; ¢ e DCpa T ZF FLEFU61% S ON3TRHE I L7217 (SMEA T —
), [10., 10.2&]

16.7.4 ZDih

(1) FERFERRAABNZ SV R 7 U T (72 VAlD) 125mgz BIZICE S
7 4 =V (400mg ARG & BFIR G LTz & & B G & B
PNVIR YT U T DAUCine B OCon b Z L FT032% K OV 1938k L 7219
GMEANT—4),

(2) BEEER A 1262 ARHN125mg & ZEREIRGEIZ T 7" F ' — )L (A0mg [ 1 #%¢
) EPFRERG Lz b & UM G & R LRSS U T DAUC .
6B Ly Coand T3%A L7219 (SFEAT—4),

(3) HERERR A5G SVR T 7 U 7 (7 VAl 125mg % ZEfEIEIC &
EXT Tz (20mg 1H1REIRKERSE) &OFH&FE LzL &, B
HRFE AR, 2ULR T T U T OAUC B O T Z VEHU13% K2 TR20%
BMLEY GMEAT—4),

4) 7OVIRy 7 U Fdin vitrokBRIZEB W T, LA DP-gp M UBCRP,
WONCOCT LI %6 LB MR 2R L7=2,

D AFIOKBMAE « AEEIE 1E125mg % & &5 5,

#2) U —#1800~1000kcal D 5 HASE & KI50%DFEIG TH T,
13) kv U —#1500~700kcal @ 5 HAFHE 2 K36 DEIE TH T,

17. BRERRIE

17.1 B RURLHEICET 5B

(RIVE U ZBIRG A DHER2IEM O F M FRER (T B HILE)

17.1.1 ERE£RSE IARER

HREG M 2> DHER2BEME Cdo 0 . HEATFLIE IS L TN IFIRIEIE D 721
FARRE TP PARR 4 SLFE B 666171 (A A N4601 % & Tr) & %5
2. 2V ARY 7 ) TrL b Y — RS L TSR+ L b \/\;
ARG OENEEREFTT 22 E 2B E Lo, BIEL(L,
B, TR, E%Aﬂﬁmmﬁ%%£MLtoan/7)7
X, BB E L LTl 7R LAI125me % 1 H 1IEI3E R 1% 5%
DEMARIEL, v hr Y —n32 5mga 1 B 1ELEG RS- LT,
FEFMIEE Thb 2 MEAF YR O PRz VR 7 U 7+
ey —ABEC24.8% A S TR+ hr Y —LEETI4.55 A ThH
D, ~NP— R0, 576 (95%FHEIXE @ 0.463,0. 718 ; Fr{ll@hlm 77
> 7 BEP<0. 000001) T/ULR T 7 U 7+1 k) — LR CHIFHERY
I B A M O R SRS S,

TR BT AR A (CJES < RN AR AP OKap lan-Meier it (i
GipSE- < Fi))

100
90
80 ~
70

60

4 50

% 40

30 (o S,

207 g\ — K 0576 “
10 95% =X (0463, 0.718)
0| P<0000001 (1)

—_— )l«! YU T7+ L hay—) (N=444)
2487 H

--7 F+ L bov— (N=222)
gL 1457 H

0 3 6 9 12 15 18 21 24 27 30 33

S i (o A)
PAL+LET 444 395 360 328 295 263 238 154 69 29 10 2
PCB+LET 222 171 148 131 116 98 81 54 22 12 4 2

LET: L hov—=), PAL:/SWKY 2717, PCB: 77 &K

SNVRT T VT (I 7'NAVAD) BN S T-4446) (AARAN32B1% 5
Te) 42861 (96.4%) ICRIEAARD bhve, EREWEMIL, &+
BRISAME34861 (78.4%) . I MLERIEAELT141] (38.5%) . i EHiE 14041
(31. 5%) 9513441 (30. 2%) . 0 PN 10341 (23. 2%) | HEL96H1 (21. 6%)
BAERSTH (19.6%) . A M85H (19. 1%) . FEYESSH] (19.1%), 1F
TY 7951 (17.8%) . THI6641 (14.9%) . M/ NI EEHE] (14. 6%) .
MEFESSH] (12.4%), 38924861 (10.8%) ZHETholz, [7.1H]

17.1.2 ERRHRSE MARER

HRliﬁriyb:oHERzﬁxrifiﬁ; 0. POTMRIE TR TUE O FIT R GE XL H
I EE (BARRREZ M7y 52141 (AARAN3SEIZ &Te) %%t
%{a:\ POVRY 7 U T+ T NRA ST MG LT TR+ 70
R2ANZV MEARGOEMMEERFT 22BN E Lo, BE
#ib, ZHEMH, WATERM, ERSLREIHERRE £ Lz, v
R 7 V)73, BBAEE LTH 72 #l125mg % 1 H 1H3E FﬂL
BOEE5%ERAKRIE L., 7 AR N> MME500mgZ FIE], 2
4%, FOBGE T LG Ui, BHRAT - Fﬁ%é%iﬂ,ﬁ;ﬁ%%&:m:
vL U UEFAESE L,
PR AR (20144E12 A5 B v A7) IZBWCEEIHMEEE ©
& 2 M IEATF M OB AR R 23580 B AL, FRNCHE Lizdik
AT L, ARBRITAD T 1L & 2o, SR HEA AR o ok
fllZ, SV RT TV T+INRA T NHET. 25 A, 7 78R+
NARARNZ 2 MET3. 8% ATH Y A~ — R0, 422 (95%{EHH X M :
0.318,0.560 ; R v 7' > 7 #7Ep<0. 000001) T/ULRT 7 U
7‘\+7/M‘7\ b7 v METHEHERIICH B AT O L &
RO bR,

TRBR AL AR E (IS < MR EAEAF I OKaplan-Meier fhif  (42fif
UIFSE = Fi)

— LR /7'J T+ TNANRALT b (N=3T)

1001
90
80
70
60
50
40
30 T T

207 v— K 0422
10-| 95%(EHXH (0318, 0560)

-7 +TNWRART b (N=174)
thLfii 387 H

p<0.000001 (1)
0
T T
0 2 4 6 8 10 12
VA7 BHH Wi (2 A)
PAL+FUL 347 279 132 59 16 6
PCB+FUL 174 109 42 16 6 1
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