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7. RERUVRAERICEEY 58

7.1 1H1[E5megh 5 Ok 513, BIEHORBZMALHWTDH
50T, MFFERITHETHI L,

7.2 FEOBRKIEERE (VLT F=>7 U7 T2 A : 30mL/minAk
i) DHBHBFEITE, BEORELZBIRL NS HEICKG L,
HEFFRIZ1IALE10mgE T2 2 &0 [9.2.10 16.6. 120]
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8.1 HERBHIHICBNTH RN, HIRNEDLND I ENHD, X
oo INSOERICK VIEBIEEMED 2ENH 540, THIER
T5HZ &,

8.2 W, WEHEERONEETY ILYNA I —EZEANETIE. HEEOE
TR E S R DIRIERE NI MR N T2 2 &b 5. E2. AF
2D, BOFEW, HRESNHSOND I ENHDDT, AFIFGH
D BFIIT BB HE O EIRE G 2 kS O BIEICEFE I Ea0n &
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ROT I AU KD AFIORFHEMRSEK T U, AHF O i 5
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X)) DHHEE
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9.3.1 BEDIF4HEREE (Child-Pugh$38C) DHBEE
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9.5 1Fiz
PRI SUIEIE L TW B AREME D & 2 & MEICiE. 1B L 0B RN
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(Fv ) THRERCHAEROKEEMMENED SN T NS,
[16. 3. 3]
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AST, ALT. ALP. EVJLE V%0 F5 %S FFHREREED B 5
52ENDH 5,
1.1.5 EIERREARAE (B AHH)

Wi, BE. CKLESR. M RORFIAT7OE Y EFENDH S
b2 ENDHD, £z, BHUHRREIC X 52 BREDRIEIC
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13. BERE

13.1 fER
AR F IEMEEA00me R BFICBWT, Rf ZJE, K,
fHIR, BX, BHEHEEENOSDN., £, A F UERIE
2,000mgRAABFICBWT, Fif, #HELKNEBNS SO, £
NTNEE L2 EORENDH D GHEANIBT D).
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14.1 FEFIRMFEFOER

14.1.1 PTPEA O #EFNIPTP — O L TIRAT 2L 51
I BHIE, PTPY— b OEMIZE D, BENEEAERA B kLA~
FIAL., WICIZZEL 2B I L THIBRRZEOEERGOHE 2 0F %
TEIEND D,

14.1.2 5O LICOB THERZFZHEI TS LHET 520, KL T
fRAATRETH 5. £z, KTRHTEZZEHTE S,

14.1.3 B2 XOKRETIZ, KL TRASERWI &,
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15. 2 FEEGARALER ICE D < 1BHR
v hOEHBERGER (A~ > F P HHEEE100mg/ kg B [H#% 1 #%
5. 25mg/kg/HEA E14HBRAER D¢ 5. X13100mg/ke/ H14H
MREEHEG) 1B T, PRI K B B B OV IR (] BT bR i e
DZERE SUIIEFEDTERD S5z,

16. ZEYENEE

16.1 MIAEE

16.1.1 BERElkES

() AR UFUIERSIESE
fREER A BT, A< > F RS, 10&% 0N20mg % 28 5 R B [[]
ROFGLZEE, mEmEFRE (Cmax) & iR E-FH
Hhf N EE (AUC) 13 5 RICIFFLE U THEML 7=, W5t
] (ti2) 1355.3~7L 3R TH V. HEGEICKBEITASNK
Mmool ?
AR 2 F O ESE AR O 5RO Y ERE )N T XA —%

1~ 5RA LA BHEAE
A EUE 5 BRI IE,  HR G 7 E

WEW, B IR, R, PR, | SfTEE. RHEE
AE BRME A= |8 (RE. Fv 7o,
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M B&, | B, &8k 5| B
wEBPE A\ EH FUTURY
CKLEH K EH

B R n (n(‘igr;lr?i) 'l"(rgllfl)x (ng A}[ljr(; mL) (tlll/rz)
Smg 6 6. 86 0. 66 5.3x2.1 489.4+51.0 55.3%6.4
10mg 6 12.18+1. 68 5.3%£1.6 1,091. 7+172. 7 63.1+11.8
20mg 6 28.98+3. 65 6.0£3.8 2,497.6+£482. 8 71.3£12.6
(mean=SD)

(2) A= UF UIGESIE0DER
R NIC AR > F U HREEHODSE20mg (K7 U TR X3k T
MR XiF A > F U HEEE20mg OKTRA) &7 O0XF—
N—JETRERHERO#S L& &, WThoHae b o
M3 R EHERS R USRI EE /S S A —F A TH o7z AT
F N OD#E20mgld K 78 U TR UK TIRA L 7288 D n
TNd, A F UHEMEE20mg GKCTIRA) &AW [
THDZENMRINED
16.1.2 RiE#&RE
TIVINA X —RRAGERFE (10mg/H : 1141, 20mg/H : 1241)
12, AR FUREIRLE IR Smegh S L. LAK I &
1Z75mgd Dl L 10mgX1320mg & MEF 8 & LU C24lM R ERR O
BE LR, mMEPEEIRGAIRE TIZFIFERIREIEL TS
0D, Ok IR EIX10me/ H# T64. 8~69. 8ng/mL. 20mg/
H#T112.9~127. 8ng/mLTH > /2.9
16. 1. 3 &2 RIS HHER
(AR F IGEEIE0DEE20mg [ ~—"7 1)
AR F U ODSE20mg [h—"7 | & A< Y —0D#E20mg% .
JOAFA—=N—EITEDFNFNLE (A FUHBHEEL T
20mg) fEFER NS IR BERE O S ks U THRA & OVK THR
) LT RELAREZEE L. S5 NEMERE/NS A—
% (AUC. Cmax) 12D\ T0%EHEXMIEIC THaHRIT 2T 5 725
B, W Hlog (0. 80) ~log (1. 25) DHIFANTH V. MHFIDEWF
RIESME DR S .Y
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(ng/mL)
35 —0— 1 AR F VHERIEODEE20mg [h—17 )
—— : A< —O0D#E20mg

30 mean+SD, n=12
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0 12 24 36 48 60 72
52 OWEH (hr)
HEINTA—F BEINTA—F
AUCo-72n Cmax Tmax ti/2
(ng * hr/mL) (ng/mL) (hr) (hr)
AR 2 F R
OD$20mg [~—17) 1205152 28.66E£5.96 | 4.58%1.56 | 51.00+8.42
A1) —0D#E20mg 1184+152 28.70£5.69 | 4.67=1.67 |49.80=%=10.09

(mean+SD, n=12)
MYEHREEE N NCAUC, CmaxFD/X T A—21%, #a#H ORI, Rk OERIEEL -
R4 DB R K > TR D AIRENEN B S,

16. 4 a3
16.4.1 BB AT > F U HBEE20mgZ B OK% G L& &,
5T R AP R AR D334, 1%, KRB TH B TS5 ) —ARY
Vo O EEDHES U T2 R B kA2, 2% R Fp I Pt X 72, 10
16.4.2 A >F IR, B NF N O—4P40 (CYP) 4 FHE%E
R L-MEZ2HWZKRET, £ hOPAOTHRE#ETNIT< W &N
REN, b MFHIICHBWTCYPIA2, 2C9. 2E1, 3A4% U3AG%
FHEBLAAMO =, ERARICHIT DM EE 5 (1 g mol/L)
T, EMFI 270V —LAIKRBTZEPA0IEE. TRF 2 Kinks i
% (EH) &, 75 &/T/ AF2 77 —€ (FMO) &,
0o 0 g (UGD) &1k O HigingR % (SULT) &k
ZHELRMNS T (n vitro) .1V
16.5 HEft
fRERABIEIC, A > F U EHBESmgE 1 H3EREOES L, E8%
REBICEE L 7213 H H O f) a3 G- I 4 CHZ#k ARbmg & R L 3 5- L
& A, BIHRED R T~ O ZiEYE LI % 520H % £ TI283. 2
+11L.7%4TH D, ERAORBEIIMEIZX7THEZ L TIZ0.54+0.41%T
Hok GHEAF—%),12
F/z. kEAKEFNUTLEMAL. FRpHZ 7 IV AU HIREEICL 72
LEE, AR Fo0eE7 )7 5> A (CL/F) [ 3HM#EZGR &
HRTREEFRLAEEOHEN DD FEATFT—F).D [9.1. 2,
10. 22 18]
16.6 HEDEREFTHEE
16.6. 1 BiEEEESRE TORNENRE
AHNIBEHMIDOEFTH O, BEEENMKTIT2EEIILCT, &
Dt DIER EAUCOBERDGFED 5N TN DS, [7.2, 9.2 B]
A F L1 Omg B T 11458 450 O B A Al 22 FR 8 Ty OV BB IE 30 % T D
SHIBE)S T A— 5

(2) 7k THRA
(ng/mL)
35 —o— 1 A U F UHiEHODSE20mg [ h—" )
—e— : A< —0D$#E20mg
30 mean+SD, n=11
25
% 20
n
= 15
i3
10
5
0 . . . . . .
0 12 24 36 48 60 72
5% DR (hr)
HIEINT A—5 BEINT A—F
AUCo-72n Cmax Tmax ti/2
(ng * hr/mL) (ng/mL) (hr) (hr)
A 2 F R
OD#:20mg I ~—1 | 1239+151 28.24+4.82 | 4.18+1.66 61.3+15.2
A1) —0D#E20mg 1229+125 28.21+t4.24 | 5.45+2.84 62.9+26. 1

(mean®SD, n=11)

A AT AUC, Cmax /35 A — 5 18, BEREORIR, KO RIRE -
WS DR R K > TR D ATRENEN B B,

16.3 9

16.3.1 HGERNDOBITIHE

TIVINA X —RERANEBZ T AN > F V1A LA (&%)
Smg/n S EIA L. LEM Z &125mgd Dl L 10mg X1320mg % #HF
AEL L C4HMREROKEG L ELE, KEMKRPIEEOMEEH
PEREICKT B Eid10mg/ H & T0. 63, 20mg/ HEET0. 72 TH > 7z, ¥
16. 3. 2 IRBRN\DHBITH

fREERR A BT A~ > F O EIE 2 25 fERFIC R % 5 U 72355
FRFANOBIFED 5Nz, 2

16.3.3 v FRUIYFICHITHBTE

T MCHUC-E#ERZBEERO%EG Lz & &, MERIEELLTH
{LENEY. BE B R, . W &% BiR N—F—
FCHR, MR AR K OV 5345 L 72, ©

T MCAR D F UEBEZRMEKEEGELEEE, WMNATF O
AUCIKI R A~ > F > DAUCDI8KELL LEmm o 72,0

iz, MR O TS FICUC-FERRAR E B IRNIE S Lz & &, i)
FHEEIIRITICRIT U, BAM O T v MTC-RZREAR 2 HER 0%
HBLEEE, MEREIEATICBIT L 2.2 [9.5. 9. 65 H]

BHEEE (Cor) IEHH BERERE | PEEREEY | mEREEEE
(Cer>80) | (50=Ccr=80) | (30=Ccr<50) | (5=Ccr<30)
n 6 6 6 7
THECer S | g 62.7 40.9 19.1
mL/min)
Cmax (ng/mL) 12.66+2.14 | 17.25+3.94 15. 76 +£3.70 15. 83£0. 62
AUC (ng - hr/mL) 1,046 82 1,640£180 2,071£531 2,437+451
tiz (hr) 61.2+7.5 83.0+17.0 100. 1+16. 3 124.3+21.0
CL/F (mL/min) 133.0£9.6 85.3+8.8 70.4+17.0 58.6+11.3
CLr (mL/min) 82.2+19.8 62.1+10.9 42.1£9.0 28.5+12.2
(mean=+SD)

16.7 EYHEEIER
TREERR A 20011 A< > F MR 2 ik (A< > F B 5mg
Z3HM, HNTI0mgZ4HMEG%, 20mgZz14HR) ITXD1HL
EREO#E L%, A >F UEBE20mgEE RO/ ooF 7 2 R
(25mg) - MU T7ALTL > (50mg) EEGHIZ7THMBHALZE X,
t RorzooF 7P KOCmax &k CAUCK B % 5K DKIS0%IZ X T
L7z GHEAT—%).1% [10. 22H7]
16.8 ZDfth
(AR F IEBEIEODEESME T h—T 1. A2 F U IGELIE0DEE10me
k=20
AR DF UHEEEODSESmE [h—T | RURAY > F VI ODSE
10mg =7 13, AY > F UIEEEHEODE20mg [~—"7 ) ZiEdE
AL U- &, RHEEHNFES SR SN, EYFENICFE% & A
BENSz19.10

17. EREREIE
17.1 BYHHERVLLMECET 5
17.1.1 EAEE D185

FEENSEHE T IVYNA T —RERANERE (MMSEZR 7Y : 55iLL
F145PL0F, FASTZ 75— : 6abl k7all'F) 316fi &K RIC AT >
F Y 10mg (5mg/ H Z LER$ 5%, 10mg/H %235
Fr24lEEE ) Xi1320mg (5mg/H. 10mg/H K U15mg/H &<
PEIC LA 5%, 20mg/ H Z21HEM S : 5r248##%5). &L
;Mfﬁtﬁ%%@ﬁ&%?éiiéﬁﬂﬁ(ﬁ%%ﬁ)ﬁﬁ%%
6L 7.

RIAMLAE 2 M T B SIB-JICB W T, 7= DM Tl % 5-24 1R % 38
DAATELETHERINENRED 5N, £z, BIRICEREL /-
SHHBEDFER, T REEE AT > F B 20mg/ HEEOBICA
BENED SN RN 0 2606, p=0. 0029, WilcoxontfiiE),
H 8 A 1E8E 2359 2ADCS ADL-JIZBWTIX, F/= 2@ Tk
524 %M O 2 37 BB THERKSERZREY 51T, £z,
FIRENCHEEL 7= L DfER, T RBEE AT > F IS
20mg/ ABEDRICH B2 s o 72 BRIk 26061, p=
0. 8975, WilcoxonfRiE) .

FIERFBSEEII A Y > F VIR 10me/ H R T29. 9% (32/10741) .
X F S HIEEH20me/ HBET3L. 0% (31/10061) THD. E/EIE
. A > F UE#IE10mg/ HBETRER A3, 7% (4/10761). A
< F U 20mg/ HBE TR, BITRE. BN, 4R
#%3.0% (3/10041) TdH o7z, 1018



17.1. 2 ENE DA ER
FEENS FET IV YNA X —BERANERE MMSER J7 @ 5584
14800 F. FASTZA 5 —2 @ 6all E7all ) 4326 & RICAT >
F Y 20mg (5mg/H. 10mg/H & 15mg/H ZZN-FhJEIZ1
WP 5%, 20mg/HZ22LEM% S §r24lElis) LI 7o
YR E24 MG 2 —HEMILEGBREEHEL /=,
FRHIBERE Z 31l 2 SIB-JO 2 3 7 AL EZHKITRT ., SIB-JizBW»
T, B2 ThHDHG2LA%TMD T I LRBFEEATF HE
f3E20mg/ HEED XA I 7 LB D#134. 538 ThH 0. MEEMICHER
ZMBD SNz (EHTR - 36861, p=0.0001. WilcoxonfRE). &
FEEHERF RIS BN T HMBEMICAERZENRD 5Nz (RIS« 424
fil, p<<0. 0001, Wilcoxont&E®) .
F/z. SIB-JOZR A7 ELEDORIEHHEL TS A~ > F UIE#E
20mg/ H BRI 2AHIC D> TT T R#E%E Elbl> 7=,

$e 5241 % DOSIB-JO 2 27 2L &

sz i n | Ol 5 OZ LEED ZALR D L)
AR O F U 20mg/ HEE | 193 -0.65+9. 74 4.53
AT i 175 -5.18+11. 66 -

ED [248t501ME] - [0 OfE] (mean+SD)
#2) [AY > F P H#E20mg/ H O 5 DAL EOFEE] - [7 52 REDO
FE S DA RO T E]
S MR AN PRI IR 2 3Tt 3 5 Modified CIBIC plus-J D% 5-2418 #% 3% fifi
DIEHEERITRT, A F UIEREE20me/ HEEX T IRt
EES 70, mEEROZEIZ0.11THD., AEEAZEDSNRBND 2
(FEMTA R ¢ 36761, p=0. 3189, Mantell®iE) .,
Fo. BREFHMICBNWTHERZERZRO NN o7 RITHS
42561, p=0.1083. MantelfiE®) .
% 5-2431% DModified CIBIC plus-]

BIVERFBBEEIT A~ > F R T33. 7% (68/202f) TdH D,
EEERZ. FEED 5. 9% (12/20241). SE¥E4. 5% (9/202
). Wk, SHELA4. 0% (8/20241) . #AM. TR fEHER. SR
2.5% (5/202(1). ¥&J5. FEIEE. WEH2. 0% (4/2020) . RMMEF
JE. @i, AATEE. REEMN REE. Bl 5% (3/20241)
THD e, 2

17.2 BisARFTRFAESE

17. 2.1 EBNENBHER
R R)VEEE 2 IRA R OHREEN S SE T IVY N1 Y —TIERH
SEEFH (MMSEZR 27 @ 15 E145PIT) 54661 2 dRIC A< > F
B 20mg (5mg/H. 10mg/H K M5mg/H %2 2N ZAEIC1E
M 5%, 20mg/H#2UEMEZYS « Gh24EME%YS) s LE 7otk
R 24 H %59 % MAIEAL B BT R L il B & 2 0 L
7‘—:0 23),24)
RAMERE % I T B SIB-]JD 2 O 7 L B D#E R %2 FITRT. SIB-]
BT, EDHNTTH 5 EAEa iR R D A < > F 2 IR 20mg
/BBHHBEDZ 37 8 bRIE 7 SRR Z BRI o /=A%, WRERTIC
AREEZIRDSNBN o7z RS - 52761, p=0.2437, 0iEKFD
SIB-JZ a7 KRR ARV INEBEOLIN &2 LR E Lo #
o

FR ARG s DSIB-J D A 11 7 28k i

e 51 n | 2487 (mean+SD) S D FEED
AR OF UEEEE20mg/ HEE | 190 4.47+1.07 -0.11
75 R E 177 4.58+1.01 -

0l 5 OE(LE | EEROEL
BHE n /NI /N
[95%(E X [#]] [95% {5 X ]
R - 134 0.81
AN 2T L ARSE20me/ HORIEE | 261 |y 337" 35) [-0.56, 2. 19]
. 2.15
75RO O -

#3) (A~ F UHEE20mg/ A BED24E B O FEE] - [7 5 v REEO24% D
4]

BIEAFEBUEE T A< > F IR RET28. 5% (63/221%]) TaH .
FEEIERE. 3. 2% (7/22141) . 1JE EF2.3% (5/22161). &
MEL 8% (4/22141), M Z7 LY F >R AFRFFH—E8mn, 7L
NA X —HERAYE R L 4% (3/22161) TH > /z,19.20

17.1. 3 ;B E MR ER
KEICBWT, REARD)NVEBEEOREZ6 0 AL EZIT TS H5E
ENSEET VYN Y —BERANERE MMSEX 7 : 5Ll 114
SLUR) 4031 & RICA T > F U HEEEHE20mg (5mg/H. 10mg/H
e OM5mg/ H 2 2 N2 AR 5%, 20mg/H Z2LAR#% 5.
24l E) B LT 7R &4 59 % E 5 it
BraFEhEl /-,
FUHHERE 2 ST 9 2 SIBO K REAM R S D 2 O 7 Z{L B D B/N 3T
BEZERITRT, TIRBEEAT T U HEEH20mg/ H B D212
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<0.001, 27CRdiE L HHD .

BT S DSIBO 2 3 7 2k B

G n | OA5DA{LERY | A{LEOEED
AR 2T HfRE20me/ A #E | 198 0.9+0. 67 3.4
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F4) [k o] - [0EOfE] /N3 F5{E +SE)
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18.3.3 IEW 7w McEAE (EHEN10mg/kg) 25 L6, 28
FYELRE S 2 EE L - & OGN D B, 3D

19. BT ICEY 2B{LZIME
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CH3

H3C
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5 F= - CizHaN - HCL
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