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11. BMER
KOBERDH SbNDE I ENHBHDT, L %E 51247
W, BENED SN GA I AF ERE PR T S
T EEYRAEEZITH 2 &,

1.1 EXLHEEA

11. 1. 1 0%

Bk B EET) 80%) BhbbNET ENHD,
F 7o FEIRICEEST 2R (O F v, BEIE KILES)
BHOELNALIEND D, [71-73. 81 &MH]

16. Z4pEhRE

16. 1 MeEE

16. 1. 1 BE%E
OARNERER AR (FHE 9B 124375 Y ¥ 25mg.
5mg X 13 10mg ™ % 2R ICHERRITHREG Lz &, AN
75 Vv R OTEEACEHY T & A ONO-IN-306 o Ifit 4 Hh il & 3
BRUEMEE ST A =T IZDTOEB) Thorze V

1 INT 52 2 KU ONO-IN-306 DI FiREHTE

1.1, 2 RABE (28%). BR (04%) (ng/mL)
FEHRE X, B O S N T—#®EIC TR L Ve & 60 7
U720 SERBLS. RO (X b0 RR 37 B ke .. e
). At —EGgE U<, &S5BH‘ES » HUAIKESH il A 5mg
LbhdZ NS, [8350H] Z 40 O : 10mg
11.1.3EE70Ov7 (06%) [9.1.3&H] A
1. 1. 4 OEME (0.3%) 5 30|
LB SRS SN AR ZRIET 52 &, [82% 3
] % 27
11.1.5 LBE QT E5 kb
LERQTIER (02%) 2B L TOEMEAEIR (01% £
W)y D EMEHIR (02%). DEEMAIUE (04%). 0% ol ‘ -
ME HEARAHE) RO MIVH—F- F-R7 ¥ GHERH) 0 18 24
BHObNEIEHH b, [911. 1025H] sl (hr)
11. 2 ZDODOEMER (ng/mL)
1%L k- 1%k SHIEA 109
DlEBEE | DS By, WA SRR
— il
EAIWEEN | INES /N §
s s o 1= 2 1%
i B 5 Y PEAL L (ST G
HIR Bt 4 7B, HUDBESE, 4 }%
RS, oL, TR, #
B gz
Bl L W, F s, LR B %
i BRI 9, B3 .
Lyl B T
IV JIH 3 % P 0 6 12 18 24
ik B (1) )
RS A b LT F = iR
IR il “Him ANT ST L DEMENREINS X — 4
lie v BRI T R L e Cmax Tmax AUCo48 T2
AR h ’ - (ng/mL) (hr) (ng*hr/mL) (hr)
FEA - A FEIEDF L, GHTE. 95m 6.84 0.667 194 258
b S ©ME 1 (301) | (0667-150) (8.26) (0.739)
R 1 O “HE. CA e 151 0.667 404 1.89
B T L ZOEENE. BB FRis. M4 (6.20) (0.333-1.50) (18.1) (0.238)
b iz R 0 302 0667 79.1 207
LR R 81 224 | (0333-1.00) (76.3) (0.836)
<Ol e
A ik ONO-IN-306 DEMENEE/NS X — &
N = Cmax Tmax AUCo48 T12
13 BERS R e/mL) (hr) (ng-hr/mL) | (hr)
13'@-’;5}%@“5“%% HhNDBZNIDD 25 o LO0 982 8.9
30 " ° OME | (0450) | (0.667-3.00) (446) (404)
- =
KA O % Ik Ly BEIE UCHEEHEC L2 8A 0 5mg (03522% " ot 0 (;ﬁa'g) ég‘&
e A v 7L VIEEBRESORYS., LER—-Y v 7% . . . : .
BT A2 &, 10mg 7.09 0.667 386 101
(156) | (0.667-1.00) (108) (3.06)
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14, 1 EFIZFEOZE
PTP UEEDOHANIPTP ¥ — bS5 L TIRATA L9
RET L2 L, PTP Y — bORRAICE D, BWSAIHIE
EHREATA L, WiZi3ilz B2 LTt &S0 R E
BEPHEXHRT A ZLWH D,

HHEOBI, I (B ) . Tmax @ Fpfi (/M — oK)



16. 1. 2 RIE#H® S
HARNERRABYE (SHE9H) 124375 Y ¥ 25mg,
5mg X% 10mg™ % 1 H 207 H B A% KER %L L &
& THEHOANT I D v DM X8 5% 150 [T
WEIWEL SHBEICBIT 24 NT 5 Y YO Cmax i,
8.13ng/mL. 21.6ng/mL &% ¥ 35.7ng/mL. AUCo121328.1ng*
hr/mL. 629ng-hr/mL } O*131ng - hr/mL T& - 7zc Cmax
L OY AUCo12 O BFEAR O P IE 1.06~1.34 TH - 72,
ONO-IN-306 D IMFEH LA N T T Y V#5544 150 K[ T
I IZE L. % H 812 B 1 5 ONO-IN-306 ® Cmax I,
1.85ng/mL. 4.86ng/mL}& F7.97ng/mL. AUCo12id 11.1ng -
hr/mL. 265ng - hr/mL K 0¥47.6ng - hr/mL T -7z, V

16. 2 TRIN

16. 2.1 NAFTXXLZEU T ¢
fERER N (OB) 124 NT 5 Y2 10mg™) % HalEHIk N5
FOHRMBZFORLG Lz & AL+ 7L FEY
TA4IE37T%THo72 BEATF—%), ?

16.2. 2 REDEE
HARNERRABE (FHE:9F) 1A N7 5T 25mg
Xidbmg 2 EHHENKEORG LLE ANTITI D
Cmax X" AUCoaz 1&, 22 HLRIE 85 & g LT, £
NZEN108~1.16 5 8 1.28~134 1 Tdh o720 V

16. 3 970
ANT TV o MR EAGEEFEIIH70%. & I/
AR X 0.65~0.60 Td o 72 (in vitro) o 3

16. 4 X3
ANT 5T OEMRBEERIZCYPIA TH Y. ONO-IN-306
DO FAHEEZE L CYP3A TH 72 (invitro)o ¥ [10. B ]

16. 5 HEittt
RN @B ICHUC-ANT SV v EEbLANT IV
20mg™ Z# HWEARRIIHS- Lz s &, &L sk Eo
52% HFHIZ, 45% ASIRHICHEIE S 7z RIS RO RE
RO A% PRERE LTSI BHEAT—%), 9

16. 6 HENDERZE I 28E

16. 6. 1 fT¥EEEERE
BT A% pe 1% L (68 61) K ONHFBE REBE &% (Child-Pugh
A 786, Child-Pugh B:58l @ 1260 124 N7 5 T »
Smg % HLRIFEOHRG Lz & &, BERISEWERE (PPK) i
FHCCHEE SN2 EAFMEIEA NT T T 2O Cmax LY
AUCo-oi3 i #% 6 1E 4 & & 12 B v T65lng/mL J O
3224ng - hr/mL. FF 5% A8 B 55 4 12 B v T 7.02ng/mL K O°
429ng - hr/mL Th o7z HHEAF—%), 9

16. 6. 2 BEEEERE
RSB IE R B (CLer>60mL/min: 6 1) K OVHL B Bk s
## (CLler 15~30mL/min: 6 ) 124 /375 Y~ 10mg™ %
BRI G- L7z & &, PPK AT IC CHEE S 7z s A FERE &
A 375 Y~ D Cmax KU AUCo-old BHERE I3 B E 12 B
W 15ng/mL & UF64ng - hr/mL. R EH 1B W
T 156ng/mL K U 65ng - hr/mL THh -7z FHEATF—%), 7

16. 7 E4HEE/EA

16.7.1 4 haFJ—Jb
EROE AT 240) 127 baF vy = (v CYP3A K
4H)) 200mg &£ 4 N7 5 Y v 10meg™ #HHRG L2k &,
ANT 5T 10mg® 2 HEMPEG Lz &L BRL T 4
INT 5 Y v D Cmax K O AUCO-0ld 35 1% S OV 7.1 #5112 57
L7z BHEATF—%), ¥

16.7.2 v atr~14 >
e N (1261) 12V ad~<4 ¥ (5w CYP3A FHEH])
1,000mg & 4 N7 5 ¥~ 10mg™® Z G L& &, 4
NT5 TV 10mg™® & HAEG L-e &R L T, AN
75 Y ¥ ®Cmax KU AUCO-0ld 37 R 754512 EH L
72 BHEAT—%). 9 [101 2]

16.7.3 Y IVFT7E L
EEIREBES 1146 IV VFTEA (FEED CYP3A
FREEH]) 120mg & 4 N7 5 Y ¥ bmg G L2 & &,
ANT TV bmg & W5 L7-& & &KL T, PPKf#
M THEE SN2 A N T 5 Y 2 @ Cmax L O AUCoaz 1% 3 1%

_4_

WCER L EAF—%), 19 [101 2]]

16.7.4 NSIS3J)L
R A (16 12XF83 )V (Fh&EEo CYP3A BHEFH))
120mg & 4 N7 5V ¥ 10mg® MG L &, 4N
75 VY 10mg® & M5 Lz e & L KL C. PPK#
WS THEE SN2 A N T F Y D Cmax KO AUCo1z 1% 1.86
fER 214 LR/ L GHEAT—%), W [101 B3]

16.7.5 L =77 =Y 1—2X
fEHER N (126]) 2L —F 7V — Y a—R (hEED
CYP3AWEMRMAETLEM) 4175V 10mg® %
B G- L7z &, A N7 5T 2 10mgt % B 5. L 7-
LELHBLT, A7 5T O Cmax L AUCo121Z 1.5
BRO23MBC LR L7z GHEAFT—%). 12 [102 5]

16.7.6 IVTFF T 4L
EEIRE BB 126]) 124375V 2 10mg® &y vFF
7 4V (59 CYP3A FHEHA]) 100mg % B 5- L7z & &,
ANT 5V 10mg® ZHpES L8 & & gL T, PPK
RITICCTHEE SN2 A4 N T 5 Y ¥ D Cmax K U8 AUCo24 13
156 RN 1525 ER L BHEAT—%), ¥

16.7.7 22 E>
R (1161 125 ¥ Y ¥ ¥ (55w CYP3A FEH]) 4mg
EANT ST 10mg® G L& ANTTY
v 10mgt) 2 Hiph$k 5 L7 & & & i L ¢, PPK##TICT
HEENZA /375 Y D Cmax & O° AUCo2 13 1.16 15 &
12051 ERH L2 EAF—%), W

16.7.8 > ha3—2XT— ¢
e N (126)) 12ty bYa—r X 7— 1+ (CYP3A i
EMZH$ 585 300mg &4 /37 5 Y2 10mg™® %G1
PE L&, AT 5V 10meg® ZHAKS L-E &
LB L T, 4575 Y @ Cmax O AUCo-1Z 0.485 fi5
K039 5K T L7 BHEIAT— %) 19 [102 BHE]

16.7.9 X INABZF >
feRERR N (1261) 123 N2 % F >~ (CYP3A #E) 20mg
LANT T T 10mg™ BOAHEG L&, A NTFY
¥ 10mgi® % Bk 5 L7k & L LT, PPKI#NFICC
HEINIZA /3T 5 Y ¥ O Cmax K& N AUCo2 13 1.08 15 &
P16 ThH otz T2y Y UNAYF U2 HMIkS L
LEXEHBLT, Y UyNAZF D Cmax L AUCo2 1%
0948 f5 X TN 0.773 5. WEHERHMWTH S p-v Fux 7
K A& @ Cmax & OF AUCo24 1% 1.02 15 2 1F0879 15 T & » 72
MEANTF—%), 1©

16.7.10 X FRILI >
e N (1261) 1A 875 Y 2 10mg® & X Mk VI~
(OCT23: %) 500mg# PR B 5 Lz & A bRV IV
500mg Z Hiflpe 5- L7z & & L IR L T, A AV I @ Cmax
B AUCO-old LORE RN L1 CTH -7z GHEAT—%), 17

16. 7. 11 AXTSI=I/52IT5I—I
EHER AN (1261) I2F AT 5= Vd0mg & A NT 5TV
10mg™® Z PG Lize &, £ N7 5V 2 10mg'® % H
MpEE L2k & LI LT, PPK#NTIC THEE SNz A N
75 ¥ ¥ @ Cmax & O AUC0-e01Z 0995 1% & I8 1.019 f% T
Hotl: BHEATFT—%),
72, 5V FIFV—V60mg k4375 Y 10mg & P
BHLEEE, ANTFY 2 10mg) 25 L0k X
LB T, 4375 Y @ Cmax L AUC0-01Z 0.956 fi5
RO 1020 CTh o7z WEAF—%), ®

16. 8 Z Mt
WEANZRNRICYTF Ty, 7F/0—)b, TIFFuar X
BINT 7Y EANT IV EFHLEEE, ANTSY
RIS L X LI L T, PPKMTICTHEE S 7z
ANT TV v OEYTHRIIEET, YTF 0, TILS
OYRERYTNVT ) OEMEREL B L kol T2,
ANTSTETNT 7)) Y OPEBEEHLTT AEY) v O
MBI N % BT & e o To, 1972

W) ARKORE S N7 B E RO H 2 1E25mg, 5mg X1k
75mg % 1 H 2 BI#EI1H%5.-TH 5.



17. BRERER &

17. 1 BEERVREMEICEET 5 58&

17. 1.1 BRABHOFRLBEEWRE L ABENHERR
BUEWTIE % G H R LA SIS T 2 I EOBAEE T, AE
B 12 (LVEF) #335% LA F. NYHA L KSR B S T~V
g, AT TORERL OIS/ 5 o HAR N E
PEOANG B 254 B % b5 & L 72 B E AR AT RE R Lo et B
RN L7z AFNZ25mel H2 %2 HiEHEE L. i
DB ECRAEEISC T 2B EoMETL R 25~
75mgl H 2 Bl o #EPH©HERH SNz, &5 (b))
BAKEES6L He 772 REES49 HTh o 720 kIR GRHD
S5 Ai 1k, 1181 25mg 2555 % (7/127#1). 118 5mg A317.3 %
(22/127 %) J U118l 7.5mg 23772% (98/127 61) T o720
FEGFHIE H T % OINAE R UL DAL ABE D 568 &)
HRTEDEBY Tholze T2 KNI EICBIT 58K
LA & ORI O E bR CFE = k) (&
KK BE-15221180 /40, 7 F & KE-61+109[H /4 T

TEMEEE R
A T e
A TTERE ) oso i)
AN IR B 20.5% 29.1% 0.67
DRI AR: | (2612780 | (3712780 | (040~111)

¥ oNHF— FHIE, N—=2 5 A ¥ OLRERRROIEUL O B 3 Wi 38
OHEHEICNT 2 EHE G2 LR L L 72Coxtt BN
F—FEFNVZHOTHEB L2, RAlBRIZ, = Fiba
IR E D EOEREELLHINICE_ L7220, F
BABRERERL TRV,

GAEVEFi G & 7 o 72 127 B 62451 (488%) 2 HIl{EH

(BRI MO BT 2 &) RO Nl EhllEHIL.

FERAESH (63%). LAETH (55%). 18 M0 AR 276

(55%). FEMDOF V4B (31%) THo7zo

17 1.2 4 EABHOREBEEWRE L B ETHEFER
(SHIFT #58)
BHEWTIE % Gt B MO AT T 5 I i 0 BEAE R T,
LVEF 2535% DL Ty NYHA OFEREHHAS T ~ IV EE, {7 A
T CTORFRELIELAT 70 [a] / 25 DL O HFE R PO A4
% 6505 Bl & A F G & L7l E ML ATEE B iR A Ik L
720 AFNE5mg 1 H 2H % B MHE & L. LFEOHB %
OHEFEIS UCy 2 B Lo BT 1 [ 25~75mg 1 H
2 M OFEH BRI S Nz, 5 (hdu i) 3K
BT IR RECTNG 216 7 A TH o720 BTG HED
SAiid. 10 2.5mgA$10.1% (328/3,24161). 11 5mgs
20.9% (676/3,241%1) J% 0~ 11 7.5mg7s 69.0% (2,237/3,241
Bl) THholzo FEFMIAH TH A OIMLERIE T OAS
TEALABORBHEFIITROEBY) THolze T2 ¥
SPAM R S5 UC B 1T B ¥ 5T 2 & O E LI O ELE (CF
WAl = B AR SE) I ARFKIEE-120+133 0 /4, ST b KRR
A1+129[E / 53 CTHolze D

FEFTMEE DHER
[ e
A TTERRE ) sty | D0
LN LA R
;gf;z 245% 28.7% 082 00001
EiEA g |(793/324180) | (937/326480) | (075-090)

¥ N — NI, BERTESED I O M4 &5 & L 72Coxlb
BN — FEFIVIZFEDXEI L7,

SHIFT 3B 0 B K EFME H T 5 #5010 f OIS R IE D
N — RIEIZZENRZ 090 (95% 15 X 1 5 0.80~1.02) &
0091 (95%1EHEIX [ 0.80~1.03) TH o720
DEVEFHIR R & 7 - 72 3232 B9 574 51 (17.8%) (ZRIFEH
(BRRAEMORE % &) RO O, ERrIEH L.
DGR 150 B (4.6%) #EBR 121 61 (3.7%). JEHUAE 87 B
(27%) THh o720
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