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i O ok | ook | AW
APEHTH L, G b SN . TR B oAl
5% DIV, AR
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I pR
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Bk IE
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13. BEHRS

13.1 FEIR

MY EPREDEC 2 BLZND D 5o

13.2 E

W Z MR B 20l G- 2 ZET 5 2 Lo il
MAFED 5N BRI, T OREZITH 2 Lo

L RIEOBGZEYT Bk A2 o i1
PR N T~ 130F [, /N R AR T1~4HF
Thbo [16.11, 1612, 166.3 ZMH]

< REHI T & o Hi il o> FEAE BE K DR ICIE U 72 i
T HMEZHLD T Lo

- BEARI D (5 BE 0 S SR ) . I B D 72D @
HYRFI IR Al ONIAT B TR O A B i iR
(3 0F 3 2 B L1375 28 U TR R i BR
L 5B A SRS L AR BT 2 AT 9 ) LU /AR
FOMY) AR EOMGE EET 52 Lo

§ T RAAREBE O T, MBLENT IEARH OBRZ:

WKIEEHTRVWEEZOND,

14. A EDOEE

141 EFIZFEFOER

14.1.1 PTPRZEOHANIPTP Y — b2 SHY B L THRA
THIIIBET LI L, PTPY— bOBEBKICE D,
AR BRI BEA~RIA L. B2l e b
CLCHtHESEoRELOGHEZHETL L
2H %o

14.1.2 KHNZHF O LICo TR 2R S E5 LY
b7:%, K LTRHWTETH S, T2, KT
HTBZEHTE D,

1413 KANZE-F T ORETIX. KL TRz &%
wz &,

15. ZDOMDFEE

15.1 EEERfER ICE D < 158k

1511 AHCBWTERS 235k —7F 27 v F 2
TS5, PANTETYE PR, PLp27Y
a7ua s 4 YUK OwFhd 2T MRE
DWEAEND BP0 ¥ ARG B E 24 L
LaAKIET VT 7 ¥ OIEBIEELLRERIC
BT, maEstEf Xy PoOFER, TV T 7
Y UEGIBITIZRRD SN o zDITH L. KA
BECII59BIH7HICTED H 77,

WIS TH B, WHICBWTERS N
7 — 7 VI KBRS E AT 51 ~7 0 %o BE % 5t
GUTARAN F 7213 PUil/MRIRIC X 2 ih#EE IR L 72
ABRIZB VT, Ul /MR U CARARET
B R OV e R D% D BTz & oS
2%,

16. EMEEE
16.1 MARE
16.1.1 BEKRE

HAR NS AR AR e A Y3 1320012 ) /N — 1 408 5, 10, 2001
40mgt®) % 22 JSUG (2 L M RE 1B - U 72 B e R AL PR iR
BEG-120.5~ 4 BN de g M AE PR (Cmax) IS L 720 Vv —1
FHN ORI RO VT 5 RIS U725 o8
masigs sz, (132 2]

1000

15.1.2

—O— 5mg
5 —2— 10mg
- —0— 20)
it @23§D\ o 40;25
i RS, . © O
X o O\Aiz\n\
1 <]
Ec O\O\A\ xo
W a o
//\ o \o \
gi 10k ™~ a
(ug/L) \
o
1
0 4 8 12 16 20 24
515 (hr) AT (n=8)
Prs AUC Cmax tmax’* 12
(ug-h/L) (ug/L) (h) (h)
5mg 8155(13.2) 141.3(14.5) 1.4(05~25) 5.7(19.8)
10mg 1564 (24.5) 226.9(18.7) 1.4(0.5~4.0) 71(35.3)
20mg 2777(269) 341.7(29.6) 3.3(0.5~4.0) 89(50.1)
40mg 3051 (21.3) 329.4(26.1) 1.4(05~2.0) 12.6(40.0)
oo () RATTISA (BMCV (%)) n=8



16.1.2 REHRS
AARNE T L3662, U 3= FH 32100 15X1320mgh) 2 1
H1M7 H B3I USRS U7z Bs, w505 & iz Uy
BRSO RE RERIE R, R RO ONL o7, [132

]

N AUC(0-24) Cmax tmax* t1/2

B WER | (g D) | (agm) h) (h)
10mg 1HH | 1443(21.0) | 2326(18.7) | 3.0(1.0~4.0) | 5.7(18.2)
7HH | 1533(14.9) | 2469(10.6) | 3.0(1.5~4.0) | 7.7(41.2)
I5mg 1HH | 2080(26.7) | 347.6(23.0) | 40(1.0~4.0) | 6.3(35.1)
7HH | 2243(21.1) | 330.6(20.8) | 35(0.5~4.0) | 87(26.9)
20mg 1HH | 2419(246) | 391.2(21.2) | 25(20~4.0) | 6.1(20.8)
7HH | 2839(209) | 3985(24.8) | 3.0(15~4.0) | 7.7(23.6)

XL (HEP) AT ME GRITCV (%)) . n=12

i Ak PR R IR AR (DV'T) A3 ) OVl 28 A (PE) % % 4 4
& U7z 28 AT o> i 5 il B 2 T o 72 RESE L SR Wy B TR A b7
X 2HEMBE ST X — 5 (i) d, DFOLE) THo72Y,

. mE AUC(0-24),ss* Cmax,ss*
k- i (ug-h/L) (ug/L)
15mg 1H1H 2977.5(36.8) 276.9(19.3)
15mg 1H2[H 5955.0(36.8) 363.0(26.7)

SATP-I M GRATCV (%))
¥ L BEIT2BI O AR 7 — #1230 i fil
16.1.3 £MZHIEEM

HAMERR AT, Y 8— 1 F 982 0DSEl0mg s V) /S— 1
FHNUHEI0mg, XiZ V) N—u FH N 0DFEL5Smge VN —1
FH N EEl5mgE 7 1A — N — i CRPEIRE RO Lz,
YN—a X PN YODSEIIAK TR IZ KA LTORMEL, Y
N= 1 FH NV ERIZR TN Uz MR ZEALARIERE 2 35 L.
BoNTEYBE NS 2 — & (AUC(0-tias)) & O"Cmax) (22 THE
FHENT 247 o 725 A S E3 4 o0 be oo T 1 90% 5 B X [ 1k v 37
NH08~125DHPANTDH Y. WTFNOERTDH WA 0P
I R SEPE DR S 7o

- " AUC(0-tlast) | Cmax tmax* t1/2

e Bl (ug L) | (ug/L) | ) | ()
OD$t 1460 230 15 837
10mg K ThiA) (23.6) (272) | (05~4.0) | (436)
(n=40) b 1510 245 25 8.09
OKTHRN) (18.1) (221) | (05~4.0) | (524)

OD$t 1580 240 20 6.99
10mg | Ok%& L collil) (26.9) (280) | (05~4.0) | (33.1)
(n=39) b 1530 231 15 6.50
(KT (30.2) (355) | (05~4.0) | (31.4)

OD$E 1800 265 25 9.19
15mg K ThiH) (27.3) (31.9) | (05~4.0) | (55.9)
(n=39) 5 1710 248 20 9.38
Ok (27.8) (317) | (05~4.0) | (61.2)

OD$E 2150 290 2.0 8.76
156mg | k% Lcollil) (26.6) (33.0) | (0.75~4.0) | (53.6)
(n=40) bt 2170 284 20 779
Ok TR (27.1) (317) | (05~4.0) | (454)

R HEPH) ST GRATCY (%)) (S B REAHT X G5 1)

16.2 DRIR
16.21 N FT7ANLFEU T 1
YN —a F ¥ 8 U 5mg e 020mgi) & 2RI ISR IR L 72 BR
XTI N A F T XA FE) T 4 I1EFNEN112% KL T66%TH - 72
FHERANF—%)o
16.22 BEOHE
(1) U AN=aFH320mglh) % BRI S L7z, AUCIE 22
PG L7zBr & iR L39%3m L7z AHEAF—% ),
(2) HANEAERER AR F1BIZ, YV N—a F 932 15mgk 22
WG B OF TR S M R I 5 L 22 B, ST 5 I i3 tmax
FEIEASED SNz, AUC, Cmax{iZHZHIED SN do 7z,
16.3 210
16.3.1 HMrAtE
YoN—a Y82 2 BRIRI G L72BS. 504 2 (Vss) 1389501 T
HolWEAT—%)0
16.3.2 #2 N7 HEAR
In vitroi®RFIZB VT, UV N—a F N VRIS V87 v
HAmAE AL, B MY V87 f#A%I3092~95%THh - 720
FIZTNVT I VIHET 5o
16.4 X35
Y= FH N VIEFICCYP3A4 K NCYP2J21C & 2 ACHHREIKIC X
DA SN, FEACHIEENVERY ) U BOBALS K LT 3
FREEDMADRETD B0 In vitroiRBRIZBWT, VN —aFH
INYUHHIE Y VN2 THBPRES 37 (P-gp) K OHAEIE 5 > %
27 (BCRP) DI TH B T LAVRENRT WS, [10. 2]

16.5 Bkttt
YN—TF PN EFIRNES L2BS. &% 27 75 2 AEHI10L/
hTh . $5RO2%ZKREKD F FEPISh . FERA
BAAFN[1MCT Y N — 1 FH 3 2 10mgx Wk 55 L 7=k, #%
LHREOK2/3EIAGEHEREY & UTRP ROFER RS R, 5%
DRIV IHREALRD £ FEIREE N2 BREATF— 5 ).
166 HENEREHT 8L
16.6.1 BEEHE
(2 L7F=v2975 A (CLer) : 50~79mL/min). H%
£ (CLer : 30~49mL/min) 2 O"H B (CLer : 15~29mL/min) O
[ & 5 BH KB /N — 1 F 53 ¥ 10mg % 22 I IR H ] 1T
PG U2, WEHEER S & IR LAUCIEZhZhld, 15k
LOMEIC B3 U7ze 8 Xall TG ERLESIZ15. 19K 02065 (3
L. 7u bur v EPTE)) H13, 22RI24AEER L 72,
CLerA815mL/minsk il o BMFIT B 5 MaHEFEH LT v (4
EAF—%). [212, 213, 7.1. 72. 921923 BI&]
16.6.2 FFEEEHEE
RO REE O H 5 IFHZ B % (Child-Pugh A 8F1) Tid. Y
SN— 1 F 8 v 10mgZ 5 L 22 B 0SB R I e R R &
L TIZIZFABETSH ) (AUCIZL2MG L5 . MR BRI
BOONLEH o Tz, WEEONEEDD 2 IFHEZEH (Child-
Pugh43iB 861) TIfHEp R & Wk L TAUCH2.36% L5 L7z,
B, ERHERDOAUCIZ26M ER Lo X al TG ERIE
268 L. PT(#) b2 15K L7z. Child-PughfHCoOEH
B2 ERL TR HEAT—%), [24, 932 &
i<l
16.6.3 /2
(B AR MLAR ZEAGAE OO A AR R U AN
AN OB PERIR AR SEAE (VTE) B (8meAin) Z x4 & L7z
B I ) 45 T GRS oD L3 PP il BE 7 1T o 72 RS S B RE AR AT 12 &
LB SNT X —F (M) Z. LTOEBY THorzo EER
FER S MAHREE T, FEHARARAICY 28— F 43 2 20mgit)
(HANRAICY 2N —1a FH935 »15mg) % 1 H 1% 58 o I % =
CHYT 2 L) RECTHELLHE - HRTY A —aFHn vz
Pl L7z, [132 ]

N e AUC(0-24),ss | Cmax,sss | Ctrough,ss t1/2
| w0 O D) | (g | (g | )
12~ | . 2120 238 20.7 417
1H | <18% (26.4) (20.0) (459) (19.1)
10 6~ 29 1960 247 154 344
<121 (31.8) (23.1) (56.4) (21.6)
:128;2 1 1770 123 305 376
6~ 28 1960 148 275 3.11
10 | <12%1 (32.0) (25.5) (51.4) (184)
2@ | 2~ 29 2370 185 306 290
<62 (42.2) (31.8) (72.3) (25.1)
05~ |, 1640 156 126 1.92
<92 (494) (39.8) (82.8) (19.6)
2~ 5 2480 162 412 224
<62 (309) (254) (46.6) (159)
L0 |05~ | o 1890 132 26.2 1.89
3| <22 (344) (27.2) (57.0) (21.3)
i~ 13 1590 119 185 1.61
<0.5%2 (29.6) (24.1) (50.4) (17.8)

STl GRATCV (%))

1 EANEFIA ay 7 LTHY

¥2: Fo4 yuy e LTS
(FontanFiifE1TH#IC & 1T B M4 - R DIME])
Fontan T-4li 2 D BERE Y ML S B (2~8i%) 2t g & L7z FEp It
[7) 45 M SR 05 00 i F il B % T o 7 BESE SR W B RE AT 12 & 2 1
ot (M) 1Z. LFOEBY) THhole EERILF G MAHRE T
F FEHANEANICY N —u F 432 10mg 2 1 H 14 55 o I
BTN 2 X RETHBE LY - IR¥TrFS4 Yuy

T L L.
n AUC(0-24),ss Cmax,ss Ctrough,ss
(ug-h/L) (ug/L) (ug/L)
76 1440 109.0 22.3
(484.2~4444) (39.7~287.1) (64~104.7)
ST P3 fit (D)

¥ : Fontan AT #3512 Mk - S84 TR O P TR S N7k -
JHA & i —

IE30kg P E > /NE DO Fontan T4l 2 0 Bk 19 HO S B (9
LLE)IZY N =0 F 93 0 2 RKABH - TG Lesf ol
F %, Fontan T2 D FERENY ML S B 2~8i%) Zxtf & L
72 B S R 45 T ARG (05— + A) ROVMNE O 2EVTER# (185
i) % b5 & U 2z A SR o0 I A P % A > CRESE L 22 BR4R
HISEWBEEF VIS I 2ab—Ya VIZEY)THILE. &
DRGSR, KRB - WY L2 E OWRERIZHEH AR RN
WY N—BFHNV10mgZIHINPES Lz & LHBEETH -
720 (973 BR]



16.7 EMHEEIER
16.7.1 U hFEL

R A 12812 R F EV600mg e U 28— 1 FH 3 2 10mg
ZORHPRG L72B, U —a FH9 3 O AUCIE25H%. CmaxiZ1.6

4989H. TN 7 7 ) V#4811 H TH - 720 A0 M T EERM M H
EARABECSTHIRIIE., TV 7 7V Y EE63THIF22BI 78D S,
AERA XY PREBIRIZZNZN1.26 K 0°2.61 (/100 F4E) Th -
72 (¥ — FH(HR) : 049, 95% 28X (CD) : 0.24~1.00, per

& L5 LY A m & 7z BHEA 7 — %) o [264 101
el

1672 A haAFV—JL - 7)0aFJ—Ib
TERERR A 208012 b 25V —1400mgd ) N —a FH N v
10mgZ PG LB, U N—a X413 DAUCIE2.645%.
Cmax{Z 176 L5 LR 2 m s h BAEAF— %),
[2.8. 10.1 ZMK]
EHERR A BT3B 7 V2 F Y —400mge ) X —a FH 3>
20mgit) & B G- L7zBs, ) N —a F 985y O AUCIE L4465,
Cmaxi3 135 A L7z BHEAF— %), [102 2]

1673 720209422 - TYZAAYAY >
R A FI5BIC 2 5 Y A= 4 ¥ »500mgd V28— 1 F 48
Y10mgZx PG L72Bs, U AN—aFH N DAUCIEL5M.
CmaxiZ LM% LA L7z BHEAF— %), [102 7]
EFREA S F15BIC ) 2u< 4 ¥ ¥500mge U /N—a F 43
10me% PE$ES L22Bs, U 8—aF 93 O AUCK *Cmax &
HICL3E LA L2 (BHEAF— %), [102 K]

1674 U772 EY Y
ERER A B 18612 7 7 Y ¥ ¥ ¥ (BB E150mg & ) 600mg
F CHliY) & U N — 1 343 2 20melh) 2 GRS Lk, ) S —
0N Y OAUCHRIS0%ET Ly ZIUSE W HisE M b 35S
L7z(BEAF—%), [102 ]

16.7.5 T/ XH/8) >
FERER A F10B0IC = 7 4,31 24000IU & ) /8 — 0 F 93 ¥
10mg % P45 L72ps, U 8 — 1 548 v o3 B I 20
o Tze P X ald TG M A MBI L 22 A%, PT R OY
aPTTICIHE B D S oz (BMEAF— %), [102 S#]

16.7.6 7AEU >
RN F13FICT A Y ¥500mgZ %5 L2B AT AEY
Y100mg& Y N— 1 FH 3 U 15meZ PG L7zBs, U i—u
F N OEY B J BB EEH B IR S o7z
HEAF—2%), [102 B]

16.7.7 7OERJ LI
B A T 7 B ¥ F 7 L L300mgk %5 L= 8 HIC 7 1
¥ RZ L V75mgd U =1 F43 2 15mgz PG L7zB. Y
N—T TN QY BB BIERD SN o7 BlORER
IZB VT ORI R O MER AR &7z & DA
H5HEANT—%5), [102 BHH]

1678 F7O0% &>
fERER A BT 116012 F 72 F & »500mgl H 118 B H% 58 Y
N—a F PN 15mgh GRS U7 LI I o 4E 52 13 32
SNBRD oA —IOBEHZ B W THEFE RN OB AT
Lhz(MEATF—%). [102 ]

16.7.9 JILT7 71>
H A NEHER A B F1260 (VKORCI#AZ 1639 DA 7 L v Ak
EREOGHREALTVAHEBRE) IV T 7)) V2 %S L, PT-
INRZS2.0~3.0ICF5E L2812, U N —a F 93 15mg# 1 1H

protocolfEHT X G AR . EHEREERH-T) o

Yox—aFHN v

gnv7 7Yy

- N R
TYRHA L nJS@iﬁﬁ) ndggggﬁ) (95% I 1)
g g%x%ﬂﬂﬁ 11(1.26) 22(260) (0,23%81.00)
E;ﬁ%’?’%m 16(183) 24(289) (0.34(1)f«51.22)
ﬁggfgm 19(217) 25(296) 041130
W 10(1.14) 21(248) (O.ZSf?).QS)
HR LR 7(0.80) 17(201) (0.1;)f(()).96)
HE LY <o 3(039) 40047 wlgfizm
A 1011 1012 (006~159
L% 3(034) 100.12) 030
DAL 6(0.68) 2(024) (o.6§f614.7>

(RATEMPTR SRR, BB S T)

1 EAHOUIIET AR EAIEOBGT ~ FRA 2 b
#2 A, JE AR AR LG DM SEO AT ¥ FFEA b
3 A, JEHCRR R AR O REE SO OISR OG>V T

AV F

AV EEFMIEH OEM A XY MREEHEKIZZENRZEN18.04 L O
1642(/100BFHE)TH O AFHO TNV T 7 VT B IELPED
Mk & 72 (HR @ 111, 95%CI : 0.87~1.42. FEHD AR
fifi - HR2.0)9,

UN—aEFHNY | 7Y v s en
IYREAVE | (N=639) (N=639) (9'5;2%21%)

n(/1004%4F) | n(/100H54E) o
AL A 111
P 138(18.04) 124(1642) (087~142)
Tk L 26(3.00) 30(359) 0503
TATEEVLA 120
Wi F U e & 119(1542) 99(12.99) (092-156)
% % il i

(ZEVEHT G, BB ST)

¥ [ER 2 ML D[ ER TR 2 W ASHR IS B & 7 5 il | o4 =

Y FKRA VB

SPGB 2 7288, aPTT. 45 X ald 7% PR K O E
bu v ¥ VAR (ETP) ~NORBIAHMY TH > 7255, PTRO
PT-INRO Y — 7 filild ) /SN —u F 93 v B 50 & g L2 h
EN23ME R O295 2 o720 U N—T FHN UG BMGH3H H
W TV 7 7 OB L b, BB RICHI A
RO bR eh oz, [86. 812, 102 BH]

16.7.10 Z DDA

IFVIGA, VIFTVUVRPT PUNRTF L EYN—aF 3N
YOI X B AN A RER % F 0 L 7225, Sy
HAER RO SN, A OKBRIL T VI =2 A5V - KRt
RTFAYILEREHR) . F2FIVVREFATIV—NIE, )
=T FHN Y ORY BB E LTS R > HEAT—5),

1) A DORNN I1F % KGRI - TG, TIEFR I Pk b Ml B 1
BT BT B M MR RS p e O A S PR R RE O S IE B 1T
15mgl H1F$ 5 Th %o b, FHREOREIIN U TRET 2
Wi, 10mgl H1M G- Tdh 5o [IRMARZERAE D WKL O
TEFEH T, BEROMBI3ERN IX15mel H2H$% 5., £ D%
1315mgl H1m#% 5T % o

17. BRERRAE
171 BHRROREMICET 3 H5%

GERBEMOCEREBE ICH T 2 RIMMEMKZEP RO 25 MHERIE
DFEIEIH)

17.1.1 ERE MEER

Je A I VE O A B B & xF RS, ARAED & IR T V7 7
V¥ OATRVE ROV A & LGS 5 £ iRk Sk, MR AE.
FTINET I =ik s, ZEEMR, ERAIE. SATHE AR
(J-ROCKET AFRER) % 92t L 72

JE AR IBE VU 5 ) JB 1 27881 (22 A VESRAT R G080 W2k LT A
#15mg (CLer : 30~49mL/min® B #121310mg) 1 H1H (QD) X
BN 7 7)Y H Yy A (BEEPT-INR : 70/ Ki#132.0~3.0. 70
DL IE1.6~2.6) 234 BR8-S iz T8 WG A A B

_8-—

17.1.2

RIVEI (R B A S % B ) 1263961 P 3261 (51.0%) 12328 &
o FREIEME. Smedsl (13.8%) . B F 5041 (7.8%) «
B I4050 (6.3%) « KR 2481 (3.8%) « R H ML 23451 (3.6%)  Ji
LB YE 181 (2.8%) « 4211761 (2.7%) . AU 1561 (2.3%) .
1451 (2.2%) « TREPS L2050 (1.9%)  FH#Hm 1160 (1.7%) . %
M kPEF (1.4%) . B IMm7H] (1.1%) . A L F780(1.1%) . 5%
7% (1.1%) . 76 (1.1%) % CTdHh - 720

B E M AR

Jh A RO D5 RN B R & xRS, ARAHED & IR T v 7 7
VY OARVE R R AV R 5 2 ik L. EAEZ L.
FITNE I =L D, ZHEER, TR ST W LR
(ROCKET AF#) % 92 L 720

IS I Vo Dl Bl JE 3 1423651 (22 A VE AT 0 G 850 Lk L C
AF#)20mg (CLer : 30~49mL/min® B #H121X15mg) QD) X id 7
V77 YF bU YA (PT-INR : 20~3.0) 234 I S hiz,
SERB S W IEAHABEST22H, 7V 7 7 ) YEEST99H TH - 726
ARV T B EEA S H G AKIBE69586111188B1. T v 7 7 ) VB
70040241 BN FRD S, ERIA RV FREBRIEZENENLTLIL
0216 (/100 H4E) TH Y. AADOT VT 7 1) VST 2L
BGIE S 7z (HR :0.79. 95%CI = 0.66~0.96. FEHVED AR
fiil : HR1.46. per protocolf ATt MM, HERIER G- T) o



YNR—aFHNY | TLT 7YY A FIE AEDVTHHE APERE
TV FRAL VB (N=7061) (N=7082) (95% AL ) DRAT = A JA=TEHRY
n (/100 #4F) | n(/1004% %) o LY F#A [10mgBID—|15mgBID—| AMH*1 |15mgBID—| g1
A RE 3 B 0.79 M 15mgQD | 15mgQD | (N=12) | 15mgQD (N=7)
g1 189(170) 23215) (0.65~0.95) (N=22) | (N=23) | n(%) | (N=30) | n(%)
EEE%@# 346(3.11) 1410(363) " 740f% %) PSR n(%) n (%) n(%)
BRI P - 5 g e | 3136 | 260 1(83) 1(33) 0(0.0)
il H 253 : ! (0.74~0.96) TR ML | 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
" 0.85 Tk
A R S (0'7%;41 05) :f ?;ggf f'g 30136) | 2800 | 183 | 133 | 000
M MLY% r 149(1.34) 161(1.42) (075~117) 2 il
059 BID : 1H2M, QD : 1H 1M (A AT SN, BHHERs )
tEREs | 29(026) 50(044) (0.37~093) 1 RIS A5~ S ) S BHE 2 QD FCT LT 7 ) > (H B
E e 023 PT-INR : 1.5~25) % kit 5-
e 5(0.04) 22(019) (0.09~061) %2 1 T 7 M SR Tk T 2 2SR 01 BT & 7 % Il | o iy
YRHEA YR
LW 101(091) 126(1.12) 063106 T
- - FIEH (BRI SH 2 &) 13 A 10mg XX 1E15mg® 1 H 2113
D MLAE B 170(1.53) 193(1.71) 089 W 5% 15mg A1 H 1R 5 S 72DV T B H 2240 1841
(0.73~1.10) (36.4%) J 025171 (28.0%) . i 012 AHI 15mg 1 F 21 338

(RAEVERAT AR AR, BBEER5-T. UitiRk 5 Rl % 5512 S Brb)
1 ARSI R R R ERE OB G T FRA b

%20 A, IR R RR I R DS FEOBE T v KR ~ b
%3 AT, IR R R . O UL LSO RIS T R

VN
REMICH L Cid. BT OB 5 nz10,
DA A IR D 2y ) IV SRS
TYRHEL YR | (N=T1ID) (N=7125) (9@?@%&%&)
n(/1008%4E) | n(/10034E) on
AR T Rl 1.03
5 1475(14.91) 1449 (14.52) (0.96~1.11)
] 1.04
N
EPN A 395(3.60) 386(345) (0.90~1.20)
HRTIEZ WA 1.04
A 2 P 1185(11.80) 1151(11.37) (0.96~1.13)
7% % hii ’ i

(RAVERHT N G, WBHEEES-T)

% TR i ST E AT VAR NS & 72 2 i o B4 -

Y FERAL Y}

A A (R B Al 58 % 4 ) 1711180120964 (29.5%) (232 &

S, EARREE. SHINM53761(7.6%) . # P 19651 (2.8%) |

MLAR19581 (2.7%) « MLIE124450 (1.7%) « BERIMLII7H] (1.6%) . 3
594461 (1.3%) « £ 19261 (1.3%) « Wl 1 fi89% (1.3%) .  H st
8141 (1.1%) . AEBEMMT7H] (1.1%) 35 TH > 720

(RRAR M A2 AR TE OB K U B S0

17.1.3 ERFE MAHER (R A)

AYHEBEEDVT UIPER S & W4, ARANED QA4 R R V%4
PEe a3 2 % ik b, Ve b, JEE M. IR, AR
[ Le % 305k (J-EINSTEIN-D VT } O°-PE#RER) % 920t L 72
SEMENE O ZPED VT 598 (% A PEIFHT R G 51550 v 22480 J OV2541
W LT ASE A 10me X 1d15mgl H 2l (BID) . Z D
1X15mgQDAS, BAVEAEEPEPE B 37H (22 A VLT 5 R B1%0) 30
BIZKE LTy #HI3HE B A 15mgBID. £ D13 15mgQD AW
T ARG SNz, WIHIEL U CRACHIIS H 5 WA
23 ¥ (aPTT : IEH S RO1L5~2565) fHEL O FTov T 7
Y YA A (HEEPT-INR : 15~25) 23885 S 7%, 5 000
FIEMOHIBIC X V3, 6IR12% HICikE Sz, FEPk5- M
X, BEDVTRHATAA1IOmgBID—=15mgQDH191.8H .
15mgBID—15mgQD#F186.8 H. *fHIEHE192.1HTH . Z2MPE
JBH TAABE204.7 1. WIRIEBE213.00 TH - 720 A RIVERTARIE
H R O 4 45 3 BT TR S 7z,
% PUEEREIR L O RIS B R YAy RERIREE S PR A8 [
VAN @ FERR IPUEE R 3 (R~ % ) ¥ A7 + ¥ 578
A7 A)DFGEATE Lz, AUEDVTHEE T, KA
10mgBID—15mg QDR @236 136, A #
15mgBID—15mg QD D251 1561 J Ot SRR o 1240
THIC. BYUPEEF TIX. AHFBEOI0BI 2861, xf SR
THI 6451 C IR LI HUBR I 3 DT 3% 5- 23 - 72 (IT T &
SAERD . BB ROWASRY) Y OFTRG DD > 72Wfr.
BB G BRI RTINS Y Y DOF HT Al R DR
ATV, 74 Y8 X7 ADHIRGDH o e R
W GBI 7 4 ¥ 7780 X 7 A DOPGAET th12~ 2415
DOIZATH L OBLE % T 720

ARDYE T BT H GEBEYEDVT UIPEDHA T Y FFEAL ¥ 1)
Z. AYEDVTHRE TIRAH 15megBID—15mgQDE: 0 256411141
(4.0%) IZPEAS#D S, MWEEICIZAD S oo ANPER
HCIEARANTE30H B OFHRBER7TH O VT ICB VT H . ARE
F R H 05 BUL D S e o 72 AT TR AER) o
REICEH L Tid. DT OB S h/z112),

17.1.4

$ 5.1%12156mgAs1 H 1M 5 & W72 PERE 3061561 (50.0%) 12 72
W SNz GEFTTEIN30%1 (39.0%) (IS SN EEMN TEA D
DB T HmSHI (10.4%) « 5116451 (7.8%) LA HEMEAH (5.2%)
HTho7z. [8.10 BRI

B E M ARAER (RA)

SHHEGEEDVT UIPER S & 5500, ARFED DA W Rk OV 4
a2 it ., MiEB b, FEEM. JE i, AR
[ Bk B (EINSTEIN-D VT J O-PE#RER) % 90 L 720

SERENE O 2PEDV T M3 3429510 . 0SB PEPE I F 481711 (2 A E T
FMEBIE)IH LT, WHSEBIEAAI5mgBID. ZD#H% i
20mgQDED DAL, LIRS H I 2 F4 80 ¥ F
b Almg/kgBIDE FiEE OPMFTE ¥ I VKIS (R
PT-INR : 2.0~3.0) OFE#ERFE DRI L LT G S hizx, &5
R EMORKIC X V3. 620122 HiCig S iz, ks
WM. BYEDVTEE TAABI944H ., HWIRHERE1882H. Atk
PERE TAAIBE2169H ., WIHEM214.9H Th - 720 AR
JEH M OISR S T EH T TRl S vz,

X PUBERIE O B S LB R YA TRERIE 5B G T A8 Y
DN O IR ITLEEFSE (NS Y E T + Y F 8 2 7 R)
OFGIT E LIz, 2MEDVTEFE T, AAIBED173161H
126440 e O° %t B #E D 171860121360 ¢, SEPERH T
F. ARHIEEO241960012237461, K IR HEEE241 361 222361 T
IR YL I ORI 523 - 72 AT THIT N S 4ERD . %
By AR VORI G B D o 2 RIS Rk
SR AR Y OF AT AR B DLRE, AR RS v
D1H 218 e 54 T $6~ 12 [ 0 B 331 H 1ml e 54 T 1%
12~24BE O FIZAT VL 7+ Y 28T X 7 A DR G A3
B ot HRERGRIBEZ T + ¥ F ) X2 20
T H12~24 B D NCAT 9 & DBLE % 71T 720

AR B BRI H O R BUBE X, SMEDVTRE TRAAITE2.1%.
%t HESEBES.0% (HR © 0.68. 95%CI : 0.44~1.04). AYEPERF Tid
ZRZFN21% KL% TH D WIFHIZHB T b AH D BLHE %
XS B IESPEDHRGEE S 7z (HR : 112, 95%CI : 0.75~1.68, Ik
HYEOFHERRFE : DVT L OPE &  HR20. IT TN R 4EH) o

AMEDVTHES BVEPERHE
o reae g o IREEES VIt E SN DS E TPy E
TYFRAZE I Ci73) | (N=1718) | (N=2419) | (N=2413)
n (%) n(%) n(%) n (%)
AR T SN
s 36(2.1) 51(3.0) 50(2.1) 44(1.8)
JiE 15 PEPE 20(1.2) 18(L.0) 23(1.0) 20(0.8)
PE(#E1:) *3 4(0.2) 6(0.3) 11(0.5) 7(0.3)
JEEYEDVT 14(0.8) 28(1.6) 18(0.7) 17(0.7)
SEMEPEPE B O
DVTOB5 1(<0.1) 0(0.0) 0(0.0) 2(<0.1)
(ITTH#HT X G SE H)

%1 RIS H = 2 F9%3Y Y 1mg/kgl H2M B TH45- L o i FTE ¥
I VKB (7 V7 79 ¥~ LiZacenocoumarol, HAZPT-INR : 20~
3.0) % Rk i -

%2 EBEMEDVT UIEBRYEPEDO SIS =~ FRA ¥ M (PEOWHREVED T E
T&ZVWERAH O CZ &)

%3 1 BIEMPESIIPED W RETEDSH 2 T & R WIHKN AW OB L

SYEDVTEE T, L £l H o S BUH R AHKI#E8.1%,
HFIRSERES 1% (HR : 0.97. 95%CI : 0.76~1.22) . [ K7 Hii o
FEBUEE X Z N EN0.8% K 1°1.2% Tad - 72 (HR : 0.65. 95%CI :
0.33~1.28) AMPERF T, 24t FEAEAME H 0 J BUHIE X
AABE10.3%. W IEFEREL1.4% (HR : 0.90. 95%CI : 0.76~1.07) .
[HR 2% i DR BB EhZNR11% K T22% TH - 72 (HR :
049, 95%CI : 0.31~0.79)13).14),



YN—aFHN Y i Bt

IV RFERAL VB (N=329) (N=162)
n (%) 95%CI (%) n(%) 95%CI (%)

e S
FH 10(3.0) 1.6-55 3(19) 05-5.3
R 7% Wi 0 2(1.2)
HERTIEBVH
7RIS iR 10(3.0) 1(0.6)
7 5 i

2YDVTREE AVEPERE

s oy BERAY] AL | imnE iy R

TYRRALE N Nci718) | (N=171D) | (N=2412) | (N=2405)
n(%) n(%) n(%) n (%)

T R
JEEXZ 139(8.1) 138(81) | 249(103) | 274(114)
Tk L 14(08) 20(1.2) 26(1.1) 52(22)
TATRE VA
BRIOCRIEY | 120(75) | 122(70) | 228(95) | 235(98)
% % i

(RAVERAT N SR, (RBRIEIR G- T)

X1 IS H ML 2 F9 %Y Y 1Img/kgl H2IH & DI FTE ¥ 3 VK
gfig V7 7Y ¥ Xitacenocoumarol. HEEPT-INR : 2.0~3.0) % fk
T

20 [HEARZ M DOX ER TR B WA EIRICHE S 2 5 i o84
YKL VB

17.1.5

BRI (B R A Al 24 % & &) A 15mg D 1 H 2101 338 [ % 5-#%
1220mg7s1 H1E$% 5 X 72DV TEE 171861 % OFPEH #2412
ZNZENA0141 (23.3%) S U776 (32.2%) I8 bz, &El4130
BI117710 (28.5%) 1232 SN =RIVEH T4 b o1x, B II240
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(1.6%) + IMIE60HY (1.5%) . FUR56H1 (1.4%) . N Him4451 (1.1%) 4
Tholzo

ARRBTIE. SR DL B 2 AH & O ERDEE T
&7 A RB% O S AS12.4% (1001/80441) T - 720 [8.10

ERE £ FE S M HER (IR
NROZMEVTER S Q8% AM) & xR, ARAIED O A7 %54 K O
A E BT 2% ik b M, AL, JEH,. FENR, Ik
A7 L2 30B% (EINSTEIN-Jr phase IERER) 2 920t L 72
NROZMEVTER B 49160 (22 AT S0 IS LT, A%
VY (R, R TR) X7 4 v ) X7 R & B G R
Z5HPL LT 728, 9H PAPNSHEI D ARV 7o ARHIBE S0t B S B
W, ARABETIRIEHARANRA AR 20mgE2) (HAR AR A A
#115mg) Z 1 H 1P 5 R OWE B RICHY 35 L ) RE T s h
70 - R CUNEOVTEICKN$ 2 RZME - L —) 2% 5
SAUEL BB C IR WA I & ke DL € 4 3 VKPR
(HEEPT-INR : 25, #Eip : JEHAAN20~3.0. HAAN20~25) 12
Yy Bz T s, EERGMMIE, 28U Lo BE RO2
WAMOIEA T — T VHMVTERATIE3» HE L, DK3» A Z
LCEM QKM & D EI2 HORG BT TH - 720 F722
WARMO A 7 —F VM VTERS Tl R E 5 M z1» A& L,
12 HZLICEMOMWIC X Vi3 » HE THREIHETH - 72,
EEL G W B T 2 P50, 2D Lo BE R O2%Ek
WOIHH 7 —F VM VTERE TIRAHBESSOH ., *F 867 H .
T 22RO A 7 — F VM VTERE TEAKBE29.8H ., 2k
BE2950 TH - 720 ARVEFFM T H RO IS5 13 E T T
fili & L7z,

1 AR U RSRFADBITICH 725 Tk, RSB ¥
DTG T AR, M85 TRAS) Y O1H 205 T
12M )% T H L e 5 T 24l E L, 7 4 ¥ &8
YR ADREH D o Yty BB S 7 +
VEF Y X7 ADPEE T 24RE BB AHI G E A7) &
DRERHT 120

%2 24 O RIBE % 220 722 O TINRA2.0% # 2 U,
A V(R ARG TR)E T+ Y TR 2T AD
Bt TCc&,

AR EEP I H O FEIUREE (FZR G ) 1 &, AHIEEL2%.
K ERES.0% (HR : 040, 95%CI : 0.11~1.41) TdH - 72 (I K DIRHT
SRR o

(ZAVEATN SR, RBREEE G T L2850
1 TERA MM DOIMER TR WAEIRICHE S %2 i o8

LY FRA V|

R (R B S 2 &) 13, B B3 5 0 B AR H A3 5
ENI/NEOBPEVTERH32961H190%1 (27.4%) 180 7z, F
ZREEIE. S m20%1 (6.1%) . H#Ei#% 2041 (6.1%) TH - 720
N—=Z T4 VIRIZHBEDD % BHITBT 5 H 8% 13865112041
(23.3%) TH - 720

KikBETid. HARNNEO 2 VTE R Z 66 CRANBEAB] (4 1%
0.67 A~4.25%. 27~12.7kg). HIE#2H (ZE1£0.9 7 T ~1.5m%.
30kg~8.7kg)) A G- % 2T oo EE GIH b, AHBE, X
BEE DR GEEVTE, ME YO AR RO B, XA M
M ER TR VAR HEE 2 2 BILIEERD Sl ho
Too F 720 AHFBEAFIH T E BRGSO S N2 IR
BEEE D CIPEPIBILL B D AT - 720 [8.10 Bt ]

(FontanF#ifE1T# (C 3 (7 B M142 - AT O IE)

17.1.6 ER#RSE DIHHER

NEDOFontan Al 4 7 H UL O BEBER B SIERF (2~8i%) %
ST, ARAED DS BIRE, Ty, AN RO R 2 B
35 % itk 3o 7] 30k (UNIVERSE#RUR) *1% 92t L 72

/N D Fontan T 1% O B HE 1 HLL S0 A 11081 (2 4 PR AT 0 52
BB K LTy ARFEETIEIEHARNEANCARA 10mgZ 1 H 1l
IR OBEHFRACHNY T2 X 9 RE TS B - B ORI
DOFontan i % BF T3 2 KB E - HEDH b, KHE30kg
RiMOX) AP 5 s h, WMBETIZ7 £ F V4 FUEE(ASA)
#5mg/kgZ 1 HINMFRG L2%2, WeFholtb K512, A
&L, RERIMC X 2 BRI HE6» AR TIER L7z, P
HPe5EE. AAIRE331L8H . i IE336.4H TH - 720 AR
FEA I H S OV S L ERF CRMI S 7z,

X1 0 ARRERIEZS— AR OS— FBA OREK S 1, SEWEhE K
O %GS5 28— PATIRIEEH. JERIE L.
Bk B O RIE % SR % 28— PBTIZ AL, S
M. FEEENIE L7,

%2 ARHIBEDTOH (S — FAL26), 73— FB64BI) 616, X
BED 3B 296 A3 iEHE & L THUIL /NSRS Hise [ 38
DPG % Z Tz, THHEBONTIL. ASAHDARAIRE4
B B OSREHRBE 2301, A~ 8 ) SARHITE 1841 e O sxt B 651
TNT 7 ) Y DARFIRELLG S O RSB T b - 720

ATRVE E R H OFEBUIE (08— I B, MBERG® T ETO
WD &, AHIREL6%. i HiHER.8% T db o 72 (e K DN G4 ) o

YoNx—aEHN Y R M SR
IV FHEL Vb (N=64) (N=34)
n (%) 95%CI (%) n (%) 95%CI (%)
A5 % Pk 3 B Al
S #1 1(1.6) NA 3(88) 0.0-19.8
NA : 0F 1P DA CHE S B3 U KON S 4E R, 78— B, A

BB 5T F T OMI*2)

¥1 1 HW A MRS N> b (IR UIEIR)

K2 IHBRIE OIS 2 5 IR BE (T % b B @A RTERHI A ;55
127 A&k k) % ©

BAVEFEFHMEE Td 2 [ EA 7% i O FEBHE (3 — + B, ik
BB G- ) G AHIREL6 %, HIETE0% T a0 7210, AHIETRRD
Sl R Z M Z R MM TH - 7.

I E T TS
Ea O (N=335) (N=165)

n(%) 95%CI (%) n (%) 95%CI (%)
R
S 4(1.2) 04-3.0 5(3.0) 1.2-6.6
Eﬁg‘giﬁﬂmﬂm 5(1.5) 0.6-3.4 6(3.6) 1.6-7.6

GRK OB TG 245 530 )

X1 0 IRPEEBEEV TE D FE BUBIEE

¥2 ¢ [ RV BEVEV TE SO WA oo [ g9 bk o A fR o AL ] o
BHT Y FRA Vb

AV L ERTHRE H O FEBUREE S AFIRES.0%, X Hi#EL9% (HR :
158, 95%CI : 0.51~6.27) . [FRZ M OFBUHERZhEh
0% K U1.2% Tdy o 7219,

—-10-

Y= FHaNY it g
IV FHEAL Vb (N=64) (N=34)
n (%) 95%CI (%) n (%) 95%CI (%)
K 7 M 1 1%2(1.6) NA 0 NA
FATIE RV
BRI EE | 4(63) 0.0-13.0 3(88) 0.0-19.8
7 % Wi

NA : 0BI3IZ1BI O35 CUS S 37 (e AT G, 23— T B. 1A

Bl )

1 AV YA H
2 IS B W CIRE AR M ER SO A 2B BL 1 IS AH Y 5 % fit o> il

RIVEH (BRRBRAME RS 2 5 6) 13, ARG shhRo
Fontan T4 % O BRI HLO S 0E B4 7661112351 (30.3%) (2529 5
Nizo FEIWERNE. BERINMG6H] (7.9%) . 361 (3.9%) . 1l
JiE3%51 (3.9%) Td > 720



ARER T3, HANNEOFontan T4k #% O BRAE 1 HLO S E 79 14) AR BPEEREI A B2 B 0 5 WAL MAHRRER (1 79 L

B RFIEESH). W IRHIELB) 2592 5 % 2V 720 AHIRE. SHHAREE b Vv 2015491 24 H AR, CTD2.7.6.2)
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WA ZVEFHEESOBRVWE LR

18. ZErh LI 0120-106-398
18.1 1EA#F

AANE RO FENE X alll FHIEATH 0. #OHE5TH 26. BUEHRGEEE S

RE2IRT o WA K OHR R M EERE A A o — N o Xalll 1% 26.1 BEERFETT

AAHREST B2 LT b u YUY EERCIMARBEANH S h 2, MEET 3175wt s
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A AUR

18.2 fimteshE
AANZ. w7 A, Ty b UE T I F OFIR &L OB IR ILEAE € 7 V12
BT, HEAKFIC AT Z I Lz E 720 o3 TR
JEEFIVICB T, MR OO R K % Pl L 721019,

19. B3hE 2 ICEAT 2 E{EZMIFR
—f%A9&F : VY —u FH¥ 3 (Rivaroxaban)
{E224 : 5-Chloro-N-({(55)-2-0x0-3-[4-(3-oxomorpholin-4-yl)phenyl]-1,3-
oxazolidin-5-ylimethyl)thiophene-2-carboxamide
AFR 1 CroHisCIN305S
SFE 43588
MR ARIAG~EAOBRETH S,
eSS -

*21. KRR
BEIESRY 2 7 BRI & E O b MY 5 2 ks

22. ‘aik
(1 7% LIV hOD$E10mg)
1008 [10%¢ (PTP) % 10]
140%¢ [14%¢ (PTP) x 10]
5008¢ [105% (PTP) x 50]
(1 7% LIV hOD$E15mg)
1008 [10%¢ (PTP) x 10]
140%¢ [14%¢ (PTP) x 10]
5008¢ [105% (PTP) x 50]
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11) #EPYERE: H A N PEIE PR G R IR M A B 12 330F 2 IR PN 45 T AR R
BR (A4 79 LV b $E20154E9 H 24 H KA. CTD2.7.6.4)
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