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CV% coefficient of variation ZEEREL Yo
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PIF photo irritation factor MR
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W, RE 30kg UL EO/NRIZIZY NR—m XA L LT 15mg & 1 H 1 EIEHICRAEST 5,

[FSq12oy TINEA]

W, RE 2.6kg Pl E 12kg RifO/NRICIZT TR &L 1RI&EE L, 1 B 3EEO&REGT 5,
{KE 12kg LA E 30kg RifiD/NEIZIZ Y N—m 980 L LT bhmg %2 1 H 2 [H], AHE 30kg LA I
DO/PARIZIE 15mg 2 1 A 1 ER ARG T 5, WTFLb 2R 28T TG L, 1 7 1E, 2FK
V3 EHHIZHBWTIEL, ZR IR 24 IR, 9 12 R LU 8 Ipfl B = 1o 57 5,



V. BEICEI 5IHE

1 [Fl&
R (V"= x40 Img (FREIE 1mL () 1A=
1H1ME 1H 2[MH 1 H 31
2.6kg UL I 3kg A 0.8mg 2.4mg
3kg VL I 4kg Al 0.9mg 2.7mg
4kg VL I 5kg Al 1.4mg 4.2mg
5kg UL E Tkg Al 1.6mg 4.8mg
Tkg UL I 8kg Al 1.8mg 5.4mg
8kg L I 9kg A 2.4mg 7.2mg
9kg UL I 10kg A 2.8mg 8.4mg
10kg LAk 12kg i 3.0mg 9.0mg
12kg LA | 30kg A 5mg 10mg
30kg UL I 15mg 15mg

CFRMITBRMETROREDIREEREFICHS T 502 - EfRTEOINHD
[£& 2.5mg]
WE. RAIZY N—aF P L LT 25mg % 1 H 2EEAOKET 5,

<{Fontan FiiiE{TRIZH T 502 - EEFAOINFED
INR
[&% 2.5mg]
WHE . K 20kg DL E 30kg A O/NRIZIZY S—mF PN 2 LT 25mg & 1 A 2 [\, {KE
30kg LA L 50kg Riilio/NEICIE 7.5mg 2 1 H 1 [HEEO#& 535,

[§g - #E%I5E - OD £ 10mg]
W\, RE 50kg A EO/NRIZIZY NR—aF R LT 10mg & 1 H 1 [RRRO&RET 5,

[FZ54 oy F/IMNRHE]
WL 2L Eo/NRICE, KEICOSCTTRZOHAEZ 1R&EE L, 1 H2ET1H 1ERO
B59 2%, 1H1IEEO2EHEGIZBW T, 200 24 B R O 12 B & ok 535,

1 [Fl&
Ji—n %80 Img 13
*a | ARGt 1R
1H 1 1H 2/H
Tke LI | Skg Al 1.1mg 2.2mg
8kg UL E 10kg A 1.6mg 3.2mg
10kg LA E 12kg A 1.7mg 3.4mg
12kg UL _E 20kg A 2.0mg 4.0mg
20kg LA I 30kg A 2.5mg 5.0mg
30kg LA I 50kg A 7.5mg 7.5mg
50kg LA I 10mg 10mg




V. BEICEI 5IHE

(2) BZERUVRAEDHRTERE - 1R
GEFBEEHDEMBIREICH T2 EMMEKZED R UL G EERAE O FKEIMFD
H AN FEFRIEENE O MED BE 1280 il &2 ki 5 & L7=EWNSE FHRER (B 12620, J-ROCKET
AF) TiE, ERAHMUIERTIERWAERKROICHE E 702 iz LT, A4 15mg 1 A
1 E [MEEFEERE (VL7 F=027 107 72 & 30~49mL/min) (21X 10mg 1 H 1 [a]]
OLEEN, AEREVLT 7 U LB L CIHEEETHD Z Eamat Lz, &bic, ENE
A ERBR O A 20 K Ve ki 2. [EAh 0 55 A ERBR plfg & bele 92 2 & ¢, EaRBR ki
D HARNEE ~OIMFATREME 231 L7z, FEFRBYEMOFEMENEE 14264 4 %5 & L2 [E5h
AR LB 11630, ROCKET AF) Tid, Bé2Erh T AL PEFEARNE O FEAE IR L
AFKI20mg 1 H 1A% 5 [hEEBEESRE (VL T7F=027 VT 7 A 30~49mL/min) (21X
15mg 1 H 18] OoFMER, AEFFHV LT 7 U v L L THELETH D Z &2 RFT LTz,
ZHORER, ENAAOEIMAERERIC I T 2 R IL, A2MEFIEE Ch 2 M2ch X34
HPEFERIE DRIERICEHT H AP — FHICBWTW TR O AFIBETHE LWERETHY . 8
PRICBE L TIEU L7 7 U o ERRBRE T, MO I —B B &5 L HirEnz, =612,
ENA AR D 615 O L7z E N O REE IS B REE 7 VTR R L WalBRIZ IS 1T
HRIGEEOBRBERIIFRBETH DL B2 6T,
INDEEE X, EXIINRTH D [FEFRIEME O M EN BT 1S3 T 2 R i A As o e V4
B PEFERRIE OFIERH] ) (T D HELOHEE LT, AT BEE., RAIKIEY N—aF
PR LT 1bmg # 1 H 1 BIEZRICRAEEGT 5, ok, BEEOHLEFITH LTI, B
BEREDFEEE IS UC 10mg 1 A 1 BN ET 5, | EE LTz,

7B, AFOEEIZ, EBRASIHRRICE T 285 HESBY ., S%EE5 L L,

<FRARMAZZFEASAE D AE R U BRG]

BN

SEGEMEEE ERIRIMASIE (DVT) OAMEZ b WAMEEMEMZERE (PE) B3 4833 fiIL O
JEEME PE ZfEb e WAMEGEGENE DVT B 3449 2 T Fhd4 & Lz 2 DO ESMBIFE K
AR GRABR 11702-PE EINSTEIN-PE K O%AE 11702-DVT, EINSTEIN DVT) T
X, AREEEFEME B TH DIEMENE VTE OFRIHIIFEIC OV T, AF (PE X DVT #IiE
BoP 3 ML 15mg 2 1 H 28], £DO#%IE 20mg 2 1 B 1[0 5) OES T8~ /e
Z 3 v K P (VKA) ST 2 IEBERREES Lz, F7, 2t EEHMEE E O =R H
11 ST R TR WA ERR I & 7 2 M O R BEIG L, AARE L KD 7B~ V/IVKA
HECRIRERECH-T-,

JEWENE PE B 40 Bl & kt5e & L-EWNHETHERR G 15960, J-EINSTEIN PE) TiX, jiE
Btk VTE O FFR4MHI 0 5 K O AR IBfE 2 R A=A ohiE, WONTHI Y & 7 & & =2t
B U CARHIRE L RSB~ /T T7 7 ) U EETREBETH -T2,

JEWEE DVT B 60 il 2 x5 & Lz ENF IAHRE Gk 14568, /J-EINSTEIN DVT) Tid,
AHKlD 2 # (DVT RIER OO 3 HEIIAK] 10mg XX 15mg 2 1 A 2 [, ZOkiIwi 3
MOMEICE ST 16mg # 1 H 1 [Bl#E) OFMELR LT, ROoBE~SY /U VT 7Y
VHEEREE CH T, Flo, BRI OWT, 1] 3 BHHOAAK 2 FEZ g L7cfE R, 15mg
1H20EZ2HG LZHAICBWTYH, 10mg 1 H 2[RZ2#%5 LzHA & L <, BRMICENC
R & 72 DT USRS i Ze o 7,

£7-. ESVEIIFARER (EINSTEIN-PE K O'DVT) & [ENFHEIFFARE (J-EINSTEIN PE KO
DVT) OAENEKR L EMEOFERIT—H L TR TH Y, EIE MR TR AF DR



aEICET SIEH

ﬁ@Az74/Fsz7@A7/1m HARNZEBW TS, ENG MAERBRO KRG HELD)
%gf&%bt i TE s b EBE LN,
_\l%%Hmﬁ%&UlW%mmﬁﬁ#%%%htﬁ%ﬂ%%@%%?wmi5%%%
ST'%#E\ HAN VIE B 2T 5 A4 10mg 1 H 2 [BIEG-EE RN 16mg 1 H 2 [Bl4% 5-RFOIREE
BlX, AAVTE BEIZ 16mg 1 A 2 B 5 L7ZBEoOHEEREE L i LT, 10mg 1 H 2 A%
HBTIEEFEL, 16mg 1 A 2 BEGCIIETE2 -T2 b 00, BEROHE TR ITER L T
7o —Ji. AARANVTE BFIZ 16mg 1 A 1[5 L-BROREERIX, A A VIE £ 20mg 1
A 1[a& 5 LB OHEERE & L [FRE TH -7z,
ooz s, VIE (PE XX DVT) BEORIE/R O 3 BEEIZHB W T, B 7 iaik
2179 BT, EANEFBED 15mg 1 H 2 Bl 5% &5 H% 3 EME%LFEIL 15mg 1 H 1
[EIRSt 2N R Rl b S B2 A ¥ gV el
B, AR OBREREIIEEERE THINT L Z EAMONTWD, EAE IR OFE A fif
BrzEBWT, BABETZ LT F=o 27 VT 5 A TFITEV, 2Pk R EEHE B DR
AWM LIZb 00, HMORREIZESMERRIEHETLI Y REEO LN, o, KAREC
BWC, ZL7F=0 7 07 7 ZADKTICHED THRZRHIM OEINTIED bhienoT,
TOZEND, BHENMET LEEAEHICE T, BHEIC X 5 PAAIR —HETL et
T 7 ANNRIGFTHDLZ ENRBINTZ, £, ESVETAERER & FERIC, BERICLD
FTARAFE —HEE LEZENEIMHERBRIZCBWT, 717 F=027 U7 72 A<50mL/min O#
BREFUIAFRED 9 FlEROENTW b D0, et FEFMER OB 1 fichy., (H
K7ai | 138O TR, LN - T, FEXIFRTH S TR ZERE (G0
JUR M A% i e OV e ZEARE) ORI I O FRRENE]) (26t 2 HIER O HE L LT, A TIX
EH . BN TG E IR M ARE SO AR AR ERIE% O P 8 XY N—m b
LT 15mg % 1 H 2[BHIROFEE L, £O%IX 15mg % 1 H 1 RI&ZICRAKEGT 5, )
ERELT,
B, AROEGIX, ENABIERBRICES T 25 EERBY, B%EL L L,

INR

AN @éﬁwm%%%é%Oﬁﬁ~mm$ﬁ>amﬁ%ﬁ%kbt [E| BRI () 25 AR AR (RUBR
14372,/EINSTEIN-Jr Phase Il) Ti&, /NRIZIT D ARF OEEES KA & RRRE ThHIUL
Eﬂi}\$%f‘if SV AW R EE L i A ON TR i VAN Y TM% HBILDHEVWIREDO T, FE EZIK)\EE}\%%L
[CAFI 20mg 1 H 1[H (HAANTIE 15mg 1 H 1[A]) BERFOBREREICHY T D X 5 (KE Tl
L7AA] GERIIIRT7Avuy 7 LT 1 H 1~3E, B%KRO&E) LiEREEOAIMER
W§éﬁﬁ%@@%éhto$ﬁﬁfﬁﬁéﬂtﬁﬁ FAEIE. FEARANA DEB RIS
WG (PBPK) £ 7 /MZEES IREEO FHIME) O3 E LI B o ik R OHEIZR L,
%Im~%nmﬁ%f%6nt£%%ﬁ(HO/ﬁJHL@D)Wm CEESE b ATV
EENT=, 72, ik, BARANED PBPK £F V25 L, HARANEROFERAANED
PBPK EF VT ESSIBBEEDO T I 2 L—31 3 UFERN S, KE 50kg £ TO HAANNRETIZIE
HAR N/ & [/ CARE T L HEA OV &, RE 50kg UL EO/NETIZTEARANRKA VTE £
FICHRT DHERFIORHEL OCHETH S 1 B 118 15mg Zi%E Lz, T OREE, ﬁﬁ@ﬁmi
KO EMEIZEA L T, #83RE OFls, KRB, &EADE, K UOZEk72/NE VTE ORBIEIZ X
picL LY E@%ﬂf\W%?%%Lt%%&@%%mi5$ﬁ&5K0wT\Eﬂ&N*74V
NEVRINRGUABRHFEFTCEZDHDEEZ BN, £7=, A PE/DVT BE TOESIFEIFHE
#ABR (EINSTEIN-PE/DVT) & & —& L7opifid = S, PK/PD OfLE D & Pl S i 7= i
DFERBE LT,



ARICE T SR

k. FIIZOW T, (KE 30kg KRiO/NRIZEETH5L51E. R4 vay 72 AL
[ TV.4 HIEROHEICEET AEE] 0l (P.22-25) M1 | (KHE 30kg DL Eo/pNRIZIEAR
#l 15mg 2 1 H 1 [IBRBRICROKG T2 L L, 2, EFIORMANREE 2/ Nk, 8
# & DEMTFRIREE (BE) BRI IVTWAHHIRI AT OD $E4RIRTH & & L, 72k,
BE #RBRIZEBWT, RIA vy 7 LEERlE OB TBE /RSN TWVW5,

CFRRMTEREMEBTEROREBREEREICH TS5 MME - ELBEOIEHD
TR AT TR T OJE R EVIRE B (PAD) B3 2 x4 & U 7= [EIBS 3[R 26 AR ARk
(%% 17454, VOYAGER PAD) (&8T5 AiEROHEIT, L CEShAERLT 70—
LEREEACPELR R & U CTRIEN L L T 5. AtefEfEE (ACS) #“oBE LIS L LcE
S5 TARRRER GABR 11898, ATLAS ACS-TIMI 46) K ONH A A & 00 L 7= [E B S [ 55 AR AR
(7AB% 13194, ATLAS ACS 2-TIMI 51) DIz S &@IR LT,
ATLAS ACS-TIMI 46 TiX7 AU VHAIDUIT ALY & Fx vV DV RbUI/IMEEED 2
FIOFFREICARIO 1 BAHEE LTH, 10, 15 N 20mg # 1 H 1[0 XX 1 A 2 8] EEd&E
L7eBR DR R EIER 7 Z e R RICHF Sz, ZOfRER, ZarkFEFMEEE O
FEBLEIG X BTN L7223, 1 B G RERE OB EMEITREO bieoTe, —JFF, Ak
TEIMEA X, 1 BHAREE LT5 KON 10mg 2> 53 EMHEIEM B b, 5121 H 1EX
D 1H2MFETRREENE SN, D), ATLASACS 2-TIMI 51 Ti., A%#l2.5mg
KO5mg 1 H 2 [AlZ27 AU VHAIUIT =/ B U O LR P IMEE & o 2 FI0F G B
VG LIEBEOFG MR LR mE S e, ZO/E, AOMEFREFHMEHEE IC 2T, 7
7B ABCKR T 2 W ERE OB R S, B R BRI E E ORBBEEISIZ OV T,
5mg 1 H 2[AIBETEN-T272, ACS BEICHIT 5 L - HEE L CTR&MIZ 2.5mg 1 H 2 8]
MR ST,
FEFPEM DB B 2t G & LI [ENEE THERUR AR 11390, 12024 & Of 11866) K TY
ACS FE#E XS E LIZ[EAVE TR (ATLAS ACS-TIMI 46) 7545 5 7= R-E MR E)bE
KON ET NI HE S v I a2 b—va il i, BARATEBRZBEEDOHEMPEE SN
DD, FIPFILEROICHBE L 25 TRV Z AR S, BARANCBWTHFR—H
EROHEDRE SN,
VOYAGERPAD (BT, Al 2.5mgl H 227 A Y N2 EFH LIBEOR MR VL2
MAERE LR, A FEEFMMEE ICBE L C, 77 B RERCRT 2 EES RSN, F
TLZEMEIZONTIR, TOXRXRT 4y ML L THRTE RN RSNz, BARANICE
WTh, FRRDRE RN R S 472,
PLEX Y, TFBmAT RN T % O R ERE BAE 1T 2 e - ZEREE O] D%
REUFZN RIS 2 HELOHELE LT, HEE, AKX N—mF L LT 2.5mg %
1H2RBEARET S, | ERELL,
[ IV5.Q@HEMRICEEZERR oE (P.36-45) . [V.5.(4) MFEAIRER] ©HE (P.78-85) ]

{FontanFTHEITRIZH (T 5 M2 - ErE RO NFH>

Fontan T ICH B 5 M FEAIEITZ T2 VIE Th D=, VIE OFRIEMH 2 HA9E LTV
N—na XY o fiEROCHEMRGTESNT-, VITE OFIEMHENIMLER Y N—1 530 DR
FTEIE, PRSI S 7o e e OVEERR Offi /s « TR Z B & L72 VTE ORI L7 IRFE & X
D BN ENRE SN2, AT, Fontan FilitgO/NEEE 255 & U [EERIL RS AR
B (FU5R 18226, UNIVERSE) OXISRAEMITFHE 2~8 1% CTh ¥ | ZRMICHE T 2 MLEN H
7=, Bk 18226 TiX, VTE OFRIEMHIOT-dDHE GEHARANKAIZK LT 10mg 1 H 1 [A],



V. BEICEI 5IHE

AFRAFARR) Zfh LIz L [FAFEEORTEEIC /D X )T, KE (Tkg LIk 30kg Kiif) Tk
L7-RELOCHETY N"—a X0 285 L, TR, ARBRO Fontan Tfitk 0/ H#
FIB T H@EREIL, RALFERE THoT-, £, ARBRO B ARNNREFIZB T K8 O
REEEIL, IEAARNNREE EH LR ET R o2 e, BARANNEEFICBOTHR
B 18226 THFISNTHELROHETHIEL TOBBEENGONDL LB 2 b, Wk 18226
DEEEFNCIKIT 5 AL, VIE OFIEMS 23R4 28R/ T, ZafEiX, A TOREHmD
BT 77 ANV E—BLEL D TH-Tz, £lo, BARANIBWTHIRKO AR L O
R ENTE [ TV.5.(4) BGEERE ] omE (P.86-90) . [VIL10. FFEDY maH 3 5 B3]
DIE (P.125-130) &R |

Fontan Fifif% O4FE#E 9 mkLh LD/ NE A2 %5 & U BERRBRILIENE L T\ ienize, £, Bk
18226 T3 HALIZFln 2~8 ik D BH O HE —IRERR L 9~ 18 ekl O BF IT/MFE LI, £ D
. NEO&EM VIE B 255 L LIl 7 0 75 A TR L - RHERERE e 7 L O
Fontan-PBPK 5 /L1%. Fontan T4 D 9~18 w0 BE O & — MR EIR 2w Ui 13
TE5EEE2 0Nz, D LT, Fontan Bl O HIELROHE (KE 30~50kg A D% &1
7.5mg. 50kg LA LEDOEAIT 10mg #F N 1 B 1[REE) 2&5 LI-BEOBREELF CET
NTHE LR R, W B RAICY N—a X33 10mgl B 1 [B85-RF L [RFEE O &2
B"Fond e rian [ VL0 frEnEsxfd 548%F ] 0HE (P.125-130) /] |
Fontan Tt DO 2 mAm D /NE &2 %5 & U BERRBRII I L T 59, 2 Bl o/NE
WCBITDHE - HEEZEYIHEETTNICEID VI 2 b—va VIZESWTHRET D 2 & ITINE
Thot=,

4. RERUVA=ZICEEYT HFE

1. RERUVAZICEET SR

CGEFREMHDBEHEIEFICH T2 EMMERZE P R UL 5 ERAE O FAE IIH)D>

(8% - A58 - ODFELOMg. 15mg]

1.1 7V 7F =020 7 70 A30~49mL/min® & 121, 10mgZx 1H1E# 545, [9.2.3.
16.6.1, 17.1.12M#]

1.2 7 VvT7F =277 T A15~29mL/Imin D BF 213, AFIRG O G ZEEICHRH L- B
T, #5755, 10mgz1H1E#H 5T %, [9.2.2, 16.6.1%H]

<FRAR M AL ZEASE DB E R U B FANE)D

[££10mg. 15mg]

7.3 {KE30kg RO/ NEHEIHGTH5A1T, V=X H R Ko/ vuy T2 EHTLZ L,
(AE30kgL L TAAI (BEA) ORRMDSAEEZ/NEIZIE, AFILIADFIE AR 5 Z &

[(#%I5 & - OD&E10mg. 15mg]
7.3 {KE30kgARME D/ NREITHEET 2 581E, U ARA—a X PR R/ ny PR+ 52 L,

CFROTBEMETROREBIREREEREIZH (TS MmE - ERFEOIGH)D
[£82.5mg]
7.1 7Z2E Y (81~100mg/H) LOFHTHZ &, k. BEDRIEIDN U TAFI T T A
VoohlrEEZETLHZ L, [10.25M]
7.2 TP MAT AN T O PG IS\ THUl/ MEAI2 BIOFRRIES LRG58, 7 ALY
Vot rsmae R VAEERTHZE, 7a8 R Lo BN ERIKRICE ED D
Z &, [84, 10.2%H]




V. BEICEI 5IHE

1.3 RFNOFKE X, FRMITHEINAKS L, IR cE=%., WG ITZ L,
[17.1.15 8]

{FontanF e T&IZH 1T 5 Mtz - Ee R B OHNH]D>
[$82.5mg]
1. 4 {KHE 20kg KO/ NEZICEG T 2551, UN—aX PN\ R4 vr oy 72 FERTHZ L,
RE20kgLA F50kg A CAKI (BEAD) DOARHDREE 2/ NEEIZIL, Vo —a %" R An
v P EIEINT H L,

[£E10mg]

1.4 {KE 20kg R DO/NRECEGT5551L, VAA—aF A" R vmy 72 L, (KE
20kglh E50kg AT O/NEFIZR 5T 2581L, UV AA—a X AN E826mg I KT 4 vy 7%
T2 &, E7o. (KES0kgUL ETAAl GEH) OIRMASRE L/ NRIZIX, ARSI OHITE %
ERTLHZ L,

(#1455 - ODEE10mg]

1.4 (K& 20kg R O/NREIZEGT 25515, VAA—aXx Y o vay 7L, (KE
20kgll bE50kg K D/ NS G T 2581, VA= U882 mg T Ko A4 v v 7%
EHT 5 Z &,

[AZERUVHAEICEET 5 IEDRERM]

GEFBEEHDEMBIEEFICH T2 EMNMEKZED R UL G EERRAE O FKEINFD

7.1 PEEBEE (VLT F=2 7 VT T A 30~49mL/min) D HEEICTHOW L, BERFEI
FERBR CAH] 10mg 1 B 1 [BEl#EE L7ZBEOR MR LN, 7 VT F=0 7 0T 7 AR
50mL/min UL EOBFITAA] 156mg 1 H 1 FEG- LGS EFROBGE Ch o722 Lk,
10mg# 1 H 1EEETLZ &L Lz,

72 BEBEE (/L T7F=0 7 U T T A 15~29mL/min) D& 25 BEIZOWTIL, [EF K K
HRBRICBW T, BBEELOENZOREN 7 LT F=0 7 VT T A 30~49mL/min O HFE
FOORWINT 52 LSRRI TWD, 7 LT F=07 U7 T A 15~29mL/min OBFIZ
B DHHRBRIIESNTEY . AFOFMEROZ ST SN TE LT, ZOEMDHE
FL, PUBEERIEFNER IR T A2 HMMESOHEDRIL Y A7 NEWZ EDREIN TS, L
L7e s, BEERE CIXMBREREDRIEY A7 BEWI ERFESINTEY . AHZHN
HPUEEERE A LB L THRFE L FET H LB 6ND,

L7l oT, EEBREE (VL7 F=27 U7 7 15~29mL/min) O 5 EBH2IE, AFH
BHOBEG A EEIHW L7z BT, AFl 10mgl A 1Hlxk5ET52 & & Lz,

<FRAR 42 A E DR R R U B FHIEFD

7.3 KH 30kg KimDBETHEHARETOHVIEIRTIA 0y TOLTHLIZD, DX O MRE
BT, BE. MR T RO OD S84 fHET. oA vmy 72T &L Lz, £z,
RE 30kg LL LoD B THEAIORM 23 W72 B Tl Mkl kO OD SEDfH 21T 5
ZEELT

CPFROTEEMEBITEOREBMRERRE IS TS50t - ERTEOIGD

7.1 FEE L FE SRR (VOYAGER PAD/GRBR 17454) 2Tld, AR EHHTLT7 A 01 H
MEE LT 100mg RG-Sz, ek, ENORHET AU VAR T AU VG EE
100mg & OVHIBEFEMT 7 AU U 6E81mg THH Z L Z2FE 42, UTOEEB IV 7TALEY > (81
~100mg/H) EHFHTHZ L& LT,



V. BEICEI 5IHE

s T AREY robu/ MER I, MY 7 vt % A — B O RAWRBAE N, T5mg/H L ED
M 512 K 0 R S, ZROBERRBROFE RS, ZOMEHFTIZ, AIEOEWNZEDL L
FLOLMAE A R R OIHIZ RS R STV D,
- PHZEMEIIRE R DR U A7 BEERIGLE LI A X TF U R 9TIE, Mttt &k oadt o
FEIEFIEZ S IRLM R P IMRIE- OB A BT 255 %2R&, TAEY CORGMEEZ R THE
#iPH & LT 75~150mg/ H 3R ENTEY . ERADTA RT A4 L OHRANFE —~H LTS
- ACS #F & %4 L L= ATLAS ACS-TIMI 46/3X%: 118984} ® ATLAS ACS 2-TIMI 51/:5
1&9@mjﬂvf7xfu>ﬂm~HMmyHKﬂﬁ7&;Kﬂzﬁmyﬂﬂzﬁmiﬁﬁﬂ&gﬁY?m
—AIfAEEA R NOWHNCE N TH D Z ERRINTEY, AT, b oRERERIC
DSEEKBINT TEAA d~—D—D EF %25 ACS #ORBEICBIT AT 7T a— ALE[L&TE/]’
N OWH) ICEB T HEIEICE LT, AFIEOFATABOT A Y o 1 A&, 75~
100mg/H & ST 5,
Flo, KEET A VOB I, AFEFLOFBBIFEOHBIC LY It S ven
WMHEEIND Z D, BEOREIZS U TARAUIT ALY VOFKELZBETDH L &
L7
7270 R7 L VORFRAICBEIL T, I%AH%mmﬁ%(wn%mmymyﬂﬁwﬁyzw
MAT P TR R = 30 A, R O T2 L3 & ERIASHIWT 55 kwf%ﬁﬁ6ﬁ
ARECTOZ v RZLLOERANHTR STV,
VOYAGERPAD IZBITAEEO 7 o t® K7 LIVHFRAMEIZ. 1A COWEBRETE0HLL T
bl
HEAE AT 30 HEAW X V. TIMI 23380 KO BFE A <> MBI Y N—a F 43
+7 AV UREEE T A Y CHAREOM TREENFRD DL, 7 u e K7 L roff IR
(PFA72 L, 30 HELTF, 31~60 H, 61~180 H. 180 Hi) DOIREHLIRFLITV T O IR
BV CHEERENERRETH-7=, —J7, mRMEmE 1 <> s ORREGIZOFABIMIC X
HRERENI N7, TNHDZ END, MATHREMHITHRICIZ, TOFREUIT A
WG L TZ e E R LADOHRHIINETH D HO0, 7a ' K7 L)Lt O IEHIm Y A
IIMERT HDBENNH D Z Enn, PPAMMIISLER/NRICED S Z LMY EF 2 5,
MATEFEMTEI T OVIHIERICE T 5 7 1 v R 7 LRSI BT 5 S 2 5% E LT,
7.3 HEILFEF AR (VOYAGER PAD/RRER 17454) 2 I281) DIRBREO B H-BARENIX [T
[ MmAT AT T 10 B 2B A2 EHESNTWe, ZO/E%R, ARBCTo FImATH
BEINTHEAT 2> O IR BREES 5-Bdh £ COMIRM O FE AR R 2L 5.2£2.9 A, Rl (FEpH) 1%
5.0 (1~39) HTh-Tz,
VOYAGER PADIZET % FRIMATAFEATHETT 2> H IG5 5Bl £ COMMBI (5H LN, 5
HE10H LIN, 108 ) o mAethimiE 4 X2 b & Z Ok 37 QN TIMIS$E O K H i oo %
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DEas ., AT "= 2P0 L LT 25mg%x 1 A 2MIKRO#KET 5, |

FRE AR

[ A AR RBR (S 36 1 % LA N b DEFRE L TISRT,

HIAEA 2~ D5HE

=

/Eél':t

FR

EHOR72 i
(ISTH) AL%]

(B A 1k i

- SEIN &

75 o 7= H

< 2g/dL LA ED~FE 7 u v RO T A4 9t
< 2 BAZLA B oot (JRIEARIMER S IEA0m) A3 24272 H i
- EE ARSI T D i

[/ & 72 2 Hiif

HERTILRW D ERRAIC

LUFIZREN 45, BRRAYICIA 5 7272 i

* BRI SIS R RO AL E 23 24 272 H 1f.

CERTE DOTESNDO A Z 7 N (%R, BRI BHE L TR ol i
* ARBREE D b ST Ik 28 4 B2 H 1

- PRS0 BRSS9 D FRE 2 &3 U7z il




aRICEY

GREY=E

(/MR

FIRMARZEREDARBRRVBENFORE T OIS LISHT HERKRAER

M) MBES | K % B B
INRBEEEZWRE L-HEBR GHEESH)
E (ZxF9 5 HrkelEl| £ ks LI, ﬁAWm%% K%unummw151@&ﬁﬁ@
Bk E SR T LI NS | RS, JExt IR Wé?éi?%ﬁfﬁﬁbt%i%fﬁ
12892 UX7%ﬁ?56ﬁﬂHEE@&%”“@%&LT@%%E&%L Y ERE, W
PLE 18 BRI D/ Aol R OB %
[ 4+ (59 i)
&5 1A A O BEFE & A | S i3t [RA VTE BZF AR 10mg 1 0 1 [A1# 5850k 5o
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5 /IR (10 141) MR BB ARG U, KIEhte. K%, A9
OV A %
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HEZ T 72 S 72 F O D BRIRAIZ A & 237 Hifn.

(2) BR IR F IR ER
1) B 55
[RkA]

EMREE [ B (HERES 11126) ©

A AR fERER A B 1 40 BIITAHE] 5, 10, 20 LT 40mg Xix 7 7 &R % Z2 fEHFC B AR 0 &% 5
L7z, TOFER, AL OREBRNEE CE VA ERERIT, 10mg B#ET 241 (Hiif RERFLE
£) . 20mg BET 2 il (HImEREZERE, AMERERD) (285NN, WIhbiETH
V. EEIEKRICRHELE 25 8EREZIIRDO LN T,

ENE I BRER GARES 12361 : AEAT—%) 7

FEFERY N BT 24 BIIICAK] 2.5, 5 KON 10mg & Z2 R IC AR OG- Lim, ZOREE, AH
EOREBENEETE WA EFRRIT 24 FilF 2 6] (8%) 12 3 I X, 5mg BET 2
Bl EFHACImAE, U X—EHEM) | 10mg BT 16 QEFHPALME) (238D bz, 5mght
D 1 B EHBALANE) OAHFEE T, ZOMITRE CTH -7, HEIERKRICREL 7
DHERZIIRD LN -T2,



ARICE T SR

[/NR

OENE 1 HiER (RERES 12892 : AEAT—4)

VTE (23 2 PLbtE ik 258 T LN HRV A7 25T 5 B2 0NDH4% 6 » A~18 mk
O/ 59 BN, A VTE BEIZAA] 10 3% 20mg % 1 H 1 B GRORE &Y 5
K ORECTTHEL-HEE, 6 M~18 AR, 6 » H~12 meRiiiIgEs s LT, &
BICHEIRR O BEE LT,
ZORER, MIFEF Y N—a PSR L PT, aPTT OX—R 71 Ui & ORRIZ, FnE,
B BEEOHZIZ D 6T, BRADOSREROFFHNIZH -7,
AEFRITI6HNIHI L., 200 bAAEEEDOH 2 HEFEFRIT 46 EHAPE, 7 1Lb
XF—PELER, HERE, S5) RO DNz, 7T ULX—MWEERORPEET, D
ISR E ThH o7, [TEKAHM UL TERTIEARWSERAICREE 72 25 i) 1358
LT, BEMICEBWTERE., &5 EXIAEE CTHO DR ETA Lo T,

QE4 N E 1 iR (FRERFES17992 : HAEAT—42) 9

MARSE DB 26T 2 PlEERIE A 52 T LIz A% 2 5 H~12 58RO/ 47 i, A VTE
BAEICAA] 10mg 2 1 B 1 A1 GREOIRTE RIS 32 X5 (KE TR L7 &, SUIARE 3
~12kg Rl H 0.4mglkg & KT A4 vy 7L LT, BEP UIBRICHEROKRE LT,
ZORER, MFEF Y N—a PN jEE L PT, aPTT OX—2 7 A4 U HOBRIE. RADS
FREE OHFIFNTH > 7=,

BEEGITIIF (19.1%) IZRBLL, 209 LAAEEEDH 56 EEGT 3 F GEMHELEHY
Fa Y ART T AT URRIER, 35, KOUME BRI NI TR bz, 3R
ThHY, WIFNLIHA Lz, TEKZRHM UL TERKTIERWOSEERAICIE & 72 5 i
IR BT, BB CERE, &5EXIIAIEECHL R ETA LR T2,

2) RE®REHER

()
ERNE [ B GIBRES11127) 19
HARNfERERR A 51 30 BIIZAA 10, 20 KT 30mg XIX7'Z74R% 1 H 20 6 HFKERD
el Liz, TOfRE, AHEORRBEBRNGE CEARWEERGX 10mg #ET 2 F (Hif ks
IER) | 30mg#EC 341 (HIMFFFIER, &S, JER) [SRRO NN, WTNEEETH
0., BEENIHRROICIELE 22 5EFERITBDO LR T,

) A CHRBSNIZRANCHT A HELCHEIILLTO LB TH 5,

@ JEFRIFENE D EAME) B (S 38 1T D R i MR 25 o M O By Pk SEARIE 0D FEE A
GEs, RACIZ Y N—a P L LT 15mg % 1 H 1 HAZICRAOKRET S, B, BEEOH
HHEEIH L CE, BHEEOREISC T 10mg 1 B 1 EICEET S, |

@R IMARFEARE (B F IR IMARIE K OV AR ZEARAE) DB K OV
DI . AT PRI 5 R A i SV i A ZEARE S IE R O 3 XY N—m ¥ L LT
15mg % 1 A 2[ER%ICKROFE L, TO%KIT 16mg % 1 B 1 [EEZICKROKET D, |

@ FBIMAT AT T O KA BIIRE B ARE I H 1T B AR - SERRT AL D4
DEas ., AT N—a 2P0 L LT 25mg%x 1 A 2MIKRO#KET 5, |



V. BEICEI 5IHE

<HEB>RER AT D QTc MBgITxd 2 2
QT/QTc 7fliFkEk 1V (Through QT #Ex) GMEAT—%)
ESNE 1T FERBRICIW T, fEHERR A B 2 54 ] (% 27 61) Z XI5, AH| 15mg i 45mg,
TR NICEFR 7 rX 0 400mg (G ZHERG 25 4 4 87 v 24—
SN—F B A FE N L. AAIO QTe [l (Fridericia IEOMTERA M : QTcF=QT/RR3) ~0
R LT, %5 3 R OARK] 4bmg #E L 77 B AREEL O QTcF [HFR O f/)s et
EDFIT—1.03msec [95%FHEX ] : —3.47~1.42msec] TH V., AHKIHN QTcF (T8 E K&
EERWVWZERRBEINTZ, X7 axH v (BHEXTR) BETiX, FHEOZEIX
9.77msec [95%(EHEHIXH : 7.39~12.15msec] TH 7=,



V. BEICEI 5IHE

Q) AERIGIFERRER

CGERREHDEMERECH TS EMMEREZEF RV L S HEERE O RE D

(A

1) EINE IR

DFHEEES 11390 12
A AR NFEFBDEME O AME)EE 36 2 %512, AKI 10, 20 X1 30mg 2 1 H 28], 28 HIH#
RERAEE LI BEOSEMEIRE, TR OLZe ARG 52 L2 L LIS
T BB & JhE L7, T OfER, Step 2 (20mg, 1 H 2 [B]) (28T 11 #iH 5 fi
(45.5%) (CHIMFERNEI L, WEHEHIEE o7 2 L b BHARANFERBEENEC 5 B
FZx L. AKl 20mg, 1 H 2 B GLL EOH & TOBRGHIEY TR &l < v,

QRERES 12024 19
A AR NFEFRIBEME O AR B 100 B2 x50, A#l2.56, 5 XN 10mg % 1 H 2[8], 28 A H
AR AHEG LB OSEMERE BN FRR KR O LML RET 52 2L LT, ¥
N7 7 ) ERIRE Ul SR A LIRS RO ATRE M bl ek & Fah L 7=, ZOfE%R. ERTIX
PRV R R & 72 2 L 23 ASH 5mg BT 26 6 161 (3.8%) . 10mg BET 24 il 2
Bl (8.3%) IZ@RDH BN, W b A CRALEIZ THA LT,

HIMERORITHE
Y= X430(1 | 2[[)
2.5mg 5mg 10mg ]711/7_7 )
(n=24) (n=26) (n=24) (n=26)
ER 72 Hf 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FER TR R & 72 2 Hif 0 (0.0) 1(3.8) 2(8.3) 0(0.0)
A tiiin 1(4.2) 0 (0.0) 2(8.3) 3(11.5)

LEVENT I GERARBRIER G T (RRERGR TR THAEET) n(%)

Qi Ea&E 511866 14
H AR NFEFRIEENE OB MIEN B 102 42 x5, AA) 10, 15 X 20mg 2 1 H 1 [, 28 H
FERR O G LB o EmaEhie, VPR L OLEMEERFT 22BN E LT,
IN7 7 ) rastie U EIEALIEERIATREMI LGRSl L 72, T OREE, ERT
X722 WA ERR AL RRE & 72 2 Hfl 2SAH] 10mg #£C 26 617 141 (3.8%) . 20mg & T 24 {4
1] (4.2%) (2RO BT, WIS BT THEEALE I TINA LT,

HMEZRORFHEE
Uox—m 48 (1 | 1)
10mg 15mg 20mg ]711/7_7 )
(0=26) | (=25) | (n=24) (n=27)
R 72 Hi i 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR TIEARWA RN RHEE L 72 2 i 1(3.8) 0 (0.0) 1(4.2) 0 (0.0)
A 7 HH 1 1(3.8) 4 (16.0) 0(0.0) 1(3.7)

ZEMERNTS GEMARBRIER S T (RRERGR TR THEET  n(%)

PLEDORGENS, AFlo 1 HHEE LTI 20mg £ CTHRLEEVER OREMO 5 Ciliy) 72 &
LEZ LN,



ARICE T SR

2) ER4VE 4B PK/PD fi##f 19-17)

E4Cix, SMEERMYE DVT B 255 L L-EAE DR (ODIXa-DVT 15 K& Y
EINSTEIN-DVT H&fiafakiii 10) OfERESEIC, GOMER LSO SN G, ESE
FIRBR IR D HIEL OHEE LT, AKI20mg (7 L7 F =027 17T 7 A 30~49mL/min
DOBRFITIT 156mg) 1 H 1IRINHE SN,

EANTix, ENSETHERER» &L PK/PD 57— L 2WEfrE DVT B 25 L L
7= ESE TARRER D b S 7z PK/PD 5 —Z 2S5 & . BAR A ONZHCK A D FEFRIEIEM: L
EHEIERE ICAR Z 1 H 1EERS LY I 2 Lb—y 3 U&7, BEEOEREIT- 72,
ZORER, ESTOREROHEL 25 20mg1 B 1HZ2%5 LB, BARAIERBIENOE
AENEE O—HTIL, BCKANESE L EANIRE RS & < 22 TR R S 4L, 16mg 1 H 1 [H]
G LUBICIZERREORZE &2 T &5 2 bl 17,

BN OERKREEBREAEN D DEYEFREL 2 L—2 a3



ARICE T SR

EHARMATEASE GREDEFARIMAZEE KR OFMMAEERE) DBRRVBFEMGED

(Al

1) E455E T4EEER

@DODIXa-DVTiER (GAERES 11223 : AEAANT—4%) D

18 kUL E OB MEEMEMENTA. DVT B3 613 fil 2 %141, AK| 10, 20 X' 30mg % 1 H 2 [A],
WONZ 40mg 2 1 B 118, 12 BEKERO&EE LIZBEOAE, ZatE, Byihe ko)
FRT A= ERET A2 BN E LT, EAMEREE (= XY o F MU U AR
TEEROEHX I K iR O&E GO0 M) 25 e Lizaim &, ShskdtE, SIEA{L,
FEMm (KA OMEHRITIER) | WATHEM B2 FEhi U 7o, A2 FEZELEE
(VBB 5. 3 W% D2 (CCUS ZaT*i_—2F A LG 4 Sl Rk LE
#) 1 oEEIE. AF 10mg (1 H 2[H) #f 53.0%. 20mg (1 H 2 [E) #59.2%. 30mg (1
H 2[R]) #56.9%. 40mg (1 H 1[8]) #f 43.8%. FERMIERE 45.9% Th -7,

BRERE JEARMBROEMHIOESNE (BE)
U _R—um 430 (1A 2[E)

UoR—pm X480 (1 | 10E)

TERIEIE

10mg
(n=100)

20mg
(n=98)

30mg
(n=109)

40mg
(n=112)

(n=109)

53 (53.0%)

58 (59.2%)

62 (56.9%)

49 (43.8%)

50 (45.9%)

7u ha—LEA %

* CCUS (complete compression ultrasound) Z =7 : EAEEBELBRAEIC LY . RNH S5 HRD
KN Z LAl Uz, BERERAR (B SR, SIS RAR) 1. BRIk 2 . RERFRAR 4 & CRIRTERS
k25 | EEERR 8 A, 4 UL LD WFE A RO TIER & = &HIE LTz,

LM FEIEE A (EXAR M) X, AFI10mg (1 H 2[E]) #T1.7%. 20mg (1 H 2[A])
BT 1.7%. 30mg (1 A 2[[) BET3.3%., 40mg (1 A 1[A) BET17%TH Y, fERBRIER

(IR b oz,

ZEMFEFMEBDORERHH (XRIE)

YR—m xR0 (1 H 2E) Yox—mxHo3r (1 H 1E) }
BRI
10mg 20mg 30mg 40mg (n=126)
(n=119) (n=117) (n=121) (n=121)
2 (1.7%) 2 (1.7%) 4 (3.3%) 2 (1.7%) 0 (0.0%)

LRV SREFAARER G T (BB G/ TH% 2 A A £T)




ARICE T SR

(QEINSTEIN-DVT FZt&E1558 (GRERES 11528 : AEAT—4) 19
18 LA oM EGME DVT B3 543 52 3512, A#] 20, 30mg &K1V 40mg # 1 H 1 [5],
12 HRMER OB LZBoaatt, 8tk OCRESEREZRHT2 2 2 S LT,
PesdedRE (AU ETFREROE X 2 v K PR OB G O] 2R E LRl E £
fis LM EAE A L IEE M (RN ZEE M) WATHEMRGABR4 F L7-, Azhitk %
P E  (EMEME VIE O3, VTE BEst, e oEl) OFEEEGIEL. AE 20mg
B 6.1%. 30mg #f 5.4%. 40mg # 6.6% . TERIEER 9.9% TH -7,

AWM ETMEE OREFK (REDS)

YoR—m )0 (1 | 1 [E)

20 T 30/ - 40 PEATI LS
mg mg mg =
(n=115) (n=112) (n=121) (n=101)
7 (6.1%) 6 (5.4%) 8 (6.6%) 10 (9.9%)

7'k a— LA £

M OEl - EAEABEFRBEC LY REBEHIRE CICEEHIRZAEL, =2 T A LY mien
dmm LA EBER UZ8A, IR F v AL 0 fi/hER 2728 25% %82 TR L a, UIER
MmARZERRM: A X F D LA

ZZAMEFEFME R (BRI ITER TIZZR W EERAICIEE 722 5 i) 13, A
20mg BE T 5.9%. 30mg AT 6.0%. 40mg AT 2.2%., HERBIERET 8.8% IR HiLiz,

TREMTRTMBEORERHK (RELE)

YR—a 30 (1 H 1E)

20 — 30/ - 40mg s
mg mg m -
(n=135) (n=134) (n=136) (n=137)
8 (5.9%) 8 (6.0%) 3(2.2%) 12 (8.8%)

LAV REHNGRER G T (RBRERSHK THR 2 R ET)

2) EASNE IR UEIE PK/PD f#E#T 19

E4 ik, 2MEENE DVT BFE 2 x5 & LEEAE T MHRR (ODIXa-DVT K Y
EINSTEIN-DVT H&MFEER) OfREZSZIC, AERONLEMED R0 6, EIVEIE
ARERIZRB T D FEROHEE LT, 14 3 MRIEAK 15mg 1 H 2\, £O%IE20mg 1 A 1
BIAFRE SN, ENTIE, EASIHERERN AN mER Y S—a N RBET —
& L ESMVE AR D 65 Hiv7e PK/PD 7 — 2285 &, HARAWLNZHAD VTE BHI
AFNZ1H2E LT H LEHFES LEZEOY S 2 L—y a3 V2170, BBEREOERAZIT 72,
ZORER, AANBFICBIT D 16mg 1 H 2 [EEEICH, BARNBFICBIT IR &IX 10mg
1H2ETIFETELS, 1bmg 1 A 2ETITETERLS RS2 bD LRI SN, —FF, AANES
W2 LCAK 20mg 1 H 1 [RIFG L7cG6 & AARANBEFICH L TAS 15mg 1 H 1[EIES L7
BEDOARBNOBRZEEIIAANE AANTIIIERBREOREELZ KT EEZ LN,



ARICE T SR

ERNNDERKHRBRAENDEPBEL 2 L—3 > (1H2EEKEE)

ERNDERKRFBREENMODEYBEL 2 L—2 3> (1B 1EEKEE)



ARICE T SR

<FRARMAZZEASAE D AE R U BRG]
/hNR
1) ESNEIHERAR GIRES 14373 A EAT—4)
SEfEM ST BENE VIE BT, D b 2 9 H (W7 —F VB MARE Cldd e &b
6 M) OPUEEERIEL T TV D 6 5k~ 18 it D/ 64 Bl & Xt B2, RFIOZEME, A
e, PK/PD Z#MiGEtd 52 L2 BB E LT, ZhuskdkFIFE I aER 2 5 L7z, 73,
ARABRIERIFE (R T &NV v, T F R X7 2F Y AT EH I K #ift
) AR E LT EAE A IE BRI ATRERH hieakir & U CBAts Sy, BRE DD 72 < B
BED & 5 BRI SNHE L & OFM G | P IEREEEREOMANE I Lo, TR
EREOR RIS B R E L TR T,
fic A\ VTE [BEIZAA] 20mg 1 H 1 FHGREOIBEERICH YT 25 X O KRETHEL-HES,
BEAIE LTI H 1EXIEEA E LT 1H 2M% 30 HiE, A&%&EOKS L,
FEHIFZAMEFEFNEE o TERARHM] UL TERTIERWAERREICRE L 72 5 H
My &L, BIRERE L CAMERHMEEE o DEfME VIE O] KO GHEAE Lo [HE
etk D A DA ] OFRBLEIE 25 Lz,
BEMEIZOWT, KA ZBH Sz 43 ] 212 EREME VIE OFF ] OFRBIIRD Sl
Sfc, F£7z. 30 HHEOEGWIRKE TROmGHRAE Lo TR O MiRB O[] OFEAmN
A[RE Ch o7 33 BT, Hmigfd oo TEREEMEO MR OBl 1FERD HivZe oz,

AEEHmIE R
HER B CGEBLEIA %)
AFHIEE DA IERE
N : 1250k | 6mBLE | : 120 F | 6Ll E
CIE sk | 1z doki | PR sk | 12 sl
(n=11) (n=32 ) (n=13) (n=7)
SEWGENE VTE O FF5S 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0)
?/ﬂfii{%ﬁ@ﬁﬂ%{%@ n=33 n=7 n=26 n=10 n=4 n=6
JT54H ¢
EFAL 9(27.3) 3 (42.9) 6 (23.1) 3(30.0) 2 (50.0) 1(16.7)
U 21 (63.6) 4(57.1) 17 (65.4) 4 (40.0) 0 (0) 4 (66.7)
EAv7p L 3(9.1) 0 (0) 3(11.5) 0 (0) 0 (0) 0 (0)
=L 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0)
R A RE 0 (0) 0 (0) 0 (0) 3(30.0) 2 (50.0) 1 (16.7)

a) TRBR BRI B BHAGRI S ARl L 72 1 Bl B < BRBRE & b4 & LTz
b) FFAT ] ZTRBRFE B G B OB 544 T % 30 H [H]

C) N AT A R OVRBR IS G- A RIS T I OO 18 G A AR T AT RE C db o 7o HBRE 2 Sk AT RTAM

LEMIZOWT, KAlZ&xE Sz 43 Bl TEXRZaHIMm] ORFITERD RN -7,

BT

X722V ERIRAIC R & 72 2 i) (IAFIFET 4 1 (AREZ 3 1, Pt 1 61) (123
Hv, TERFERECIIREO bR ho T,

HERRIL, AFIBET62.8% (27/43 i)

REZRBIT D EFES

DI T,

DRI,

. TEREIERE 50.0% (10720 f31]) 12388 H v, A
g% 7 B (16.3%) . AR 4 1 (9.3%) . MEJm. MEAH:,
oy, BUAEER NN 3 B (7.0%) HThHotz, HEREGTIEICE > - AEFLITR

=1
A

) AR ARSI NEO ER ORI TV IRRICET 2HE 8. llELUHE] 0HEZZROZ L,




aEICET SIEH

2) EfEH£RISE DR (HERES 14374) 2
JEEVE ST IERNE VTE B3 T, < b 2 2 A (W7 —T7 VBEEmARIE b7 &b
6 F) OPUEEEIRIEE ZIT TV D 6 5 H~6 R D/NE 46 Hil & %51z, KA D2,
BhE, PRK/PD a3 52 L2 HIE LT, ZhiskdLRIFEEMmIERT SR 2 i L7, 72
B ARBRIIPECREE (Ko rE~NY Y 740N X7 Z2F M)A FEXY I K
FEPLIE) A RHR L U7 BAEA LIS A TRER LR & U CRRMA S iz dy, #BRE 2372
CEMO® HDFEMIE DN LW E OB G, P IERIFIEEOMANZ R IE L2720, 1
KIVEREORERIIZ BB R E L TH- T2,
% VTE E&2HB1T 544 20mg 1 H 18 (AARANTIL 16mg 1 A 1[E]) & GRFOIRE )
BONDEIHORECTHEL-AEZ, BEBAIE LT1LH2R% 30 A, BF%EOEE L,
FHIFZEMEFEFREE o TERARHM] UL TERTIERW R ERREICRE L 72 2 H
My &L, BIRERE L CHEMERHMEEE o DEfEME VIE Of%) K OEfGHEE Eo [HE
et A OEAL] OFBEIE IOV TR L7z,
BIIEIZOWT, RFIZEE S 40 Bl HEGEE VIE O] ORBUIERD Hien-o
7oo F7z. 30 HEOEGWIME TROMEBHRAE Lo THREEME O MR OFEAG AT

B TH-o7= 334, HEgMHmA Eo [MEEMEO eBOENl) RO N7,
BE4ETHMmIEE
EHIREHHIE GEBLEIE %)
AFIRE BEARIERE
Py 2Ll I 67 ALk 2 bk
ﬁﬁ%? 6 okl 2 Bk 6 Bkl
(25 #)) (15 1) (6 1)
JE@EM: VTE OFH @ 0 (0) 0 (0) 0 (0) 0 (0)
ﬁg%@@m@@@ (n=33) (n=22) (n=11) (n=5)
EwAb 10 (30.3) 6(27.3) 4 (36.4) 1 (20.0)
o 19 (57.6) 15 (68.2) 4 (36.4) 3(60.0)
EAv7p L 4(12.1) 1(4.5) 3(27.3) 1 (20.0)
AL 0 (0) 0 (0) 0 (0) 0 (0)
R A RE 0 (0) 0 (0) 0 (0) 0 (0)

a) A1 3R BB 501 K O 544 T 1% 30 HfH
b) R—RA T A LR ORI R GRS T R O B AR A A RTRE T db o TR 2 RIS

LAEMIZONWT, AFIZ2EE Sz 40 i TEXZRHIN] OFRFITRD2ho7=, [EKT
X2V ERAR RIS TRE & 72 5 i) 1 EAREIRE CIEEEO T, ERBIERET 1 61 (EAGHIM) |
R LT,

BEFRIT, AHIBET 62.5% (25/40 ) | TERFEIER 66.7% (4/6 B) (2588 L AL, AAIRE
2B T2 ERERONFUL, BE S F] (12.5%) . vA VA EREEY: 3 6 (7.5%) % T
Holz, HWELEGFIEIZEST-HFEFZIIRDOLNT, BRIV THERE, BEHEX
VIR T 072 23 b o T,

B, RRBRTIXAARN 1B (6 5 ALLE 2R DAFIREC
VTE OFF| KOEGHRAE Lo DEfEo miegomEe) | mb%hﬁ#otoﬁiﬁﬁk
L CEXEEGE L O S MR LARERED SN0, WIS ARA & OREERITEE SN,

) AR THAGR S NI NEO EROHEL TV AIRERICET 2HE 3. iR UHE] OHEAZROZ &,

FOAT Sz, DEREME



AEICET H1EH

3) ENEI/IHAERER RERES 17618 : AEIAT—4%) 2V
iEEME ST IR O BRSO ZFRIRMARIE BT C, 72 < &b 5 HROPEERILEAEZ T T
W5 6 H AR O/NE 10 Bl a5z, KFlozett, Ak, PK/PD ZfGtd 2 2 & & H
B & LT, ZhsktLFRIIEE Il ek 4 I L7z,
N VTE BFIZE T 5% 20mg 1 H 1 FEGREORERICHEY T2 L O KRETHE LA
BAE, MEAIUI NI Ay 7 L C1H2RBLL A 3EZ 7 B, ARFER IS
FERERE R i It A SR By
AR (GEGEYE VTE O3 & VB o BREGME O e o ) (22on T,
KA 2 e - STz 10 FIZITFE O v o7z,

AATMIEE GERMEVIEOBERUVEGRE EOREREOMEEBOEL) OFME

HLRBUGIEL EBLEIS %)
1A 2 [E§5R 1B 3[E# 58

(n=5) (n=5)
SEGEME VTE D% @ 0 (0) 0 (0)
SESEAGENE D AR 18 0 _ _
A D n=5 n=4
EHAL 4 (80.0) 1 (25.0)
& 1(20.0) 2 (50.0)
b7z L 0 (0) 1 (25.0)
Bk 0 (0) 0 (0)
FEA AR RE 0 (0) 0 (0)

a) A1 3R BB 501 K O 544 T 1% 30 HIfH
b) R—A T A R ORI R GRS T R O B AR A AR RTRE T db o TR 2 P RISV

LM FEEnER ( TEAZHIN] i TERTIZARWABERICHE L 25 Him) ) 12
O“Tﬂ%@%n&#okoﬁ%%%ﬂZW(@%\bﬁm&r)Lm@h# WP H AR
F & OREBRIIEE SN, EERERGTIEICESHAEELIIRO LT, ZeMick
WTCERE., BE5EIATEB CTHL N RZE XA LN o T,



ARICE T SR

CPRIMITEEMRITROREBIEEEEICH (T 502 - EeRROIHD

FRMAT AR T O PAD B 265 & U 7c B SOSERRRBI LT L Tuh7an,

5%)
ERE L [E S MAHRER (3B 17454 VOYAGER PAD) 21231 A2 AKI O RER OCHEDOHIE

BT, BT LTESNT ACS %ROBH ZxH L LIZEAR MR (GUR 11898 7

ATLAS ACS-TIMI 46) 42ZME Lz, 7o,

AAN PAD BEICBITAHE - HED

e

AxX &

Iz

%, ACS BHE CORMEMFEMERB L O/ F L I 2 b —ra 2R ELZIENG, KFID
HISIE TR WS E L U CRER M O O E 2787,

1) E4VE I FERER ATLAS ACS-TIMI 46 (GRER 11898 : SAEAT—4) 922

FIEH B 72 WO ACSHEFE 3,462 2 5 4212 .

T AE U Y (75~100mg/H) HFI LT A Y

vEF T Y YU MRERFI O RIEIC U N—a N E 6 AR EREES Lz
BB R ORI Z BT 22 L2 AL L, EBIEAL, —EHER., 77 2R,
ZhaexItE., AEEN., AERFRBRAEE/m L7z, VU AA—aXx U031 HHEE LTS, 10,
15% UN20mg% 1 H 1B 30X 1 A 2[5 & Lz,

AR TEEFAREE (ST, DARFEZE, 2o AT R 2 0 e 5 T O B
DFREMOEA) [CBLT, U AA—ax¥ 001 HHESmgN F10mg Xk ¥ 3 Y 2 7 {K#

DOEMA A BV, S HIZIAIEREICH~, 1A2[ERE TR RiFTh o7z,

A 2 = R T E
- FEHLIEL/RE B (%) NP — RH [95% 12 HE X [H]
B N S
(mg) [ ;;}ETD%?H\;E FS54R | 1R 1Evs 75K | 10 2 vs 75 &R
5 14/155 (9.0) | 9/153 (5.9) 1.00 [0.56-1.78] 0.61 [0.30-1.22]
10 29/529 (5.5) | 26/527 (4.9) |  83/1160 0.80 [0.52-1.21] 0.71 [0.46-1.11]
15 16/178 (9.0) | 11/178 (6.2) (7.2) 1.67 [0.95-2.94] 1.20 [0.62-2.31]
20 16/304 (5.3) | 20/307 (6.5) 0.70 [0.41-1.19] 0.86 [0.53-1.41]

*oRRETT DREZE, MEE LTINS T B 2 LB L 3 B BE O RN LR LOES
ITTHENT 6 REEM TR IR G-I L OBIFRER T £ T
fENT 515 - = BV DU RPUNMREEDHE R TEOB IZ L 0 @RI L7z Coxbbffl ¥ — RET L




V. BEICEI 5IHE

ZEPEEEFHMEE A [ERAIZE®R DO H 5 il (TIMIZE O KL, /N SRR
EALELRHioEE) ] ORREIEGIE, 1 AORERE S ORFEMEITEED 5T, BEE
(2 531 B BN Y 27 23888 LTz,

ZEMFEFMEB*
| BFR FEBUBIE/E B (%) NY— FH [95%1E #E X [#]
B N S

(mg) 1 E:)l/\lﬁvl—lﬂ%"jl‘/a\;@ o AREE | 1A 1EIvs IR | 1A 2[Evs 7T ER
5 11/155 (7.1) | 6/152(3.9) 3.10 [1.56-6.14] 1.68 [0.70-4.01]
10 |55/527(10.4) | 54/519 (10.4)| 36/1153 3.44 [2.26-5.24] 3.40 [2.23-5.18]
15 |22/178 (12.4) [21/175 (12.0) (3.1) 3.59 [2.09-6.18] 3.50 [2.02-6.06]
20 [48/301 (15.9)|41/302 (13.6) 5.54 [3.59-8.53] 4.71 [3.01-7.37]

* o ERRANICERO & S i (TIMI 438O R, /i SUIRFRA TR 25 6 272 i D)
LRV REHNRRER G T (RBRERERG% 2 AR £T)
RN 5 - T BV P2 R MR O T E DA L0 JERI L7 Coxtbfl N — FET L

2) EINSETARERD PKIPD /85 A —RIZKDHEE D

PAD & X RIZAHAID PK/PD ET/NVEMGE LTcT — 213720, D728, FEFRMIRENE L
FiEh B 2 x4 & L [ENE DFERER 3 35 GUBR 11390, 12024 KX TN 11866) K TN ACS
BEERGE LESVE AR GRBR 11898) 745 b= RHERM PK OV PD &7 /L2
Sy ab—ra itk BARAFERBEMEOEMBNEF K UOSE AN ACS BHFICAH 1
H 2 [E#5 LIZBROEF IR E 1T 5 PR/PD XT A—2 Z2HEd 52 LT, HAAN PAD
B TR 2 B 5 U720 PK/PD 2 H#EE L7z,

ZORER, Vo N—aXH N 25mg 1 H 2 [HEEE LIEGAEOAENBFICHT 5 HARNER
FOWEFEEDIIX, AUCus T 1.837 f5. Cmaxss C 1.25 {5 X T Croughss C1.51 5 TH Y, 4+
EANBE IR THARNBE CIRFEEN S 2D RN R Sz, —J, PDXT A —X
T® 5 PTmaxss DT 1.03 5 TH Y, ZDFIL 0.39 W TREREITHD NIRRT,

) ARHTERB SN Y AN—m FH S8 2.5mg 1T361F 2 2RI AT T BMAT BRI AEAT % D AR &)
IRZEEBEBFE T IT 2 Mte - ZBRTEROIE Th D,

1 H 2 EHEGEOEERERHICETIEMIFE/NTA—F (Va2 L—2aVITEDHEE)

&5% AUCT,SS Cmax,ss Ctrough,ss PTmax, ss
(ng-h/L) (ng/L) (ng/L) (s)
HANAN 2.5mgXx2[F| 534.05/1.42 58.93/1.39 26.63/1.59 15.92/1.10
AEAN 2.5mgXxX2a| 389.31/1.42 47.07/1.39 17.59/1.59 15.53/1.10

AUC’E,SS : ﬁiﬂﬁ%ﬁébzﬁﬁ‘é&gﬁﬁﬁggﬂ T 3?)71‘: VR AUC\ Cmax,ss . Eﬁ%ﬁﬁb\:%ﬁ‘é%%mqjﬁ%g\
Ctrough,ss . iﬁ%%@:%&j—é ]‘ 3 7{)%&;\ PTmax,ss . iﬁ%ﬁgbzﬁﬁ’é PT @%kﬂﬁi
AT SR S TR VAR 7

{Fontan FHifiiT 23 1T 5 iz - AR O HNH>

(/N
Fontan Filite O/NEHRE x5 & Uz A EICERZERABRIT S0 L TV 70,



V. BEICEI 5IHE

(4) tREEROELER
1) BxhERREESER
GERFREMODEHSIEEICHS TS EMMEKZES R VOE SISO REINHD
[RkA]
1. ENE M- E5HI TR EEER J-ROCKET AF : JESMRER (3XE8 12620) 29
B4 J-ROCKET AF
BT A v Rl &, ZhaskdtFE, BiEA, ¥ 74 I —EIC X D " HERIEEL R TR
] b B
pSE AN O IEFIIEN D EAIENRE 1280 ] (O A4, miiE. 75 il b, BERIF
DHH 2O EDY 27 EHT S, I MR T/ —m i i E (TIA)
|2 HERIE OB 2/ 7 5 E858)
H Ay PERPEICBITF A Y R—a X P NN DUNLT 7 U KT A IEL AR S 2 L
(BEMMEDRGERCIT 7 2B Lo 7208, BEMEIZ W T & 3E)
Wipes
U N—maXH AN 15mg (Z VT F=27 VT TR 30-49mL/min DEHFIC
IZ10mg) XU NLT7 7 VT TR R, HOHWIHEREG VLT 7V (BEE
PT-INR : 70 Al IX 2.0-3.0, 70 kbl Bi% 1.6-2.6) K OVY R—nm F4 3
TR E 1A 1L L, &E 31 » HM#IZ L,
TR ILUE | i 2a b ST B PESEARIE D fE R IR 1 % A3 5 FEFRIBUE M L il B iR
TR EUE | 1. MATENREIC B 2 MIE TR DI RAE, N T UERE2 AT 55
2. AP D BB (B - HURIREERE TTHEAE . B ZEARIE . FUT O FAfF, DA ZE 72
L) ks -EELEMETH DL LD,
3. DRI NE S D DT A DESEEZ S L TWDE D,
4. 7 Vv 7 F =7 )77 ZA0HEME (Cockeroft-Gault =iz L v & H) 2
30mL/min KD & D,
Atk [ EERFMEEH ]
R H AR 1T A B P S AR
(B E E ]
- MpARE A By PEFERRE X0 LA AE
< EE . B PEFERRAE, DHREZE 30 I SE
< BEE . B PEFERRIE, OAREZE UL IME FEDOME &2 DA Xk
- BEREEEDORIN L 22 5%+ (modified Rankin Scale : 3~5 )
R A
ZRMEEE | ERRMMSUIER TIEARVAERRECRE & 72 2 H i
IR B ¥ [IVBEQ) KT =Xy 7r—2 ] OH B
SERREGEAR | U N—a PN UBE 4989 H, UL T 7 U UBE481.1 H
AT 1] ZAAVEEERNE B oW T, BRMEMT I RERNERER G T (JRBREER 5/

TH2HBET) OF—F|ZHESX, U R—gXH N DULT 7 U N2%T 5
LM [FELME~—T > 2.0, WAIEEAYE 0.05, Cox BN —RET L (3
i BER) ] 2Lz, B FEEFMMEEEIZOWT, Y'r ha—L#Es
EH/IEHREIRET (BRERERTH% 2 HEET) oF—XIicHE>&, Cox kb
BN —RFET L (FHELE  #ER) 2HOCRSFEMOME 21T o7, EEFE
EEH OBEREZIZOWTHRBEOMIT 21T 72, S5, ARBRICBIT5H
%&%%{*ﬁé?ﬁk%% ROCKET AF & biHEd 22 & T, BHARA~DIFA]
HE S L 7=,




V. BEICEI 5IHE

EERIED

HWEEEFHHEE (M2 X 2T MEIERIE) OFRIERIIAKIRE 1.26%/4FE, U757 U v
FE 2.61%/MFETH -7 (NY— FE 0.49 [95%(EHEX M 1 0.24-1.00]

ERD > 5, Tl s b

HORIEN I HZ < . AFHIRE 10 B,

Holz N — Kb 0.46 [95%(EHEX M : 0.22-0.98] , p=0.044) .

AFBETIZ, VL7 7 U R M i 2R

B K O 17 1l

ANP— R 0.40 [95% 548X E : 0.17-0.96]
BETH-T- (N2 36 KLT 4 4,

AT EFMEEORBERER (I

7'u b a—VEASEMARRER G T (BBRERGKT®H 2 AEET)

, p=0.05)
INT 7 )R 21 BT
iz DI RIBI T
o (MAEZE) OFRIEN DL (FhEh 7
o H PR A A X
A= R 0.73 [95%(EHEX M : 0.16-3.25] ) .

ZHhR T2 S EERE)

, p=0.040)

o AIWERE

AT 55« Cox FEfINF— REF L GEEE : #51F)
BHxhEELMIE B 054
FHRIEBIEL (%/4F) .
- - MNP — R H
P RERTA TTT I 950 A ]
(n=637) (n=637) !
B0 R E A 11 (1.26) 22 (2.61) 0.49 [0.24- 1.00]
BRI HEER 1Y 16 (1.83) 24 (2.85) 0.65 [0.34- 1.22]
BRIV HEER 22 19 (2.18) 25 (2.97) 0.74 [0.41- 1.34]
5 B R SR T H
fibi2E 10 (1.15) 21 (2.49) 0.46 [0.22- 0.98]*
HH A A 2 3(0.34) 4(0.47) 0.73 [0.16- 3.25]
eI ZE R (A 2E) 7 (0.80) 17 (2.02) 0.40 [0.17- 0.96]*
A B P FERRIE 1(0.11) 1(0.12) 0.99 [0.06-15.85]
NIV ES 3(0.34) 1(0.12) 2.93 [0.30-28.16]
K= d 6 (0.69) 2(0.24) 2.97 [0.60-14.70]
/‘"ff PAIA==A ;hgl'i—‘ 7— “)(/ZE
L “,’é_@sﬁ ORI & 72 5 5 (0.57) 10 (1.19) 0.48 [0.16- 1.40]
(mRS:3-5)
I 7 (0.80) 5(0.59) 1.37 [0.43- 4.31]

78 k32— EAERAGBRER ST (RBREREE TR 2HAEET)
fERT 715« Cox FLBI N — RET L (L2 /E : BER) *p<0.05

1) AEr A PRI AE 0 58
2) fEsrh . RHMEIERRIE

TN G E S S

Lo BE



ARICE T SR

[Zz4fE]

LA TEEIMER (FERZR M T ER TR ARV EERAICRIE L 72 5 i) ORBRT,
AHIEE 18.04%/4F, VAT 7V U 16.42%/FTH Y, KFDOUNLNT 7 U ATKET LIS
MIRFES L7z (AP — R 111 [95%(E#EIX[H : 0.87-1.42] , FHME~—T > 2.0, p<
0.001) , ZAeVEEEFNEE OMEREE Th 5 BRI MOBERITZNZI 3.00%/4F &
W 3.59%/FEThHh 7= (NP— K 0.85 [95%15HEX R : 0.50-1.43] ) ,

Ze T BHER O BHERE
(BAZ MR (B A TIE4 L ASERER A1 FIEE & 72 B i)

(%)

LAV SEF NG T (BRER SR TR 2 AR ET)

AT 71 - Cox HeBil Y — REF L (L8« #51)
TEeMFEHIER DM
S (%]
FHR B (%/4F) e
AR IS O I CL o (ES
(n=639) (n=639)
Ak E R I H 138 (18.04) 124 (16.42) 1.11 [0.87-1.42]
R 7 H i 26 (3.00) 30 (3.59) 0.85 [0.50-1.43]
%ﬁ%é;ﬁﬁ% A g 13 (1.49) 17 (2.03) 0.74 [0.36-1.53]
2 BN LA b oW i 23 0 85 7 H ifn. 4 (0.46) 6 (0.71) 0.65 [0.18-2.30]
HENGEIRICBT 5 i 13 (1.49) 13 (1.54) 0.98 [0.45-2.11]
FEIN & 72 > 7= H I 1(0.11) 3(0.35) 0.33[0.03-3.14]
NEAAAYLY g1z RE
%?;ﬁ RS ERIR A TR & 119 (15.42) 99 (12.99) 1.20 [0.92-1.56]
L AENERRAT R SR AR BRI B 5. F
AT 715 Cox Bl — REF L (L2 &« H57)




ARICE T SR

2. ENFENHE-EEHRLITEMELEGE ROCKET AF : ELMEER (GRE& 11630)

HEAT—%) »®

R4 ROCKET AF
BT A v (aim &, Shas i, BELL, ¥ 7V E I —EIC X D EEMRIEER A R
b RN A TR R e iR
PSES FEFIEEME D EANEN RS 14264 61 (DR, EIMLE, 75 b, BERBD - H 2o
PEDV A7 26T 2%, XIHEMIERMAHITIA/ 2SS PEFERIE OB 247 5 BE)
H BHRMEICBITA U R—a XS "D U7 7 ) AT 5L MR REET 5 2 &
JiE
U N—maXH ANy 20mg (Z LT F=27 VT TR 30-49mL/min DEFIC
IX15mg) XU NLT7 7 U7 TR, HOHWIHEREG VLT 7Y (BEE
PT-INR : 2.0-3.0) KR RXR—aF P FS5vRE21H1IEHREL, KE 42
7‘JH Fﬁa%ﬁ?ﬁg L/f:o
FANBRINELUE | AT T PEEIE O SRR T 2 A B FEFRIEE ML R B
TR EUE | 1. MATENREIC B 2 MIE TR DI RAE., AT UERE AT 55
2. AIPE DB (B - HURIREERETTHEE . HZERIE ., Hlr O FMF. DAAEZE 2
L) ks -lEELEMETH DL B D,
3. DEMEE D A VITLALENREZEF L TWD SO,
4. 7V 7 F =7 )7 T 2A0HEME (Cockeroft-Gault Oz XL v HH) 2
30mL/min KD & D,
AN [ EERHEEE ]
R B - RRE T ST A B P IR
(& REHEE E ]
< JEE . B PEFERRE 30 A AE
- fEER . B PEFERRAE, DM REZE 0 AR ST
A2 DA R b
cEBELNBEREEDORINL 72 5% H (modified Rankin Scale : 3~5 5)
e A
LRMEE | ERA M ST EKR TIE AWK & 722 % tHifn*
IR B ¥ [VBEQ) KT =Xy 7r— ] OH B
SERREGEAR | U N—a XY N UBEBT22H, YA T 7 U UEES579.9 H
AT EE ] BMEEEIMEEEICOWT, 7 u b a— LA EMIERIER G T RBRIEL S

KTH% 2HEET) OF—XIZESE, IV ANA—mXH DU LT 7 U ATk
LIEBM FEHME~—T 2 1.46, A EKRE 0.025, Cox i #F— KET L
(& BGED) ] DRGES =86, ROIARF CHMRE FIAZ FhE L, Bl
MEME Lz (WA EAKYE 0.05, Cox I —FREF )L (LLTE &5
B 1 . OFMEEEFMMEE., @QfFMRIKEHIEE 1 (KAER, SR
JEATDIAESE) . @FMERIRGHEEE 2 (M2, 25 MEZERRE, LA
EDIMEE) . @QFRFELE (22 F TRV R LMK 5 T TF
ME) . ®FT (ITT T < SRER /2RI

LT, BN R REMNRRIER G T (RBRERGKTH2AEET) @
T =2 ZHSE, Cox NV —FET/ (LEE . REH) 2ROV TREHRE
D 1T - 72,

HANCFIE SN2V T =TT & L, AR, BREEE. RE. BERP. DR
EOHEWIRED Y R 7 RABNINT 21T - 72,




V. BEICEI 5IHE

[ 2hE]
AT EFMEE (M T e HEERE) ORIERIL, AKEIEE 1.7%/4F, Vv7 7V
VEE22%IFETH Y . AFIOT LT 7 ) AT HIELMERBGES N (0N — FEE 0.79
[95%EHXH : 0.66-0.96] , FHHMHE~— 1 1.46, p<0.001) .
IELMERBEES = Z 0D, EEMEIC OV T, FHANTHE U722 VAR 6 4L M /75 5 3R
P 5T COAMEEETMIER ORIEICOW TN LTz, ZOE., FRBIERIT, AHIEE
L%, UV7 7 U U BE22%/MFETHY | ARRENHEO L (N —FH0.79 [95%15
HHIX[HE - 0.65-0.95] , HEEHME p=0.02) .
BRI, MERAMERATE LT, ITT EHICHOWTREST 21T o712 & 2 A, A8
MHIE B OFRAERIT, AFIBE 21%/4E, U7 7V VB 24%/IFETHY (NP — R 0.88
[95% EHEXE : 0.75-1.03] ) . U7 7 U VBT D IELMEN RSN (p<0.001) |
EEEIEIIERD Do 72 (p=0.12) .
ZOBHE LT, 1GBRER G P IERICRIT 2 AOMEEERHMEE E ORIEN, VLT 7 U U
IZHARARAFIFECE <, BRI T 2 PR BRI SR o lzed LB X DLz,

AUEFTETMER (2FHERHM %@ C =)

HLRIER (%/HF) NP R p i
YR—axgoav| vrzry | [95%EEXMHD | Jegm |
Z.*%;#;i;iﬁé\% (1881/67958) (2412/:72004) 0.7910.66-0.961 | <0.001
igg?zzgﬁgfg%% (1891/‘77061) (2432/:72082) 0.79 [0.65-0.95) 0.02
g;ti [ (2692/'71081) (3062/:74090) 0.88[0.751.03] | <0.001 ) 0.12
?g;‘ﬁiffT (115’;) (22;1%) 0.79 [0.66-0.96] 0.02
BIRE1 &) 6  [L00m15 0.58

O PITFERIEGIEE BIBOUTFRIIEG 2 R

Cox BN — FET/L GER : 51 . 7l ITTEMHICET 21085 T LU IE#1T post hoc
fET

p MEIZIESVE « FAURE, B - mRE



aEICET SIEH

(%)

AWEEEFHEIER O RERER
(AR ZErh R (T2 S AR EE)

7'u b a—VEGRHAMBREREG T (GBRERGR TR 2 AR ET)
il ik« Cox WY — RETF L GG « FGHE)

AREEEIE B S
FEIIEFIE (%/4F) R,
U )R— N IR _ TE
Voo nR ) P70 | esvetmmbm p it
G ERIYGHEEE 1Y 346 (3.11) 410 (3.63) 0.86 [0.74-0.99] | 0.034
HEMERIGHEEE 22 433 (3.91) 519 (4.62) 0.85[0.74-0.96] | 0.010
B BRI B H

i 184 (1.65) 221 (1.96) 0.85[0.70-1.03] | 0.092
P i fibd 2 29 (0.26) 50 (0.44) 0.59 [0.37-0.93] | 0.024
JE MR 2R T (e 2 149 (1.34) 161 (1.42) 0.94 [0.75-1.17] | 0.581
B PEFERRSE 5 (0.04) 22(0.19) 0.23 [0.09-0.61] | 0.003
IWHECE S 101 (0.91) 126 (1.12) 0.81[0.63-1.06] | 0.121
O i A5 S 170 (1.53) 193 (1.71) 0.89 [0.73-1.10] | 0.289
I 208 (1.87) 250 (2.21) 0.85[0.70-1.02] | 0.073

LRV GREF ARG T (BB G/ TH% 2 A A £T)
fEdTI71% © Cox BN — FET L (LR B 54¥)

p R E

D) fdAsH, 4By M TEARSE S0 M SE

2) iMzaH, B MEERRIE,

O AREZE S0 . A A




V. BEICEI 5IHE

[Zz4fE]

LA TEEIMER (FERZR M T ER TR ARV EERAICRIE L 72 5 i) ORBRT,
AHIRE 14.9%/1F, U7 7 U U8 145%/FTh ol (N — R 1.03 [95% (5 HHIX M -

0.96-1.11] ) . ZRMFEFMEE OBKER THLEKZRHMD 5 5, 2g/dL L EO~E
7ua e EOKT 2D M ORBRIL, KAEE2.8%/M4FE, U7 7 U B 2.3%/MF (HNTF—
N 1.22 [95%(EHFIXMH : 1.03-1.44] ) | 2 (LA Lo s nE R ML, 22 1.6%
I 1.3%/4F (AN — K 1.25 [95%(E#EX[H : 1.01-1.55] ) Th-otz, —F, BHAZFNHM
IEARHFIFET 0.5%/4F, DA77 U UBET 0.7T%/4F (N — R 0.67 [95% 548X @ 0.47-
0.93] ) | R e ozHiiiE, ZNE0.2%/4F, 0.5%/4F (A~TF— R 0.50 [95% (5 HHX

fil : 0.31-0.79] ) TH-o7-,

e T EFEIER DOFH
FLR B (%) S R

Y3—mdhse | VLT 7 U | osousmicn | P

(n=7111) (n=7125) i
2 S R I 1475 (14.9) 1449 (14.5) [0 916?1311] 0.44
HORZp i 395 (3.6) 386 (3.4) [0 910‘?1420] 0.58

2g/dL UL ED~FET L BED 1.22
R % 5 i 305 (2.8) 254 (2.3) [1.035-1.44] 0.02
2 HAAL LA b oo 8 20 B e Y ifn. 183 (1.6) 149 (1.3) [ 011‘_21555] 0.04
HERRAHZ T 5 i 91 (0.8) 133 (1.2) [0 5%_6(?91] 0.007
GIEE S aapil 55 (0.5) 84 (0.7) [0 4%%793] 0.02
SEIK| & 72 o 7= 27 (0.2) 55 (0.5) [0 301‘?’(? 79] | 0:003

HRTIEZR WK R & 1.04
7o 2 L 1185 (11.8) 1151 (11.4) [0.96-1.13] 0.35

LRV SREF ARG T (BB G/ TH% 2 A A £T)
fEdT 715 © Cox BN — FET L (LR B 54¥)

p AR E

Llb. EWEIFRRER TE L KiEZ, EAMBIERBR O & e L7c & 25, Ml
DRARR A ME TR B O L 2R ERHEE B IS OWTRERTH Y . T OMmoOFME
RNz MDA BN T S — BN R E T,

1) @IEAIAENE O SN BB I 1) 5 e MM 2 v K ONE By P SERRE oD 38 FE il
DGEw, RACIZ) N—a x40 LT 15mg 2 1 A 1 [B&#%
RO BET 5, 2B, BEEDH HBEICKH LT, BHEEDOEREIILUT 10mg 1 B 1 BEIIHEE

A THARB SN HEL ORI,

1%, | Thos,



aEICET SIEH

<EEIRMATZEFRE CGREPFRAIRMARE R UMM ERIE) DABRRVERNFD
[RA)
ERNE MAAEEELIETHR A ITEER LLEELER J-EINSTEIN PE & U DVT20)-29)

1.

R4

J-EINSTEIN PE (&% 15960)

| J-EINSTEIN DVT (3% 14568)

R A v

Lk dem, #AER(L, EEM (J-EINSTEIN DVT O#5-Bis 3 MEILY ~N—

XY ANUHBEREOL _EHER) |

FEH R

B TR, AT iR

POES

AARNDOBMERYE PE B3 (GEREME
DVT OF#E A [ 721N) 40

HARANOZAMEEGEE DVT B GEfEE
PE % £ 72\N) 60 4

H Y

HA AN DOEMHERNE PE BEICHBIT DY
N—na F VN8 L weMER
SEASRY T T 7 U b RSt
52 &

AARNOAMIEGE DVT &I 5
UoN—a X o 0FM ety
KHABANY T T 7 b bl
BERA IS

Ttk

S U R— R NUREE, W 3 RTIE Y S—m %43 (J-EINSTEIN PE :
15mg. J-EINSTEIN DVT : 10* Xi 15mg) % 1 A 2/, Z DI 15mg %

1H 1REHEROKRELE L,
c ROEA~RY /U T 7 U R

T AR LB 5 HREIIARSEA~NY

(aPTT S EFRRD 1.5 - 2.5 fE TCHEMED) ZEHIRNESEL, 9Lv7 7D >
BV AROBEEEOHHTTPT-INR S 2 FEHET 15 Lo, U

N7 7 Uy LEEE (B

s TEHGHIMIE, fx OEE O R 7GR O I o fTREME IS

1 PT-INR : 1.5-2.5) & L7z,

HoE, WAER

HTERICEROHEWIC LY 3, 6 X 12 » HM & Shi-,
5 TH 30 E 7y u—T v THE L L,

*10mg 1 A 2 [FIFET

. 16mg1 A 2R G- OLEM 2R T 2 BRI TRIE S L,

EARRPUILHE

FEMEIE DVT DA % [ 70 M
PE PE LHfEEhrshiz b o

JERETE PE & 0 720 G AE 5
DVT & ffiEishr s iz b o

EBURLA

TrpRAM AL TE

- HfE D PE/DVT IBED 72D
FNZ L DIREEZITTND

IEELEEN TN

TREART 4 V2 —RE, AR

- PE/DVT U4t v % I Ko 23 & %

« MAELETHT 48 B 2B 2 AIBEHAEO~Y v (KOF8B~N) Va2 ETe)
T FUHENRY X ADEKE

EELABIMET 2RI Lo X I U K
s LT F =7 )T T A 30mL/min K
- FRIRBOIZ R & 72 BT REE

e <L
(2AEIF% . RIEOHEBIEIFA, FFRLR &) X3

ALT 73 fiak JEVEME LR D 3 fE 28 2 %




V. BEICEI 5IHE

Aotk [ 2Rz H

A EE H JEMEE VTE OFFE UEfNE DVT SUBERNE PE GEBSER R OBUBER) DS
(7272 L PE O AEEMENGE TE RWIEERAHOE T 2 &)

[RIEFAZE H ]

- TRBCE S 5B AR 21 H 1% 0 kIR HE2h R

< RBREE T E B G T IR oD BERE (A D AR 4R oD AL

- IRBEE T E B G-I T O SEGENE VTE SUTEEREGENE O A2 OB OE S

* VIE BH& TOBGZWNIZ D < MARRMHZOW T, AZT T U & AR
BRI\ T, JERNE VIE O3 BT 5 Z LR EhTnD

LZAEMETE | HRRMISUIER TIEAR WK RE & 72 2 i *

A EE ¥ VA RRT =2y r—v) OR W
TG | U s—w o8 ff 204.7 B J3—m o3 10/15 ££ 191.8 H,

KOEA~RY /U7 7 U EE213.0 H | 15/15 B 186.8 H.
FAEA~RY /U7 7 ) UEE192.1 H

AT EE ] HANZHERER T — X OB 21T ) Z EBRRESIN T W, AR OZeME

35% FHEIRBICx LT, A X MBSO SHEEME & 95%EHKM AR 5/ED

b ’:u;u“j};to itﬁﬁﬁif"ﬂ@%ﬁfﬁ%f@# 2N T b RHEEE & O 95 %15 H5 X [H]
HEH LT,

(i) ENEMIMAERER (J-EINSTEIN PE R U DVT] D& ET 2

(A 2hE]
AHEFEERHMEEE GEWYE VIE OF%) 1L, PE&GHMKE T £ TIoAH 15/15 BEo
DVT B 10 (1.8%) T8O B, AA| 10/15 BEE R EA~NRY /I T 7 U VBT

IR E D) Ehiﬁﬁ”) 7:_0
AT ETHEIER
(J-EINSTEIN PE XU DVT O#t&ET—42 ]
FHRIEGIEL (%)
JoS—nm 8y
10mg 1 H 2[A] | 156mg 1 [ 27l Py ROTHEA~SY >
/15mg 1 A 1A |/15mg 1 A 1[4 (i_% 197 7Y
(n=23) (n=55) n=
JEMEME VTE O /5 0 (0.0) 1(1.8)* 1(1.3) 0 (0.0)

ITT fENTXH S/ T E & 5-HIR (3. 6 XX 12 » AR
* SE@EM: VTE OFRIE. J-EINSTEIN DVT 3Bk 15/15 BEICIBVT 25 il 141 (4.0%) 123D S,
J-EINSTEIN PE B> 15/15 £ 30 il HIZITER® b Rd -7z,

F7o. AMERIREHNGEE H (2 BhE 9 5 A2 OFHIIC I T, {RBREER 584G 21 H &I ife
THRDFRD B TIER OEIE X, AA| 10/15 BT 17.4%., AH| 15/15 HET 30.8%., A57H
~NY TN T 7 U URET 16.8% ThH Y, TERG MK TRETIX, AA 10/15 T
50.0%., AH| 15/15 #£ T 66.7%., R7TE~XY TV T7 7 1) U HET31.6% Th o7,



ARICE T SR

AERIREHBIER (B GEIM 21 A O AR Kk OVREBRE 58014 21 A%
D MAR RGN AR BRI T E e 558 T I O BESEGEME o A2t 0 FEAL)
[J-EINSTEIN PE RU' DVT D& T—% ]

JEBIE (%)

Jx—nm Ny

RO o

N 1 B2l | Mot oy | BME | ATV
B 5544 21 H# (n=23) (n=52) (n=75) (n=19)
g (e Ete) 18 (78.3) 45 (86.5) 63 (84.0) 17 (89.5)
IIREREES 4(17.4) 16 (30.8) 20 (26.7) 3(15.8)
b7z L 4(17.4) 5(9.6) 9(12.0) 2(10.5)
Bk 1(4.3) 2(3.8) 3 (4.0) 0 (0.0)
TER G IR TR (n=20) (n=51) (n=71) (n=19)
g (e Ete) 20 (100.0) 48 (94.1) 68 (95.8) 17 (89.5)
IREREES 10 (50.0) 34 (66.7) 44 (62.0) 6 (31.6)
bl L 0 (0.0) 2(3.9) 2(2.8) 1(5.3)
Bk 0 (0.0) 1(2.0) 1(1.4) 1(5.3)

ITT fEMT i G E M/ ER G HIM (8. 6 XX 12 » )

EEBEEEEA (CUS) MONZ/SA 0 CT 2% > (sCT) fEROH AN -
MiAeiEdk) @ FREEOHOWTIC S IR 23R 720

Mg : P - o bekE, UTWThhniekE L omE ke L

ZAb7e L) @ TR BV b 22 e L
B [N - 1 o g /AR
[Ze4x1E]
LAMEFERAE A (R I ST E R TR W ASERIRAYICRTE & 72 2 Hilf) D FEBLE
N

ElE. AHl 10/15 BET 13.6%. AAl 15/15 BET 5.56%. KW~ /U NT 7 U URET
1L 5.3% Chote, ZaMEEFMER OMKESE CTh A ERAQ ML, AFIEEK OS5y
AN TN T 7 Y REONTIICENTHRBD bR o T,

T EHIEE DM
(J-EINSTEIN PE XU DVT O#i&T—% ]
FHR B (%)
Y R—m R IS~ >
e R TR |
mg mg _ =
(n=22) (n=55) (0=177) (n=19)
BERREMIZERTIEE AW
B ERH I B & 72 2 ML 3(13.6) 3(5.5) 6 (7.8) 1(5.3)
BRI 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FE NN A ol
REAE 1 7o 2 L1 3(13.6) 3 (5.5) 6 (7.8) 1(5.3)
AL A 1(4.5) 0 (0.0) 1(1.3) 0 (0.0)
FEREALE H 1 1 (4.5) 1(1.8) 2 (2.6) 0 (0.0)
AR A I R 0 (0.0) 1(1.8) 1(1.3) 1(5.3)
B AT K O S AT
LA I8 - % R 1(4.5) 1(1.8) 2 (2.6) 0 (0.0)

LRV GEMNERER G T (BRERGET®%2HEET)

1) @FIRIMARZERE GRESERIRIMASAE & OV AR ZERRE) DRI & OERSE
A THEBINIZRAOELOHE, Tl BN IEGEE ER R AR RE 3 i i 224 E HSAE
#BoOWM SEMIZTY N—a XYL LT 1mg % 1 H 2EA&ZICEAKREL, £0#%IT 15mg &
1 H1BEERICRORSST S, | THbH,



ARICE T SR

(i) EINE MR (J-EINSTEIN PE] 20

(A 2hE]

FHhE I H  GE@ENE VTE O3 1%, TEBRGHIRK T E CIIARAIRE R OF 5
ASNNYUNONT 7 U CBHEOWNTIUZB W T HRO b oT,

BT ETEIER

FHHIIEBIEL (%)
RITEA~RY
/D77 U (n="7)
JEWEE VTE O3 0 (0.0) 0

ITT fEHT R GAEM/ T EH G (3. 6 XL 12 » AM)

U x—nu F %3 (n=30)

[ 22 4k)
A TFEFEE (B M XIIERTIE AR WA EERANCRIE & 72 2 i) X, AF
E 30 Bl 1] (3.83%) IZED BN, RuEA~NY TN T 7 ) UEETITRO HivZemn
27,
22t RN IE B O E S CTh D ERZR ML, KRB ORDEA~NY TV T 7
U EHOWT BT HERD Lo T,

T EEFTMIEE DM
FHEEBLBIEL (%)
. . Sy A~NY
(n=7)

BHRAHIMYXIZER TR WA ERICRE & 1G.3) 0
72 5 i

R 7 0 (0.0)

HERTILZR WA ERRAICE & 72 5 i 1(3.3)

ER AT N OVESHEBAL LIS O B2+ Bz F HiIfL 1(3.3)

LRV R SRR ER G T (B GR TH 2 PR £ T)



ARICE T SR

(i) EINEIEER (J-EINSTEIN DVT] 29

(A 2hE]
AMEEERHMEIE A (EMEME VIE OF3) X, PERGHIRK T £ TICAAl 15/15 BT 1
B (4.0%) 1Z@RD B, AFI 10/15 R ORTEA~NY T V7 7 U CEETITRRD bl
Mol

AT EHEIER
FHRIEGIEL (%)
SRl WAL KA T~Y o
10mg 1 H 2 [A] 15mg 1 H 2 [A] SR JILT 5
/15bmg 1 A 1[F |/15mg1 A 1A (n=48) (n=12)
(n=23) (n=25)
JEMEME VTE O 56 0 (0.0) 1 (4.0) 1(2.1) 0 (0.0)

ITT R G4E /e G HIM (8. 6 XX 12 » A )

[Ze41%]
ZAPEFEEHMEEE  (EXZR M ST E R TIE R OSBRI HE & e D i) 1%, AHl
10/15 #T 3 # (13.6%) . 15/15 HET 2 5l (8.0%) . KRB~ Y /TN T 7 U FET
1 %1 (8.3%) IZidedbivle, ZAaMEFERNTEE OMARER Th 2 HAZR ML, ARHIRE
K ORGEA~SY AT NVT 7 U CFHEOWNTIUZBNTHRBO Lo To,

T EEIMEE DM
FHREBIE (%)
JoRX—pg o\
RO~/ 2
10mg1 H 2[F | 15mg 1 H 2 [A] N /‘7]7157;U‘//
/156mg 1 H 1[F|/156mg 1 B 1 [H] (n=47) (n=12)
(n=22) (n=25)
BRI IFERTIE W
BRI FERE & 72 7 I 3(13.6) 2 (8.0 5(10.6) 1(8.3)
HAp M 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R TIE WS BRI
BRI L 72 7 th 3(13.6) 2 (8.0) 5 (10.6) 1(8.3)
_EERTE AL A 1(4.5) 0 (0.0) 1(2.1) 0 (0.0)
TR AL 1(4.5) 1(4.0) 2 (4.3) 0 (0.0)
PA] AR ) of R 0 (0.0) 1(4.0) 1(2.1) 1(8.3)
eI XA RO EN R VA
SUAD R - & F L 1(4.5) 0 (0.0) 1(2.1) 0 (0.0)

LAV SEF R G T (BRERGK TH 2 AR ET)

1) @FHARMARIEIAE (EERERAR MARIE K OV AR FERRSE) OB K OFEFAM
ARHR AR SN A O FER O &I,
B 3 EIILY N—a XY LT 1omg % 1 A 2RIBHICRAZES L, ZO%IT 15mg &
1H1RIERICRAKRET D, | THD,

3@, BT PR e R LI AR 313 A ZE AR FEE



ARICE T SR

2. ENFENHEEELEILIFEHRIITERMLLEEER EINSTEIN-PE XU DVT : ELHHAER
BNEAT—%) 2973

AR A EINSTEIN-PE (X 11702-PE) \EH@TMN{WT(%@HJW%DVﬂ
BT VA | ZhEsk IR, BIEA L, FEEM. IR, B Fakm, WATREM ik, A <X
kAR IS M RRE R
PSES AMEREYE PE B (GEFENE DVT O f | 2EiEEENE DVT 2% (EfENE PE 21
A 720N) 4833 44 D7avy) 3449
H iy AVEEREME PE B ICRBIT 5 U N —n X | 2MERENE DVT & IcBiT 5 ) N—n
PR DF M L MRS F B | TN ORI & et 2 RS B
WY e s I KPS & g | ~N ) ) B 2 KPR & i gt
HZk THZ &
7k
s U RN—am N, I 3ERNIZY N—ua X R 15mg A 1 H 2[H, %
DL 20mg # 1 H 1 EEERAOKS L Lz,
AR T RN e 2 K PR (VRKA) BfE, D7 &L 5 BRI
T )XY RY S RU T A Imgkg 2 1 H 2R TFHRE L, B #30 Kigprd
BRO®TEEOHATCTPT-IINR A 2[EHEBE T 20 L EE 2o/, EX# I K
FEPTEBEME S (B PT-INR : 2.0-3.0) & L7-,
s PERGHMIL, Hx0BEFEDOY X7 FHIE O IM O R REMEIZ IS X MIES
EIFERCEROHWIC LY 3. 6 it 12 » AME &hiz,
TR I UE | JEEME DVT O Z i 72 WAMERER: | TEMtE PE % £F i 22 AMESE foe e i A7
M PE LiEEZK S N-H D DVT Lt ieEZWrsni-4 o
T BRAEUE | - BIED PE/DVT IBEO - DI MR EN . FREIRT 0 V2 —EE., e sig
BNz X BB EZIT TS
- PEDVT LS D v % I v KEEHEEOWEEN B 5
- EmUEAEIART 48 i 2B 2 DIBFEHAEO~NY v (K FE~XNY V25
o) /7B X ZAOFRE
AEVELEISET 2B EO X 2 v K HEHiEE 5
s LT F =7 )T T A 30mL/min K
- FRARWICRIRE & 72 D ATREE (RERTFZS, BMEOTREMETR, A7 &) U
ALT 75 s LUl EIRD 352882 5




V. BEICEI 5IHE

Aotk
A EE H

[ LAz H

JEMEE VIE OF% UEWME DVT SUIEWNE PE GEEUSER K BEER) DOES
(7272 L PE O MRS EE TERWIEERAHOELT 2 &)
I GRIEED

< JEfEME VITE UERE DVT XERME PE GEEUER) ] XIS TOESE

* AE BRI B O F SUTE R i O S

- ARE LRI B O REESR, EAZR HI, DAESE, DAREEZE,
75 o S AR R ZEARAE D 5

LAk
BRIEE

[E=EFLEE ]
BRI EER TIEA WV AERRAIC I & 70 A
¥ [IVEQ) BET—F2 v r— ] O0H R
[EIREHGE B ]
- I
< DIMAE RS (LIMESE, OARFEZE, MM 2 oh SO FE AR R FERRE)
- ERAR R A

R -4

UoR—nm PR 216.9 H UoR—m W8 194.4 0
KA FE~%Y ) VKA £ 214.9 A KA FE~RY »/ VKA B 188.2 A

fi AT A I

FRCHRERT — % OMEIENT 21T 5 Z ENHE STz, BRI
ANCHLUE S iz ITT b st G4 e e G-, L2tk X Fanciie &
T2 2 VRN R M IR 5 T COF —Z IS 3 L=, Ao
FHEIEE I DWW T, U A—a XDy - E~N Y ) VKA 1S3 5 IES M
[ELtE~— v 175, FMIEE/KYEE 0.025. TERSHE (3. 6 Xix 12 »
A) ROA T w7 AA4 Xk (DVT &, XX DVT A% % b7\ PE)
Zg L L2 ER] Cox el — RET L (LR ERKOR—RA T A VO
TEEMPEEMEEE O A ) 1 ZMEE L7z, A2k ZEFHmE B OFELTENSRREE S 4L
%A, WONERF CHBETNEE EhE L., Bk 2 mar U [l Bk
0.05, PEHRGHM B, 6 LT 12 4 H) BLOA T v 7 A4 X+ (DVT O
. Xix DVT oFEx b2 PE) &g & LzER] Cox il ¥F— KET L
(LA R—A T A VREOTREIEEMEEGOA ) 1 . O = EaEME
H. @QFEK7Z2HIL,
FRNCHE L2 7 7 —T T L UC, Flin, (KE, BHEAE. Fragile (i
>75 #%. CLer<50mL/min, KHE <50kg OWFINITEEY) . BARED Y 2
7 K-, EAEALRTOIER D HUEEE ZE O BN AT L7,




V. BEICEI 5IHE

(i) E4$E MR (EINSTEIN-PE R U DVT : ELHEHAER]) OMERT WEAT—%) 3D

(A 2hE]

B EFGE R (EFEM VIE OF3) OREFIGIL. AFEE 2.1%., Ko &~"Y
VI VKA B 2.3% CTh 0, AMIEGEME VIE (GEFME DVT & 5 WIHEREN PE) BE 2B
LHEIMECONT, AAIDES B~V > VRA ITHT D IELMERBIES Lz (AN —
KEE 0.89 [95%fE#H X[ : 0.66-1.19] , FEHM~— 2 1.75; p<0.001) ,

M FETMEEOREREE (EREE VIEDER)
(EINSTEIN-PE U DVT D& T—4%]
(%)

n=8,281
INF—FE:089[95% S #EX [E: 0.66-1.19], p<0.001 (S5 1E)

—  EaFE~N) VKA
— ) A—OFH A

B el S-St

—_
o
1

o
o
1

TTR=61.7% (FEH &)

0.0

T T T T

T T T T T T T T
0 30 60 90 120 150 180 210 240 270 300 330 360

FEFI%L: RIEABTMOOBEH

J—AF4H 4,150 4018 3969 3,924 3,604 3579 3283 1,237 1,163 1,148 1,102 1,034 938
BERFE~/AYL/VKA 4131 3932 3876 3826 3523 3,504 3236 1,215 1,149 1,109 1,071 1019 939

ITT Tt REER T E s 58I (8, 6 XX 12 » A)

RN )T . PERSHIM 8. 6 T 12 v A) KOS F v 7 24~k (DVT OH, it DVT OF
ZMb7 PE) ZE L LR Cox el — FEF/L (AR  BEGHEMOR—R T A VEEOFEEMM:
EMER OF )

A3MEF EFMIE B DM
(EINSTEIN-PE U DVT D& T—4% ]

FHRIEGIEL (%)
. o [ ES TR~y | TR
S 7 VKA [959% (= AL
n=4150 (n=4131)

o 0.89
JEWGNE VTE O % 86 (2.1) 95 (2.3) [0.66-1.19]
JEBENE PE 43 (1.0) 38(0.9) —
PE (3tr) * 15 (0.4) 13 (0.3) —
JEMEM: DVT 32 (0.8) 45 (1.1) —
JEEM: PE R ONDVT OFF% 1(<0.1) 2(<0.1) —

ITT it st REER/ T E £ 54 (8, 6 Xix 12 » A)

RN )71« PERSHIM 8. 6 T 12 v A) KOS F v 7 24~k (DVT OH, it DVT O
P72 PE) 2L L2 Cox Y — RET L (GEEE  EHLEOR—R T A URFOIEENME
EMEEOF )

* HFEH PE X PE OATREMENS S E TE R WEKRBH O T



ARICE T SR
[44:4E]
AR A (A B ST T2V ASBRAOIC B & 72 5 HilL) 00365081
AN

— R 0.93 [95% E#EX[H : 0.81-1.06] , p=0.27) ., LM EEMGEE OMKERETH
HERZHIMOFBREE X, AFEE 1.0%., Ko FE~RY 2/ VKA B 1.7% CTh o7z (0
W — Kk 0.54 [95% 588X : 0.37-0.79] ) .

REMFETMEBDRBREER
(BERAHEMXITEKRTEHAVHEERMICRE L 425 Hm)
(EINSTEIN-PE U DVT D& T—4 ]

LRV GENNEBRER G T (BRERGKTH%2HEBET)
fRbT T - TERSGHIM (8. 6 XX 12 # A) KOS T v 7 242 b (DVT O, X% DVT A&

W72 PE) gL Lf@hl Cox BN — RET L (BER  HHHEKOR—R T A VIFOIGEIE
VRIS O A )

ZEMTEFMEEORBREROERBREEX (EXA4HM)
(EINSTEIN-PE XU DVT O#i&T—4 )

L MR R R IEHRESE G T (ERER G TH2ARET)
AT - TPERGHM 3. 6 XX 12 v H) MOA v F v 7 24~ (DVT &, X% DVT 044

W7 PE) #f@ L Lzf@hl Cox N — RET L (EEE  HEHEON—X T A URROIGE)E
BPENES O A )



ARICE T SR

TeMFETMIER DM
(EINSTEIN-PE XU DVT O#i&T—4 )

FHREBIEK (%)
. o BT R~y | TR
J S ﬂ“*)’\ - VKA [95% (FHRI< ]
n=4130 (n=4116)
BN XIFE R TIE 20 N) 0.93
B SRE 1 LI & 72 HH 388 (9.4) 412 (10.0) [0.81-1.06]
0.54
R i 40 (1.0) 72 (1.7) [0.37-0.79]
FER & 72 o 7= H I 3(<0.1) 8(0.2) —
FEESD 2(<0.1) 4(<0.1) —
1% NE 5 0 (0.0) 1(<0.1) —
HE R NEER 1T B H 10 (0.2) 27 (0.7) —
GHEEN 3(<0.1) 9(0.2) —
% HE 1(<0.1) 7(0.2) —
RPN 3(<0.1) 3(<0.1) —
REEIN 0 (0.0) 4(<0.1) —
2g/dL UL EDOA~E T v BD
IR FALED Hifd AN iE 2 B 27 (0.7) 37(0.9) —
LL Eoo#gin A3 24 B2 7 H i
ERTITRWAEERAICHE L
7o 5 I L 357 (8.6) 357 (8.7) —

L EMEMRAT R REEM NS 5 T (BRER KR TH%R 2B £ )

RN )71« PERSHIM (8. 6 T 12 v A) KOS F v 7 24~k (DVT OH, it DVT O
R PE) 2L L7-ER] Cox il — REF L (LR 5RO —R T VIEFEOTEEIE
EMEE OF )

@ B S EEF I

[ 2h: 32 H ]
Fragile*|Z3 ) 2 AZNMEFERHMIEE  (GEGEMYE VIE OFF) ORERIGIE. AFIEE 2.7%.
o8~ VI VKA R 3.8% CThoTo (N — R 0.68 [95%5HEXM] : 0.39-1.18] ) .

Fragile*[CH T 5B X EFHEER
(EINSTEIN-PE U DVT D& T—4 ]

HHRIEBIEMEBIEL (%) T
UA—mHor RS EA) VKA | 95002 4K ]
(n=4150) (n=4131) :
) 0.68
Fragile* 21/791 (2.7) 30/782 (3.8) [0.39-1.18]
R > 75 7% 15/656 (2.3) 23/627 (3.7) —
CLer<50mL/min 11/332 (3.3) 11/322 (3.4) —
AR H <50kg 3/42 (7.1) 2/66 (3.0) —

ITT fEMTt G4E /v e G (8. 6 XX 12 H)

* 4RG> 75 5%, CLer<50mL/min, A <50kg DV U0MNIH%EY
AT 5 - PEBREHE (3. 6 XX 12 5 H) KOS T v 7 A4k (DVT &, XL DVT O 4
#Mb7v PE) ZJg L LR Cox il — REF )L (AR & 5N ONRN—R T A VEFOTFEEM:

BRI O A 1)



V. BEICEI 5IHE

[t EFHMEEE ]
IR AL TR

Fragile*|
i) OFEHEIE

RNEk 0.85 [95%(EHEHXH : 0.64-1.11] )

1 o> e BLE &

0.27 [95%[FHEXH] :

Fragile*(Z & 1T 5 R &M F EFlIE B D&
(EINSTEIN-PE ®XU'DVT Q& T—%4])

PEMIE B (FE AR I I E R Tl W SRR
X, AFIEE 12.3%. K45

HIZRIE & 72 %

TFEASNY U VKA BE 14.0% Th o7 (0N —
LM E R B O ELFRE Th 5 EH R H
1. AFIEE 1.83%. K&~/ VKA B 45% Tho7z (NF— Kk
0.13-0.54] ) ,

FERIBUIHEBIEL (%) P R
O A L O AL SN I CLA R eS|
(n=4130) (n=4116)
BRI SR E R TIEAR W DSERR A R & 72 2 H i,

Fragile* 97/788 (12.3) 109/779 (14.0) [0, G%fgﬁm
> T5 % 77/655 (11.8) 87/624 (13.9) —
CLer<50mL/min 39/329 (11.9) 44/320 (13.8) —
K # <50kg 7/42 (16.7) 11/65 (16.9) —

R 7 i

Fragile* 10/788 (1.3) 35/779 (4.5) 0 1%’_207 54]
R >T5 % 8/655 (1.2) 28/624 (4.5) —
CLer<50mL/min 3/329 (0.9) 13/320 (4.1) —
K <50kg 0/42 (0.0) 3/65 (4.6) —

LEMEMRAT R REEFANERIEE G (RRIEE LG/ TR 2 HH £ T)
* 4E#R > 75 5%, CLer<50mL/min, KE <50kg DWW Ci%Y
AT 5 - PEBREHIE (3. 6 XX 12 v H) MOA T v 7 A4k (DVT &, XL DVT O4 4
b7 PE) &L Lz@h] Cox WHINYF—RET L HEE  #EHEOR—R T A4 VEEOITEIE

BRI O A )

) @FIRIMARIEARIE (EEFIRMARIE & Ol AR TERRAE) DRI M ONFR A
ARFR TR ST AN O FE R OV H &%
%®H%SE%MUﬂ~m%ﬁNV&L11Mg%1HZ@@%K%D&@L\%@%ﬁl%@%
1H 1EBBICRAKET D, | Thd,

D@ . BT TS A R LA 313 A ZE A FEE



ARICE T SR

(ii) ESVEMFERER (EINSTEIN-PE : JELMEER)

CEEED

HEAT—%) 2

ARMETLZRHEEE  CEfRYE VIE Of3) ORIEFIEIE. AFRE 2.1%., K5FE~NY

VIVKAEE1.8%TH Y . AFIDIKRS F B~V I VKA ST D IEL MR mEE S Lz (N

P FL 1.12 [95%1E4HIX [ : 0.75-1.68] , FELHME~— 2 2.0, p=0.003) ,

EMEERFTEEER O RERER
CEMRMERARMAZZEEE (VIE) OFH)]

ITT fENTH LM T E & 5 (8. 6 XX 12 » H)

FRATITIE  FER S (3. 6 T 12 » A) Z@ & L7-J@R Cox il AF— FEF L (& « # 51F
RO R T A W D TH B T I 0 A7 1)
A3t E EEFMEIE H D
FRFIEBIEL (%)
o o ES TR NP— R
yos ( " ﬁ?*f)’\/ VKA [95 %15 1 % ]
n=2419 (n=2413)
. 1.12
TN VTE 0O 5% 50 (2.1) 44 (1.8) [0.75-1.68]
JEWEME PE 23 (1.0) 20 (0.8) —
PE (%tr) * 11 (0.5) 7(0.3) —
JEBENE DVT 18 (0.7) 17 (0.7) —
JEENE PE K OYDVT OHE3 0 (0.0) 2(<0.1) —
ITT fiEdT st SER T ER 5 HE (3. 6 Xix 12 % A)
FRMT L - TER S (3. 6 T 12 » A) #J@ & L7-J@R Cox il — REF /L (R « & 5

RON— 2T A s DIFEE MRS O A )
* FFEH) PE X% PE O RIREME G E T E RWRE AR DT




o

I Y 5IEH

H— R 0.90 [95% 5#EXH : 0.76-1.07] , p=0.23) , ZZ&M:FEFEEB O ERE T
b HERSHMOBEEISGIT, AARE 1.1%., K9 FE~U VKA B 22% Th-o7=
(NY— R 0.49 [95% (5 HEXH : 0.31-0.79] ) .

REMIERFMEEORERER
(EXGHMXIFEXRTEGEWOAERRAICERE & RS Hi)

LAV SEF NG T (BRER SR TR 2 AR ET)
fRMT L - TERGHIME (3. 6 X 12 » A) & & L@l Cox (NG — FETF L QAR &5
BONR—R T A O TE R MM D A 4#5)

REMITERTMEEOBRRERORERE R (EXAHM)

LAV SREF NG T (RBRERGR TR 2 AR ET)
fRMT L - TERGHIME (B, 6 X 12 » A) & & LR Cox (NG — RETF L QAR &5
BONR—R T A O TE B MR D A )



ARICE T SR

&M FEFTMIEB O
HERBUEL (%)
s A [95/%%5\1;%]
(n=2412) (n=2405)
K/ i S K T A .
ﬁma@a? M e 249 (10.3) 274 (11.9) (0.76-1.07]
K72 . 26 (1.1) 52 (2.2) [0‘301‘_43 79]
SEIN & 72 o 7= Hi I 2(<0.1) 3(0.1) —
SHEN 2(<0.1) 2(<0.1) —
% NE R 0 (0.0 1(<0.1) —
BRI T B 7(0.3) 26 (1.1) —
FHEN 1(<0.1) 10 (0.4) —
M 1(<0.1) 7(0.3) —
RPN 2(<0.1) 2(<0.1) —
LM A 0 (0.0) 2(<0.1) —
BARIN 0 (0.0) 3(0.1) —
L=y 1(<0.1) 0 (0.0) —
Jii 1(<0.1) 1(<0.1) —
JIE5 1(<0.1) 2(<0.1) —
2g/dL LA EDO~FE T o B ED
T A2 £ 5 HiIf & 5 NIk 2 Hifr 17 (0.7) 26 (1.1) —
LA b o i A3 A B 732 H ofn,
%gggﬁmmm%%m%%& 228 (9.5) 235 (9.8) _

LRV A SRR ER G T (RBREERGR TH 2 R £ T)
RN - TRERSGHM (3. 6 Xix 12 » A) & & Li/@hl Cox Y — FETF /L QiR : F5H
B ONR—=2 T A R OTHEPEENERTLS O A 1)

) @FIRIMARIEARIE (EEFIRMARIE & Ol AR TERRAE) DRI M ONFR A
A CTHERBINTZHAOEL ORI, TR, SONSIEEEHFRIR MARRE 3 AR FERE R AR
B 3 WEIZ) N—u XYL LT 1omg % 1 A 2RIEHICRAZLE L, Z0O%IT 15meg &
1H 1EBBICRAKET D, | Thd,



ARICE T SR

(iii) E4VEMAAERER (EINSTEIN-DVT : IELMRER)

SR

ARVETLZRFHBEE  CEfRYE VIE Of3) ORIEFIEIE. AFRE 2.1%., K5FE~ Y
YIVKAFEB.0%TH Y . AFIOEy T BN I VKA ST D IFHERHEES L (N

HEAT—%) 0

P— NL 0.68 [95%1E4HIX[H : 0.44-1.04] , FHELHME~— 2 2.0 ; p<0.001) ,

AWHEERHEEE O RERER
UERMEFFARMIZZLZE (VIE) DFH)

ITT fEHTH ST E & 5 (8. 6 XX 12 » H)

RN T - TRERSGHM (3. 6 XL 12 » A) ZfEL L2f@hl Cox il ¥F— FET /L (L&

D B G
B O — 2 T A WO TE B I 0 4 4)
AT EFHIER DM
FHIIEHIIL (%)
. o | ER TRy | YR
SR 7 VA [95% 2 X IE]
n=1731 (n=1718)
o 0.68
JEWENE VTE O F% 36 (2.1) 51 (3.0) [0.44-1.04]
JEWEME PE 20 (1.2) 18 (1.0) —
PE (BEr) * 4(0.2) 6 (0.3) —
JEBENE DVT 14 (0.8) 28 (1.6) —
JEMENE PE KON DVT O fF3§ 1(<0.1) 0 (0.0) —

ITT fEMTt 4L/ FER S8 (8. 6 XX 12 H)

fRET AL - TERGHIME (B, 6 X125 H) %@L Lickil Cox el — FEF/L (L&« 58

B ONR—= AT A R OTHENPEENERTLS O A 1)

* BIEH) PE X3 PE O FIREMENEE TE R WRERHDFE LT




— R 0.97 [95% 548X : 0.76-1.22] , p=0.77) . ZE&MEEIMEEE OMKERETH
HERZHIMOFBREE X, AHEE 0.8%., Ko FE~Y 2/ VKA B 1.2% ThH-o72 (0
W — Kk 0.65 [95%15#EX [l : 0.33-1.28] ) .

REMEIERFMEEORERER
(EXGHMXIFEXRTEGE ORI HERE & 45 i)

LAV SEF NG T (BRER SR TR 2 AR ET)
fRMT L - TERGHIME (3. 6 X 12 » A) & & L@l Cox (NG — FETF L QAR &5
BONR—R T A O TE R MM D A 4#5)

REMTERTMEEOBRERDRBEREER (EXAHM)

LAV A SREF R G T (RBRERGR TR 2 ERET)
fRMT L - TERGHIME (B, 6 X 12 » A) & & L@l Cox (NG — RET L QAR &5
B OR—R T A O TE R MR D A )



ARICE T SR

&M FEFTMIEB O
FEHBLBIEL (%)
L A 1%%{%2( e [9;;27;%%,;@%?&]
(n=1718) (n=1711)
73 H i X% TIE RV )
%iﬂ’i:ﬂjﬁnﬂiﬁi iﬁi%;ﬂ(ﬂﬁl o 139 (8.1 138 (8.1 [0.7%?17.22]
AR 14 (0.8) 20 (1.2) [0‘303‘_615‘ 98]
SEIR] & 72 o 7= Hi L 1(<0.1) 5(0.3) —
SHEN 0 (0.0) 2(0.1) —
THALE 1(<0.1) 3(0.2) —
GECRAN T Erltab STp R Yantiiih 3(0.2) 3(0.2) —
SHEN 2(0.1) 0 (0.0) —
% NE R 0 (0.0) 1(<0.1) —
BAEIN 0 (0.0) 1(<0.1) —
AR 1(<0.1) 1(<0.1) —
2g/dL LA EDO~ET B ED
KT 205 ML 5 E 2 AL 10 (0.6) 12 (0.7)
LA _E oo . 73 0 B2 72 H i
%ztﬁf BOBRRRIERE S99 (7.5) 122 (7.1) -

LAV GEF R G T (BRER SR TH% 2 BR £ T)
fRMT L - TERGHIME (3. 6 X 12 » A) & & L@l Cox (NG — FETF L QAR &5
BN — 2T A 5 DOIG MM IEE O A 1)

) @FIRIMARIEARIE (GEHFIRMARIE & Ol AR TERRAE) DRI M ONFR I
A THARBINTRAORHEROH &I, TEHE ., BT IR R R e 03 e JEAe i e
#oOMM 3HEENZ Y N—oFHP L LT 1smg % 1 H 2EIEBHZICEAKS L, Z0#%IT 15mg %
1H1ERBIIROEET S, | Tho,



ARICE T SR

. ESVEIAEERR 5B EINSTEIN-Extension : E#E4ER (58811899)
HEAT—%) 32

w4 EINSTEIN-Extension
BT A | Zhask IR, mEAL, —EHER., 77 BAR, WATHREE, 1> FEE
T R ER
PSES JEMEME PE BE UIIEmNE DVT B3 (6-14 » B OFHUEREZER GER H %) 1197 4
H#Y JEMEE PE SUIERME DVT BEIZBT 5, JEEE VIE ORSIFERMmHIa3 5 U
— T XN OENEE ERIEE T T R L iR A 2 by
51
U N—E RPN 20mg HAHWXT T EREEEZ 1 H 1EERS L,
s TEEGHIMIE, EELBIMIFICEMOHEMICL Y 6 XXIX12 4 A & &,
B EKRTHI0EME T ru—7 v M E LT,
TRV U | - EINSTEIN-PE/DVT 123 W T, #E5HIMA 6 X122 » A ThHo7-H D
JEGEMEOSME DVT X2 PE BIER 6~14 » AR ¥ I v KR0S
AV )
« EINSTEIN-PE/DVT (Z& 0t . BT VIE ORBENFER S, £ D%
EINSTEIN-Extension ~& i1 L 7= & D
FBAEYE | - DVT UX PE DA B Z I 0 KEEHFEEOWEISNH D b D
BB E LTRBIENZA X2 b (index A X2 b)) 1TxF L CHUERESKIC X
DIBBNMELR LD
IEEE I T E WL Y 27 3B S H O
LT F =27 U T T AR 30mL/min KD b O
c FEIRAICTIE & 72 D PR (B« 2k, BYEOIREIERF R, L) | X
X ALT 2N EYEE BIR D 3 {522 5 6D
5 [=ZEmE E )
R B JEWEME VIE O3 UEENE DVT UTERN: PE O#E4A (7272 L PE O Al gEMER
BETEXRWHRIKAHDELE 2 ETe) )
(B EEM R H ]
< JEEME VIE UEEME DVT XUERYE PE GEESER) ] IR 0EA
- JEfEVE VIE UEfErE DVT UJEfENE PE GEEZER) ) . 2., itk
A LD ZE DA )
c KAA AVERE (B RhE SR IE H O S AERE R T E KRR H L OES)
Ak [FZEFHmEE ]
R H AR H I

(& GHEE E ]

« K7 I X E R TR 2R W SR A R & 72 2 i *
- IR

< D R

¥ [VBEQ)BET—F v r— ] OH R




ARICE T SR

RG] | U N—a N RE 189.56 H, 7 EAREE 189.56 H
fi AT A I ANME BRI B 2OV T, ITT e SRE M T E s G- i o 7 — 2 1255

&, I A—nX PO TT RIS DB (WA EKYE 0.06, TER
HHIM (6 Xix 12 » A) ZJgL L72@hl Cox N — FETF /L (L& &
GRE, Aie (U AA—o x5 0303 VKA) ) ] 2MEELT-, Zathid, 44a
PR Xt GEFINEBRER 5 T o7 — 2122 & ) EhlL722wy Cox i NF—
ETNEHNTEEHM OB AT 72, 77 B AR TERZHMAREI L 2

Mnoizt=,  exact log rank FE & V7=,

CERIED

BWEEERMEIEE  CEMENE VTE OF%) OREEIA T, AR 1.3%,. 77 R RET1%T
b Y| EMEME VIE  (EFEME DVT XUISEGENE PE) OFRIMENCOWT, AHID 75 B RICk
T HEEIESREES N ONF— R 0.18 [95% 15 #EIX M : 0.09-0.39] , p<0.001) ,

BAWEEETHER O RERER
CEfRIEFFARMIZZAZE (VTE) DFEH]

ITT fift ot SAE
it ik TERGHM (6 XX 12 % H) %8 & LicEhl Cox il — FEF N kR  HEHELD

BivEsE (U S—m X H 0 XiE VKA) ]



ARICE T SR

[Zz4fE]

e TEFHMEEE (B HM) ORIEIEIT. AFIFE 0.7%,. 77 AR 0.0%TH -7z,
AAIFE TR DAL 4 B 3 FlITHALE i, 18T HRESL TH -7,

TEMEHEIEB DM
F LI (%)
Un_—oFHP v 77 R
(n=598) (n=590)
BRI A
g L SR TIR 2R W SR R B9 1 [ RE & 36 (6.0) 7(1.2)
78 %5 M
FERHEE A
K72 4(0.7) 0 (0.0)
BEIR & 72 - 7= Hi i 0 (0.0) 0 (0.0)
EIH R I8 1T B H 0 (0.0) 0 (0.0)
2g/dLLL ED~F 7 1 v BIKTF 2485 i
3 %\ 2 DL ORISR H L 4.7 0 (0.0
BERTIE W ASERRAIC R & 72 5 32 (5.4) 7(1.2)

LRV REHNRRER G T (RBRERGR TR 2 AR ET)

1) @FIRMARZERE (TRABFRIRMARAE K Ol AR ZEARAE)  DIGHE K O FFFE ]

A THEBINIZRAOER AR, @A, BRI GMRER IR AR E 30 ke 2248 E 8 %
OW 3ERITY N—mFP R L LT 15mgx 1 H 2 HABICKROKEL, T0%I1T 15mg % 1 H

1ERFZICROZEST 5, | Thd,




ARICE T SR

(/MR

AR TITRBd S & LT/ NREEENR O TWD Z &b, AT 2 HEat 772
RERREZ AT 72 x> T,

EEHRIEI4AEER EINSTEIN Jr Phase II (5%E& 14372) 3®

R4 EINSTEIN Jr Phase I
BT A v | Zhusk R, BIEA(L, FEEM. SRR, WATRER bR
pSE /NREVE VTE B (18 k) 500 61 (5 B HAN 6 i)
REEREICRI LT, L FOBRIMEENRE S iz, HERSRERIK AR E (eGFR)
2% 30mL/min/1.73m2 K5 O B3, 1R O/NRIE, 1BBREmHmECHEE L
975 X—k U FANVME T VT F=UEEZB A5 EBE (1L E 2 ERmOH AR
MNP, TRBREEEHEE THE L7 eGFR30mML/min/1.73m2 A iZ 0249~ 4 Ifi.
B2 V7 I =218 0.93mg/dL LA LD BE)
H Ay NRAEME VIE BEICHBIT 5 U N—a X R B OF LM & VRN % ek
L RErT 52 &
7k
#1: FEHARARA VTE &2 ) N—a £ 53 20mg (HAATIZ 15mg) # 1 H
1 [ R OBRTE R ICHIYS 45 X O (R CRfjsk
2 2 AT O T —T VEE VTE BEOLA, FERGHMIZ 1 » A, TR
BEMEIX1 » AR SR E L., IAKREYMIZ3 » AfME Lz
3R TEANY T IVTE ORI L OFEIIE] 2 LT, 74280 X
7 A1 IVTE O3] (25 U TIEARFARAG
B TR 53RV 72 < & 5 B, ~"NU > CRAOE., Ky F8) Xix
TH U EN) X AL AENRIEESZ T H L & LT, WAk EA T LT R
B ENEER G S 9 AMLANIC U N—a P80 IEREEIC 2: 1 Otk
TEELEIR T L, KECHELZHBELOHED U N—1 530 IR
EOWT N EE LT,
EASRINGLUE | - VIE CEEZW S, BEEEO~Y > GRom, K0 F&) I 7+ 4
R X7 A KB 0REEZT, Le b 90 B OHEEEEEES LE L
THEHZOH AN 18RO/, 72770, 20N T —7 )V VTE
O/NRIF, A< & 30 BRIOBUEREEEAZMLELT580
© 6 7 ARMIZLATIZEY T 508
-HAERFO A s 37 AMEILLE
B0 fE S HEERORERN 10 AL
-RE A 2600g LA




V. BEICEI 5IHE

e BRANIEUE | - PUREIEN AR L 72 DIEEMEHIL S 5 VT Y A7 253550

- eGFR 7 30mL/min/1.73m2 KD & D, 1R O/NRIZ, IBBRFERZEET
HE L 9TE = A A NVTEZ VLT Fo i@z 200 (1l k25
R D BA NN, BB EG B E THE L7Z eGFR30mL/min/1.73m2 A
WS 2 1MmiE 27 VT I = 4H 0.93mg/dL LA LD H D)

cBERMICIIE E 2 2 MY 27 RN D EEEEEEZ LI FREROH D LD, T
ALT N EYEE FFR (ULN) O 5282500, XiIMEe UL e ULN @
QR HAEBEE Y LE DR 20% 2 B2 5HH D

o MRS 50X109L A D & D

. i‘@%ﬁu 95 R—v U XA NEEZBZ DR L2y he— L REOEIEEH

HH O

HAMTHEN I ARMEEZONIEERESIEZRETSHD

- CYP3A4 KON P-#E# > /37 (P-gp) ICxt3 258172 HFEHK, XTI 72
CYP3A4 FHEILOEH &G MRBIEE G TES N TV D H D%

A5tk [E=EFLEE ]
FEAIGIE B SEEME VTE O3
[FIREEAGE E ]
JEWEME VIE OISO XEG MR o BAE o e o EAL
[Z DM OFAEIE A ]
* Net clinical benefit (EfE!E VIE O3 XL E K72 i)
< BRSO MEEFEM O AR o FE L OEAL

Freetyin [E=EFLEE ]

R H BRI T E R T AR WA ERRAICRIEE & 72 5 i *
[ DM OFAEIE A ]

- A i

- HEREG

o A

¥ [IVEQ)BET—F v r— ] OH R

ZoMo [ EWBIE. EH%E. KT 20y T OEEER O &
#F{iE H

SR G | EE& G HIM O M ()
< 2L EDOBE R 2 AR OIS T —F LB VTE B

U R—m 3 N8 88.0 H (91.0 B) , Tk ER :86.7H (91.0 A)
« QI AN D T T — T VS VTE B

UR—m 3 N8 20.8 B (32.0 BH) , Tk ER 295 H (29.0 B)
AR5 (EERGR E OEE RS HR) o FHME (HofE)
2L EDOBE RO 2 AR OIS T —T VA VTE &

U NR—a 3N 8E: 149.0 B (97.0 BH) , fEREERE : 146.3 B (98.0 H)
c QAT D T —F )V VTE B%

U X—m 4 N8 609 B (58.0 H) , fEkiEiER :62.7H (63.0 H)

FRATRHE | AR R B RN MR AEIN T SR 2] PRI ) 1o T
7N, AT B ORIKEITE 12 >\ T R85 IR T RO SR — &
(=30 B RTRE S & ORRBUEIE AR L,

GO LI A D72 < L b 1 MG SN BE (2 AT 5 G )
DV TS, SRR 70 B RS AE 5 2 B %% TICEHL L 729 =T o
LS B T L LR LT, & 7 bk LEREIE A C b 5 B L
LA T A BRI R & 72 % HLIC SV, JEBUEIA B O R B
EEEFI U, £7o. BRREH ISV T, i, R, ATEHIC AT L7,

pa(lt




V. BEICEI 5IHE

[y =]
(o US—u YN R PERIRIERE
fEeC%) (n=335) (n=165)
Bk 175 (52.2) 80 (48.5)
N
HA 271 (80.9) 124 (75.2)
HA 13 (3.9 12 (7.3)
VPN 20 (6.0 8 (4.8)
EFNN 4(1.2) 2(1.2)
Z DM R 72 LR ORI S T) 31 (9.3) 21 (12.7)
FERRGR) . T AR 7 11.0+5.8 11.3+5.7
12~18 % AT 184 (54.9) 92 (55.8)
6~12 AT 67 (20.0) 34 (20.6)
2~6 A 47 (14.0) 22 (13.3)
0.5~2 7% AT 21 (6.3) 9 (5.5)
0 # H~0.5 %A 16 (4.8) 8 (4.8)

i (kg), T+ 1 V{22 (4 D

46.7+29.2 [2.7-135.2]

45.7+26.9 [3.0-159.7]

A>T v AVTE

Fid e A i i 74 (22.1) 43 (26.1)
77— )L VTE 90 (26.9) 37 (22.4)
AT —F L VTE 171 (51.0) 85 (51.5)
JEGEVE VTE 271 (80.9) 136 (82.4)
JF Kl
eI ek 1 62 (18.5) 25 (15.2)
— P fE R A 1 151 (45.1) 82 (51.5)
gt K OV R K+ 90 (26.9) 25 (15.2)
A HM 31 (9.3) 25 (15.2)
EpfERIK
TSEWEA A 40 (11.9) 16 (9.7)
EEDNAY | Zri i) 63 (18.8) 20 (12.1)
T YT 96 (28.7) 46 (27.9)
FLEIR Y 7 — T VR 90 (26.9) 36 (21.8)
KFEM £ 7213905 78 (23.3) 42 (25.5)
s S N = AV 3 (o = = 2 & Y ¢ 53 (15.8) 24 (14.5)

A IVERRAT R S




V. BEICEI 5IHE

[ 2hE]
FEREHMICBNT, AT EFMEE (GEEE VTE OfF%) ORBLEIG I, KR
1.2%., PERIEERE3.0% Th o7z (NP — Rk 0.40[95% 5 #E X[ - 0.11-1.41])
BRMERIKGEARE B OEfEME VTE O3 UXESMRE F o BIEGME O Mg oEL) O3H,
BATE, ARARE 1.5%., ERBIER 36% TH 72 (4 v Xt 0.41[95% 15 HHXH : 0.12-
1.36]) . fFhnE. REUIARFIOAITE OEIC X D8 5032 BEMEIX A b e o Tz,
F O OFHHIE H TH 5 Net clinical benefit (GEfFEM: VITE OFR X ITE K M) OFHE
B, AAEE 1.2%., TERIEERE 4.2% Th o7z,
JEWENE VIE OFR 2 Eb WG RAE Fo TIego Bl OREEAT, AAIRE 38.2%,
TERIRIERE 26.1% ThH - 12,

BAXNMEEHMMIE B D
FHREBLBIE CEBLIEIE %) Y — R (HR)
U S— i N B TR R X
(n=335) (n=165) Ay Al (OR)
[95% 15 #HE X [#]
EFRHilE A )
SEEPE VTR 00 % 4(1.2) 5 (3.0) HRO0.40 [0.11-1.41]
IR R T H
SEMENE VTE O 5 L EE 5(1.5) 6 (3.6) ORO0.41[0.12-1.36]
et o mAe B o Al
Z OO FHETE A
SESEGENE O ARG D 45 HE*
EF1k 128 (38.2) 43 (26.1) OR1.70[1.11-2.58]
U 129 (38.5) 75 (45.5) —
EAv7p L 16 (4.8) 13(7.9) —
AL 1(0.3) 1(0.6) —
S ASBE S A BA 57 (17.0) 28 (17.0) —
Net clinical benefit** 4(1.2) 7(4.2) HR0.30 [0.08-0.93]
* R 25 R OV G R T RO B R A 2SR FTRE Cdb o 7o B T JEWENE VTE O A1
D IRNEHF

¥ EEEYE VTE O XX E R 722 H i

B IMEARAT R AL/ 3= 224 5

fRNT T - AEEERMEIE B/ A T v 7 ALY b [MERIRIAImAEAE (CVST) . 7 —7 /VES VTE,
HEHT—T NVEEHE VTE] Z& & Liz/Ehl Cox e — RET IV QLR . BER)
BRI L ZF OMOFHIE B/ 2 P27 ¢ v 7 BRET )V AR 5HEOA T v 7 A
ARR) By XETL GEER  REHROA T v I AA NN AT I AL
Ny hTERI LT van Elteren @ J 28T A R v JHRE



aEICET SIEH

[Zz4fE]

TEBREGHFEICBN T, el EERHHEE (FEARZR I SUIER TR WK
(. AAIRES.0%.

LB M) OREBEIE

I T RE

PERBIERELO% Th o 7- (N — KLEE1.58[95% 154

X : 0.51-6.27]) . TOMOFARIEH Td 5 EAZR HMORBEBTESIL, EREERFL2%, K
FIFETITRRD e o Tz, OB BEE iﬁﬂﬁmm>%%%$ﬁf IO LN
77,
LTEMEHIE B D
FHR BB CEBLIEIE %) e R
U R—nm o8 R DA IERE o) f=
(n=329) (n=162) (95 %15 %8 X ]
T EFHmE A
BRI SUZE R TR WA 10 (3.0) 3(1.9) 1.58 [0.51-6.27]
AR A R & 72 2 .
Z OO FHGIE H
7o 0 (0) 2(1.2 —
SHEN 0 (0) 1(0.6) —
il 0 (0) 1(0.6) —
HRTIT ARV ERRAICRIE &
7o % i 10 (3.0) 1 (0.6) —
L& 4(1.2) 0 (0) —
Gt de 1 (0.3) 0 (0) —
ST 1 (0.3) 0 (0) —
= 2(0.6) 1 (0.6) —
A e 1 (0.3) 0 (0) —
PR 1 (0.3) 0 (0) —
Z DO FHIE H
- 1(0.3) 0 (0) —

L AEVEMRAT X SR I 3 S - J )

) AR THAGRRE NI NEO ER ORI TV IRRICET 2HE 8. llELUHE] 0HE2ZROZ L,

[ BARNEATOR M - Z22k]
HAR AN

DO2MEVTE B, AFIHE 4 6] (£ 0.6 » H~4.25%, 2.7~12.7kg)
ERE2 6] (4% 0.9 » H~1.5%. 3.0kg~8.Tkg) TH 7=, TEHKGHAM S, AAFIRE,

N3
wek

PRIERE & B ICAZME T ZERIMIE E TH DMEMRNE VIE O fR380 MEE M o kg o0 AL ITEE
Sivipinote, wetEFEEFHITE A TdH 2 ERR M ST E R TR WA ERRAYIZRE & 72

5 Hjljﬂl%)mu 'p) Eﬂ’biﬁ?ﬁ)o 71:_0




ARICE T SR

CPRMTEZMRTROREDIEEEE(CE TS M - EieRAOIF)D>

(Al

E R FEE M5B VOYAGER PAD : E#ifEitER (58817454) 2

s

VOYAGER PAD

BB A

Sk LR, EAEAL, “EER. 7T R RRR, WATRERI b, Xy k3
T ERE R RE AR ER

PIE S
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Y= P N8 331.8H (—1MA:301.7H, S—+B:3374H) .
TAEY £ 336.4 A

F AT

HhMEF A E B OfATIZ. 23— F AICHANRK O S— B TEEL BT X
NiZEREDOI L, D &b 1 EEREORG2Z T -EBFE 2RISR E L, 1BRIK
DOWEFE G5, IRRERGEK T ETOHMICB T AT —FIck3x, BREHE
FEH LT,

LAEMEDNTIL., AT REMN & FEOEMZ SR E Lz, LTSk
VEIREEMIE B 12 oW T, BB YRES M H& 5% 2 B B £ oz
LRBABNGEZHEB Uiz, [TEXApHM RO TERK T2V EROICHEL 72
HHIM ] oW T, BERNCRBIEI S 2R Lz, FaNCHE Lz 7 7 —Tfif
Br& LTy i, PERI. AR, BiR, #Hillk, ~—X7 1 ® eGFR, {K&E. HIiA
(P N/ BTEEE R E) % a2 SEE LTz,




V. BEICEI 5IHE

V-l AR AR 2 (DA

62.8+11.16 [44-82]

59.2+11.11 [39-113]*

[FEE =]
N— kKA N— KB
FIE(%) | UV R—m Y N8 | U N—m YN R TAEY B
(n=12) (n=66) (n=34)
Bk 7 (58.3) 36 (54.5) 23 (67.6)
N
HA 8 (66.7) 40 (60.6) 20 (58.8)
HA 3(25.0) 8(12.1) 1(2.9)
VDN 0 (0) 14 (21.2) 7 (20.6)
HARAN 0 (0) 8(12.1) 1(2.9)
B0 A
;Eg)ﬁﬁ (e Lz 1(8.3) 4(6.1) 6(17.6)
LS N
A+ 2.5+0.67 4.1+1.74 4.2+1.80
R E(kg). i ) .
A e 2 [ 13.8+2.37 [10-18] 15.8+3.66 [10-25] 15.7+3.14 [10-23]
D% (bpm). ) ] .
T 2 [ 110.7+13.38 [93-132] | 109.0+16.40 [60-145] | 106.6+15.47 [68-157]
IS HA 1M (mmHg) ) ) _
T 2 108.7+8.76 [95-121] | 99.3+12.76 [68-129] | 102.3+10.56 [80-130]
YEAREA M (mmHg)

62.9+9.01 [44-82]

Fontan T & {R5R 3K

. (n=12) (n=64) (n=34)

?g%iéﬁé%gﬁgﬁ] 11.6+16.77 [2-61] 45.3+41.21 [2-124] | 36.7+34.52 [2-117]

=30 H 11 (91.7) 31 (48.4) 19 (55.9)

> 30 H 1(8.3) 33 (51.6) 15 (44.1)
S RIS B TEEE

SERVE =9 PABHE 1(8.3) 28 (42.4) 13 (38.2)

Fe MBI R E 5 (41.7) 20 (30.3) 8 (23.5)
Fontan iz

DI I 11 (91.7) 61 (92.4) 29 (85.3)

Z DA, 1(8.3) 5 (7.6) 5(14.7)
BR#EI &V 3 (25.0) 30 (45.5) 21 (61.8)
IRy TV R ERE OFEE

GORE-TEX 11 (91.7) 53 (80.3) 23 (67.6)

RESTT b 0 (0) 1(1.5) 0 (0)

Z DA, 1(8.3) 12 (18.2) 11 (32.4)
AR (Priied) (n=12) (n=64) (n=34)

FAEY v 5 (41.7) 43 (67.2) 23 (67.6)

~RY v 6 (50.0) 12 (18.8) 6(17.6)

INLT7 7 0 (0) 11 (17.2) 5(14.7)

FUAIL DI BRG] 3« LRI R G % n=65
(A 2hE]

NX—h B IZBT2HEMNEFEEFEEED [ffeta <2 b (FICUIEIR) ] ORBIEIAIT,
UR—a PR 1.6% (1/6461) . 7AE Y RE8.8% (3/344) Thovz, IMmietEA -~
Y FOWFRIZ, 7X— K B O U AN—m X PN URETIIMERIED 1.6% (1/64 f#]) . 7 ALY
URECIIEFIRMARIEAS 5.9% (2/34 1) | REIMAEMZEF N 2.9% (1/34 B) THo7-, 728,
UoR—a FH N OEYBIRE - I FE RGP LIZ3— b A IZBW T, etk as <v FoRE
FEIX, 8.3% (1/12 41, HRiiesE) Th o7z,



ARICE T SR

BENEEHmIE B DM
HER BB CGEBLEIA %)
[95% 15 FE X[ (%)*]
R—FA X—F B
UR—m N | U N m N R TAEY R
(n=12) (n=64) (n=34)
ERFMAR 1(8.9) 1(1.6) 3(8.9)
MLRFE £ =2 b [NA] [0.0-19.8]
(EIR ST ENR) T
R A b 2 0 (0) 0 (0) 1(2.9)
Jili ZEARIE 0 (0) 1(1.6) 0 (0)
FrR AR E 1(8.3) 0 (0) 2(5.9)
BMR/C PN AS SE 0 (0) 0 (0) 0 (0)
Z DA O AR SE 0 (0) 0 (0) 0 (0)

HINERRAT R GEMNRBRIEOYIRIBE 5.0 DIRBRER 5K T £ T
¥ %= K BIZoWTHEH, NA: 0 Xt 1 floBEEHERKMEITEEET,

[Ze41%]

N— I’BIZBIT D22 FEHMEEE (ERAR M) ORBEIGIL, UV AA—m P8 1.6%
(U64fs], &iifn) T, 7AEY UEECITRRD bR o7, 7B, U x—a 3 o3y,
HE « FSFEME L2/ 3— FAICB W T, BERARHIMITERD HRioT-,

T MEHEIEB DM
HER B CGEBLEIA %)
[95% 15 FE X[ (%)*]
= A X—L B
A= e AN U R—m PR TAEY R
(n=12) (n=64) (n=34)
FEFHEH 0(0) 1(1.6) 0(0)
R 7 1 [NA] [NA]
£ H i 0 (0) 1(1.6) 0 (0)
B E B
TR T LA B 1 (8.9 6D A
IR & 7e B H ) ) ) )
ETE 0 (0) 0 (0) 0 (0)
FEREILE 0 (0) 2(3.1) 1(2.9
Al 0 (0) 1(1.6) 0 (0)
iz 0 (0) 0 (0) 1(2.9)
& 1(8.3) 1(1.6) 1(2.9)
AR 0 (0) 0 (0) 1(2.9)
A H . 3(25.0) 21 (32.8) 12 (35.3)
£ H i 0 (0) 7(10.9) 3(8.8)
EERTE e 0 (0) 1(1.6) 0 (0)
THE AL 0 (0) 0 (0) 1(2.9)
A 1(8.3) 3(4.7) 1(2.9)
1fn A 2 (16.7) 7(10.9) 2(5.9)
R R 0 (0) 14 (21.9) 8(23.5)
INAF o2 T —
S R 0 (0) 2 (3.1 0 (0)

LRI R SR MANERIEOYEE NS EEKR TH2AB £ T
* %=k BOEKAHIME OCEKRK TIE RO AERRANCHEE L 72 5 iz oW THE I, NA : 0 I 1o
BAEEXEIIAE ST



ARICE T SR

[ B ARNERATOHNE - Zatt]
=K BIZHW T, Fontan Fifig D HARNNEBEEIL, UV AA—a R H R HE8H], 7 ALY
VRE L BITHoTe, VA= X RURE TAY Y VRS LICAREEEREMMIEE TH DI
A o b (FRIRSUIENR) 13580 b o Tz, et EEIE B TH 2 T K i
T, U —a AN 8 Bl 1 FlZED B, TAE Y UEETIHREO LT, 72
. Fontan FIE O BARNNUEE X, S— M A ZIFHANR»- T,

2) RE MR
BB L



V. BEICEI 5IHE

(5) & - MBI
OREEHEEZIRE LI-BEREREHER (55 11325) 9
60 % 2L o> A A N Mt sl 55 22 64 BIlICAH] 10, 20, 30 KUY 40mg T 7' 7 B R Z I REZIC
HERRA®RE L, ZOREER, AHl & ORRBEBRAEE TERWAEFRIT 30mg #£T 4 4
(GEUL, Mgk, M7 27—V | 40mg BT 26 (> R g, SR M)
IO LN, WTNORETH Y | EEIEKMICHIE . 25 G EFLITRD b
Mol 7B, MAERETORBKREEIRNFZHN AT A—20 EARTHENhoTzZ L
5. 50mg H 5 L5E M S o T,

QEEESHEENER L LI-REHREHREE (G5 12026) 9
65 LA D QA NGERE s 5 2 36 BIICAAK] 10, 156 KT 20mg 2 1 H 1[5 7 H I FAER A #%
B LTz, ZORER, AEIE OREBENEE TERWEEFRIT 10mg BT 1 6] (FHD) |
20mg HET 14 [ALT, 7 AT XUB T AT 2 —F (AST) #h] 1238 H7=78,
WTRHEETH Y, BEEUIHRICRIE L R 5 FEFELITBO N2 o1,

(%)

HDEMENESED

ENFEMFERR GUBR 12620 : JJROCKET AF) 29 [281) 5 EB54E HMAT 7> & LL T Ofs 235
Lz,

DBEEEE

ERNFEIMHRRORN—ZF 4 VRICPFEERESE (L7 F=027 07T %30~
49mL/min) ZH T LHMEH (n=141) X, AFIOHEL 10mg & L7z, ZHHDREFNZKIT D
LA ERHGE H OFEBLER (27.76%/F) 1%, 15mg 235 Z 7 B B HERE S R B B
EBHE (50mL/min LA E, n=498) OFIIE (15.64%/4F) I[ZHE_@ETH-T=, VL7 7V
VDO EEREEBREICRBIT AR (22.85%/4F) LEEXTHLEMBTH 7208, EARA
i OFEBLFRIZ 2T 2R o T,

B, 7 VvTF=r7 VT T A 15mLImin Kl O BE TIIHG L TR0,

Q=

ENFEIRRBRICIB T, 76 sl EOMAER (n=252) [Z351) 5 L2t FEAHHE B O %5
B (25.06%/4F) 1X, 75RO 7HEN (n=387) TORBLE (14.18%/4F) |[ZH~EE
Tholc, VT 7 U UBRHZEBT S 75 il EOTSEH (n=246) TOFREBIER (16.95%/4)
EHRTHEMTH o7, BHENH MO RBRIIAFIRE TR > T2,

—Ji. 75 LA E TCOBEMEFEFAMME E ORBIEE (2.18%/4) 1E. 75 A O FAE
(0.72%/%) EH_EMETH ST, VL7 7 U UBERCET D 75 L LD EER T O RIE
F(4.26%/4F) LHEAEMETH o7,



ARICE T SR

ERNFEMAERERICE T 58I KEAREN (Fini)

(%/4F) 12, L 100 AMi7=0 0 TERICA > MARIT 5 BER AR L, UFORICE 0 F5LE,
(%lE) = (1 > | % B LT W Bl 5 et O U8 F 40> 2 FHX100x365.25
NP — REE[95 %15 HE X ]

QIEAFE
EPFEIARRRER I T 50kg LT OISR (n=57) 12361) 5 e F R E B 08 8l
£ (43.99%/4F) L. 50kg ZH X HFIEN (n=582) TOFRIE (16.22%/4F) IZH~H
fliChote, V77 U BHZEIT D 50kg LA TOMOHER (n=74) TORBLE (16.52%/
) LHRTHLEME ThHo7R, BHENTMEOERAR MM OFERIZE L e oTo, —
50kg LA T COAZNELHEFAMIAH ORIER (1.50%/4F) 1E. 50kg %8z 5 HEM TORIER
(1.24%/4F) LHANEETH 7208, U7 7 U UEHICBIT S 50kg LLT OERSEM TOR
JER (5.30%/4F) & HAKMETH T,

ERNFEMAERERICE T 58I KEREN (RER)

(%/4E) 1Z. B3 100 AN4720 O TAERNZA XV MO RBTHEEH AR L, UTORICLVEHE L,
(%IFE)= (1 X F & 3B USRS A 0285 0 504 51)%100%365.25
Y — REE[95% (5 X [#]]



ARICE T SR

@FFIEE

[EIP9 M NESM B ARG BRI 23 WV T ERARATRE (BERT &, BIETREIEAT &, ITREAS)
XIF ALT 23 EUEE RO 3 5488 2 2 IR Lizlzd, T O DBFICET L7 =21

B HITWR,

(6) SR mAIE A

D ERAGEHRE (—RERKERE. HEXRARERE. ERABRELERHAR) |
HERTRT —FN—RARE. RERTERERFBRONR

(AA]

O EEAMERE (SPAF) —FHIEEMOEMDEZICS (T L2EMNEMFEPRUVESHER
FEDFIEMH — (] T)

H i FEFIESEM DM BN BB (2 B 1 D i M I 25 T M V4 B PR ZEARE 0D FESE
(SPAF) O7-IZAFNZER L-BE 2RIz, EHEETICRITDHRM

ORWER., BIWEAORIVRIL., et T E IR BL2 525525
NAHERNEZHRT D,

TS gk gk 5 =

JE B %K T EERFI S 10779 #1 (HEAEHI%L 10000 4))

TR AR S THEHAR - 2012 4E 4 A ~20194F 3 A, HIEME K& 7T4EM

ZRVERFFEE  |BIERAORBRN., KAERFICBIT 2722, BEEOHL2BEITBITS
et BEMEGICE T 2 Ret, ARG oK Nt EERR 5 2=
F W BREICBIT A e

HWMEMRFITEE | SPAF (2xF3 2 AKIFEHERE NIk 28201

EERAN T [Zz4=1t]

- ARMEMRAT RS 10664 D H B 1416 B (18.83%) ICEWEANEEH L, N
RIS I 143 B, IfLfR 96 i, & 94 . Fz T i 81 1 &% OVE B Hii
65 % TH -7z,

KA EEE (KE 50kg LLF) BT 2EIERREIRE ST 144%
(296/2057 #l) T. KE 50 kg BDOBRF BT 5 EMERRIRES
[13.2% (1035/7865 f5]) 1 & B2 Z22IT78 0 L7 o7z,

- BB OEERERE () BECORMEAREIEEIX 171%
(819/1870 #i) Toh v, BT M) BF TCORMEHBHRE S
[12.5% (1097/8794 f51) 1 L0 @Eiroiz,

- BB GICB T 2B LT, BHERORBLL, &5 T8

N DAL AR N> 7=,

- BIVEIESE (RFIBEERT30 HRE) 12T 7 7 U U aMEH S -0EE T2 v
TR ERHINEEF TCORIERBBEEASITENZEN 13.8%

(525/3808 1) KO 12.7% (209/1651 #l) TV, FEREEZ L OREH)
TORWEMAIIRES [11.8% (458/3890 i) 1 &L HAMEZRZEILZRD B/ )
>77,

[B2h14]

- BHIEMAT RIS 10628 B> 5 B BRINEA X b GRIPERAE R, i

R zs i FE PR AR R FEARAE K OV AR ZE) 1T 350 il (8.83%) IZFRD D
T A X2 MEBIERIT 1.32/100 AMETH - 72,




ARICE T SR

OB EEARMERAZE (SPAF-QOL) —FERREMLDEMBBEICET2EMEKNEPRUEH
MEREDREENSG (QOLIRAE) — (#¥T) 3

H UNT 7 ) R ERROIRIRIGEEE N AF (B84 oRBICLvdEEIND
DR T DL Ebic, AF BER) OFEHAERETICBT 2 RMORIER. &
TER ORBIRI., ZEMEITAIMSIREEL 52D LB LN ERNEZE
BT 5,

BV kg 7

iE % AR EIE S E 694 61 (HEEREBIEL 725 1)

AT TAATHAR © 2012 4F 4 A ~2016 4F 3 A, #IZMIR - 6 » AR

FmEEA BERE (ACTS &ff - Flzg A =7, TSQM-II A zh - BIWEH - FIfFEH: -
R R A 2 77) | HL, A ZERRE

T RER AP 3 XX 6 » H#% D ACTS Afnf A 2 7 13 G5-5MER L 0 b B RICSGE

L7z TSQM D 4 5D A a7 b [EEEICH E Ik E LT,

A THF L NEEERIZIZEITH QOL A 27

BEREE AT G | 3w Atk 6 » Hk

ACTS At 51.0+7.6 54.6+6.3*% 54.5+6.5%
RS 10.1+2.8 10.2+3.1*% 10.1+3.1%

TSQM-1T | A%hiE 61.3+13.4 | 65.1£13.0% | 65.5+13.4*
ml{EH 82.5+20.4 | 86.019.2* | 87.0+19.4*
FIMEEME 60.5+13.7 | 67.1+13.1* | 68.8+13.1*
AT EE | 59.9113.9 | 65.4+F13.5% | 65.6+14.4%

*p<0.001 (14EA t-#7E. Wilcoxon £ SNEN AR E)

ZAERMEMNTRE 691 D 5 6 59 fil (8.5%) IZEIERNEILL, WRIiT&EH
8 %, Mg 66, KOF FHim5 % ThH-o7-, 3961 (5.7%) IZHIMm 2%
HL, 205544 (0.6%) NEKZHIM, 141 (0.1%) NEZHHAHMLTH
STz, T2, BRIWERATRIRAES] 665 B, 4 ] (0.6%) (2R IMERNZEH A
FIE LT,

QOL: quality of life.

ACTS: Anti-Clot Treatment Scale.

TSQM: Treatment Satisfaction Questionnaire for Medication




ARICE T SR

O EEAMMERE (KA VIE) —HhilieZEefE R CREFIRMASEICH (TS EAXRETTD
REMRVEDMEORE— (RT)

H iy DVT KO} PE OIBHED = OICARFN 2 H L BE xR, FHEETICE
T ARMOBIER, BWEHORBURIL, M XIS EE 525
EEZONDERNEEITRET D,

ELESwEY kg 5 5 L e A 7 oo BF

JiE 4K T ZEalE R 5L 2396 1] (B FESEFI %R 1250 #1124 E)

TR AR S FRASHIRE] - 2015 4E 9 H ~2021 4F 3 A, @B - 2 4E[

ZEVERFITEA | BERORBERN, (KAERFICB T 2 %eMt, BEEOH DL EEFICBITD
ek, RHE SIS 2%, AFIRG Ao 0 E SR G %%
W BEICRBIT S

HOWERFITER | DVT KO PE (%9 B AR IR ok 58300

EEVA [Zz41E]

< EARMERRNT RS 2387 Bl H B 304 B (12.7%) [ZEIWERANFEI L, NR
W, MR 35 . & 23 {4, S, RS KOV A& & 14
. AUTBIOWFESER T & 12040% Th o 7=,

ARIREESE (KE 50kg LLF) (2B 2RIWERZEEEIGIT 11.6% (61/526
) THYH ., KEN 50kg MOEE BT 2EIEHARBES [12.4%
(2211777 f511) 1 L W72 22ITFE O bl o T,

- BEHBRALARFICRRER T ) BE CORIERREHEIAIE 20.8% (46/221 H1)
Tho, BHEE M) BF CORWEMAEBEE [11.2% (241/2148 #i) ]
KEnrot,

- BB GICB T 2B LT, BWERORBLL, &5 MBI T8
NS DAL AR Do 7=,

« HEFFHIBIR D T2 OICAR 2 & 5- ST fEB] 362 FlIZRBUWT, RTAIEIE (KA
5T 3 B A ISR 1 HUEEREIFE D & 5 S 3L TV EF] T o RIE %
BEIAIE 8.9% (21/236 #) ThH V., HIERIEL L OIER]ITORIEHFEE
#E [10.3% (18/126 651]) 1 L ZEITFBD NI -T,

[B2hiE]

- HWERAT RS 2386 il 5 B, PE X% DVT OEFEEIT 2.2%DJEF] (53
) IR BT,




ARICE T SR

@R EERABERE - 1 7Y L)L MFEEAMERE (MR Fontan F1iTk) (Efes)

HEY

/N Fontan FINRMEHFEZ R E LT, AAIOMHEETIZRIT 5 HifLo
FEBLRDUCBES D168 ( THuf/MEAI R OFE 2 T v o B PE AR BB 11 2% Al
LB . TREIREIZRIT 2%t . TCYP3A4 [HER L OHFH] |
KO TREEEDHLEBHICET DREN] KO TR G ORE 0 HikE
BB G 22T T BEICRBT 2 Zael] 258t) 2L L., b - MR
T 5, £, MRt N OFEBURPUBIE S HIF R bINET D,

ELESwIE"

B 2

TEGIEL

BASIERIE - 50 5] (ZaEVEMTSIER])  (Frds, JEFIERIHIR NI B ARE
BB B U 72556 T b IE BB G AT P 30 BBk 2 ke 3 %)

A A Y] ] 2

FEha T E W © ARZHRE TOIBMUARE A 225 2.5 4R

JEGI S ST EWIM - AEETOBMER AN D 2 FM GRG0 55
WEBIOIER G B AT L F 5, /o, TOHE fisk N TOREROEHMEIE
T 22LLT D, )

BRI - FEME, BEFARBEE XTI C DT DI RAIRE L R BIRWRY | A
AR GRRGN O < &b 6 p AMBIE T2 L &L, KRET 2 FfiEF
ECIEMRELZTT

ZAAPERFE

ML, Hr/ A e OEAR T v A FYEfREABR ISR & OPFH. BRI G-I
B o LM, CYP3A4 HEA L DM, BEEOHLEHEICE T D LA
PE. ARAIB G AN ORE O PR 3R 52 521 TOIZ B IC B 1 D etk




ARICE T SR

QHERFTEHT—IN—XHE MR VIE) —AFIFERERETICHITHHMAEBTRIRR - BHME
VTE HIFKR— ($&T)

FHEHW INROVTE BE Z2 55 L LT, AFIOMHIRE Tk 5 H oKL

B9 B A2 IV L, FRalAZFEE - Bt 5, £7-. H8U%E VTE O3 8

PRI BEE T 2 1 B IET 5,

FHEWCHNE T | AF AL - F—F - Vg viF—2_—2 (MDV F—& _X— %)

— A NRN—2 H|Sf2EIA1IB~SM646H 30H

M. %A1 aR—FFHA v

SE 5% FHANHAR] (F34E 1 H 22 H~Sf64E6 H 30 H) AR N KE S

7=/NEVTE B (RKEIORAIOLST B & [F I VIE Sk 5 5 B4 35

PRTCE B 18 AR O BFE) 97 i

T RNDAESE | < FEIFMEAE >

- EERHIM O % 292 i, @QEEN M, @IRN I, @ L5
(B3 Hif, & F A& i

<RIWRGHEE A >

- {3M: VTE : OffiiegEeiE (PE) . Q&S IkmaesE (DVT) . @%F

D> VTE
/PR BERCCEE 2 MM - Offitim, O i, @z H %
7R BT 0 b LOFEIBIELD DT S DREROBRICIZRA N D 505, BB

THEIFTRBSIIRR S T, HFEERFFESNTZ) A7 L LT
BHINTRY, KREICBT 2METHFEIC OV TH B THEEMIE

ShTwa,

TR A FEEUHIEL BIELA R b FEELR

CEHLEE %™ (/100 A4F)
(95 %15 45 X fi]) [95 %015 45 X ]

HE e i 5 (5.2[1.7,11.6]) 8.8[3.7,21,2]

FHHME VTE 4 (4.1[1.1,10.2]) 7.1[2.7,18.9]

/YR e C EE L 7 i 2 (2.1[0.3,7.3]) 3.5[0.9,14.1]
AAFIRE (97 ) ORGBHIHAMIL 56.54 A, 1IERIH 72 0 O BB X
0.58 4F

sk Clopper-Pearson ® IEREHEIZ X 0 HH

Kaplan-Meier 752 & % B2 7 il 0 REERBLE S

B (H) 1 30 91 183 | 365 | 4R
RRERBES (%) 0 1.1 2.4 6.4 6.4 18.1
Ak () 0 1 2 4 4 5
a0 (1) 2 9 36 54 76 92
U274 () 97 87 59 39 17 1

CHRERTET — I N—RAE-TRMTEEMETRORMBIREBEEICH T M4t - E
RREOMHE — (k)
FERRIR T T M RMAT AT O PAD & 25 L LT, AT A w2z s
E OHMBEFRIUBIE ST D E R NET D, £, BREREICBT 2 0MEFICBE S %
fEEICOWT, AAPERGREOT S I L THERE 2,



ARICE T SR

2 RKBEM & LTRETFEONBR SEE L -HE - RBROBE
ek L

() Z Dt
BB L



VI. EMNEEICET HIEHR

1. FEZFMICHEHLIILEPXITILEYE
T )XY RYLF R A, THUERYRIAF YT A, ULT 7 UL HY T A, ZAEH |
TUETFXRYT— hAZ AR UBE, T ER Y RS RSB ATI
HH - BEOH B EAMONEUINEEL, BHOBTRCEBRT 52 L,

2. EBER
(1) YEFRERGL - /ERBER ®
T MR EEE 2 X K (B Xa k) 13, WIKR &K OSMNEREERE D A7 — R OEHRIIALE S
LEEERFTH Y | MEEEEISOF LR REEZH>TnD, B o 7ar7T7—EThoH
XallF1Z, e bhrrvrz ho o limfil, 2o, FXalll+ 15728 Y 1000 5
FUED ha e rRnEkEns,
UoR—m 4003, ROEEICE Y, BRI OBEEMICIEPFEER LR N7 0 bo v e ) —
BHEHAEREEHOE Xa K7 OIEEBMICHEAETH I ETINERFEL, ha vy ofpksm
9% 2 & THUREFEEM 2 R4 5,



VI. EMNEEICET HIEHR

(2) B &= ZE T+ HERERRAE
1) £ 5 Xa EFRAE/ERA 39
b ME Xa RFICx LT, U A—m X S UTRERFIICE Xa KF2HEF L, EEHK
(Ki) fEiX 0.4nM ThH o7,
T, U= E, mERERR L O e e e — P EARE AR O Xa KT
IZE 2D b B AR EREEREICHHE L, 20 0% ERE (IC) IX. ThEh
0.70M K (X 2.1nM Th - 7=,

ErEXaBFRUYTA AV EF—EREEEKERITTT HEEER

)t o TaTT—EICRT EIRMBEEZER 0
UoR—m - 300% 23 OV 69pM (10 K2 O 30mg/L) DEET, R XL EOH Y 7 LA
¥ OTEMEZ B ICIE L2, B CoMmEhE 0.58uM (238ng/L, 15mg 1 H 1 [A1%##
B LTEBED Cmax \THHY) ICHRERETH Y | BRICB W CTREL KTT X 5 RIEATIEZ2
olz, FefHViall 1, FXa®l1, hrrbvr, 7RI EEET T A 0 CHITH
LT, URN—m X 3B RITI o7,
e LT, brrEryZidLos+aMmot) v 7ar7—Ric LT, U AA—aF ¥
CHMERT IR Xa RHIT/EAT 2IRE L 25 L 10000 (52L EOBERH 0 | 4 Xa
K12k 5 mO SRR O T,

3) £ ME Xa AFITx T 558 R UREHRRE 40
U= XY NAEE FROIEGFE FIZBT 5 8 ME Xa K112 X 2GR DMKy fiid
DHEH L) N—a X0 Xa K1 & OFAEEELR (ko) 1T 1.7x10"M 1571, fiFff
HETER (ko) 1% 5x108s°1, FHIFEEFRMRHIL 200 B CToh o 72,
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VI. EMNEEICET HIEHR

4) pugEER 39
t FEOSEEYOMEIZBWT, U —axd 37 e be e i (PT) ROVEMS:
bRy b AR T T AF ] (aPTT) ZiER SH, b MUFEIZI W CREEIRH 2 2 f53E &
SHDDITHERFEREL 0.23 KV 0.69pM TH - 7=,

PTRUAPTT 2 2 EERSEADICHER ) /N—OFHNVEE

JEE [ IRF ] 2 5 A0 9 22 (VD)
PT aPTT
SN 0.23+0.02 0.69+0.09
AV 0.12+0.01 1.97+0.49
7wk 0.30+0.02 2.09+0.19
~ A 0.15+0.02 0.57+0.10
A X 0.23+0.03 1.19+0.17

Mean+SEM (n=4-12)

5) MAREETILICH T B Hmie /A
DOF v MEBNEEERBIRR VEBAIRMZET TIL Y
7> b (Wistar) OZEIR& OFHENRICEEM A G E 20 2 TR TERFER LB T v &2
T, I ARA=—m X A2 O#KE LZBEo MR AMEIERICOWT, = F 33U Uk
NG L LT, VAA—aF NI ERENIChEEELE T SE, 50% A% &
(EDso) 38R T 2mg/kg. BARTIL 10mg/kg THH7=, T/ FH ) 4 RIERICIMIEEE
LTS, EDso i30T d 1~3mglkg Th o7z,

Sy MEBREEFRMEMERETIVIZHT 218

SR [ AT A DI =R (%)*
(B 512 ) (mg/kg) HiER FEER
1 407 12+15
U N—1 %43 (po) 3 6112 34+16
10 80+5 51+14
1 44+8 20+20
x ) F PR (v) 3 73+15 89+17
10 71+17 88+9

U S8—m P8 iARFE 5 90 oA, =/ Y8 AT 15 SRR S
Mean=SEM (n=18-20). * : %change of vehicle control
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VI. EMNEEICET HIEHR

@7 v MEEER S - M MARAE E T )L 3942
7w b (Wistar) §lk 5 - M MAREEE T V2 FAWT, U AA—a 0 2FIkNE S LT-
B AR HIERICOWT, = 930 UERIRINEE G- & Bl U7z,
XA R 2 L. £ EDso 1% 0.1mg/kg THh o7z, F7-. HEKFICE Xa [H1HE
ZEFEL, PTAER S, =/ 93 Uy [ERRICmARER A #0H] L. EDsol 0.04mg/kg
Thot=n, % Xa KHEMEICK LT, EDso 22 5 HE CIXHEERFEICHET 2 L0

D, EDso LA FOHAETIIPEE Leh o7z,

Z v MRS o MMAMAREE TILICH Y SR

JoN—m N

FEH A AR TR R ] % Xa K- IE M) PT iEf
(542 15) (mg/kg) (%)* (%)* (X-fi5R)**

0.03 8+18 24+4 1.2+0.1
YoN—p PN 0.1 58+8 32+5 1.8+0.3
Gv) 0.3 86+3 65+3 3.2+0.5
1 86+3 79+4 4.6+0.2

0.01 14+921 4+6

0.03 47+13 -1+7

.
TS FG Y 0.1 72410 21+4 _
(iv)
0.3 96+1 50+4
1 97+1 84-+1
UoR—a PNy ) Yo% TR (TF) 3385 15 raiici s, - FEhedd

Mean+SEM (n=10). * : %change of vehicle control, ** : vehicle control D5
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VI. EMNEEICET HIEHR

@F v FAV S x Y FETIL 394
Z v b (Wistar) FH#FHIK (AV) x> bETAEZHNT, U ANA—mFH R0 2RO0#K5 L
oM AEIHERICOWT, =/ P RY UETRE LR L, U AA—a xR
IR BT AR & i U, BSOS S FH L7z EDs, 1% bmglkg Tho7z, F
7oy U —nm g ARE RN 0 EDs, T, % Xa KIFEME, hrrer-7rF bry
B AR (TAT) KOPT 22 E0K 74%., £ 76% & O%T 3.2 58 & 2 WITIER T 5
CHEESNT, = YU b A EKRFEICIIAR TR ZH0H L, EDs % 21mg/kg T - 72,

Sy AV YD FETILIZRT BER

K (i) | ARTEREE | aPTT & PT it FXa TAT
Ji# (mg/kg) (%)™ K- | XAER™ | )" | )"
Y =1 %43 (po)

1 -14+7 nd 1.71+0.16 38*t5 269

2 165 1.12%+0.05 1.80*=0.09 46+3 5110

3 41+7 nd 2.381+0.20 61+2 75t14

6 51t6 1.40+0.02 3.66+0.36 78+t2 78+4

10 73t2 1.77+t0.07 5.06+0.14 89+2 1054

x 7 X% (sc)

3 13+7 1.00+0.02 56+8

10 36+6 1.75+0.12 B _ 57+8

30 507 2.58+0.08 61+7

100 85+21 8.43+0.68 87+2

U _8—m PN TRRERRT 60, 90 SrITRRAEES., =/ Y3 AT 60 RN THE-
Mean=*+SEM =5-18), FXa : % Xa [K74EPE, * : %change of vehicle control, ** : vehicle control Df%=R,
nd : not determined, - : SEfit§
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VI. EMNEEICET HIEHR

@YX AV S KETIL 394

THX (NZW) AV % o FETAZHANT, U AR—m X020 TE kNS L7
B AR AANHIERICOWT, =/ VR U FRG L L, U oN—a P30 %
BO®EICRBWNT, MREARZIH L, £ EDs i 0.6mg/kg Th o7z, F7-JHEMELFHIC
IR Xa AFEMEZBLE L, PT 2K Lz, ZOfRE L . AFIO MR EMHE O EDs,
Th 5 0.6mgkg T, 5 Xa iEMHE2IFITE2ICHE (8 90%) T 553, PT Ik L CIIRMGEE
£ 126 B LHEES N,

FIRN G ICBW TS ) N —a 3 H BRI 2 36 L, £ O EDj 1%
0.6mg/kg Th o7z, £72 aPTT, PT Z4EE L7228, PTICBWCERIIFE CTH - 72,

HYEXAV Uy FETILIZXNT BER

HEA (B 542 K) AR T A PT fEf aPTTiER | 5 Xa REE
& (mg/kg) (%)* (X-f53)** (X5 2)*= P (%)*
) 8—1 %43 (po)
0.3 17+25 1.07+0.03 59+9
1 55+5 1.32+0.05 o 91+9
3 68+11 2.11+0.25 100+ 10
Jos—m F 3 (y)
0.1 4+10 1.25+0.02 1.05+0.07
0.3 40+10 2.19+0.13 1.25+0.11
1 58+5 3.48+0.24 2.27+0.11 —
3 83+7 8.60+0.58 nd
T ) ¥ %8 L (sc)
0.3 107
1 43=+5
3 62+9 — — —
10 84+6

UoN—m F PN AL E 90 RS O G., SUTE BN FIRNE 5. =/ F 530 3L E BRI FHR
W#e 5., Mean+SEM (n=5-12), * : %change of vehicle control, ** : vehicle
control DfF=%, nd : not determined, - : FEftd

®OY IR TFFHRMBREREETIL D
~ A (NMRI) TF #F#ifeEREET L2 HnT, U —a x4, (0.03, 0.1, 0.3 &
O 1mglkg) ZHARNEES: LZBR O MARZERIC X DI AERICOWT, =/ F 3%
VERIRNFR G L R LTm, U N—a Yo, HEEGFENIC~ 7 ADOAFEREZ NS,
ED;y1%0.832mg/kg Th o7z, =/ FH ) U S FARRICAEGFRZIN S, EDsyld 7.13mg/kg
ThoT-,

®3 v b TFFEHRREFTEETIL YO

F v b (Wistar) TF 3 Mk TH#EE T L2 AW T, TAT JEEE 23 & U 7= i ik B i
BEICX9 2 U N—aFH 3 (0.0009~0.9mg/kg) % kNS LIZBRO/ERIZOWT, A
FH T (RFAKR) &g Lz,

US—m XN d, HEERAFIC TAT AR A 6 L, 0.27Tmg/kg T TAT ARk % 5242280
#il L7z, 0.0027mg/kg LLF CTlix TAT AR EE RIFI o, AT H N7 0%
0.35mg/kg THE2Z TAT ARz #H] L7223, 0.012~0.035mg/kg DA & TiX TF 7% 5 M: ke
Il % LT DA 2R LT,
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VI. EMNEEICET HIEHR

6) b1 (2 R [F 9 222 394D

Sk (Wistar) BHIILEFTAZHANT, U A_A—m R0 2R O8E LB Ik imis &
RBET ) XYY VTR LR L, Ty MIRET L (AV v x v bET AR LY)

IZBWNT, U= X+ 3mglkeg OFRAEEIZLY 34~61%D MARTERINEIZ)H 4 R
=L T ORI BTl IR B A 2 o 7o, AR TGRS O EDso 2 %
% 6 MO 10mg/kg THMEFRICAK 2 fi5~3 fif DIERAFRO b7,
T H P VOB TFERBIBNT, 1 86% 0 M RIMEIHR A 307 10melkg O T
(T, MR 2 5B R LT,
BLEDZ 2t ) A—BRHRL DTy b BRI ) 2 7 BT
LEEZBII,

Sy FEHMETILIZNT H4EH

S (R0 | R (mg/ke) et P il
‘ ‘ 0.96%0.06 1.14£0.02 1.99+0.12
U’“_ajﬁVRV 6 2.06+0.23 1.04+0.02 4.35+0.73
10 2.7340.17 1.39+0.06 3.59+0.34
0 3 1.01+0.03 1.97+012
I’“ﬁi;wjy 10 1.95+0.19 3.27+0.18
30 2.3b 3.90+0.19

Mean=*SEM (n=10), a : vehicle control ™f%=&, b : HifHR] >600 £ (9 #), — : FEhE3"

7) I/PREENDFE 4
U N—a PN ORI AT T B A R Lz, b M2/ MRIEEIC Y N —a 4
N 2.3~230pM N, MU/NMREEEFEME (27—, trrRxHo7rus
[U46619] X O7 7 7 v U VBE[ADP] 72 &) LA v Fax—F Lzl A, U R—mxH
AN ATEIREIZB W T G M/ MREEE ISR Z KX S eroTo,
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VI. EMNEEICET HIEHR

(3) fe P FETBER - H5GREER
ek L

(%)
DR—O0FHN\Y (LR, X&) OFEIMESLIVRTEEICET IRAETRE L-ERRKRER,

FELGWVWRYITATRAZRAWVEBIETH D

1) 8 Xa BFEHEIZxt 3 51ER
HARNfERERR A 51 32 BIIZAA] 5, 10, 20 XN 40mg % ZEfEREIZ BA[aI#% 1 e 5 L 73R T
% Xa KFEMERITHRG% 0.5~4 BTk & EICREE L, 24 B H ORf R TX—2Z 7 A
Y D-3~16%IZH > 7=, & Xa K TIHMEPLESR T 44.4~70.0% OFFHIZH Y . FHEBIHEIS LD
kAL,
PT. aPTT &k U'Heptest® (EE[EFREM) 132N ENR—RT A4 D 2.521%, 1.731%, Kkr2.41
FITIER L2 9,

) AR TAGB SN MELOHET TV IGRICET 2HAE 3. HIEAUHE] OHEZZROZ &,
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VI. EMNEEICET HIEHR

2)7orOvEVERM (PT) (IIx3 2R
ENFIFEFER J-ROCKET AF (2381 2 @i (PK) KO 1% (PD) 7 — 421 H1E56
N7 RHEN PK-PD £5 /L& W 49 AHK| 15mg & 10mg (884 #E5EEZ 240 1000 B4
DOIFEEE BT DAFKERGHOEFRETCOPT DR EZ Y I 2L —ra v Lz, #E
L7z PT I Y N—a 0% LTSRN E W E SNNTWARFT ST AF 77 A® (PT
AR 0% HWHIE L7ZBROETH 5,
AANKAE R 5% OEFIREIZEB T 5 PT I, UTFTO XD iz r~d LB 2 iz,

B PK-PD ETILASE L) NAN—OFYN\UBEEEO PT (7)) DR
(2alL—v3Y)

BE£ER PK-PD ETFILOSELNEYN—OFHN\UIESHEDO PT ()
(2alL—3Y)

PT (%)
#e R (h) 15mg #% 58 10mg #% 58
(CLer=50mL/min) (CLcr30-49mL/min)
4 19.7 [13.8-31.3] 18.3[13.4-27.4]
12 16.1 [12.1-23.9] 15.4 [12.0-20.8]
24 12.9 [10.2-16.8] 13.0 [10.4-16.8]

HILE [90%E4EXM], Cler: 7 VT F=2 27 VT TV A

) oo e REIEREEL (PTINR) (A OHOERE I > T S i T <
aPTT SO RHERMAEIL, AROFBREERET=5 Y > /5 HmE LTHBS AR, RECHE-
T, BRURAEIR 2 TERR BLEE L, MM 285 BN A3 5 A i Ik 5 7 ST 24T 5
ce.
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VI.L EYEREICEET HIEH

[DAN—OF4H/y (L&, X&) ORAZHRE L-BRREARE. FEELGEORY IXTEXZAL
ERIETH D, ]

1. M REORS
(1) AR AL MPRE
gk L

() BRRARBR CTRER SN -OFRE

DEERA/HEERE

@QUN—OFH/N8E (5. 10, 20 XU 40mg) ©
AAR N A B 7 32 Bl U/ N—a /3088 5, 10, 20 XIE 40mg % ZEfF FREIZ HLAIRE 4% 5
L7oBs, MR U S —a 2 SRR T B 5% 0.5~4 FERICER A M (Cnax) (ZEEL.
HRERH (te) 1L 5~13 KM Th o7z, AAIO 1 BIHEOFHMICHWNT, FH5=ITIE U2k
TERDOEEIMMRED T,

JN—OFH/3U8E 5. 10, 20 BV 40mg EEIEFR S5O MIEREEH#TE

BREZEOREFROEMEE/ NS A —4

o AUC max tmax™ t
BIR (ug + W/L) (Sg/L) (h) 0
5mg 815.5/13.2 141.3/14.5 1.4 (0.5~2.5) 5.7/19.8
10mg 1564/24.5 226.9/18.7 1.4 (0.5~4.0) 7.1/35.3
20mg 2777/26.9 341.7/29.6 3.3 (0.5~4.0) 8.9/50.1
40mg 3051/21.3 329.4/26.1 1.4 (0.5~2.0) 12.6/40.0

AUC : {}%Eilﬂ#%ﬁﬂjﬂﬁéﬁﬂ:‘ﬁ*é\ tmax :

3¢ e 0L 5% Tt 8 e e

o R fiE PE), 2R UMM B A BR R (CV%) | n=8

E) AFTERBSNAEROHEDL TV IRRICHET 5HEA 3. HEROHE] 0HEEZROZ &,
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VI.L EYEREICEET HIEH

@Y/N\—OFxH/\ g (25, 5 RV 10mg) GEAT—%) D
fERER A B+ 23 BICAHA] 2.5, 5 KT 10mg % ZZfEHRFIC RS 0 &5 L7ZBS, b ) —n
FH N R T 514 0.75~6 BT Cmax (ZZE L, HRFEHA (t2) 1 4~118ECTH 7=,

HEZEOREFOEYFE/ NS A —4

oy AUC Cmax tmax™ tie
(ng * h/L) (ng/L) (h) (h)
2.5mg 321/28.8 52.0/28.1 2.0 (0.75~4.0) 4.99/28.8
5mg 626/18.8 90.6/24.0 1.5 (0.75~6.0) 6.79/33.4
10mg 1110/25.2 138/29.7 2.5 (1.0~4.0) 10.8/42.2

*ogfiE BEPED . 2 AL AT B/ CV %, n=23

JIR—BFYNTEE 25, 5 RU 10mg ZZEEHRE LIz& EOMmMEH ) N\—OF Y N\ViE
EHE

AR TAGBENTMEROHET TV IRRICET 25HAE 3. AR UHE] OHEZROZ &,
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VI.L EYEREICEET HIEH

QHF D ALY FH R F 145 ER
Q-1 Y N—OFY/N\UEEE ) N—OFHN\ RS A0 EYFRF R 5D
ARERIL, FEEM 2B 287 m A4 — =L THEM LT,
H A NEFER AT 7 40 B U 73— 1m0 2253 A 16mg M OERA] 15mg & % L ZE R

B O H L2, WE OEYEHEE T A —& (AUC, KN Cmax) D[ FEHIME O bk O i8I
0% B X IV I AW PRI RIS O ERAE 0.80~1.25 OHEPANTH Y | HIKiAl 15mg

L EER 16mg MAEYFHICREFE TH 5 2 LAVR STz 51,

JN—0 X4/ UlRiF 15mg B U EEH| 15mg BEEE AR SROMBEFREH#ERE

) /8—0OFH/\ U #IE 15mg B USRI 15mg BEEEORSEOZEYENEE/ NS A —4

U S— 1 PN R 15mg

Y 8= P 5EAl 156mg

NTAS (n=39*1) (n=39*1)
AUC: (ug * h/L) 1870/23.3 1820/21.3
Crax (ng/L) 253/25.0 248/30.2
tmax (h) *2 2.5 (0.5-4.0) 2.0 (0.5-4.0)
t1s (h) 8.94/46.4 9.23/58.8%3

*1 0 1BI25%5 1 IOIREE% (C[RIEME L7 7o iRz ik L7e,

*2 0 RfE (HEPR) | TR LSMIERATEEEAL T CV %

*3 : n=38
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VI

EWMENREICEAY 5B

[FERIZ, HARNEERRR AT F- 40 B2 Y /3 — o 5 kAl 10mg M OFER] 10mg Z 45 L7z
BR. W OFEMENEE N T A — 2T BT, APRA] 10mg & FEA] 10mg b AN ERIIZ A
T D EHESHT 52,

1) N—0FH /N HRF 10mg R UEEH| 10mg BEROKSFOMTETREHE

) s3— 04 BRI 10mg RUSEEI 10mg BEHEO R 5B QWIS A —4

o5 U x—a o8 ARIA] 10mg U 3—nm 43 BEH] 10mg
INT A —H
(n=40) (n=40)
AUC: (pg - h/L) 1440/20.7 1390/20.0
Cmax (pg/L) 217/23.4 215/25.0
tmax (h)* 1.5 (0.5-4.0) 1.75 (0.75-4.0)
t1z (h) 8.38/40.0 8.25/42.4

*oohoRfE (P . 2RI EAR AT CV %
) AR TAGB SN MELROHET TV IGRICET 2HAE 3. LA UHE] OHEZZROZ &,

@-2 )N\—AFHNUEE Y NA—OFH/\ OD FEDEYFHRIE R ER 5959

ARBRIL, FEER 22 0 A4 — "—1LTHEMmE LT,

A A NEERER A B 80 i, 40 Bilizix Y /N—1r 4932 OD §E 15mg Z/K CHlRA kdH V) &
OFEA] 16mg Z IR &8, 40 i) S—aF 3,3 0D $ 156mg Z/K722 L TIRH k7 L)
K OSEA] 156mg ik & E 72, WP b ZERICHEROREG L, U A—eFX P30 OD 5
15mg (K&H V) KOEER 15mg 135 150mL Dk & & HICIRA S 72, TOFE%E, OD SEART
RO KOFIIZED 5T, WK OEKYEIE T A —4 (AUCt KT Cmax) DR FEIED L
DO 90%FH XK FITW T4 & AW PRI ME O] E FE7E 0.80~1.25 OHEIPHNTH V. OD §E
15mg & $E4) 15mg 1 ZEWFMICFRE TH D 2 DRI LT 59,
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VI.L EYEREICEET HIEH

JX—0OF4H/3 OD §E 15mg (K&HY) KRUEEH| 15mg EEIRE ORGSO MTEHREHRS

—6— YN —nOFH/,0DEELSmg, KHY (n=39%
ceeefeeee U S—OFH52HI15mg (n=39*)

BAFIE/ RARERE

migH U N—axHBE (ug/L)

"'
B 5%FFE (h)
*LIFIRAEERES (BMERERGE) (X RBRE TR L,

)N—0O %4/ OD £ 156mg (K7x L) RUEEH| 15mg BERE QxR 5RO MTHREHER
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EWMENREICEAY 5B

J/S—0%4/3> OD G 15mg GkdY) RUGEH 15mg BERDESHOENEIE 54—

U _3—pw 93 0D § 15mg

U _—u 3 BEA] 15meg

AT Adbb  (n=39%) (n=39*1)
AUC;: (ng - h/L) 1800/27.3 1710/27.8
Crmax (ng/L) 265/31.9 248/31.7
tmax (h)*2 2.5 (0.5-4.0) 2.0 (0.5-4.0)
tue (h) 9.19/55.9 9.38/61.2
CL/F (L/h) 7.92/26.8 8.30/27.9

CL/F: Anidoey s ) 7I 0%
*1: 1IN EERSE (AMKERYYE) X 0EBZ Ik L7z, CL/F KOtz i oW\ Ti n=38
*2 i (FEPH) | LIAME S ES T CV (%)

IJ/N\—B %4/ > OD & 156mg (K7 L) RUGEH 15mg BRI OHR5HOEMEE/ S A —4

U _3—pw F9 3 0D § 15mg

U R—u PR BEA] 15meg

NTAS AL (n=40) (n=40)
AUC: (pg - h/L) 2150/26.6 2170/27.1
Crmax (ng/L) 290/33.0 284/31.7
tmax (h)* 2.0 (0.75-4.0) 2.0 (0.5-4.0)
tiz (h) 8.76/53.6 7.79/45.4
CL/F (L/h) 6.70/27.9 6.72/28.1

Rl (REEE) . 2RSSR EET CV(%)
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EWMENREICEAY 5B

FIEEIC, BARNEERERR A S 80 1 (OD $ED/KEH D XidK7: LORHSRMEBIZA 40 #1]) 12U

—Ba X%/ 0D §E 10mg LK OEER] 10mg 55 L72BRIC S . mEANTEM FIIICFRE TH 5
TR E T Y,

)A—0OFH/3> OD £ 10mg (KHY) RUEEH 10mg BEERE O xR E5ROMTHIREHERE

)/N—0OFH/32 OD € 10mg (K% L) B UEEHl 10mg EE#EOKSROMBEFIREHER

)

* 1 BIANEERENC L v B2 ok L7,
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VI.L EYEREICEET HIEH

1)/3—0OF4/\> OD € 10mg KHY) KRUEEH 10mg BEEHEOIZSFROEYBIE/NZ A —4

U _3—pw F9 3 0D § 10mg

U R—nu 3 BEA] 10mg

A K9  (n=40) (n=40)
AUC;: (ng - h/L) 1460/23.6 1510/18.1
Crmax (ng/L) 230/27.2 245/22.1
tmax (h)* 1.5 (0.5-4.0) 2.5 (0.5-4.0)
tue (h) 8.37/43.6 8.09/52.4
CL/F (L/h) 6.70/23.1 6.45/17.5

Rl (REEE) . 2RISR CV(%)

)/N—0OF4/\> OD £ 10mg (KAL) RUEEHI 10mg BEREORSRHOENENE/ NS A—4

J_3—pw FH 3 0D # 10mg

U R—nu 3 BEA] 10mg

IATS K7L (n=39*1) (n=39*1)
AUC: (ng - h/L) 1580/26.9 1530/30.2
Crmax (ug/L) 240/28.0 231/35.5
tmax (h)*2 2.0 (0.5-4.0) 1.5 (0.5-4.0)
tue (h) 6.99/33.1 6.50/31.4
CL/F (L/h) 6.23/26.0 6.42/29.1

*1 1 BIAFEERIEC X iR 2 1k Uiz,
*2 o hE (FEPH) . ENRAIM T /8T CV(%)

E) AFTERBSNAEROHEDL TV IRRICHET 5HEA 3. HEROHE] 0HEEZROZ &,
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EWMENREICEAY 5B

@-3N—OFHNUEEIN—OFY N RS540y TOEWEHNREEERER 5959
AR, Wb, EEA, FEMR. HERE, 2 W7 0 24— "—ETHEM L7,
AHARNBERERR N B 44 B2, UN—a X P02 KT nmy 7L LT lbmg &V "—nm 4
NUBE 15mg & F N NZEIERFICHBR O &S LB, W8E| oKy Ene X7 2 —4% (AUC: &
O Crmax) DB EIIE D LL D [ 90 % 5 F K XN T & AW H i [R) 3E: OH) iE F5 7 0.8~1.25
DOHEFPHNTH Y, RI74 v v 15mg LK 15mg (FEMTFICRETH D Z LRI

55)
o

JN—BFHY/NY FS54 20y T 15mg R UEER] 15mg BEIRE A 5RO MEPIREER

*)
*)

1 1 PINAERERICELVRBRE IR L

JN—OFHN\Y F54 20y J 156mg RUEEHR] 15mg BEEEORESROEYEE/ NS A —4

5 R JAR—aFH AN TS myS JoS—m N
/N 15mg (n=43*1) FEAl 15mg  (n=43%1)
AUC; (ng - h/L) 1840/23.9 1720/23.6
Crmax (ug/L) 256/23.1 222/28.4
tmax (h)*2 1.50(0.500-4.00) 2.50 (0.500-6.00)
tiz (h) 7.90/50.7 7.98/55.0

1B EEFRCIVARETIEL
*2 o RE (FEPH) . AN /8T CV(%)
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UN—a PN RT 4 vay 7OBREKRIOMmgE Y N—a F 33 FE10mgl. £ E %
PERBRIC L 0 A FNCRETH L Z L 2R LT, U —a X h U 8E10mgs U 3 —a 4
INUBE2.5mgD AR LRSI OV T S IR HERBRIC X0 #ERR L 7256,

1) AHCER SN BRI TV ISR 2HH 8. MEL MR OHEBROZ L,
2) FEARTEREDRFARMAZAE (DVT) RUEMRMERMZERE (PE) ORABRES)

FRA DIEfEME DVT 3 K OJERME PE B 25 & U7 ERN S IERER O g iR 2 7
BRI BN BT IZ & 2 B T A —% (HEEM) 13, BLToEBY ThoTe,

; S AUCo-24,s™ C &
HEKOHE > max,ss

HROTIR (ng-h/L) (pg/L)
15mg 1 H 1] 2977.5 (36.8) 276.9 (19.8)
15mg 1 H 21| 5955.0 (36.8) 363.0 (26.7)

AUCO-24,SS . Eﬁ%ﬁ_@(zﬁﬁ‘é&g 0 Ejﬂéflﬁﬁﬁ)% 24 Hj{:FEﬂiTOD AUC\ Cmax,ss . Eﬁ%ﬁéblj’sﬁ‘ 5 Cmax
BEE GBI CV (%) ) % GEF 72 Bl MR E T — Z 12 HK-S < HEEHE

3) /MNREARMAZ IR (VTE) BF

[ TVIL10. M/NFICHs T 2 3p@Enhe /Ndgrkiinfe28feiE (VTE) BEO ) ol (P.128) £
fE ]
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OLE=:"
ek L

) BE - FRAROEE

W& FEORE D
HARNEERER AT 7 11 B, A 16mg 2228 ST &% (900keal, ENIO =% —73 5
D HEIEG 30%) IZHBEHERE LTZEE, BEE SR tmax DIRFIENTRD H17253, AUC, Cmax |l
BITRRO b oz,

) 8—0 X4/ 156mg = EZEHERITREZICEE LZBOmTEHREEDS

1000.01
-+ 15mg ZRERF (n=11)

- 15mg &% (n=11)
BAITIE R ARERE

100.001

10.001

mi#giRE (ug/l)

0.104_,

‘S5 RERE h)

) A—0F4/3> 15mg EEEHRITBHITES L-EOEMBIE/ S5 A —4

INT A—H 72 Jig if 1%

2042/26.95 1924/16.31
A - WL,

UC (ng - b/L) (1196-2816) (1490-2399)
o (/) 289.0/31.67 268.2/23.75
max 8 (160.5-520.9) (169.4-372.6)

Yy 2.50 4.00
(0.75-3.00) (2.50-12.00)
b1 (1) 6.90/33.96 5.85/28.94
(4.07-10.68) (3.67-9.61)

o PRAEGREPR) . AV LIS AE, (T CV % (RiFH) . n=11

(% HNEANT—H)

fRERERL N 1 24 B, K] 10mg & ZEERE TR % (900keal LLE, JRIAD =R X —23 b
DEIE 35%LAE) ITHE LB, BEBESFHIIE. tmax (259 0.5 FERIORBIEDGRD LA,
AUC, Cumax ([ZHZITRO DD T2 59,
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JN—0aFH/\Y 10mg ZZEEFRITBEZICES LE-BROnEDREHR

JAN—OF 41\ 10mg ZZEERRXIBRICKRE LI-ROEYEFE/ NS A —4

IRT A —H 72 i B = %
AUC (ug - L) 1234/23.44 1219/24.30
(835.6-1941) (734.9-1864)
o (L) 183.9/26.14 190.1/25.86
max THE (94.52-288.2) (105.4-332.2)
() 2.500 3.017
e (1.000-4.033) (0.500-6.000)
7.442/37.81 6.668/24.69
t12 (h)
(3.348-13.94) (4.296-14.28)

* o PRAEGEEPR) . E AV SNBSS E/ AT CV % (REFH) . n=24

— 07, RS T 24 BT, AHK| 20mg & ZEHERF T &% (900keal VL E, JEI D= /L% —
MEDLEG 35%LL 1) &G LB, BEREGERHITIRINAEES S & L b2, AUC KDY
Crmax DL AVEIL 39% K TN T6% I L7,

ZORH & LT, AFNIAKIZEFIZS W, ZEERACIR G U 7o BRI ME T L7223,
IR EERIC LRI L, ST T ATV TR E LI LI EEZLN

7": 50)O

) AR TAGB SN MELOCHET TV, IBRICET2HE 3. HiEAUHE] 0HEEZZROZ L,
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BOPHEOEE 0 [ [VIL7.(2) PPHEE &2 0B OFE (P.149-151) S ]

OV b BMEAT—X)
R AN BT 12 B2 Y 7 EUL 600mg & AFH| 10mg 2 fFM G L7zEs. Al AUC 1% 2.5
%, Cmax!T 1.6 5 5 UPTEEFEER 2358 S 4172,

@ rary—n-7hary—n GEAT—F)
fREERL B T 20 I 4 k= F Y — /L 400mg & A 10mg Z B G L7zBs. A#Klo AUC 1%
2.6 {5, Cmax 1% 1.7 5 b5 UHTREEEA B R X7z, @EFERAR T 13 flic7rat > —b
400mg & AH| 20mg & G- L72BR, AHID AUC 1 1.4 %, Cmax (T 1.3 5 EA- L7,

@77V ALy Y ALy GNEANT—F)
TR AR+ 15 Bilicy V) Au~A > 500mg &AH 10mg & 0FH#EE LZES,. KAl 0
AUCIE 1.5 1%, Cmax!E 1415 EH-L7=,
A B F 15 Bllic= ) 2Au~A 22 500mg & A#H| 10mg Z 0 A5 LB, A#lo AUC
KO Cmax 1E. & HIT 1.3 FICER L,

@V 7y GNEAT—)
AT 7 18 Bl 7 7 v (BAsAHE 150mg £V 600mg F THiE) & AH| 20mg
OB LT2BE. AAIO AUC 258 50%MK T L, ZAUEWGLEEEEH & I8gs L7z,

® =/ xH Y EANT—H)
@%&A%?&OWKE/%#NUV4WMU&Kﬂl%@%ﬁﬁ&ﬁbk%\Kﬁ®£%@
HBIZEE X e o 72, B Xa RFIEMEI AR U722, PT O aPTT (213228 158
@Enﬁwoko

® 7AEY Y UEANT—#)
ERERA ST 13 BT AV > 500mg 285 L7-FHIZT7 AU > 100mg & A% 15mg %
OFHAT G- LT2BR, ARFI o 3EYshRe &k OBt EEI R BITRD b v 7o,

@ 7mvER7LL GNEANT—H)
TR A B - 11 flic7 B e RZ LL 300mg 245 L72#HIZZ7 v K7 L)L T5mg & AFH
15mg # FHE G- L72BE, AFIOSEYEREIZ BTG O b o Tz, BIORBRIZIBW T
DOHBRE T H MR OIE R BB bz & ORENRH 5,

® F7uxtr GEAT—%)
EFRAS T 11 7 ext 500mg 1 H 1 [FIEEGRHICAHK 156mg 2 0FH#& 5 Lz
BR. MR OIERITZE O DR o 12Dy, —EBOMERFE 1T I\ THUEREEH O iR 235380
bz,
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@Uirry) v
HANERERR A ST 12 #] (VKORC1 5T 1639 (2D A 7 LABKREHEAGEREZA L TND
WilE) (VT 7 U & RE#S L, PT-INR 728 2.0~8.0 (CE# L7210, A%l 15mg 1
1 IR H SIS 0 BT, aPTT, 4 Xa B FIRPERLE R ONEME b a o & o pE/E B
(ETP) ~O RS T 7= 25, PT &8 PT-INR 0 U — 7 [ 1A B L1 & s
LZNEN 2315291512 o 7=, ARFIGBM% 3 HBIZIZ, ULvT7 7 U OBITTHE
% lie, 728, SMBIREICHILERIIRD bRenoT,

ZOEN, IFVTA, VIAXTUROET MANRRE T ERFIOUIC X D IR EAER
AR 2 FEHE L 7oy, B A AR b, dilERA Ok 7 v I=0 L0
Vo KBAL~ 73T WEAD)  TETF VU ROA AT T V= E RAIOEDEREICE
BaeRklESmno7e NEAT—#) .

) AR TARSNIELOHET TV, BRICETSEHE 3. MELAUOHE 0EHEzZROZ &,

2. BYERER/NSTA—4E
(1) Bt A&
[RA]
1 RWIBREOHDH 1 a2 /3— KA RETL
(/hR

1 ﬁ(&”ﬂ@%’i@})é QaLIR— AL FNEFIL

(2) PRI TE 28

(3) HKRETE
REER e L

DoV TFIUR
R L [ TVIL3.(2) /3T A — X AEHEK ] OIE (P.122) &[]

O) R

(6) DAt
L ER R L

3. BEH (REaxL—23ay) @
(1) &t A&
(RZA]
1 RWIEBREOHDH 1 a2 /3— A RETL
(/hR

1 RBIGEFEDOHDH 2 a2 23— A N ET IV

—121—
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QINTA—2EEER
[RA)
FEFRIEME D EAME B 2 xS & U ENEIHFERER GRER 12620) CTE L mAEHEE (597
B, 1834 &) & W CRHENISRYEhREMNT 2 0 L7, BH ST T I & 2 pEhhe
RT A —H ORHERHEEM (FARMZS) X, WIGHEES?S 0.617 (/hr)  (58.2%) . 7V
77U ANR473 (Lihr)  (41.0%) KOS HAERE? 43.8 (L) (63.6%) ThHY, Bime (7 L
TF=2 7 VT T R) IARBOEMENEICA BT EE KX LT 9,

(/MR

B (FHRMEEREDABRUBRING) (CEAT 2EMBE/S A —4 162

BIGH 7 RHE SR BN RE £ 7 L IC RS < /N AME VTE B 2505 & U7 [E RS [R5 AR R 5R
(FRBR 14372) TOARF|OEMIER OIEMBNRE N T A — X & FTRIRT, NRIZBIT 580 &

RE & OMICITAHBBEER S D720, FMOK Tt TR 7 VT 7 v AR OSHAREOK

TR BT,

NERERRE L-ERARFEIAERR (RER 14372) ([CHITH2EYMERE/ASA—2 (FEHBE)

Biftr 12 %0L B~ 6Ll b~ 2Ll b~ HiERR~
INT A—H 18 FA 12 FAi 6 A 2 A
Bil% 174 67 44 35
CL L/h 7.29/22.7 4.97/24.6 3.37/25.4 2.65/38.1
(3.37-11.2) (3.02-8.93) (1.97-4.93) (1.26-5.32)
v L 92.6/23.6 49.2/25.3 28.9/18.2 14.4/42.7
* (45.2-169) (33.1-104) (20.0-43.5) (6.78-29.1)

CL: 28527 V77 A, Ve EHIRIBICHIT B 5010 58
AT EEIE/ICV Y (FEFH)

B (Fontan FHTEITRIZE (T 51042 - ERRFBEOIGH)D ICEAT5/854A—4 )

Fontan FAfitk D/NEEBE (2~8 %) &% L U EBEILFEFH IR GRBR 18226) (76 {4
[HAAN 8 fl&&ETe]) THE LN MmEFREZ A CREENERYEhREMNT (R JNJ-39039039)
R LT, ZOTT X DIMBNRE T A —Z ORMEMHAEEE ((KEOFRMEE 15kg &K
ELHEEME) 13, &85 27 V7 7% (CL) 3.30L/h, LA ER (Ve) 17.6L, =2 /3— b
AV RMANZ VT Z A2 (Q 1.09L/h KUK OGHEFE (Vp) 33.4L/M Th o7z, WIGEEE
% (KA) 1% 1.12ht EHEE SN, F72, R BR 18226 @ Fontan Ttk o/NEEE TN T,
BB B SRV R T, AFIOBETE R (AUCo245s. Crmaxsss Ctroughss) 230232 i ME
MAH BN, OO, /NNEDAM VIE BEZ6RE L2l 7 0 7T L TREE LR
LM ENREE 7 /L B < PRIGEPH SR EE L Tl NEEM: VIE BE 255 L L2E
BRICIF S IAEERER GRBR 14372) 12BW T, #BR 18226 LV & mWIRFERICKIT 2 AA D4
PEZHER LTV D,
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. RIR

WAL < TH R 69

WA FTXATEY T ¢

(% SNEAT—H)

FEEER A IZ I T, Al 1mg OFIRNEE G126 2 K 5mg HE D 22 HEREHLERR 1 15 5-KF D et i)
NRAFTRAZEVT 1% 112%. 20mg $ETIX 66% Th o712, Zhit., VA= FH 00k
SNOEIREDIKRSIZE Y, BmAEEEERHCE S LB, WIENMETT5720 8525,
20mg HE & BHZIZE G LTEBRITZEERFICHANIREED 1.39 5 Th oo, £D72® 10~15mg &%
BHRFITIE 100% & HEE S b 69,

INRIZE RN EE S LT & & O EYBIRERGE TS DT iz, /NEICET 5 U x—a 53
YOI NA FT XA TV T IF R TH D, A TORGE & FEIZ, DRICBWTHIRE
H= 0 OG-8 (mgkg) OIS FHXHINA T XA FZE VT 4 DI T RO DAL 62,

E) AFTERBSNEROHEDL TV IRRICHET 2HEA 3. IEROHE] 0HEEZROZ L,

il

(1) I & — fix B P& 1
(%) Zv b
7w MZ [14C] U N—m xRN 3mglkg FHEHREO#KG Lz & &, KT T 2 BRI
K<, FEEEROHF TR LK -7 (AUCo-» T 0.149mg-eq-h/L) 66.67,

(2) I & —Ra BZ RA P @@ 1%
(%) 7w b
PERZ v M2 [UC] U AN—nm 430 3mglkg ZHEIRE ARG Lo L & BREOIE
PO BT MGV ORI RERR A X, RV O MR h R & MRV RE TH -
T O el 0> AUCo-24 [T REENY O K T ORRE DK 20% Th - 7 69,

B
7=

o M

@) Ft~DBITH
(%) 7 b
Ste 7 v M [14C] U N—m %3 3mgkg #HERROKE G Lz & X, mEd K OFHHH
DOFEFHREIRED tmax 1L 1.0 LY 1.7 B, AUCo-iT 4.85 2 O¥ 11.1mg-ep-h/L TH Y, #4532
Refl % F CTICHLH IS SN U REIL B G- & D 2.1% & #EE S 7z 69,

(4) BERA~ DR ATHE
BB L

(5) Z DDA~ DFEITHE
(%) Zv b
7w MZ [1C] U AA—m xRN 3mglkg A HFEREO#KG Lz & &, RS CTh 20T, 1
e, BHEEE TE O BERRETEE VRO S LN, 1F & AL Dl - MRk IC BV TR & IFIE R
JEDORETH Y | KBy 24 Rtk £ CTIZIHK L7z 6667,

6) MIBEQFEEER
#192~95% (in vitro) 70

—123—



VI.L EYEREICEET HIEH

6. B
(1) X BIERAL B UM BIR R
AFNLFIC CYP3A4 IZ LA REHRIEIC L 0 B 4L, —8 CYP2J2 OB E13F8 0 bitle, FE
RAHTENRY ) VEROBAL IR KL O I RiEE OIIKSETH % 69,

ERIHTFDI)A—OFHN\UOHERBY & HELBRER

QRBIFE5T SEF (CYPEH) OnFiE, F5E
CYP3A4/3A5, CYP2J264
P T — 2 RO T e 7 7 ANV EZBE LR, VAA—a X N0l KRIzxT 2
CYP3A4/3A5 } O CYP2J2 D FH-#HITZNZIK 18% K NI 14% Th 5 Z L SR iz,

Q) HEEEHROBEERVZDEE
BIELEIEZHFNLEZ T 720,

A KEYOEHEOEBERWEML., FELE
AHOR#HTH S M-1 (b FEERHY) . M2, M-4, M-7, M-13, M-15, M-16, M-17
J N M-18 @ FXa {EMEICI 3 2 BEIEH 27510 L 7=/ 5. % M-13, M-15, M-16, M-17
K&OYM-18 X, 100000nM T HEEHZ RS20 o7z, R M-1 X O'M-4 @ ICso CE¥IMHE
+HEUEMRZS) 1% 5840+ 110nM K TN 52457 +5429nM THIWHEEM 2~ L7, i M-2 &
O M-7 @ ICs0 CE¥IE - HEHERFS) 13 2.3+0.2nM KX 89+15nM THh Y. AH| (ICso : 0.68
+£0.17nM) O 1/3 U 1/130 TH o7,

7. it
BN Tl AHFIORZEACER R ORI LB N & OFEE 2 L CHREt S % 66,
INETOD Y R = Y3 OPEINI BT 5 g I TS S TRy,
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10.

(% SMEARAT —H)
KA OB GEDK) 213 BATEMEEM) & L TRP R OEPICHRES L, 750 O 1/3 BSRZELIED
FEEHHESND,

TANZ AR AEAT—4R)

fEEERR A B 4 B [14C] U X— P30 10mg & HERE O G LZES. £ 36% 23 SRPLEME &
IRTAREIRE LT, SRERIR A K OVRE BN A% 12 L 2 BRI 2/ L CHE S vz, RIEPELR
B % G T e bR M OVFE R~ DB RED PRI 1T, 2280 66% M U 28% Tdb 1= 69,71,

FE) AR TR SN RER ORI (V. IBRCET5EE 3. EROHAE] OEEBBOZ &,
S o RR—2—IZET B1EH

In vitro RERIZEBWT, KEINHE S N0 THhD PHEX X7 (P-gp) KOFIEMME S > X7
(BCRP) OIETHD Z LN REINTND,

. BRFEICELSBRER

A ER e L

(%)

ABNIMAES R 7 EEWEERRERT Z END, MIESBHITIEIABOREICITEH TRV ESE X
bivd, [ IVIL10. wEHR L ©oE (P.166) ZH]

HENDERZ2ATHEE

BEFESHEICSIT2EMHE (RERS) 0

A AR N fat e i 55 £ 36 Bl ARAI 10, 15 X% 20mg % 1 B 1181 7 A &% ICKER O &5 L7-BE,
WIE B G- & il USRI BB R R I K & 2B @hi3 e < . EHEE LR b hoT,

REROBRSRHROEYHE/NS A -4

g | ER | AV | Co i) tmar® (1) t2 (b)
10me 1HH 1443/21.0 232.6/18.7 3.0 (1.0~4.0) 5.7/18.2
7THH 1533/14.9 246.9/10.6 3.0 (1.5~4.0) 7.7/41.2
|5me 1HH 2080/26.7 347.6/23.0 4.0 (1.0~4.0) 6.3/35.1
7THH 2243/21.1 330.6/20.8 3.5 (0.5~4.0) 8.7/26.9
20me 1HH 2419/24.6 391.2/21.2 2.5 (2.0~4.0) 6.1/20.8
7THH 2839/20.9 398.5/24.8 3.0 (1.5~4.0) 7.7/123.6

ol P, E BN /AT CV %, n=12

E) AFTERBSNEROHEDL TV.IRRICET 5HEA 3. IEROHE] 0HEEZROZ L,
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BEEFRZICS(TLEMEIRE
(2% HEARAT —4)
BE (7L 7F=27 V77 A 50~79mL/min) . H%% (30~49mL/min) L OEE (15
~29mL/min) O EEBES 8 HICAH] 10mg & 22 fEFFHE AR O &5 LZBS. SRS
(80mL/min LI |) L ilg L AUC IZZENE 1.4, 1.5 LN 1.6 52 EH- L=, %6 Xa A%k
PHERIT 1.6, 1.9 KO 20528 L, PT () % 1.3, 22 k245K LTz, 7 LT F =
7 VT 7 AN 15mL/min A O BF I T DAETXIENE L TV 720,

BEEEEICB(THEMENE/NTA—42
BEEDORRE (F L T7F=271Y 75> A : mL/min)

INT A—H

>80 50-79 30-49 15-29
AUC (ug + h/L) 1247/49.3 1863/30.9 2068/33.1 2228/37.0
Cmax (png/L) 172.3/30.7 217.5/37.9 206.2/26.0 232.2/33.1

tmax* (h) 2.000 2.000 3.000 3.000
tys (h) 8.275/38.4 8.685/50.1 8.990/38.6 9.459/31.8
CL/F (L/h) 8.022/49.3 5.366/30.8 4.836/33.1 4.489/37.0
CLy (L/h) 2.384/46.5 1.183/29.2 0.6779/33.1 0.4982/40.4

i, RSN/ CV%, &R n=8, CLg: BZ V77 A

) AR TAGB SN MIEROHET TV IGHRICET 2HA 3. LA UHE] OHEZZROZ &,
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BFESFRAICE T LEMEE
(Z% SMEAERAT —4)
L DTS O & 2 ITEZL B4 (Child-Pugh 238 A, 8 fil) Tk, A#l 10mg &£ 5 L7FRO
Y BREITAEHEER A & el L TIZIERKRTH Y (AUC 13 1.2 f5 E7) | I PRRIER
RO bIIRpoTz, RIS O H 5 I E# (Child-Pugh 578 B, 8 i) TIXKEHEH
Bt L B LT AUC 28 2.3 £ B3 L7c, Zeds, RGO AUC 1T 2.6 5 EF- L7o, o Xa K1
IEVEFLE RIL 2.6 fF B L. PT () & 2.1 5K L7o, Child-Pugh 708 C DEHIZET 5

BRIZ M L TNy,

FEEEEICE T SEYHRE/NS A —4

85 Ak Child Pugh A Child Pugh B T R R
(n=8) (n=8) (n=16)

AUC 1746/42.39 3510/59.07 1516/33.44
(ng * h/L) (840.0-3158) (1109-6578) (850.4-2886)
Chmax 202.6/41.82 279.0/45.76 213.8/36.82
(ng/L) (107.0-311.7) (110.9-425.2) (118.8-466.8)
CL/F 5.728/42.41 2.849/59.06 6.595/33.43
(L/h) (3.166-11.91) (1.520-9.014) (3.465-11.76)

Aeyr (0-48) 24.94/37.3 25.09/50.9 36.10/21.3
(%) (8.063-36.39) (7.203-49.79) (20.13-53.84)

MBS CV Y%, Aew(0-48) : JR k=R

) AR TAGB SN MEROHET TV IRRICET 2HAE 3. LA UHE] OHEZZROZ &,
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W/NRICEIT2EYEE

INRE RIS ERE (VTE) £F

OHEEHRE MNEAT—4H) 9
/NRO VTE B3 59 61 (6 » A~18 iAkdm) 12, A VTE B I2ARK 10 X3 20mg % 1 H
1[E3 5 & AR OBEERNG LD X O KRECHE Lo HEZ, §E4] (67%~18mAlm)
SAFRREA]D (6 H A~12 ki) & LT, BERAOHERE Lz L & DIEYBRE T A —4
T T o\ ThoTo,

NED VTE BEITE TS FEIMBDEYEE/NZ A -5 2

FEERX Sy |12 7% B b 18 7A 6 m LA b 12 BT 2 WL b 6 BT |6 7 A LIE 2 i
HlTE sEAl BRI | WEA | SRR | EA e tpail e tigail
A& KAE | 5HE | BHE | BARE | 5HE | 5HE | BHE | 5HE | BHE | 5HE
%k 4 5 4 11 4 5 11 5 6 4
AUCo» | 1320 1760 902 720 1540 1070 674 755 503 672
(ng-h/L) | (13.1) | (20.7) | (31.2) | (24.1) | (52.0) | (837.5) | (25.5) | (39.0) | (20.6) | (29.4)
Crnax 129 180 118 82.5 172 85.1 84.2 60.1 94.9 143
(ng/L) | (11.4) | (12.0) | (11.0) | (37.4) | (25,9 | (15.8) | (36.1) | (33.4) | (28.3) | (14.7)
Cos 7.94 9.46 3.18 3.35 8.46 7.18 3.27 5.71 1.94 2.39
(ng/L) | (35.4) | (55.6) | (73.9) | (57.6) | (98.5) | (96.1) | (65.0) | (129) | (33.5) | (39.9)

ST GRMT CV%)  a) BB EYE LR (PBPK) €7 /W8S HEEME

QEMRHARIENAERKER (BHER 14372) OMBHREXRAV-BEAENEEHENICL 2EYH
BNSA—4 (HEE) 2
NRAM VTE B3 (18 ki) 258 L LiZikBr 14372 oM % i 7= RHEE 3R
BHREMRNTIC K DIEIHE N T A —& (HEEH) (X, LT EB0 Thotz, Bk 14372 T,
A ARNRANAA] 20mg (A ARANBRNIZAH] 15mg) % 1 H 1 [\ GRFOREEICHY T 5
L OMETHEL-HELOCHETAAIZ KRS L,

i i | o | U | e Qrostbss |t ()
I 12~<18*1 | 173 | 2120 (26.4) 238 (20.0) 20.7 (45.9) 4.17 (19.1)
6~ <12 *1 29 1960 (31.8) 247 (23.1) 15.4 (56.4) 3.44 (21.6)

12~<18 *2 1 1770 123 30.5 3.76
I 6~<12 *1 38 1960 (32.0) 148 (25.5) 27.5 (51.4) 3.11 (18.4)
2~ <6 *2 39 2370 (42.2) 185 (31.8) 30.6 (72.3) 2.90 (25.1)
0.5~<2*2 4 1640 (49.4) 156 (39.8) 12.6 (82.8) 1.92 (19.6)
2~ <6 *2 5 2480 (30.9) 162 (25.4) 41.2 (46.6) 2.24 (15.9)
10 31 0.5~<2% | 18 1890 (34.4) 132 (27.2) 26.2 (57.0) 1.89 (21.3)
AE%~<0.5*2| 13 1590 (29.6) 119 (24.1) 18.5 (50.4) 1.61 (17.8)
PABIIC | yg~<a5 | 203 | 2484 (38.8) | 282 (0.0 | 17.4 (126) | 616 (46.6)

SPEHE BT CV (%) ) *1: XTI FIAny 7 LTHRE *2: Fo/ny e LTHRE
*3 . SEASPEEEENE DVT BE 0T —4

%ﬁ‘%ﬁ 14372 é:%”— %)/J‘L%f%\‘l‘i VTE /%%® AUCO-24 SSN Cmax SSN Ctrough ss O)'flﬁ&i\ *553@552]\@571*
E N SMEERENE DVT BEERIC Y N—a X33 20mg % 1 H 1 A& 5D 5~95 /X—&
Z AV OHIFANIZ A LTV,
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VI.L EYEREICEET HIEH

FontanFfii& D/NREE
OER£RIFEMAEGRER (HER 18226) MMBEFEREZAV-BEHAEMBEHRNICLIBEE
(HEEE) 3
Fontan Fifits O/NEEHE (2~8 w% : T6BI[AARANSHI ZET]) Zxigel LB 1822601
BEHREE 2 W o IR SR Eh BRI I K 2R i (HEEMH) 1, AT LBV ThoT,
Bk 18226 Tik, IEHARANRAIZY N—a X%, 10mg% 1 H 1B GREORE &IZFHY T 5
X HORE (Tkgll -30kgHKiH) CTHELZHE - HETRIAvey 725 L
[ TV.5.(4) BFEAIRER ] ©IE (P.86-90) ] |

n AUCO-24,SS Cmax,ss Ctrough,ss
(ng-h/L) (ng/L) (ng/L)
1440 109.0 22.8
AN =
RS 76 (484.2~4444) (39.7~287.1) (6.4~104.7)
1385 104.3 22.1
~f
AN 68 (484.2~4444) (39.7~265.2) (6.4~104.7)
2013 158.4 29.8
~f
HARASRH] 8 (1254~3915) (105.4~287.1) (14.3~67.7)
% N 2 B [ * 140 1494 125.8 13.9
10mg 1 H 1[q] (565.4~4747) (54.0~292.8) (0.8~99.3)

MATEE)E (FEpE) * : SMEA THR MfTRFEOT —» (3B 11527)

FRER 18226 (Z281) % Fontan Ttk O/ NEEE OMAEF U /38— 53 U BE O BB 1,
WA DS E A THR M1 T HRE LRI Y N—a 3 H 30 10mg % 1 B 1 B 5 EO554 0
HFHNTH -7,

QFontanF & D EHY 9~ 18 BMARBMDBEIZH (T HEMEIRE™

Fontan Fiiif% OF s 9~18 AT O & DERIRT —Z 372 ed, 37, 3k 18226 THH
VT 2~8 I D A O —IRFERR A 9~ 18 A O BE ITAME L=, TOfRE, /N
OB VTE B Zxt8 & L=l 7' n 7 7 A THEEE L7 REM S Eh B 7 L ) O Fontan-
PBPK 7 /LiX, Fontan Ffitk D 9~18 A0 & O H & —IgZEER A @I FHITE 5
EEZ2 6N, £O LT, Fontan it O HIELOCHE ((KE 30~50kg Kl DA I
7.5mg, 50kg LA EOLEIT 10mg Z#F N 1 B 1akE) 285 LZBEOREREZFE CT
TOTHRF LIRER, WIR B AIZ Y SN—a 93 10mgl B 1 [EE5-R & R O
BENGOLND & TSN,
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VI.L EYEREICEET HIEH

INRDAME VIE EF#0EELEEB OIS LATREL-BEREYHEETILRY
Fontan-PBPK EFJLIZEDZEF| L 1= Fontan FHED/NMNRIZEFZ ) /A\—OFH /N> DESE
2 (K= 30kg Ll L 50kg Kt : 7.5mgl B 1 [Bl, {AE 50kg LA L : 10mgl B 1 E&EER) &AL
AU —OFH/\> 10mgl B 1B 5 (GRER 11527) & DL

IREDTEIE - NS A=A %4932 10mgl B 1 EHRGE (11527 38) OFRIEL 5AOFE (5~95t0)
POP-PK: RHEFAS 8 e /L

1. 20k
BB L
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. Z£% CEEFEFER) (CEI SEE

[V S—m 95y (BB, AAD) DA PR D2 R BT 5 A 55 & Lz IR BRIZ < T
BEF % T T B,

1. 284

<ShEEtE>

1.1 AFD{FEIZEYHOARKIEL, EELHMODIGEICIE,. RTEITELZETALH D, FFID
FARICHEZ->TIE, HODOBEKREZEEL. KFBRSEOEELEEICHEH TSI &, AFITEK
S XY ZEREICFHETE 2 BZIEMIL SN TGN O, AFIRE DL, mik5ERE IR
TEHRBEDAL LT, HINPENZFOHBIELZTRICBRRT LI L, CAoDEIERNRDH LN
BEICE. EBICEYGNEZTI L, [2.2, 8.1-8.3, 8.5, 9. 1.1, 11. 1. 1&5H]

[z ]

{&%hEE - EHF HE

1.1 AFIOEHIZ L0 HARE L, ZOHMAEERGAIIL, RCICEL2BEWNH D, Lz
No T, AFIOHERICHT- - TiE, ARFRGEOME A2 ERIHMTL 2L, £, AFIZLT
TOANC, BEICEMm, RAHm, @R, i, Mo O S B e i O35
LINIEAITIE, EMICERKT L fEETs 2L,
AHNZ LD HIM Y A 7 2 IEMECRHN T & DHIEIEMHEL SN TWRNWZ LD AAIF G- H3imn
WREEEZB T 2 A D272 63, HlCEMEOMBEL +0ICBlEZT52 L, £, Zhb
DOIEDR TR LAV AT, EHITHEREEITH 2 &,

1. &S

<EFARIMAZIEAREE D EFR K SV E RG]

1,27 B DR EREHAR M 42 AE X (3 fif M 42 3B A2 i R IE 2 DA HASER D 15mg1 B 2E R 5B S H VT
(. FICHMOBKRENASELSAREEERET L LLIC, BEOHMY RV IT+HEEL.
#IZ, BERE. BN T EAEQOEETRIHODBERENMBERT E2EETNLHE &, F-.
mI/NMEFIZHRAYT 2 BETEIHOERNMERT E2EENLAHLH M. CNHDEEFIZD
WTIEARLDERENERMEZ LR S LK SN IGEEDAERFERETH &,

GERMAREREDABRUB RG], FontanFiiiiTRICH T 5M04E - ERFFEDINF])

1.3 & - WESNFED S WDIEHZFERZS EOFRAICEY .. FREAICMENE L. HEDE
BIZEIRELDLoONIEZTNLHD, WENDT—TILEES. &L LITEH - BIRNFH
BRITEHERZBOXMEEE. RFDREFZEZDHI L,

RIS vy TNRATIEERES LT,

2RI uy A/NEHATIHEAESL2ILRESHL TV, $£2.56mg TlEFontan it D /R

BEICT 2R & LT

[zl

(&% - %5 & - ODEE10mg. 15mg]

1.2 A ® DVT X% PE 3IEZ OIS 3 WD A EIX, EWNTO NVAF B I3 5 A7 O
HETHD 16mg 1 H1EHODO 2[EETHDZ D, HofERMERE £ 5 MRS D, F
7o, BRCEEE, Sl UMRKREDORE . H D WITPUIL MR &2 0F 4 2 BE Tl BERIC
iU 27 i o@m sl kT sk8EZnbd b, S oI, ENERKRBRICE T 2 K4
15mg 1 A 2[BOE L 252 F I2ERBIIR SN TS Z LD, ZOEEMELRE LT,

[£82.5mg. & - #%IHE - ODEE10mMg, 15mg.” K54 >0y F/NEHA]
1.3 (F7A4vmy /N 1.2) GrEEEHRE & FHE - BEORRIT: & 2 W IZIEHEZEHI % & OIS

—131—



. Z£% CEEFEFER) (CEI SEE

N

A
51

X0 BEEAMNIESE T, MR XA EOEENOMIEN S bbb BENNH b5, FHE -
WAL 77 7 — 7 VAE T R O ME « AN 2RI M T N T BB T 1% © DVT % PE O
RS 2 HAgE LT, AHIDSEAIC 16mg 1 B 2 M5 Sn-5akOVhNRICRE Sh
B OREMZHRET 5 R ERNE LTV, BT —T A RE D, FLLIT
FHE < G RAMREE SO IREHEZE R DAL E % B OFRWIGA X, AFlORGE2EZ 52 L,

T

1L.Z25
CPRIMTEZMRTROREDIREBEEICE (T HME - EeRR OG>
1.2 Hit - BEENFREH D D IEMERFEOHAICEY .. FRIMLAICMENEL, HEDEE

- N

SREMENHOONLIETNNH S, HFRTHEEICEHEETOMERVERICONTT
FEEL. EEAROONGRICEELICEUGLEZTI C &,

d\

(il

[££2.5mg]
AFIPMER S D T RATEEM 1T OPADEFE TI&, FHE - MEESMRRZ OFH 325 2 & V-
ESND7, RFERZOEFRL S EITHE LT,

=NBREZDER

~

%
*

HE (ROBEZIFBE LN L)

BhEEFH B>

N ARFN O3 LIBBUE OREFERE D & % B

2 i L TW A EBRE EEENHM., MRS OBEAICERZ2 M) [HilzBhEd 258
EhndHDH, 1 [1.1, 11.1.1ZH]

3 BREREE A O IFREOBE [9.3.15 8]

A FEELL EOMEE  (Child-Pugh/y B XIXCIZMHY) 0o 5H8FH [9.3.2, 16.6.25/H ]

BT SO TATHR L W D ATRENME D & B bt [9.55 ]

6" U NFEALEEHETARA, ¥LFENL, RAT LA EREROBRE [10.1.
16.7.1% 4]

TravvRZy MEEHETARFEEER OB [10.15 8]

28 4 hTaFry—n, AYyafrS— RUapry—, Jar— FhafFy— 1ok

O TERF A B SR oBRE [10.1. 16.7.28 8]

2.9 = v MLV ENLERGHROESE [10.12H]

210" v 7y =% 500 EE [10.12H]

211 2MEMEME O OB [feix < BECfE S e EeREREZ 2T 80N H 5, ]

NN NN NN A DN

N

L RIA ey ANRHATITEBE RS 2.5132. 12, 2.61%2.5, 2. 71F2.6. 2.81%2.7. 2.91F2.8,
2.10122.9. 2. 12 10IcFNFNEEIN TS,

(i

<EXEEHE>

2.1 ARHN DR MBESOS 2 7~ AR D B 5 BE s & LTz,

2.2 AFNZ, PUBEEIEMIC L ViEBMOHMZzET 28R H 5O T, “Hill L TV D EH

(BHZEMHIM, L I ORRRIIC R i) " afim e L,

2.3 MR P e ONRPRROICRIRE & 22 5 il U A 7 206 5 IR B2 A % B Tl o G
BERTLDBTNNHL Z LnbEim L L,

2.4 FAMEREHERRICI W T, PEEIES 2 A3 T L RS (Child-Pugh B (257#0) T,
MAEF Y N—m P NARENFEICER L (AUCT26520 1) |« il ) 27 238K 2 wrhe
PEAVRIR STz, LIehi-> T, “PEELUEOFESE (Child-Pugh 5% B & CIZ/HY) Db
LA BHER L LI,
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. Z£% CEEFEFER) (CEI SEE

25 (R4 vy 7/NEA 2.12) I - JRIRRAICHET 2R T, @RZEEEROREL LN
HEHAENEICEE D FE A, BEWICEERD Sbh 2 AR TORAGERAROREM (v
X) | EOHIINEDOR - BIRFEM. HAEROEFERE TR O—RIREOTEL (T v ) 1R
HHNTWDZ &, FHIRT v NI T 2 Y EhResi TAA O e 2 =9 pr A8 0 &
NiZZ L, EIRTFOLMEICKR Z &G LEa. BB ol bz X o At s
HEL 2 ATREME IR E TE 220,

F 7o, RFOLMEIC BT DAFOMEHRBRIL <. AEROLZEMEITMN STV RN o

T, U SUTIRE L CW A RTREME D & D et 2 Bk m & LTz,

[FS4>ay FINRHA]

2.12 /IR Fontan Tt Q)G CHEEEHO/NREENR KT 4 v o T &R 2w
DT, s XATAER L CTW D RIEEMED & 5 b, W3limicxt+ 2B 2% E Lz, /DR
VTE Ti3fAH 30kg LA Lo BE I MhBAI O HEE S 7-h, (KHE 30kg L ETH T A
va oy TOMHZFIBRL TV e, ZhEEIE Tl E L,

2.6 (K74 vy 7/NRA 2.5) EFMEREHRBRICIBO T, CYP3A4 KON P-FEX > /37 Dl
WXt 288N EAICTH D, U M ARG R SRS T, mER Y S—a X
NURENAEIZ EA L (AUC T2(5LL ) | MY A7 888K 2 ATREMEDS R S L7z, L
ENoT, “U M ELEESHETAREK, FLFEn, RAT L LFENLERETORE %
ol Lz [ L 7.() PRAZEE & 208l 0E (P.148) &MR]

2.7 (FIA4vmy7/NREM 2.6) CYP3A4 (XTI 2N RMERTHL, a T A2y Fadh
T LA OPFRIZ LY, RAIOMAREN B L, Hifn) 227 BERT HATREMENH D729,
“av v Ry y MEGATLRFERGTOBRE 2R E L [ TVIL7.(QD) fFHEERE L 208
B OHE (P.148) &)

2.8 (K74 vy 7/NEH2.7) RAZxSRE LizEAERERRBRICHS T, CYP3A4 KON P-
B 2 Xy OWFIZH T DA BRAERTH L7 hatf ) — vz 2y kb - BE TR,
Y R—a XN RENGEICER L (AUCT2MELLE) | il Y 27 BT 2 Rt
DRBEINT, LER->T, “£A hIafFy—i, KR¥baFy—i, R)JaFy—i, Iaf
V=)l b3y = OO ITERF ARG R OBRE AT L Lis [ IVIL7.() PFHEER
Lxo#l oE (P.148) ZM] |

29 (FZ7A4 > my7/NRA 2.8) CYP3A4 D5 fj72fHE KR O P-FE& 37 OHEHRICTHL= v
FLUAELEDHRHIZE Y, AFIOMAPEREN EFH L, Hifn Y 27 28 8KT 2 afRetEn ® 5 7=
W, ‘T RLAVENERGFROBRE EELDLE L [ VIL7.() S L Z0HEEB ] OIF
(P.148) ZM] .

210 (K74 vay 7N 2.9 CYP3A4 Oii/j7eflER O P-HEHX 37 OIERITHH e
Ty =T ORI Y AFOmPEEN EF L, Bl ) 27 B8EKT D AReEN D D7
b, “BF T A=TEERERORE EEDE L ( VILT.(DPFRZR L 20l | OEE S
LEYIN

211 (K74 v vy 7R 2.10) SMEMEE AR OBF TIX, DiEFIcBNTT7 4 7Y
Vo MR AR & AR RIS X DIEBE TR S, AL S VTSR IIMESS TIEA T Vw2 &
DD, BRIEEZ AT DI ENENE SN TWD, AKX S Z2hufielER 243 2 3AIH,
INODOBFIIEEGINTGE, BRTL720 9 2WENLAKE D IXBEL . ZEREL B
THBENR DD, LR T, “AMEMEMEONERDEBRE 2L LT,
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. Z£% CEEFEFER) (CEI SEE

2. 22 (ROBEIZIFEBELEWNI L)
GEFEEMHDEMBIBREICH T 5 EMMEKZES R UL S HERIE D FKEMSD

(8% - #IHI5HE - ODFE10Mg. 15mg]

212 B4 (Vv T7F=r7 Y77 A15mL/min ki) OEE [9.2.1, 16.6.1% ]

CPFRIMTEEMRITROREBIEEEEICH (T 502 - EeRROINHD

[£82.5mg]
2.12 BAR4 (eGFR15mL/min/1.73m2A3) OEE [9.2.1. 16.6.1%H]

[z ]
EAE (77 F=07 07 7 A15mL/Iminkii*) OBFIL, RKHIOMHAREBR 2N & il
OPREBEEOE G222 BMEELEENDI D, “BAre U LVLTF=2 I 0T TR
15mL/minAiii*) DBEE” 222 L L=,
* o FREMATERATHEA T O PADEFE BT 2 e - ZEREEL O I T, eGFR 15mL/min/1.73m24i

222 (ROBHEIZIFBELLEWNI L)

CEEARIMAREREDABRE VBRI, FontanFHETRICE T 51042 - ERTEOHIFH)D
(&% - #iHI5H 8 - ODFEL10Mg. 15mg]

213 HEOBEE (KRATIEZ L7 F=027 U7 F 2 230mL/minAki. /NE TixeGFR
30mL/min/1.73m2Ai) Do HHEHE [9.2.1, 9.2.2, 16.6.1% ]
[KS4Lay TINRA]

2. 11 EEDOEREE (eGFR30mL/min/1.73m2Adi) D& 5 HE#HE [9.2.1, 16.6.1F ]

<FontanFifEITRIZH (T 5 Mie - ERFADINE]D

[£82.5mg]
2. 13 EEOEEE (eGFR30mL/min/1.73m2Kji) DHHHEE [9.2.1, 9.2.2. 16.6.1% ]
[fi#si ]

HEORREE (RATEZLT7F=0271Y7T 7 A 30mL/min £iifi. /N2 Tid eGFR
30mL/min/1.73m?2 Ajii5) D& 5 BE L, RAOBMERYE DVT U AMERYE PE 255 L L7
EINEE ISR, /NEO VTE Zxi4: & U7 [E B[RS IR RER ) OV Fontan Ffith & x4 &
U 7= [EBS AL R 3 AR GRER 2> 5 BRI ST T2 72 D ARFI O FRRER AN a2 & TIERIRE ML
B (2T 2 AN A R OV B PEZERIE O FIERNH] ) D X 5 IBHERBICIS UTo B2 38 E L
RN D, BHEOBESE (FRAD [ElRIARERE DI L OFERME) CidzvrF=r7
U7 7 A<30mL/min, /NE Tl eGFR30mL/min/1.73m2 Aii) DOBRE KDL Lz,

e, RAIZBIT DIEIE Z & OBBEREIZIN UT-AR G 5L - WAL T B0 TH D,
LT F=r I VT TR
15mL/min A" 15~29mL/min 30~49mL/min 50mL/min VL F
WA “
SPAF s @rodenm | ST L
e (HIBT L. 10mg 1 ) Ea,%a) R
H 1 BN e
FH A
ks ks &
PE/DVT Y 2= SRR e P
PAD ) e BORH T

* o AT PR AT T R O PADEE 1T S Mkt -

FERTEOIETIE,

SPAF : FEFpIREME DB AN BN B (61T 2 HE M MM 25 th K UM By PEFEARAE 0D FEAE AN

PE/DVT : B IR M ARIE K OV e ZEARE 0D 1R K ONF &

PAD : TR AT FFEIRHTT % O RAHBARG BEE TR 5 AR - FERRTZRR O]
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. Z£% CEEFEFER) (CEI SEE

3. MEEXIIHRICEET HFE L ZTDER
[V.2. e Izh I fhdE I 51EE]  (P.16-17) #5352 L,

4. BERUVAEICEET HFEETDER
(V.4 AEROHEICEESTHEE] (P.22-25) #5452 L,

5. EELGERMIE L TDERA

8. EELEAMIEE

<GhEeHE>

8.1 7u b v b R EEZERELL (PT-INR) (3K OFUEEEER IZ DV THEHE L X 7= FR A%
T IEHALESD he v AR T T AF W (aPTT) S OEEFERERAE L. AF OPukERE E M
E=FV 7T AHIEEE LTS, (1.1, 11.1.1ZH]

8.2 HEDREWEHMNELD Z ENHDHOT, MEIDGSLTME (~NEZa e Afl) | (B %S
DRREZFM L, SR ~E 7 1 B AERMIE DR T O H I OB TR 5551,
WEIRILEZ TS 2k, [1.1, 11.1.15H]

8.3 MBEITIL, S, KT, I, R, WEI, i R OV RS B 2R i o
RO LA, ERNCEET D L0852 L, [1.1, 11.1.12H#]

(i ]

{ERhEE - £RF|IHE>

8.1 AAIFE 512 X 2 Bl O fERRIEZ G T 208 H 5723, PT-INR 1TV VT 7 U D= FEHE
fbENTZbDTHY , aPTT ITAF O MBEFIRE & OBIRBERLNTH D EERE < 2, L
TeRoT, D ORIEIZ L AHOFEEIENZE=2 1 732 Z LRI NRW 2D,
B G-BAAR% . MMMES OHE OB Z IEEIRS BT 2 2 ENEHEETH S,

8.2 A HIZ LV | HrEEIEAIC XV il OEBRPIENER U, i Qg2 & OB X IR
HOHMBEZ 2BZNNH 5720, LEIZE U THESEOREZFE L, 28e~T/ae
MESUTIME DR T2 bR HAIIE, WY RREEZIT) ZENEETH D,

8.3 NVAF & A kf4 & L [EWNHIAERER C, s, PIRAIMR, s, EEEeaE i
K OMRANAMERE I 2S, AFIBEZIBWT UL T 7 U UBEL D b mWEBUBEE CRRO b vz, i
DO EFEALH ML BHED 72 5 B2 RIRICP LT 5 72012, EEIRAE 2 B TH = &
MWEETH D, RAIZLGTTHR0C, BEICHMSCE OBIESTE O O G A I L ERINZ E#E
THEORETDHZ L,
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. Z£% CEEFEFER) (CEI SEE

8. BEELEKRNIE

<haet@>

8. 4 B/ MEFI2A] & OOFRFFIZIE, iU 27 BREICHE KT BENNH D720, KHIE DHF
FIZOW TS HITEEICHRT L, {BFELOFRRMENGRMEL LR D &HE S =856 DA,
INHOHAIEHHTHZ L, [1.1, 10.2, 11.1.1=%#]

[$£2.5mg] TEIMmAT FHEMTHEIT % O RN EIIRE BB & x4 & U 7= [E RS L [E 55 AR ©

X, YaAZ Y —)v, TTATVLIVKROF A7 L a)LOfERITEEIESN Wiz n, R

DLWz OWNTERIT A2V, [1.1, 7.2, 10.2, 11.1.1=#]

(5% - %5 4E - ODEEIOMg. 15mg.” KS4 oy F/INEHA]

8.5 AHKID# G-I FI-CREELE 21T 5 S, BRIRAIIZ ATHE T S AV ARE| O 5-1% 245 LA
FRE L72I2AT ) 2 EDREE LV, FIFCRENLEOBREZ BT D Z ENTERWES
X, BAMEL MY 27 ZFHEiT 5 Z L, ABIOFKE X, FUCCREALER, BE ORI
REICHEN 2 < IS 78 2 & ZRERR L Cnh . AT RPEeNCHET5 2 &, [1.1, 11.1.1
2]

[£82.5mg]

8.5 AAKID G-I FATCREALE 21T 2 56, BIRIICATEECThHIVEX, T RmAT AT
% ORMENRE BB CIIAF O 541268 LA |, Fontan Fili#4 B TIIAF O 5424
RFFLL ERGE L72#2124T 9 Z EREFE L, FITCRENVLEORGEZESE L Z LN TE 2
WAL, BEMEE MY 27 ZFHET 5 Z &, AFIOFEEIX, FI-CREMLER, BEOD
BEARBEICRIERN 2 < M A2 N2 E 2R LT L, AT ERPECHICHRT L2 &,
(1.1, 11.1.15]]

[z

[§2 - %1% A - ODEEIOMg. 15mg.” K54 Oy J/NEA]

8.4 Pl /IMEIE 2 FIOFFHRFL, Prin/ Al 1 AIDFHREL 0 S HICHIM Y 27 3809578, Hii
IRA 2 FlE OPFRHIZOW TS HIZEEICHGF L, 18R EOF RN ERIEE ERID &l
SNTEHEEOARHTHZ &, [ IVIL7.QQ) FHEE L 20 m ) oFE (P.149-151) H#]

8.5 AAF 5.1 > NVAF 8 O VTE BE D P UTREILE 2= T 2546, PrEBEIERIC X
DHMABE SN D2BZENNHDH DT, REOEKEE 5% 24 FEFLLEARGE L, HrgeE FEH
DES L2 B IARILE 21T 5 RETH D, FITCRENLEORIEEZELE D Z LN TE
BV EIL, WEORSMEE MY A7 ZFHE L, AEFEAHE T 5 ENEEL D,
Fio, FINCEEMLEICHE OARIEICL Y, MARERIEOKIEY A7 NEEIBZEILH DD
ED, BEOIREICHEN 2 B 72 2 & 2RO B KRFIOF 5% 7] K AIESC )
BT 52 EDNMNETHD,

[$82.5mg]

8.4 P/ MR 2 FIOFHREIL, Prin/ Al 1 AIDFRHREL V S HICHIM Y 2 7 38809578, Fii
IRA 2 FlE OPFRIZOW TS HIZEE ISR L, 18R EOF RSN EBRIEE ERID &l
SNTGAEOHPHTHMERD S,
F72. Thk PAD %A LMATHEIEN TSNS L O REE T, 7AEY VAR e K
LADIEH, FRIEROWESZHIE LTy a R Y — )VEOHM/IMEEREE G S AN
BEIND, LoLaens, FRIOATHENEIT% O PAD B 2 x5 & L [ERRIL RS I
B VOYAGER PAD T 7 A ) X ix 7 v & R 7 LILUAOHII/ MR (a0 A% —),
TIAT VK OT 7 L aniE) OfEEEIEE LTnWeZ ExEE X . JFHREOLZ SIS
DONWTHEHRITRWEEEWRET 2 & Lic, [ VA HELAOCHEICEES ER] OH
(P.22-25) } O IVIL7.Q2) fFHERE & 0B OIE (P.149-151) Z&#]

8.5 FRMmATREMTMEIT14 O PAD 3 Tlx. CAD %233 2R TN Thn s 2 L MV EE S
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. Z£% CEEFEFER) (CEI SEE

NDHTH, FIEFINAZIT 556 T WS FIEEIC L b ofu/ Mgl 2 i35 2 &
WEE LW E ETE, Pl M OB FIRCOFE bR L7 LT, &E5FIk+52 L& LT,
FTo. FINREILEZIT 5 56 OARFIE 5% OfRBRE I DWW T, TR AT F @i iid 7
%o PAD BEICKT 2 HIE - HEICB T 2AFOHE LM AZBET 2L L bl ZhbHDRk
FrhektGe & U7 [ERRIL R MARRER O 1R BRI s HE 2 36 1 D B ICHE U T, 12 RFE L Rk
#% & L7z, Fontan Fflits 0/NEBEEIZHOWTIE, $E 10mg OEFATICHE L THHEH L=,

8. EELEXRMEE
<Ehee@>
8. 6 AH & M DOFUEEEF & DEI Y B2 BN T, LTFTOEICEETHZ &,
cUNLT 7 U UDBARICEI Y B DL ERS H551E, VAV 77 VoG5 EHik Lk,
PT-INR%, Mkt ERefi A2 Fh L, 1RO TIREL FIZR o7 2 & R Lok, AT &Ry
BN AKN OB G E2ET 52 L, [16.7.951]
CERBIOBEEEF (3D ) BARFNCEI Y R X 55E . IREIOFIRN XTI #5087
TE S TR OO0~ 2R UL FRpEEHE R IE#: K 0 . AFI O 52 Bth+ 25 2 &,
KBNS TNT 7 U ~DOY) YRR RHZB W CTHUEREEH 2SR T-31272 D ATREME DS RIE S 41T
WAHDOT, PFUREERSHERF SN D K 9 EE L, PT-INRS, MREEHERERT O 315k D
TREBZAETIE, IV7 7V eRFIZERT A2 L, UNEOFRIRMARIERIE 2 x5 &
L7-EE LR IFERBR T, 77V o220 MO L72% ICPT-INRZ#HIE L., 2.080 E
ThodIEEMERTEIGAIIARIZTRIE Lz, ) * 2B, ARIOEGHK T % 2405FF%ET 5
F I, PT-INRIZU VT 7 U v OHEEEVER 2 IEMEIC SO L7,
< KEI D ERAFNOTEEBEANCEI D B 2 5856, AFIOEEZHIE L, REIOARFEG N TE S
AT RN HTsEE A O B AR B G- ST R TG %2 a3 5 2 &,
8.7 MEMMERN S LD ENHDHDT, Kk, IMmgE, FEKREE, BEZEDOERNIH S
NTGA T, P EREICHERK T2 L) BFICHEET L2 L, [11.1.35M]
* o RN O FEHENITEE 2.56mg TIERRE STV,

[fEa]

{EhEeHE>

8.6

1) NVAF B 255 LEENSIHERRICB N T, Uv7 7 U U ORHERIZE| &k, AF|
BRICEIHT SN2 BE IR C B T 2 2 2 ERHMEE B (K e i X &
RTIEROWDERRAICHE & 72 5 Hif) OFBERE P oT-, TNLT 7 Vb ARF~OK
TREICIE, BB EER I X A Y 27 | R OWEEEER O RIZ X D AR ZERRE D
FIEV AT PBEINDLZ D, I EXICEL T, LEMEAERERIHB L, 910 %X
(ZRE S R ONMAS ZERRE DL A BET 5 72912, PT-INR %, [k E Bef 4 2 S0 e
L. BB O TR TIC/R2 2722 L 2R LIz, o] RABESS N CARFI O 5- 2 Blth+ 5 =
ERVELEIRD,

2) ~NU CEOERAN O F N HAFNCEI 0 B2 586, NVAF O ANEEZxt4 L Lz
EANAMEIAERBRICHE L CW D EHETEEZSEIC, REIOFEIRN T E FEGRTE S
NIZBER D 0~2 BRI sk L v . AR O G2+ 5 2 &) LiEEmkd
LT lELT,

3) NVAF #B#F A x5 & L ENAETFEERER O ARBTG5 BT, AFIERGHIRK THICY
NT7 7V ERRET AL L LR, U0 RICHBRBEERN A4 T, B PT-INR 2
RO FIRZ FEZBENL LN, ORI EEEER NSRBI LEMN b E £ T
Wiz, 2D, REINHLUNLNT 7 U ACEI DR H5E . PUREEASMERINLD X9 IC
T 578, PT-INRZ, MKEEFEREREDEISIEFIRO FIREZE 25 E TEIAAE U LT 71
CERMATAZ L, B, AFIOFS fIEE 24 B 2 ROET 5 F T, AHIOPTERE /A
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. Z£% CEEFEFER) (CEI SEE

PT-INRICHEBTAH7=DIC, VLT 7 U OPEBEIERN LI INN b, FE
M4 52 L L L7,

4) AFIDSEFHPIEEEANCY 0 B2 5 HiEE LT, NVAF #2545 L Lz ENES IR
TiE, FAEARIEAERT (]9 2 H) ORBREE (RAIXIIAKIOT Z71R) ik L, %EZR
e, P02 BRi X VIR EORSE~Y > (5000 AL 2D 7e< &4 1 H 2R FiHES)
DFPHIBE 2 AT 5 L OREE B EBICEBRMRET L & & LT,

8.7 FANIZEWTIE 2012 4F 4 AIZEANIRFENIG ST 5 2014 4 1 A £ Tlz, AFIRMBE
BACRVE MR S I TER Y 13 FlE SN TR, FITIIETICESTIER S H - 72,
ARz IR R ORISR UClE, ik, g, PERREE, BEEND b HEITE, EHP
DICEREICEE T2 LB ET 52 &, /o, MEMEMEROIBRIZ OV TITEE & FHFR
THZE, B, MR VTE Zxig & Uz ERS LA E AR Tk, B MEMEERO®ME X7
o7,

8. EEREAMIEE

<EhREFHE>
(8% - %5 - ODFE10Mg. 15mg]

8.8 MAZENTHLAITELICAKIZRA L, BA2OEA1RIORMAZITS L 5 BHITHES
HZE, RAZENESEETH, —El22B02RAET. WRORMAE C12RFMLL E221) 5 &
O, BEIHRETLHZ L,

[FS42ay TINRA]

8.8 1H 1 ERFCIAZ EN=HE1E, FAFR THITEBICARZRMA L, FHORMAMNT
TRV AIR. 2RI IRAE T, RORARZIC1IES ZRAT2 X5 EET 52 &,
1H 2[RI HRFZ1E H ORA 2 B icGaiE, BEHICAKIZRAT 22, 2[B1H 220045 % kA
SHTH IV, 2EHORAZENTSGAIL. FH THVTELICIRAT2 L2535 2
& 1HSMAFRGHHCRAZ =B, BENERAET, RORMAKZICERT 5 X9
BET5Z L, BHAMNOIEFROLNZ1H 1B E2[E], SEIORMEZITY LH>fEETHZ L,
[$22.5mg]

8.8 TIEMAT FEINMi T2 O RMEIREBREE CRAZ NG4S o3RAaET, &

O FHHT 5 X 28T 52 &,
Fontan Tfit% 8% CTix. 1B 1R ERHCIRA 2 5N 7-5481F. R B P ThIUTE B ICARA %
MR L. FHOIRHANTE Z2WESIEL, —EI2ES 2 RS T, WO ARFARZIZ 1E 45 % IR
THEIESHZ L, 1A2EEERHCLEIE ORAZEN7=5H61E, BEHICARZRAT S
2>, 2@ A IZ2EyERASETH IV, 2B HORMAZ SN EAIE. FE ThIEBICK
AT 2E5BETHZ L, BEHILIFRDOLNTZ1IHIESUI2EBIORHAZITY K HFET5 2
L,

[z
(&2 - #%I5H A - ODEE10mg. 15mg]

BENKFNORMZ ENT-HBEICITMRERIEDORIEY 27 NEE L0, ZOHETH—EIC 2
FIoERALCLED EHLY A7 03&EE S, £2, BAZEN Z EickfHFnT, 7 <IgikA
L. REIORA & ORMBEIEL oI b Y 27 o ERBfEHIND Z Enn, THR
FIHRETHZ &,

[FSq2ay TINRA]

Ko4vmay7/NEHA%Z 1B 3 EEGOBEICIIRAZ 5N Z iR T, 3 <IZRAL,

WIEORA & ORIBNEL o HJ Al b i) 27 o ERMEHREND Z &b, TOBRER
OEOFEIIREETHZ &,

[£82.5mg]

[EIpR A [F 55 AEFAER VOYAGER PAD/GRBR 17454 Tld, IRAZENTZZ & 2KV T, #%
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. Z£% CEEFEFER) (CEI SEE

B REEFIND 6 FEHILIN THIUT7Z bz b L, 6 R 2l E TV A 5581358312k
DOEGFRZNCHETAHE L LTWe, TERMATHEWNEI TR O PAD BEICK LTk, AFI#E
ERBRO2FTT A ORI S, —EOBE TIEg - EMR e e R LA SR
L5, 2O DOIFEFNTINTI G IEBER A EFL LIREETHUL, —EMIRIZ D20 D Fr
RWIRE SN D, SHIC, AFIORHAEZENTZYH D PK /"7 A —X OHEEMIL., IRA T ERZ]
WG LSRR L TIRMETH 7208, IR ZEN7-EHICEITS PK /N7 A —&% OHEEMH
X, RAZENTKRORATERZNLHEM LSS L. IRATERANCES LS5 TRER
IO N oTe o, RAZENTZ 2 &EPREEICRITTREBIIRENR S O LRI
Do TNHDOZENL, AFIDORAZENTZHAEORGE LT, WERHMY X7 2l 57-0
W2, BN IERAE T, RORARZNCHBEAT L offET o2 & L,

Fontan Ffi%O/NEBETIX, FIA4 ey NEHO 1 H 1 FIXIE 1 B 2 BIEGREORAR
AL & [RIEE DRI % Fel L7z,

8. EELGEAXRMIE

GhRefE>

8. 9" AR G- o> B3 C Ay 2 >3 L 3 Lk i PR E 7 i > FE BRIRF L AR A OO Hii [E VR FH o0
Mz BB LT 2581203, FRRTHLT Ty b 77y (BiaHiz) OEBTR
XaendZRLU, Ee, HEAOCHRICHEES 2EE, BEELAEANER, HEOERZAT
5 BEICET 2R, AWEASOMMH Lo AT 5 &,

RIS vay S/ NERATIIEAES 8. 10 ICERES TV D,

[z ]

89 (K74 vm vy 7/hEH 810) ToFxHxy b TA77y (GBI THHEZ) 2N, TEBEEH
B Xa RTEA] (7T EFH A U= 2P T RE 30 b VR KFY) #
BHOBRFICHIT S, A a2 Hd i X 1 i R 7 i O R ERE O FTEEEER o B o
e - R THARINTWDZ END, O XD 2HlnE L, AAIOHEEREER O F1 % 2
BT AR, PRBIOB IR EHERT DL & LT,

8. EELEARNIE

<EFARIMME FARIE DA B R VB HERIFD
(£ - #AFIH S - ODEE10mg. 15mg]

8. 10 AAIO# GBI SV TIE, EF Z & OFFIRMARIERE (BN TIX, T ERIR MARE X O
MARZERIE) OFFE Y A7 WONCHIMY A7 #ZE L TREL, BARLMERG LN &,
[17.1.3-17.1.5 & #]

8. 11 HRIZ AR OGS FR IR M AGE S 13l i A2 ZE AR SEFESiE % O 41 1 33 ] D 15mg1 H 2[a1# 5- 711
MmOV A7+ ET L2 L,

8. 12 Rk A\ OB ERAIR M ARAE S U3 AR ZEARTE R AE 2 OIS IL, U7 7 U Vb ARKI~DY)
DWIRZ P2 A2 L WIMISEBIEERIL. U757 U U b REI~OY) Y B 2 FZHUEEEVEH
DRy e DA HEME 2 Z B L2 ECTUID B2 OlG 2 HEICHMT 5 2 &, [16.7.9% ]

8. 13 Al A D& IR MARAE S i A2 FEFR I REE 2 DA 15mg1 H 2[5] 338 il ¢ 5-REIZ IR 2 =4
AR, BEHICIRAL, FHEO1IHHENSOmgL 725 L5, BFEICHEEST L2 L, ZOHA,
—EZ2B R SETHL LV, BELLIEEA2RORAEZITS L) BFIEET L L,

8. 14 /NI AR ZER T 256, /INLOFURBERRIEICHEE L EM S 5 W2 080 b L Tlh
WEITH Z &,

[FSq2ay TINRA]

8. 11 KA EHIRNZHSWTIX, JEH] Z & OFARMARZEFRIE DFIE Y 2 7 WO HIL Y A 7
AL TCREL, BREMREG Laenz &, [17.1.1 ]
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(#75)

8.10 i A® DVT Xix PE %5 & L-[EPAETIFERER CTix, VTE OfFF U 27 KO Y A

7 ZEMAHEET LT, BE I IR G MM AR E S, £/, DVT X% PE #JE% 6
~14 » A MPUEEERE 2 2 7m0 B 2 55 & L2 ESMVEIHERBRIZ BV T, AFOE
Wz 7=% VTE FERIHEOAAERTRENTHDH, BAAD VIE BE T 12 » A2 Bx
LEEIIBRE STV,
—J5. /N VTE Z5%tge & U [ERS LR MARRER Cid. 2 Ao 7 7 —7 L ESE VTE B4
DEAEIITFER MM A 1 v B, kE&EGHHZ 3 » AL L, £oho/hNE VIE BFEOY;
AIEEEREYM A 3 » ., ERSGHMIT 12 » H LRESNEN, BE S &HEHM
L0 LEHUIEM CTh o BF BAF(E LT, EEK TIER Z L ICmEORE Y 27 & H
MY A7 %#BE LT, HEOFIHDWIIER GO FTENEBIND EZEZOND T 0D,
AFNOEEIRNZSOWTE, JEFIZE O VIE OFRE Y 27 FONCHML Y A7 #EE L TRiE
L. B LMk G- LipnZ & b Lis,

8.11 it A DVT X% PE FIEHAIH 3 HENZEBW T 15mg 1 H 2 [BliZ X 2 gss ks 4179 b
T, MY 22702 50 e EED IR IO E LT,

8.12 A D DVT KU PE RIE# OMIH 3 WE X, MieiBfE & O DVT XX PE O H3EMHENIIE 0
HIENHEETHLHZ EITMA, BRIV AZHENWZ ERREINTWDS, LEBn-T, UL
77 Uik LHERERREAIC T ¥ 5 2 L3 _RETH Y . A DVT I PE#%D
P BHEMIE, VLT 7 U UL ARFA~DEI D R ITPEX D2 L L LT,

—J7, W1 3 ERNEHKIL. UL T 7 U DB ARKI~OY) Y B 2 RS PTEEE A E A AR+ & e
LA e EB L E T B2 Ol G A EEICHITT & ThH D,

8.13 A A ® DVT XX PE & O#M 3 G CIE, 15mg @ 1 H 2[mELETH Y | A iRHES
DIBFNRESGD Z ENBIRIND Z D, RAZENTSGAGOREE LT, EBIZRAL,
[FHO 1 AHEN 30mg L7eb L5, BFEIEET L2 L, Z0%A. 1 RIORAZNER
2O 1 EIZ 22 RASED Z EIFETHIN, BHELLIEIER 2RIORAETITY L)
fRET5HZ L,

8.14 /NED VTE B Z x5 & Uiz FEEHES MAHRBRI AN iz BARNEFIER 5T
%SNS L VTE 26T D ARFNOE G2 oW T, 1GEFIEICHET S ERMIZE Y,
JEGI Z & DR T 4y b EU X7 PRI S AL, B L ORI 217> CnieiZ e b
L7z,

8. EELEXMIE

{FontanF T H 1T 5 M4 - T OHNFH]D
[£82.5mg.§E - #IAIHDE - ODFELIOMg.” K54 > 0w J/INEA]

8.15 (#g2.5mg 8.10. KS4 > Ow F/MNRF 8.12) Fontan Ffiitk BE 2BV TidFontan 7HEE
WZHER S 2 AR DI TIEDIBERIEE L E L D 5 2 L b, JEFZ & O it 28 E DFEIE U A
ZAWITHIL Y A 72Nz, IFRe, BiRe., S0PESEORE OREL +0IcBlgZ L, ke
HORB A EEIERT 5 2 L,

8.16 (££2.5mg 8. 11, KS4>Oy /NERA 8.9) /NEDOHIEEESRE K@ L= Ehli & 5V
FOREDOY & THRFEZITO 2 &,

(5]

8.15 (#E 2.5mg 8.10, FT7 A v u v 7 /NEH 8.12) /NNEDLERMELIRBEEFITHHT IV N~ X
PN HIZOWT, Fontan JEERICHE R T 5 Ak 22 lgianbe®s 2 I TYEICA U D ATRetkEn & 5
TEEBEZ, ERIZEDORRT v MEY RNl S, ATEERE. BHEEE. APHES DR
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FHORED 3 0BT LY . B O RS RO GO /G O 24T > T a2 2 L &
L7,

8.16 (§& 2.5mg 8.11, K74 > u v 7 /L 8.9) /NI Fontan Filitk % kf5 & U7 [EFSIEFRZE
MARERER AN DIz HARNEBIIR 5 TS Z &% D, /N Fontan FAlit4 ki3
DARFN DO FAZHOWTEL, WWRTEICHEET HEANCED | ERZLD_xT7 4y FE U R7
PR S AL, B F KOO HIET 21T > T2 2 & & LT,
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. Z£% CEEFEFER) (CEI SEE

6. RENDERZHI HEBICEHT HIE
() EHHE - BEBEFEOHLESE
9.1 AHHE - MERZEDHLEE
<Fheedt&E>
[=RFI]
9.1.1 Hm) RUAENEHE
UTOXR D REBHETIE, HiLofRENERT 5, [1.1, 11.1.1Z3H]
- IbMfEF O H 2 EE (L IMRIBAESE)
- BEEEEO B D BE
< SERVE U RMED HIMPER B O & % B
« a2 b —/LTERWESED G MEED HE
- A& PEREIBE O B
- TREN ML O B
- IHEWEOTE BT L S D RS
- HEE BB IIER B OERWER
- BHEENHIMASERL B OERWEE
- IR UM I LA B o b B B
- IEBECAR O FAlr#E B DR
« SUE SHRIRAE UM R L OB E D & 5
[$€2.5mg .~ - #HI5E - ODFE10mg. 15mg]
9.1.27 BREDES
I OfEBRIENHE KT 5 Z 13 d 5,
[=RHFI]
9.1.3 (K34 y7INRHA 9.1.2) BBMHHILEBEDSZINDOHLESE
S EE LB BREE I D) e PRAICEES 5 2 &,
L RIAvmy /R TIEERE S AT R0
<EMBEHE>
9.1.1 AFIOFEFIER (PrEEER) (2 X0 MRk Ol 2> D OB XX RBAME O H 23 E 2
LBRENED D, Flo, ILMEEITEREFEEO® 2 EBH TIE, KFOFREIZ XD HinsE)
BEEN2BZNRH 0T, LFOHMY 27 BEWEBE ~OELOMGIE, 15 Lo
PR O M OfERMEZ N L7z 9 2 C, EEICHET 20681 H 5,
- IEMPEFED & 5 EE (MRS ES)
c BEEEEFEO B D EH
o SERME ST A% RO H i 55 £,
« 22 k=)L T & 7R WEAED & fLESE
- Ifn B PEHEISUE
- IEENMEEEME S O B
- TEENE OB E RS O B
- HLBEVETSIERL H DRV EE
- BHEEN M SUIAREAN 58 E % B O B
- BN TN LS B D b 5 B
- FFRECRR D Fiir#% B OB
SV SCHRRAE UM i OB E D & 5
BEMEJEEE DVT U PE OFRIK+THH Z ERMLNTEY, lAD DVT XL PE % x5
& L7z E WS ARG TIEAFIE K OSHREEFHEO W TV T S | IHEMEREMEER O & 0f
BNz T, MARFERIEDFHIBEN W2 T, HILOBBEBHE SN2 EBRDO L
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. Z£% CEEFEFER) (CEI SEE

7o ZOMOBFERIZOWVTIE, I Y 27 BNEWEERFEO S & LTl L7z,
91MﬂmF%%%ﬁ%kLtIW%mmﬁ% ZERWT, KHED 50kg LA T OE R DM
A H OREBLHRIL, AH 50kg 22 DM EROBBRICHANGHETH -T2, EHITK
FIHED 50kg LA T OFE M O A FEFMIE A ORBRITTU LT 7 U AL IR L TH
mExL7= [ TV.5.(05) B - menlilBy) o1 (P.91-93) &M]
—J7. BRADOZMIEGNE DVT T atHiEfEtE PE BF 2604 & L-ENSIHERRICHS VT,
50kg A DER Ay T D22 M FERMIE B OJFHEIE I, ROEA~NRY TN T 7 U R
EHEE L CARAIBE CEfE 2 R T 2 X o7 (TR .
LML, EAEF TORGRBBRLINTND Z &0, NVAF BE 235 L LR IC
BT, ERAEOBRE THMLY 27 BEINT 2 /EEESRBEINTWDEZ b, BED
WEABIR LN OEEBEICEETHILERD D, B, FFEOKEZDLT N EESL, 5
WX FREIS Z & T, HILOBERIERE LS EDD LB bR\ 2D, HIRTREHE L 72 D5
EOEREZ T MATfEE LTI L T Ruy,

A DRMEERME DVT XRIEEMERYE PE EFZXMRE LEERFEMAERERICE T HHER
NREMFTEFMER* XRINEG

J-EINSTEIN DVT J-EINSTEIN PE
K A EN ST~ AFH KT~y
10mgl H2[F] | 15mg 1H2[A] DL 15mg1 H 2[F] DT
—15mgl H1[a] | —15mgl H 1[H] —15mgl H 1[A]
50kg 33.3% 0.0% 0.0% 0.0% 0.0%
A (1/3 151) (0/6 151) (0/2 f31)) (0/4 1)) (0/1 f31))
50kg 10.5% 10.5% 10.0% 3.8% 0.0%
PLE (2/19 #1)) (2/19 #1)) (1/10 f51) (1/26 1) (0/6 1))

* o BRI Y IZE R TIZZR WS EERAICRIE & 72 2 i
BB, ZHORBR CENAHMITMER I LTV 20

9.1.3 (FZ7A4vuvy7/NEH 9.1.2) EBEHILERED D 2 EBFITAFINE G SNHE. K
FlOFEREVERIC X 0 (L& H L OERIENE KT ABEFARH LT 5 ﬁrﬁﬁmﬁﬁ%
WX T 2 PRHICEE T A Z ENEETH 5,

9.1 AfHE - BIEEBFDHDHEE
CPRIMTEZNRTEROREDIREBEEICE (T 5Nt - EeRR OG>
[$22.5mg]
9.1.4 MEFARR(FT—BIEMEMFESE (TIA) OBREEDHLHESE
ZPEPX iTIAO)EEEF@%éTHJZmﬁﬁ@ﬁTﬁE TR ORI BEE TIE, AAlEREG O
B HEICRATT D 2 &, KR, B2 IRIER A OV EBE-CHUIL/ MRAI2A 2 0 H L T
Zo%%“ﬂimm VA7 BERT S io’%i’mi‘i%éo AT PN T 5% O SRAH B AR R
gL LB T, MR O H 2 B8 FRA ST D

(i)
AT AR T2 O PAD E xR & Uz BB RS IAHRRER IZ ) T, A 303 TIA
DEEREREDO & 2 BE DI S TR Y, HkBHERZ AT 5 BF BT 240 L VL2
BRI SN T 2RI LD, INOOBFICKBIT HHEELRKGOLEMZEEWEST L2 L L
L7, Fz, HZRRICEWTE, FPEMATHEMEITEZ O PAD 8& 2 LTT7 A i
THOHU AR SN 2 LB DD LEZX LN, ML) 27 O¥EMARESLD D
T, PUi/MEA 2 AlZ O L Th 5 BT AR OG- 2 kT 5 L O EEWES 52 & &
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. Z£% CEEFEFER) (CEI SEE

L7z FRRICHMZE TR RIES A OB WEFIZB W THEICHIY 27 N KT2B8ENNH D =
LEEEMET S LT,

(2) BiaelEaE 2 E

9.2 BHREEETESE

9.2.1 BX2nEE

(8% - #A%IHE - ODEE10Mg. 15mg]

BHLRWZ &, lRAZERGE LEENABIRRRICBNC, L7 F=0 70T TR
15mL/min A O B XA ST 5, [2.12, 2.13, 16.6.15 ]

[££2.5mg]

BH LW &, FRUmAT AL T O R ENIRE B EBE 2 x5 & L 7 EFRIL R 55 AR
BriZH VT, eGFR15mL/min/1.73m2A il O BH TR ST D, [2.12, 2.13, 16.6.1%
]

9.22 EENEBREETEE
GEFIREMHDEMEIREICH 1T 5 E I MRS R UL 5 ED FKEINFD
(8% - #EHI5E - OD&E10mg. 15mg]
AFNBE G- OS2 EEICHRTFT 5 Z &, AFOMHFREN EFT5Z LR REBEINTND,
EWNAEIAHREBRICIBWC, 7L T7F=027 U7 72 A15~29mL/min D BE 3R ST
W5, [7.2. 16.6.1% ]

CEHARIMAE EREDABRE VBRI, FontanFEMETERICE T 5112 - ERFEOING)D

[£E - #AFIHE - ODEE10mg. 15mg]
BHE LW b, AZMNGE LEERNASIFERRICBNC, L7 F=2 70T TR
15~29mL/min®D B (TR SN TV D, T2, DMREEZG L LR TIX, eGFRA
30mL/min/1.73m2A i D BEH IR ST D, [2.13, 16.6.1% 1]

[£82.5mg]
9.2.2 EENBRENHIESE
CPFERMATHEMETRORMEEREEEEICH T 51012 - ZEeRAO I

AFEEOEESZEEICHRINTLIZ L, 2L T7F= 707 70 A15~29mL/min® BE T
AFNIOIMFIEEN EFETEZENRBENTEY, HILOBHRENEKTEZE0H 5,
[16.6.1Z& 1]

<FontanFiifE{TR(CH 1T 5 Mie - ERRFB O]
BE5E LWZ &, Fontan Tt O B EFE 2kt & L2l KRFABR TIX. eGFR M
30mL/min/1.73m2ANl D BEF IR STV D, [2.13, 16.6.15 ]

[FSq4 oy FINRA]
9.2 1 EENEEEFOHIBEXITER2DESE
B LW b, BRRBR I, 1SR CE s V7 F =R 975 —k v ¥ A VE%E
Mz 5HRE, ROl ETeGFR 2 30mL/min/1.73m2 K jifi O B A IZRA STV D,
[2.11, 16.6.1, 17.1.1%H4]

.23 HEENETEEFTDHLEE
[$€2.5mg.~ i - ##7E - ODFE10mg. 15mg]
AKFBEGEOEGEZEEICRFT T2, KATIEZ LT TF=02707 72 230~
49mL/min., /NE TixeGFR2330~60mL/min/1.73m2M E#H TAFI O M EEN EF4+25 2
ERRBEENTEY, HiLOEBEESERTLZEnH 5, [7.1, 16.6.1 (5E2.5mg 16.6.1
DH) S
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. Z£% CEEFEFER) (CEI SEE

[FS4my FINRA]

9.2.2 hEENEEEDHHEE

AR5 O G ZEEICHRGT 5 Z &, eGFR2330~60mL/min/1.73m20 3 C I Hp R 2
ERFTHZENTRBRINTEY, HOBRESERT L Z 08355, [16.6.1%H]

(e ]

9.2.1 [§E « fRIZ3E) - ODEE1Omg. 15mg] NVAFHEE I Ok A O ZMEEM:DVT ST A iE fx
PEPERE 2R & LIEEMANEIHRRABR T, 7 L7 F =227 U7 7 2 Z15mL/min A O
BEZRI LI E LT,

[$£2.5mg] T RIMAT &M MIT% OPADEE &2 xf G & L 7= [E BRI A 25 AR5k ik
eGFR15mL/min/1.73m2Aii D B 2RI LT- T2 0% E LTz,

9.2.2, 9.2.3

RN Z 5t E & U= ESMNER IR ClX, 2 L7 F =227 U7 5 AR 30~49mL/min O
BEBEER O LT F=0 7 )T T AN 15~29mL/min ¢ 8 B EE B (A 2 %5
Li=Sa. Z2vT7F=2027 U772 A0 80mL/min YL EOEFEHE T/ L TF=07 1)
7 7 A B0~T79mL/min OEFEREEBE Ll U<, BEEL OS2SR (PUEEE/E
M) OHERMPBO LT, Leo> T, HEEU LOBREEBREZICIT, AFOREG L EEIC
FIEr T 20BN H 5, 7ok, TRIMATHEINITH O PAD BHF &2 x4 & L7 EFEIE R 5 M
R CIIBHEREZ2 A T2 BFICH - RO SITER SN ho Tz, AT, B
Re (7 V7 F=27 U7 Z A0 16mL/min Ai;) @ NVAF B3, EEOBESE (RAT
X7 v 7 F =027 U7 7 A0 30mL/min #Kiiii) © VIE BF K OB A4L (eGFR 2
15mL/min/1.73m2) & FRMATHENRITHE O PAD &322 TH 5 [[V.4 AHELOHE
B 57EE ) oI (P.22-25) &M,

N ARG E U ERRBR T, 1 Ll BT eGFR A 30mL/min/1.73m2 i o 5 & D B RE
MEEIIRA S, 1 AR ClE 7 L7 F= N ED 97.5 S—k o Z AVl (T#)
B 5 BEIIRIA SN, k. BHARAD/WNLVTE B35 T 15l B 2 eRkim %A1, 1
BZ V7 F=E 0.93mg/dL L EO D, 1R mOSGAIXE 7 LT F = AE) 97.5 /73—
YU AAINMEEBZDLONRBRINENTZ, TOED, INLOBRFICH L UIREEZTH
% [IVIL2. 225 NAE L 208 H ] OIE (P.132-134) ],

AE Mg 7 L7 F =10 97.5 78—k Z A JVE (mg/dL)
2 i 0.52
3 A 0.46
4 3 0.42
25 A 0.37
3~5 » H 0.26
6~8 » A 0.31
9~11 % A 0.34

NR O EEREREE (eGFR 23 30~60mL/min/1.73m2) B IZHB1T B2 aMESRIZIES
NTW5, Wi, RATHEEDOBEEND HEE TIRMPEEN EFT2 2 LRBEH
TWAZ b, /INEOPEEBEEERE I, AFOREZEE M« 0ERD 5,
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. Z£% CEEFEFER) (CEI SEE

() FFHeErlE=EE

9.3 FFHkgEfEEEE

9.3.1 BREEEZHSHEREDESE

BHE LN &, HiofaEnfl KT o600 b b, [2.35H]

9.3.2 dEELLDOEEFDHSHHEE (Child-Pugh/r$EBXILCIZHE )

BH LW &, RFIOMAPREN EH L, HiLOfEEESERTB8EF01H 5, [24,
16.6.2% ]

[zl

VIL2. 222Nz & o8l | oI (P.132-134) &

M) XEGEREEET 5F
BRE I N TR

(5) 4t
9.5 W&
TEbR SUTAENR L TV S ATREME D & 2 I3 & 5- L2 2 &, B R Chieismiatt (7
) o FENHIL, BEICEERD Db HETRAREROBMN (VX)) | tE
DEINEDOIR - JrIEENE, HAEROEFRIK TR O—HIREOE (T v ) BRfBE ST
W5, [25 (K74 ay7/NEH 212) ]
(i)
JEVER AT 23R T, W KEEH OB L O A RMAEMIZME S e, FE)
WNZTEIER S DN D HE TORFIREROEN (THx) ™ [ [1X.2.(5) EHE% AR
DOIE (P.172) BIR] | FEEOHINEOI « JRIEENE, HAEWROEFREKT RO IRIEDE(L
(7 v b)) 10 [ 11X.2.(5) A5 AR DE (P.172) 2] | IFET » MBI 53y
HhREBR TAKI O MR EIE M 2 R 9T R 69 [ [VIL5.(2) Iik-IaM%RarT i) »E (P.123) %
] RO LILTWD,
TR TR LT D ATREME D 3 B eV~ I3 2T hh 5,
[ VL2, 22 NAE L Z OB O (P.132-134) ]

(6) ZEL47
9.6 RELIF
BH LW ENZEE LV, BER (T v b, BOES) THLHFICBITT S Z EnWE
SNTW5D, B FNORFFIIBITT D Z ST 5,
[z ]
WL T v NSRBI 2B T, AFINIHHICBITT 5 2 ENWE 69 SN TWHWHDOT, ZILFD
LVEICREGT D EHRET L2 ENEE LU,

(N INRE

9.7 /MR

EFEEMHDEHBIEEICH TS EMMRKE D R UE S HEEREDFRAEINF]D

CPFROTEEMEBITEOREIMERBRE IS T 511t - ERTEOIMGD

0. 7.1 /NREE A kb G b U7 BRRERBR 1T 508 L TV 7220,

<FRRAR M2 FARE DA B R U BRG]

9.7.22 (R34 nyFINRA 9.7.1) E#%65 HRMO Fici% ¥+ 2 I~ 3AHKE 5
X DR EoF RN EREE EE D BT SN DGAICOA, BEORELZ I8 L
RROEGTHZ L, A%6H ARMO FRlliZ 43 AN 235 & Uz B RE BRI I L T
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. Z£% CEEFEFER) (CEI SEE

AR
- TENRIE ¥R 3T At
- KHE2.6kg Rl
- B SAR O A3 10 H AT

{FontanFi T IZ & (+ 5 Mtz - EieHBEOIMF>

9.7.3 (fE2.5mgRUV KRSy FINRA 9.7.2) 2 KM O Lo/ A %t4 & LT- i
PREERITIEME LT 72w, [16.6.35 7]

LRI A vmy FNRATHRE ST,

2B 2.5mg TR E S TH7RYY,

(e ]

9.7.1 NVAF 3% Tid, /NEFEITHT DR 202 ZRMEDHENL L TV,

T MmAT T T O PAD B#E & ktg L U7z [EIFS LA 5 MAERER Cld 18 sl o BF 1L
FAANN GBS L TR Y | LRMEITRENL L TR,

9.7.2 (R4 my F/NEH9.7.1) /NED VIE B A %t4 & U7 [EESHL R S MR Tk, &
At 37 UL b, KHE 2.6kg UL L, &R0 - BREXIIEEICLDREBOWIRM N 10 HEL EA 3R
FEHEL LTEY, ZNOICEY LRWER 6 » HRIBOBE TOE MR OVZ2MEXML L
TWiaWed, JGE EOBRENGRMEE RS S SN D50, BEORELS+
SBEL R OER 5T EEFHEH LT,

9.7.3 (8 2.5mg M O'RT A v v 7 /NRH 9.7.2) Fontan Fifitk O/NEEE 235 & Lz [EHE
HFEFEMARRBR TIL, 2~8O/NEEZHMAN TS 72, 2AT,. 9Ll EOBRE TORE)
M S OV TN L TR Ly,

— R EHERE 7e E O A B MR T LT\ b, ek, FEFRBUEMOEMENRE A XI5 L L
[N EE IAHRRER IZ 33 C 75 LA DB TIXTHRARTN O BFH & ik U, BER 72 il & OVE K
TR WS EEIR IR E & 72 5 I O R BLR R E o 72,

L RIA ey TN TIEEEE STV,

[fmsi]

— R E R TIXEMEE R COAFEENET L TCWA Z End, EEICRSFTIVNERH D,
F7-. NVAF BEZxR L LZENS IRV T, 75 MU EOBE TIX 75 mAlm O &
Fem L, ERR ML OER TR WA ERKRAICHEL 22 5 i ORBERN G N7 2 &
MO HIEENMLETH D,

TR MATHENTET T O PAD B 2515 & L EBRLFESEIHRRICB VT, 77 REEE
FE L CL ARFIBEC W TR L IEmimE ORI HIm Y 2 7 1ZBET 2 BRNICERO & 5
ZIFHRDO N o T,
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. Z£% CEEFEFER) (CEI SEE

7. ¥EEA

10. #HEERA

AFNTEE LTF M7 2—25P450 3A4 K 102J2 (CYP3A4K TXCYP2J2) 2L v R#Etsn s,

F o, RKFNIP-HEH o X7 R OFEmHE S > 2327 (BCRP) OIETH 5,

[16.45 ]

() GtREE L ZDHEH
10.1 BERES BrRALGWI &)
4 55 B AEAR - HEiE 715 BFE - fepRIA 1

U NFELEZEAET Al (/—E 7, Ik
Z.2FaEy R)

HLFEN (FYIPRE)

RAT T LFEL (LYY 7)

[26 (RZA4 vy /NEH25) | 167150

ARF O i EE A B L
rgEIEH AR INn S 2
LTk Hif o fE B Ay
WRTLBENND D,

CYP3A4 D i ) 72 BH.
ELRN P-fEH N
JOREIZID 7Y
T T v AN
5o

A FaFy—iL (£ FUV—))
Ry atry—n (V7897 40)

rgEIEH A EmINns 2
LTk Hif o fE B Ay

AV VASy NEEATLRA] (FURAY, 7| AFlOMHPREN EF L, | CYP3A4D5E ) 72 [0

Loaby s AL LAY —H) PUBBEER SR EIND Z | Bl 27 V7T

(27 (R4 a7 /hRH 2.6) ] L2k, HIo GRS | 2ARED T 5,
WMRKITHIBFNNLH D,

PLTF Of 0 SUTTESFH AFNOMPEEN EF L, | CYP3A4D 3R /772 FH

RN P-fES R
7 OREICED 2 Y

(29 (FZ4vmy7/hRH 2.8) &2

PrBEEEH RS D =
L2k, Mo fapRvEDs

RYaf— (T4 7= F) WMRTDHBEINND D, T AN T
TaFY = (FrY—F) %
rhaty—n (ERRHETE

(28 (R4 vy 7/NEM 2.7 | 16.7.28H]

TV RULAEL (Va—n) AF oM AFPREL EF L, | CYP3A4DT&E ) 72

FHROP-HESZ 3T
DOHEFEIZED 7T

[2.10 (FZA vmy7/NEM 2.9) 2]

PrBEEE RS D =
LRy, Lo fapRMEDs
DN IR SR (WAL SRS

WRTL2BZNDRH 5, 7 AR T D,
RFT7FL=T (VERTA) AF|OMm gD EF L, | CYP3A4D 587 72FH

R ONP-HES Ry
DOREIZLEY 7 U T
Z AN T B,

(il

% O [E A i RSB BR IZ BT, CYP3A4 DR A2 [LE KLY PR v )7 OILERITHD Y
cFEN, ROV b at = a2 g &G SRS T, mER Y S—a oS R R
AEICER L (AUC T 2 5L k) | iU 27 BSEKT D AEEMEN R STz, £,
CYP3A4 (T 2R ERTHL IR F v b EEHATHHFEOHHICL Y. KFD
MAREN EF L, i) A7 B3 KTr2B82ZWn3dH5, ool enn, AR ©
I, “U MFELEZEAT LA, FLFENL, RAT U7 LFEN “ab v R4y Nad
AT L8AP, “LUFORKRAUTIEHA : A T aF Y —nr RafFy—i R ary—i,
RafFy =), FhafFy = ‘U LAV EAV KRN ‘a7 =T BIlRGEAE ED
WZRCH L7z [ TVIL1.(4) B - P02 om (P.118-121) &M .
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. Z£% CEEFEFER) (CEI SEE

) AZEE & ETDHEH

10.2 HHREE (BFRISEET ST &)

ESiEk FRERER - HEAE #r - BIREF
HUE [l Al HML DO ERIENE KT D203 H 20T, Bl M o FuEEE/FH 23
ANY RN ARSy AN U B EITITO, EET S L, MEICHIRE N D,

A (= /XYY F R DL
&) | T ENRYRT AT
T, UNT7 YYD LE
[16.7.5. 16.7.9% ]

I/ MR EREE BN HIVER %2 3 2 24|
AN %
TAEY v, 7t RI LR
fsth . 57 o vy ks
FEAT v A RHEARENER T 25 A
Fuexkwr, a7z
7> RY U LE

(8.4, 16.7.6-16.7.8% 1]

[$22.5mgld7.1. 7.2H5R]

<BE - AR5 - OD#HE10mg,
vu sy /N

HIMOEREDRER T 2 B8ENNH D5 D T,
TN OIEK EARAOPEHIZONTIE, 1REE
DOFEMEEAERMEZBZE L CTHEEICH W

15mg,/” N7 A

5L, BERIBELTSIATV, EETDHZ
‘J:o
<HE2.5mg>

HMOERESIERT D BZNRH LD T, =
B OFAN & ARFN OO TIE, T/ ED
ﬁf&@&fﬂ@i%ﬁ%?bflﬁ% WZHIWT9 S 2

Tﬂéiﬁuﬁﬁ@f’rﬁ’@ﬁ?’ﬁ@iﬂﬁibﬂﬁf %,%%‘T“bi
il JK%'J & #LE[L/M)i%'J k DOF IR 7‘ REIS

=N %%L@ﬁﬁ@#ﬁk@%i@é&ﬂﬁé
NIEHEDH, TNHDEXNENHTH k
Fontan Fifi % fBE CIdE 5 P38 E %2 +4
1TV, EETDHZ &,

AHN D HUEEE E ] & i
BB I K
0 AR LS H A g S
Hmsh o,

R b= IR A ELEA]
tu b=y LT RLFUUH
0 3AZRBLEA]

i ofmRERERTL2B8EZ008H 250
T, BEZ LTV, BEETDH L

AHN D HUEEE E ] & 1
IR EESE N E I X
D AR AT H i A 1 23
HmEh o,

MR VA R
v a¥xt—¥, t-PARK
TNTTFF—P5%)

i OfERENRIH KT D8N H L0
T, BEz o, HETL2Z L,

AANOFLEEEER & 7
74 7V UREBIERIC X
V) RN L2 O 1) A
HmEns,

Z)af S —)u
RAT)aF S —)u
[16.7.2% ]

- AR5 E - OD$E10mg, 15mg>
Kﬂ@m¢%fﬂiﬁbt&®$%ﬁ%
5O&A@ﬁ%m&%&r%r%®mﬁ3
AT jﬁ(ﬁ&lFontan?ﬁfﬁ@ﬁfﬁ 2B A I
ke - ERIEROMA TIX, BE LSS ES
&w&%%énk%é%@% Zhbolk
Bl OO 28T D Z &,

FE R BERE MR O B Bl BB L2 35 1) B i o 1
R R N4 B M GE AR E O FEIEN W], (A E
30kg L E /s VL o> F ik ifn. 42 JE A& iE D VR R K
ONELZE NI, 6 O AR A 0 B IR i A4 2E #2 JiE
BRI 5 W) 358 1R % % O H 3
Tix., A#10mgl H1EE 5 %2 EZE T 5
b % VL IRIE O R L BRI & 4
EBL, KA OBLENED L HEN D
FIZORGFHT B L,

<BE2.5mg>
$%@@¢%Fﬁi%bt&@$

»
Tﬁmﬁﬁ@mMﬁ%®X%@Wﬁum%
TIBERE LR L GBRIEE +DI0EE
L\ AEN OB G @Y &l S b BEI
DIHPEHT D L,
Fontan i 1% B3 Tlid
Hr S GA E R,
T D &,
KR4 vay 7 /N
ARENOMAIREN EH Lz & oWERH 5, K

EEEFT

&0

v

BFE BT 2 S0 E
I O3EA L OFFH

Z ) a3 — )R
CYP3A4 % HET 5 Z
Lk O ERFDZ VT
FUANRBOTHEE
nnH b,
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. Z£% CEEFEFER) (CEI SEE

HE30kgh EO/NE DO FARIMAR ZERRSE TIX, A
FOmgl H 1R 52 Z B35, HDWIER
W EDOHWEMEEEREEZ FICEEBL, A
B OB G35 & Op Ik &b BE IS OB
A4+5Z L&, PI@?,okng%@/J\ﬁ@%%HMM%
JEMIE, Fontan FHME1T14 (2 7‘«51&1*@ 3
*iﬁ/ﬁkw%fﬂﬁﬁﬂ IE, TRIE BT A 1S &
ENFEEAERE, S OHA L O P I8
JFAHZ L&,

IS 2R~y
TY AR
[16.7.3% 1]

<BE - MBI - ODEE1Omg, 15mg>
AFOMFBEBENEF LEELEORENH
5, ﬁ&AJM%%mME%EdL%YW§®% 3
I W 3 OV Fontan F 1l i 1T % 1 B8 1 2 1fu
- ERIEROME TlE, MELLLZS
WEH SN HEEZRE, b0k
Aotz lETsZ &,
IE Fr IR IE ME O BB A B B I B8 U D R 1 P A
mp kO EEREOIEMS . KE
30kg L /N o ik ifn 42 FE A E O TR IE K
VPRI, S ONZ AR O § IR 1 44 28 42
BE TR 5 48 338 [ 15 5 & o B3
f@\$ﬁwm@51@&5%%ﬁ¢é\
HDHWITIERE EOFEME L faEME 51
ZE L., REOLFKLSN#EY) L WS DR
FlCoHRHT L Z &,

<FHE2.5mg>

RAOMPBENER LEZEDREN D
60

T AT R R AR R AT % O KA B IRE B R
TIHIRRE EOF M L ERMEZ 25125
L., RF OGN EL &M S b BE
DOHPEAT D Z &,

Fontan Bifi % B3F TIIRE ESte 2B 700 &
Hr SN G aERE, 2o 03K L OfFH
BT D L,

KR4 ey /N
AFNOMAREN EH Lz OHmERH D, 1K
E30kglh EO/NR OFRAR MARFEMRSE ClE, &K
F10mgl H 1B 5.2 EET 5, H D WILIARE
LOFEM L ERMEEHITEER L, RAOR
Hwmy s & BREICOAHET S Z
&OWE%@Xﬁ@¢%@ﬁWE%%&E\
Fontan?ﬂ‘ﬂi’rﬁﬁ?’ﬁ Téﬁﬂ*}_ FEARTE RR D
i< P%ﬂ:’@@%’f SV SN2
é%%% NS OIEFE OB IR D
&O

BT

N b o I HF RN
CYP3A4 } U\P-FE & >
Ry ERETDHZ LI
FoKRADOI YT Z
AT D,

V77
[16.7.4MH]

ARHN D PR EEAME T L. R [E A 28
BLICLEDRENDH D,

Q=

<
?;\1
\4

S
R
B
S

NITRN
SN

NS

Y
A\
=SS

O e

o

Trz= AV
NN

T ) N)LEH—)L
LI UL XY VY

AFOMPRENMETT2BEN0H 5,

&

<

el

w

>

S
CTRS
i
¢
4

s oF
P
=
=

2}
<+ S i 3

N ¢ B v

Ny

NN Q (v ek S 4l
B

N

(St.John's Wort, &> bk - ¥
2=V A - U—}) BHERM
[fEwii]

AN CREIEOGTEEE A, L MREESEIHIER 2 A9 2 FA . AR, mAE L <X
AKNOPUEREEA MR I N Z D, HEEIETIEE L, o, TAEY >
7 a e R VIVEREEE R VT 7 v v UERBRESE oL M & OPF I W T, i) 2
INEEDL L EEE X, RE EOF RN L ERMEEZZE L CEEIHBT O 0ERD D,

I/ MREEEITIEN 2 89 2 FEHNT OV T, FRMATAETETT# 0 PAD F TiX, 7 AV
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&t CIEFHRFE®R ICHATHIEE

> 81~100mg/ H ~OARK| O LA L3 T D23, HIZ NSAIDs bOFHT 25413, i
YR BEL 725120, I6RE EOARENEEMEL LA D LR SN GE0ARETH L L
L7e, [ VLG5, BEEZREARNEE EE0MHE| oHE (P.135-141) M) [HE 2.5mg 1% [V.4.
FEROHEICEET 27EE) 0E (P.22-25) H5H]

F7-. JaFry—), KATZNaFrY = T AavA o) Aav L ED
OFIZOWTIR, ARABEG OF M & fERMEEZZE L, NVAF 28 &K O A © DVT X PE &
F oMM 3 ERREE OMEEICB O TIX, 10mg 1 H 1 EA~OREE S & O EERHW 21T 9
ZENMETH D, MAD DVT T PE B#FIZ 16mg 1 A 2 [a1#5- 217 5 g1 3 iz T
X, PLEEEIE O IMEMR N EE CTH 5720, REEHINCER T 2 Hi Y 2 7 OB fE
HENDILAITBNTH, AFOWELZBINTRETRNWEZ OIS, LEB-T, B L
R EELRVEHr SN SAERE, AT e L [ VIL1.(4) A% - fHHKOR
%) pIE (P.118-121) &M |

TR AT NI T 0 PAD B Tld, 2.5mg 1 H 2 [A[#&E05 OWEIZHOW TG LT
RN KEIE G- OREME S fERIEEL BB L, RFORG @) & W S b BEICOR D
NOOHFEAEHHTDLZ & L LT,

10 D HANNE O REIFMERNC X 595 30kg TH D, 10 mLL EO/NETix, T3y
RFERLIED R T VAR —F —DHEBEPRANERESERLT, BEEIZONWTHRANL
EobRnt ENTW5D, 072, (K& 30kg LA ED/NE VTE HBEICR LT, b ok
Fl & OOFFARFIZIZARA EFFRIC 10mg 1 H 1 BINBETHZ & 2BET oL omdi Lz, (KE
30kg AKifio/NE VITE B3 Tk, HWERENRA L IXR2D 2 &0n, EFRTLICRT v
e URZZFHE LT 9 2 TIRIFE LR 28w L flfr s a6 a2k, 7ra)ry—i,
RATZNaF)— 77V 2w, RO RavAf v EOFITRET S 2 L & LT,
Fontan Fifi# O/NEEE T, BEIZOWTREFT L TW Wiz, REIRG Of M & Rtk
EEE L, IBFEESCLESRVWEH SN EERE, Jva)f Y — RAT L)Y —
L, 7oV RRIA YRR Y 2w A U R A L LT,

CYP3A4 FHEIRTHDH Y 7 7 B LR L72HE112E, AFIO AUC 23 50% KT L, <
UV, JUEBEER L5 Lz 2 e s Tey ., AT 28581E. Kflor V7 Z
VAPEEIL, FNNMET T L 0FEET HILENRDH D,

7= b ED CYP3A4 ZBINIFHET 5 M & OPFM G RBRITERR SV TH2RWAS, &
A E OFEAERIC X DARFNOFNME TFAHER S D 2 Enn, EREME LT,
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. Z£% CEEFEFER) (CEI SEE

8. RI{EMA
1. BlEH

WORERRH LoD ENDHDT, BEE+THITITV., BEPRDO N GAEICIT®RE
kT 572 S AE AT O 2 L,

(M EXGEIER & WHAAE IR

1.1 EXLEER

11.1.1 Hi
FRENMIM (0.09%) . Mt (0.06%) . it (0.06%) . HRMHiM (0.23%) . A
i (0.08%) . B (1.25%) . HiEHMm (0.74%) . A L7 (0.53%) . EfHELE
i (0.36%) . FHEE (L i (0.21%) . HifdEEHEE (0.14%) . BIHEI N H I
(0.16%) . =2 /3— h A MEBEREZ LS AN (0.01%) . MRS 2 2 Mo i
(BEEAR) ZOEERHLAS SbNDZENHY ., ETICELHNRESN TS, &
CRA A AL NN NSV g Wik RN e = ke sl o RES ISP
ek, WIZES BOHEE LT, va vy, BAL, MWRRE, FE, 5JE. FEEd
W, BH, BRSSO ZEnH D, £, OB TIIEIMORE R E LR ik
P MERED DR MER NS S b Tnbd, [1.1. 2.2, 8.1-8.5, 9.1.1% /]

11.1.2 FFi4eEfES - #E
ALT B, AST EH % £ 5 AFFSRERE S (0.1~1%AK0) . HE HEEARH) "Hobhd o
ENRBHD,

11.1.3 MEMMER (HEEAH)

Mg, Mgtz oGabd o0 T, Kk, ¥, BEoliv, MERIREE, RE g oRE
ERRD DNTGA IR, BN XA, M CT, My~ — 0 —F0om&% Ehii+ 25 2
Lo MEMMEERSEON LA ICITRGERIEL, BIBERERLVECRORGEEITH Z
L, [8.7T&M]

11.1. 4 M/ (B RE)

11.1.5 2HEEET HERY)

ROPUREFE OB GRICAEBEEND Db d 2 ENH 5, #& O PUEEE B 5% O 2ER
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MedDRA version 16.1
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MedDRA version 21.1
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BRI FERRPENDO T, MIEEITIIAROBREICIZFEHATRWEEZOND,

* o B 2.5mg TILRXE I TWRLY,

[z ]

KA B G LT a8 0vE s s U TRE L,
HILOEEFED 1 2L LT, #E, REIORGZIET 5, BHEE2TILT5Z L& LD,
R BRI 31T D ARKN O, FHH (20~45 %) DOHERE TIX 5~9 BFfE. &ils (=755%)

ORERF TIL 11~13 B TH D728, AFIOTEI L 5~13 B & fed L=, /R o#ER
F Gl 1~4 B AR L7,
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. Z£% CEEFEFER) (CEI SEE

1. BRLDIE
AT LIL MR
4. BREDIE
14.1 RRIRAEFDEE
[#2.5mg.~ £ - OD#E10mg. 15mg]
(OD#E 14.1.1) PTPUEDOHEHFIFPTPY — F bV H L TIRAT A L 5ET 52 &,
PTP — FORREKIZ LV . BEWELA T BB~ L, BIZIZZL 23 2 L CTHERRIR R 5
DEERAEIHELIFET L2 LNH D,

[OD#E]

14.1.2 AFNTIEDO LICOE THERZRESED EMET 5720, KL TRAETH S,
Fio. KTRATZ L TE D,

14 1.3 KANTE- T EDREETIX, KR LTIRASERNW &,

[FZ4 2oy TINRHA]
1411 B LTS LARNT &y
14.1.2 BBE IR O T EMA L2V E SR8 52 L,

14.2 ERHESHOIE

14.2.1 FARAE

AR DOEZRTKEMAZ, BB EB S5 £7T60 UL ER Y IEE T3 %, 51.7TmgA

D HEIZ DWW TIZRIZAKS0mL, 103.4mg A Y JEIZ DWW TIEDRIZ K 100mLZ AN 2 T3
HE, U R—aXh b L TImg/mLOBEK E 725, 708, Ri%OT e v 7HIZK
LMD TE HITHIR LN &,
14.2.2 50

g O ey THEIL, BEI0OMLL EIRE 5%, FFEHEXY F2HWTlHELZ &Y &
HTE, B, BHERIISUT, MWUALHERAEY NEAERTLHZ L,
14.2.3 Rz

B O m y THNE, B0 CLUL T THEYE L TRAE L, S E720 . RHILSOEZRITHE L
Bz Lignz b, o ey Z7AITTRA NG 14 UNICER L, FRIREK ORI
BEFET H Z &,

[zl

[£82.5mg.” §& - OD#E10mg. 15mg]

14.1 (OD #& 14.1.1) PTP > — b OFEAKKIR O 7= OISR B —oxtits CFpk 8145 1 A 17 B,
A3 5 54 5) ICHEDSEHRE LT, AARERERT2XNOEEN PTP > — M Z2DE %
RAL., BEPRELBET D LWV HEFIAEIMN L TE 722 IV, fISE2mad5Xk9
AARBBEFAREASSICEER b o7z, Zha%T T, AARKFHEKESSO A =R LEbYE
HIHLE LT, EROM— LdISIcEk3& FRNAE 2 L7,

[OD#E]

14.1.2, 14.2.3 OD 8EORAICEET 5 —ixiy7pykE CERk 3145 1 A 17 HAF, H 3HE3E 5 54 75)
BRI D & L bIT, AT RIERSE CEMOREBOBEN R EXNIRICEENDH L E2BE L,
B CARH T 2 B oEE A Fid L7,

[FS4 2oy TNRA]

14.1 AANZ, 1T &I 1 AOBFICRMA L, O 25T 52 L2 BELERLTHY
NG T FEOBELAT > oG A OREMITHET STy, £, RANTERIAITH 2525, K
PICHCEK 2 N2 388 L CIRAT 2 A TH 5720, BROFEFMRA LAV EL 5 1 ET S5 2
& LEE LTz,

14.2. KAZRAT 2B, ARZICIICHEDTEY | BEREZBHS (TA A7V —h I—7
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. Z£% CEEFEFER) (CEI SEE

N NEEED) Va2 —AFTRETERE LRI &, KFOEHIZH 7> TT BRI E %
22D 9 2, ML RAGERORE « BEEICOWTREET L Z &,

12. ZOMDFE
(M EEERERAICED 15k

15. ZOMnFE

15.1 BREREAICE D < 1B

15. 1.1 WBAMCBWTEBSNEZ3HUE (V—F2AT7 o Far sl b, AP F ) B
&, HB27 U a7 a7 A VIHUR) OWT G BT, MRGEDOBEENH S50 VIR HA
JEBRERE 2R E LIEARFIE UL T 7 ) OIEERBIEAERERIZIHS W T, iR ZERMEA
Ry NOFIENR, TLT 7 U CREELHITIERRD Do e Dloxt L, ARFIRETIE596H 7
BNZFD BT,

15.1.2 @A CTh D03, WM W THEM SN0 T — TJI/E’Jj@fJHJT?#%?ﬁETTﬁ&lN7EI?&0)
B 2 RPBCARH FE T TPl IMRERIZ X D159 % Holg L 7= 3BRIC B\ T, Pl MERES
B L CAFIRE CH T R ORI FRN L RBOONTZE OWMENH D,

[fzai]

15.1.1 A CFEfi S n-ht U IREPUERRE (APS) O CTHRAICIIARIEF I D U A 7 3@\,
ShiK (W—T A7 FarrI o AL FIECHUR, $182 7V ararA o 1hH
) OWT LM (triple positive) Th 2 HEFEZXFRIZ, AFEUNLT 7 U o OFME
Jo OV 4 2 a3 2 R AR 338 0 MR 2 L IE B BRI wT TIN7 7 U UEE (0061 )
EHEE LT, AAEIRE (7/59 #) TARZERMEA NV NOFEBEAENEN EARE SR 9,
ZOWEEZIT T, TOMDARGR L., AR OFMFARER, BIBEGMET — % 20 Lz
FER. PLY VIREPUAZ AT D M TR AR A X2 RO U A7 OHEINTR &
NI T7=h3, triple positive @ APS HB#H Tld, MARERMEA R RO YR REEDL EE
2N, YERBEREZOMOER & LR L,

15.1.2 M8 C Il S 7ol 7 — 7 VIR EIRF [E L (TAVR) % 1~7 HiZ DHBE %5 R1C
AKH e RX— A & UTiBHE & Ui/ MR 2 X — 2 &b L72iaE 2 et 2RIk VW T, K
FIFECIIPU/ I HCEREE L D & 2 K OIMARZER A X DL LB Bz, TAVR # 0|
FISE PRGN T DA, HEARERE L CYEZRABREREZZoMoEE L LRt L,

(2) FEEEFREERIZ 2 3 < 4R
BB L
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X. JERGEREABRICREI HIEE

1.

AR

(1) ZExhEFEIR AR
(VI 3EANIEERIC B A HE | OE (P.99-107) &4

(2) BREHEEEIBHAER
R EBREBRERDPE
BHRE | o 4\
SRR %ﬁ@’ i (Iffjg% HBRAA
R (PR )
LT Y =1 = 1z Eﬁ% i%}‘g\&b
R BREBIL | 75 F oy 1 g |, o [P SER
Ny ’§W1)S*}:%£) mefke (1) I (6 ST,
e
HOARRE R (A R IR . HURRE T v b RANT XL D HEBIIRD
H. #EREHOHF®E, ~| (Wistar, |0, 3, 10, 30 T SR T,
XYL EX — LB 6 ) |mgkg (R0) | (6~8)
IEARBE N M F 3 2 T e
1T B BRI S R OWESRE, B BRI A X AHNZ P g
SR e BRI RS | (E—2 s 0 a0 awmwf_o
JIMT%JJ EXF A —4 (ifn]12~35H) mgkg i (3)
N ‘L‘*Blljj%\ ‘L‘?Ei)’( H*:?Eﬂ%lj‘ﬂ Iﬂﬁ (3)
) LEH (PQ.
el RANC £ 5 BIERD
DN AR R T 8 hER(—%%EIﬁA 0. 0.1. 1. 10 - p < BN
(VU o LER, IEEE CHO‘ff‘Eﬁ@\ uM _ bR o T,
%) l74ijig§;;f\‘ (in vitro)
EfEE (Na+, VA AHNOEBITRD b
=% R . 0, 3, 10, 30 | S
- K+, Cl-) #ift& (Wistar. . e (10) |72 T,
WAR 28 A % 6 ) mg/kg (FRH)
FEP IR, IR : ?L I11 ARANT KD HEITRD
i - TR ARRCEAE, L (Winar, |0~ 3. 10, 80 | i %WM)OK
N LA 7t " 61;;) mg/kg (M) | (6~10) °
AL JE ) (H%%Wﬁﬁﬁ& Z v b 0. 3. 10. 30 ARANT KD EITRD
XY ML) 12 MKIET| (Wistar, Ir;g/k‘g [,‘félil] i (5) %ﬂiﬁﬂoto
e #) 6 T HER)
HILER (KR ORI FIETIEE 5 v b EMER OB E1T
R D EE 2 (Wistar, |10mg/kg W (3) A 4% EP/;;%I“@ Cmax
83 | &) 5 1)3;% égco 24 1359 97%
MmERF, ~~rZ7 Vv Fvh o BR %% . /\:Eﬁ‘mli“
., ~E7 b, If (Wistar. NV l\\? U Hi
N /= B el Na= I Sl B[ ) k‘l,\;g éﬂ/\;lﬂﬂ?‘ﬁ-/\
N BV, hrY AT T 0. 3. 10, 30 B | ORBEIBO LN
L S o mgkg (M) | (8~10) %o ff}: i?;; ;i
H]\ AN
VIR, 3mg/kg LA
ETER L,
WHEBICRIZTEE LTy b KA LD HEIIRD
g | TEFaY e x| e ﬁMO'z‘ 2.3  |enmser,
LN (AU (in vitro]
o k= ufE
CHO : 5 A =— XA LA S — I, Con : R MLIEIE
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X. JERGEREABRICREI HIEE

(3) & D fth D ZEHREAER 8V
VR—a X vid, 77 MRS T D7EAICTHH Y x>V U MIEPOfEZHT 5 2

LD, U= SN Z ORI M-1, M2 RO M-15 OREER B RE Sz,
ZORER, VA= FF AU ROZORBIIIOTRG U XYY REZEEICH L, BRI
BEXEOLAMBEIEREZ RI o7, T, U N—a 030 2V ROREERICEE
ERIES oz,
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X. JERGEREABRICREI HIEE

2. SR
(1) BiE% 55455k 82
BOEEIZB WL, HiicE G TR ikmAHE (500mg/kg) IZBWTHIELHITFED i
o de, FRIRNEES I, BEEEMOEI R OCARET O T, EEN, FEMERSERFED 5

iz,
HEE5EMEHER
Bl 5 R B DO BESER: (mglkg)
e e
U A % >500 =500
(NMRI, HERES n=5) r Son or
) .
(Wistar, HEHES n=5) % H >500 500
(2) REHE G E MR

~YUATHRE IBHAMET, 7 v FTiE 26 HH £ T, (X Tk 52 M % TOEHKRG#EE
MR E I Lo & 2 A, Mt Lickm MR £ CllgsthiImio oninoiz,

iR 5 S4EAER
B FE P58 (mg/kg) MR A ~
ES I (AR R) (mgfkg/F) P
<7 4HR |0, 12.5. 50. 200 HE - 200 Mt 200mg/kg BET~~ b7 U v &
(CD1, Mt/ (0 (PEG Hk(K) ) | M : 50 ONTE T 1 B OIRE 720800 D589
£ n=10) sz,
13 3#8M | 0. 50, 100, 200 M - 100 HE 200mglkg B C NI i Hr D H
(#Nn (PEG #3448 ] | #E - 200 JiE R BE BN NEE 6D B AT,
1338 | 0. 1250, 2500, 5000* | M : 5000* | ZEVEFT RAITER O R o7,
(F&N (GREH) ) I - 5000*
13 JEf# | 0. 60. 300. 1500 M : 1500 FEMRTRITRD bz oT-,
W okt ) HE - 1500
7wk 43/ |0, 12.5. 50, 200 1 : 50 HE 200mg/kg BE T O E
(Wistar, (N (PEG #:48) ] | #E - 200 NN B iz,
HERfE 1338[ [0, 12.5. 50, 200 M : 200 FEFT IR S ho 1o,
# n=10, (%0 (PEG 2:0618) ) | : 200
XX 20) 13 @R | 0. 75. 150. 300 e <75 T T oK GFE TR E I INIH 2
(FN (GREH) ) I <75 B BT,
13 ¥R |0, 60. 300, 1500 #E : 1500 FMEAT IR b o7z,
e okt ) HE - 1500
26 #[# |0, 12.5. 50, 200 125 1 50megrkg DL ORE TR E BN
(N (PEG #3448 ] | #E - 200 HINFD BTz,
+ X 438/ |0, 15, 50, 150 e <15 TR COKGRETHMPTHE (B
(B—2 1, (B (PEG Hkik) ) | : <15 M, fERE) SfE D 23R
e Sz,
7 n=3 133/ | 0. 15, 50. 150 1 : 50 WERE 150me/ke EZ EE 72 Hf K O
Mg 4) G0 (PEG #:bR) ) | : 50 TRIER R 5 A — % DD RS
5Tz,
523 |0, 5. 15, 50 #E 2 50 M 15merkg DL ORE TR E N
&0 (PEG HkR) ) | : 5 2N ST,

* By : ppm, PEG: RV =FL o/ )a—L
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X. JERGEREABRICREI HIEE

) ;E=E A ER 84
FARAIF T AEE AW EIFERFEHEREER (Ames AB%) (in vitro) . Fv¥ A =— XA NLAH
—V79 fifnz - e R B iR (in vitro) . ~ 7 A2 FHW2/MEEER (in vivo) (2B WT
ZEIRIE By O R B FH TR D b o 7z,

(4) hN A/ TR ERBR 8
W< 2 (CD1. 4 n=60) WNIMERES ~ b (Wistar, % n=60) (2. U /\—oHH,2 0,
10, 20 X1 60mg/kg % 2 EMMEROBRE LI Z A, WTHOEBREIZB O THIEN AT
D LN T,

(5) £ IERLE S MR

1) ZHERER OVE R £ COMMIMICEI 23 EW Bk (T > k) 80
MEEZ ~ ~ (Wistar, 4 n=24)2, U N—wa 5300, 12,5, 50 KT 200mg/kg (PEG 3L7LK)
ZHET v MTIEAREAT 4 B X OE 0% OZEHIM 2 HHE T, M7 » MIIIAEHT 2 @
FOZE DB OO 7T HE CHEAROEE L 2 A, 200mg/kg BEOMEREE) ) (2
SHE DR, FREEBIYI R B ININE 2580 7228, ZIRFECHERITH L CIX R R 2580
T, METEME I IHELERENY) C 50mg/kg/ H . AEFRRE KX OVIR EIZ%T LT 200mg/kg/ H & #EE S 7,

2) i - BRRRAICET2EER (F v, UHF) 1.8
HRZ ~ b (Wistar, n=22) (2, U 3—uxH,30, 10, 35 X1 120mg/kg (PEG #:7k{k)
ZUEHRE 6~17T HEH S CHEAKROBE L& 2 A, 120mg BEOREWIC ENHIM, Zif, B
BORD ., (KEBEMOIME2NFZED Hiv, BB TIE 120mg B CTEREOHED . BALEIENRD i
T2 lmn, EEEEIR, BEW LR OWR - BBIRRAEICKI LT, Wb 35mglkg/H & HEE S i
Ve 87)O
IR 9% (Himalayan, n=20) (&, U X—nm 4,30, 2.5, 10, 40 % 1*160mg/kg (PEG
HIR) Z4FR 6~20 HE F CHARAOKRG Lzt 2 A, 2.56mgkg UL EOREC AR AIEYEIY) %
W, 10mgkg LA EOREICEATE - OKEOHAD | WERDH, BREIL T OEMMBED &
Nz, £, HEMWOFEERBEAETH 5 40mglkg*LL_E)s BRRFTEIE A RO BN QN 72
BALEEIE K OB 0 Bl & OB v, REWOSSmIEICEE L kB L& %
BN, ZOZ LG, WEMEEL, BEW ORISR LT 2.5me/ke/ H AR, REEMW O /E
FEBE M OB IR IZx} LT 2.56mg/kg/ H L HEE S 7z 7,

* MR ) N—u N O2HRER (AUC) & LT 3.065mg-h/L, & FiZ1H 116 156mg HE5HD 27 fi%
Y LsHE

3) HAERT K O ZER4 DR AN N RHAOREREICBI 53 BR (Z v ) 70

M7 >~ b (Wistar, n=25) (2, U N—o %%, 0, 2.5, 10 X 40mg/kg #1EHE 6 H H~%5
Mtk 21 HHE CHAKRAO®KRYG LiZE A, 40mgkg BEOREIM IR E ORI - REIEININH],
HRCHE ORGHSOH., M. i, O, Boikl Bk "R 27880, 5 ifkEE
RS, FENSETKRIE, BEEE, WERORD, HAERDO 4 BAEFROKTRED b
7o F72. 10mg/kg LA EOREZSEFEDIENMNRD Hivlz, 728, F1 HAEROFIKREE, i,
B IEBNIF NS R OFLERE. F1 O REE, F2 ST ENRD b ho Tz, EEttE
(XREN D — i EEE, AEFEREN NS HAERT R ONHAER O F1HRICK LT 2.5mg/kg/H & HEE &
niz,
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X. JERGEREABRICREI HIEE

(6) & ATl P B BR
A L7

(1) =Dt D% =E

1) %yE RN 89
(23%)
—H O EEGEERBROMSR, REFEEZ RET L RAIERD AR TZ e n, BE
IR L7 BRI E L L2 o 72, 7238, 7 v M To 13 HMEEGHER (0. 12.5, 50
K *200mg/kg : PEG) I\ THRIZEFEDBRGET SNz, £ORFE. PFCA K& UMM B0 E |
FACS figtt (MifaR i~ — 0 — ) %980 L7=f5 R, B P2 stk i UTER O b ivZe o
77

2) Stk 89
AFNOSeFMEZ~ v ARGESEMIE (3T3, A31) ZHW%sMR (5d/ecm2) FREHZ X D HIAAF
(24 WFHH) Z2ME L, AR OSSR D ECso & FE RN D ECso DL
L LTSRS (PIF) CiHMii L7z, ZOfEE, AA|250pg/mL O @#REIZB O T bR
MRS OF I D O PRI O AEGFRIZETRD SNT PIF 13 1 & AL S, AFNOEENE
T nEE LN,
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X. EEMFHICHAYT HEE

1. BHIES
RBIE TS T8
RIS % L7
H) LR — RO LY SIS 2 &

2. BHME

A 7L NE B 36 » A
P VN T RAYS) B 36 » A
A 7Lk 0D HNHE . 36 » A

A THFLL R RTAvmy TR A2 - 36 4 A

3. AERETOITE

A 7P LL M E Il - SRR
A 7 W Lv RIS Irik - SRR
A 7LV bk OD i Irik - SiRfRAF

4. RFEWVEDEE
BRIE STV

5. BEMITEM
BEMERLTA R HY
<ThoLBY : HY
Z DD BE T ER
ATV NERRHESNSGEBF3F 20 IFE~ (W Fontan Fifitk) (RMP OV R 7 &
IMEIEEN D 72 DI ERR S L T2 & 41)
A 7L FERIRH SN EBE S A~—KE#IREER (PAD) OEHFIZOWT— (RMP DU %
7 e/ METEEY O 72 OITAERR S 7= B #1)
[XII. %) & OfoB#EER (P.197) 2

6. R—H57 - BXE
BN

7. EEHEESERH
200849 H 15 A (WF %)
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X. EEMFHICHAYT HEE

/NEF 103.4mg

8. HERFTARFEAARUVARES. EMELRHBFAD. REMBEARR
A THF L b R IR AT R A BRI L W 7e B s
Al B HFHH £ HH £ HH
¥ 2.5mg 202246 A 20 H | 30400AMX00209000 (202248 H 18 H |20224-10 H 24 H
58 10mg 2012451 A 18 H | 22400AMX00042000 (201244 F 17 H |20124-4 H 18 A
B 15mg 201241 A 18 H | 22400AMX00041000 (201244 H 17 H |20124-4 H 18 A
AR5 EL 10mg |20154-9 H 28 H | 22700AMX01028000 (2015411 A 28 H|20154-12 H 7 H
AR5 EL 16mg |20154-9 H 28 H | 22700AMX01027000 (2015411 A 28 H|20154-12 H 7 H
OD #£ 10mg  |20204£8 A 6 H | 30200AMX00759000 (2020 4= 12 A 11 H|20214-1 H 18 A
OD #& 15mg  |20204-8 A 6 H | 30200AMX00760000 (2020 412 A 11 H|20214-1 H 18 A
/TLZEEH; gﬁﬁé 202141 A 22 B | 30300AMX00015000 (202144 H 21 H |20214-7 H 12 A
AR d e td 202141 A 22 B | 30300AMX00016000 (202144 H 21 H |20214-7 H 12 A

. PEEXIIEREMN. RERVAELEEENFNFABRVENAE

HEER T ZNREN

W1 7% 1L R EE 10mg &N 15mg
WA H H 201549 H 24 H
[ B IR I ASE K OV A% ZEARIE D VR K ONF8 4] ) D 2hiEE

HK
N -

W7 7% L/L Mik5 ) 10mg & TN 15mg

AFAEH B 2015412 4 2 A
(R BR IR LA R OV AR ZEARIE DRI S O\FR R i) D %hhE

N :

PEERIEHE. AZERUVHAE—BEEAR

B 7Y L MME 10mg X 15mg. A 7 ¥ UL k4 A 10mg XX 15mg. A ZH L L+ OD
BE 10mg &N 15mg
AGRAEAH 202141 A 22 H

WNE /NRIZBT S TEIRIMARZERRAE DIRHR K OR8] | D%hke

B 7Y Ll NE

2.5mg

AFRAEHH 202246 H 20 A

WA

AR OB, AEL O RO
B 7L hE 2.5mg, A 7LV REE 10mg KON 15mg, A 7% oL Mk 4rE 10mg KO
15mg, 1 7 ¥ L/ k OD $ 10mg X 16mg, A Z7H# LV kKT 4> m vy 7/NNIH 51.7mg K&

O 103.4mg

AFAEHH - 20234511 H 24 B

N

[Fontan FINHiATH (2 35(F 2 iAe: - ZERTERL ORI DRIEE
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X. EEMFHICHAYT HEE

10.

11.

12.

BEEHERE. BIMERKELAREABRUZTOAR
W 7L E1I0Omgk M15mg, A 7 ¥ LoL Mk a110mg M N15mg
FARAREFSEEEA A 0 2022423 A 9 H
FEARONEE - 2R« DBERBHENMOFEMBNEE 23T 2 B PN & OV B PR FERRE
DIEFEINH] ) R OF TR ER AR e A K OV i ZE 0 D 1R M OV 28 Bl |
PR R« IR, RIS ONE ., AR LR OMEIREIZBET DI 1455218
§35 (EGBIEGHH) A 1 DHAETOVTIICHFEY L
W77V L0 FELIOmg M (V15mg. A 7 L /L MK 238 10mg M M15mg, A 7 L L FOD%E
10mgM&k WM1bmg, 4 7LV kKT A4 v a vy 7/hNEH51.7mgk Tf103.4mg
FEARM S EEEH B 0 2026 423 H 11 A
FEAROMEE « 2R - </NE> TEIR IR ZEARAE O TEHE M OV FE 4] |
FEEARE R« A R EOE., AOMER L M ORERE IR 2 I 1455210
F35 KRIERFEH) 40O NETOWNTIUTHREY LW

BEEIM
W IR E M O S BN B (T 38 1T D R MR A5 i Je OV By PEZERRSE D FRSEINHI)  (SPAF) K OF
[ SR M ARE R OV i A ZERRE D VA HE K OV ER 4] ) (s A VTE)
84 (201241 H 18 H~202041 A 17 H) (& 7T)
B ERR AR ZERRE OTRHE K O i) UNE VTE)
44 (202141 H 22 H~202541 A 21 H) (&7T)
B [T R TE ORI BIIRE BRI BT S e - ZEREAOME]  (PAD)
44 (202246 7 20 H~202646 1 19 H)
B Fontan TG T4 281) 2 Mte « ZEREAOMH) (NG Fontan F#%)
44 (20234 11 H 24 H~2027 411 A 23 H)

REHARGIRIZEET 515
PN B9~ D HIRIZE D BTN 7RW,
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X. EEMFHICHAYT HEE

13.

14.

L£EI—FK
1455 LI R
~ JEA A EEEE S . -
. HOT (1 o N Lt ME
i sk OT O3HD | sefmigin S PG
o AR . . a— R
RIS o — R YJ =2—F)
2.5mg | PTP/1%E | 100 6 |(10 ££x10)| 1291988010101 |3339003F5020/3339003F5020| 622919801
PTP4AL%E | 100 &2 |(10 5£x10)| 1206838010101
1omg| 500 £ 3339003F1024|3339003F1024| 622068301
INT - 1206838010301
2026 4% 6 A & T
PTP&E% | 100 & M10£Ex10) 1206845010101
15mg | 500 £ 3339003F2020|3339003F2020| 622068401
INT VO 1206845010301
2026 46 H Hff#& T
A5 LI MRS A
- EA A (GRS . -
\ OT (13 ‘ X L7 NE
it g H fé(:, O e o B SN
7 E3H=—F | (YJ2—F)
10mg 90 41 (3 41x30) 1244915010101 |3339003C1028|3339003C1028| 622449101
15mg 90 41 (3 41x30) 1244922010101 |3339003C2024(3339003C2024| 622449201
A4 5%k OD &
. JEA A EEIEE . -
. HOT (1 o N Ltv7 hE
i s OT 0380 | i | =k R
E#HGa—F | (YJ=2—F)
100 5 |(10 §x10)| 1282900010101
140 & (14 $£x10)
10mg |PTPALEE | 9005 0 3 s | 12029000102011333900373027|3339003F3027| 622829001
500 5E(10 #Ex50)
oot s Hiitiger | 1282900010102
100 6 |(10 §ix10)| 1282917010101
140 $£(14 $8x10)
15me | PTPA%E | g00s 4 11 1 e 7 | 282917010201 1555000914 093(3339003F4023| 622829101
500 5E(10 #Ex50)
oot s Hiitiger | 1282917010102
A9 LILE KRS Oy TINEA
- EA A (GRS . -
\ HOT (13 ‘ X L7 NE
& g | s 2R SN
7 E3p=—F | (YJ=2—F)
51.7mg 18 1285390010101 |3339003R1020|3339003R1020| 622853901
103.4mg 1 1285406010101 |3339003R2027|3339003R2027| 622854001
RGBT LEDEE

A L7
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1.

5| F3CER
iR O F oI

DA T VEREAENE R [ 7 L)L FODSE10mg, 15mg® H BhEEA /> alkic
£ —aFF T A ]

2) A T VHEEAENERE DE MR EIRE BBE 2 5 & L7 [EEBR LR S I
FHERBR - 3ABR 174541  (20224E6 4 20H %78, CTD2.7.6.1)

3) Antithrombotic Trialists' Collaboration : Br Med J 2002; 324: 71-86

4) A VIR AN E R [V E R R E 2t g & L7 [E AR T AH R R
Br o #ABR 11898] (202246 A 20 H/&#., CTD2.7.6.2)

5) A T VKA INEORE [EMEEEE e R 2 b B & U 7 [EI RS e [R] 275 T AH i R
AR B 13194] (2022456 A 20 H 7%, CTD2.7.6.3)

6) /A ) VEKEAENE R [ A AR ANERERRA S 112317 5 Hilalie 535k ]

(201241 A 18 H7&#F.. CTD2.7.6.7)

) A VNG R [V N—a Y3025, 58 N10mghe & 22 g% 5 L
7= L O HERAIMEEZ BT LB - k12361 (UFEAT—%) 1 (2015
£9H 24 H %G8, CTD2.7.6.8, 2.7.1.2.2)

8) A T VE AN R [FARIMAR ZERRIE D/NE &3t G & U [EANVE T AR
Be 5B - iRBR12892]  (20214F1H 22 H &GR. CTD2.7.6.8)

9) A VIR AENE R [fARIE O /N & kfg & U= ESEE 1A Ha$ 55
B 3Bk 17992] (202141 H22H &R, CTD2.7.6.9)

10) /A /USRS AN EERE [ A AR AR 712361 5 IKAE # 5-55k]
(201241 A 18 H7&#F.. CTD2.7.6.8)
11) S A = )L 3K 5 4N & B [ Through QT R Bk ] (20154F9 H 24 H & 38 |
CTD2.7.2.4.1)
12) /3o = VIR AR E R [ B AR AN FEFRIERE O M E B E 281 2 EANE DA
ABR 1] (2012414 18 H K#R, CTD2.7.6.48)
13) /NA = VIREAENERE [ AR A FETRIE M40 B AR ED AR5 10 38 1 2 ENEE A
A 2] (2012414 18 H KR, CTD2.7.6.44)
14) NA = VIREAENERE [ B AR A FETRIE M0 B AR B AR 10 38 1 2 E N EE LA
ABr 3] (2012414 18H &#R, CTD2.7.6.45)
15) /3o U SR S AR PN ERE [ A P T 7 T8 T e R AR SR 2 B 1 B [E AL
OARA EAOGRER] (2015494 24 H&RR, CTD2.7.6.12)
16) /3o USRS AE PN ERE [ R A P T 7 T8 T e R AR SR 2 B 1 B [E AN S
O AR EReRER] (2015494 24 H&RR, CTD2.7.6.13)
17) 3o VSR RN R [EINARES AR (PK/PDf#ENT) ]
(201241 H 18 H A&RE., CTD2.7.2.3.6)
18) /3o = UIREAENE R [ B A A FR AR IM AR ZEpe e AR & IF B AR AN FRIR M A2 2642
JEBE IR AEEREOLE]  (20154E9H 24 H &8, CTD2.7.2.3.3.1)
19) /NA T VIR AENE B [FRIRIMAR ZERRIE O/ NLBE & 55 & U7 [EAE DA
HA[A #5308 - 3BR14373]  (20214E1H 22 H &8, CTD2.7.6.10)
20) A TOVIR S AENE R [FRIRIM AR ZERRIE O /N BE 2 3t g & L - [EER IR
I FHFRBR @ 3ABR14374] (2021451 H 22 H 7&R8, CTD2.7.6.11)
21) A T VRSN R (B IR SO E AR AR E O /N 2 x4 & L7z [ESM
I/ IAERBR - 3B 17618] (20214E1 A 22 H /&2, CTD2.7.6.13)
22) /A T VEE SRR [EISME AR (FRUBR 11898) K UNEIBRAL [ 5 MNARRK
B (GRABR13194) OPFAENT] (2022456 A 20 H &8, CTD2.7.3.1.2.2.1.3)
23) A TVEESAENE R [HARAN KR OSME AN ACS (B IZI61T D IREE &L O ) 73
7 A =2 OHEE (RITCPMX50086) ] (20224°6 A 20 H 7458, CTD2.7.2.3.1.1)
24) N A T)VERAAENE R [H AR AN FEFREENEO BB B 23 1T 5 E N A
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iRa O F HE PMID
ABR]  (20124E1 A 18 H &8, CTD2.7.6.46)
25) /S OV AN R [FEFPIRE ML A E) BB S B T B [E AR A AR ] —
(20124F1 A 18 H 7GR, CTD2.7.6.47)
26) /A TOVIR AN R [BEE e A B SR T B EN R LA AR ] —
(201549 H 24 H 7G&, CTD2.7.6.5)

27) ™A TOVER AN R [ B EE MR ER IR M AR E FB R 125 1) B [E N B AR —
A1 (201549 A 24 H&FR, CTD2.7.6.4)

28) A TOVER AN ERE [ REE e MR G B R I AR E FR S e OV MR E e fili 2 —
FRIE B 2381 2 [E N 2 TLAERRBR D & g AT ]

(201549 H 24 H 7G&, CTD2.7.3.3)
29) /A TOVIR AN R [EEE e I ZE AR E BB T B T B [E AR A AR ] —
(201549 H 24 H 74&GR., CTD2.7.6.2)

30) N A T VER RN R [BEE MRS ER RN ARE AR 12 s 1) B [E A S AR —
ABr]  (20154F9 A 24 H &R, CTD2.7.6.1)

31 A T E NG R [B retr@% PR R AR E R B OV MR E e firli 28 —
FRIE B 2381 2 [ES B TLAHRRBR D & g T ]

(201549 H 24 H 7GR, CTD2.7.3.1.4.3)
32) /™A I/v;i;uuffimiéﬂ [ M M R R A AR RS SV B M e i 2 —
BIEBF IR T 2 EAFEIMEEM & GHEBR] (2015649 H 24 H &R,
CTD2.7.6.3)
33) A TVEEENE R (B ER AR ZEARE O /N BT 2 x5 & L7z [E R —
E55 A RRER - 3RBR14372] (20214E1H 22 H %&#R., CTD2.7.6.12)
34) A TOVEREAENEEL [Fontan 64 D2~8k /N &5k G & U 7= S AHRAER ] —
(2023411 H 24 H7%58. CTD2.7.6.1)

35) /A /UKL RE [ AR A e 5 22 1C 31T B Hilel i 53R —
(20124F1H 18 H #G&, CTD2.7.6.9)

36) /A /UKL N R [ B AR N R =i 5 238 1 2 K # -3 0k] —
(20124F1 A 18 H 7GR, CTD2.7.6.10)

37) Koretsune Y. et al. : Curr Med Res Opin 2018; 34: 2157-2164 30067119

38) Kubitza D. et al.: Expert Opin Investig Drugs 2006; 15: 843-855 16859389

39) Perzborn E. et al.: J Thromb Haemost 2005; 3: 514-521 (—#B/3A /L3, 15748242
FENEE

40) Tersteegen A. et al.: J Thromb Haemost 2007; 5(Suppl2): Abstract P-W-651 —

41) NA T)VERAAENE R [T > MBS SR ARRE T 7 v icxh 3 5 /EH] —
(201241 H 18 H &7, CTD2.6.2.2.2.1.2)

42) NA VIR EAENER [T v MERAR O o e A E £ 7 v ikt 3 5 1EH] -
(201241 A 18 H &7, CTD2.6.2.2.2.1.6)

43) A T)VERIAHENERE [T v b AV Vv v BT USRI B EH] —
(20124£1 A 18 H/&K#R, CTD2.6.2.2.2.1.1)

44) ™A VI EAENER [V X AV v v T UCHT D EM] —
(201241 H 18 H &7, CTD2.6.2.2.2.1.7)

45) XA TOVER G AENE R [~ 7 2 TF # % AR ERIET T VI 5 1EM] —
(201241 A 18 H &RE, CTD2.6.2.2.2.1.8)

46) XA VNG R [T v b TF F3EEE T T T VIS4 5 EH] —
(201241 A 18 H &RE, CTD2.6.2.2.2.1.9)

A7) ™A TOVIREAENE R [Z v FRHIE T VIS 5 ER] —
(201241 H 18 H 7&GE. CTD2.6.2.2.2.2.1)

48) A T VIS ERE [/ MR GRS IZ R IE T 2] —
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iEey W F H PMID
(20124F1H 18 H &G, CTD2.6.2.2.1.6)
49) Kaneko M. et al.: Drug Metab Pharmacokinet 2013 ; 28: 321-331 23337693
50) Samama MM. et al. : Thromb Haemost 2010; 103: 815-825 20135059

51) /A T VEE AR [HARANERER AN Y -2 2 /A4 15mg & 8 —
15mg & DAY FHRZEERER]  (20154F9H 28 H %G8, CTD2.7.6.1)

52) /N A T VER AR [HARANERER A Y FI2B 0 2 /KA 10mg & 8 —
10mg & DAY RIS RER] (2015429 28 H/AF., CTD2.7.6.2)

53) /A T VIR ARG R [ H AR ARERERR A BEIC 1T 5 0DEE 156mg (kb Y X —
WFAKk7Ae L) LEEAIBmg & DAY R RISMERER] (2020458 H 6 H KGE.,
CTD2.7.6.2)

54) /N T)VIREFENE R [ H AR ARERERR A BEIZ 1T 5 0DEE 10mg (kb Y X —
IFAKk7Ze L) LEEAIIOmg & OAEWERRISMERER] (2020458 H 6 H KGE.
CTD2.7.6.1)

55) /A T/VH G AENE R [HARANERER A BT S RI7 4 r v~ 15mg —
L BER15mg & DAY FRYFESEMERER] (202141 H 22 H %G8, CTD2.7.6.7)

56) /A T/UVIR G FENE R [ 3RAI SRR L OB 9 5 k] (2028411 H —
24 A&, CTD2.7.1)

57) /34 VIR EENEEE [ B A N AMEE e R0 SR AR E B K VR E —
P ZERRE R B 1T D IREE B OHET ]

58) /A VIR AENE R [ H AN AL 12815 15mg fE4 W= fF —
DOEEHAER] (2015497 24 H /&R, CTD2.7.1.2.1)

59) N A T VAN E R [10mg fE2 AW B FOFERR WEANT — —
%) 1 (20124F1H 18 H&GR, CTD2.7.1.2.4)

60) /A /LIS FENEERE SRR ALE R —

(20124F1H 18 A 7GR, CTD2.7.2.2.4)
61) A VIR AENE R UNE O e EMREY R EE T v (RHEMFEY —
BREET Lv3.0) (fEHT18376) ] (20214F1H 22 H7&GR, CTD2.7.2.2.6.6)
62) A TOVIR AN E R NI RBT 2 EEhRE R E] (2021451 H 22 H & —
. CTD2.7.2.3.2)
63) /A VIR EAENE R [REEF SR BNRE K OFE )T (Fontan T D4 —
fE2~8 mo/NE) - fEHTINI-39039039] (2023411 H 24 H KGR,
CTD2.7.2.2.1.3)
64) Weinz C. et al.: Drug Metab Dispos 2009; 37: 1056-1064 19196845
65) A TV AENE R (M AT e 7Y 7 oWl EAT — —
%) 1 (201241 H18H &8, CTD2.7.1.2.1)
66) Weinz C. et al.: Xenobiotica 2005; 35: 891-910 16308283
67) /A TOVIRELAENE R [T > MZIs T Dlidas - Mk A6 ] —
(201241 H 18 H&RE., CTD2.6.4.4.2)

68) /A TLVIRGAENE R EIRT »~ BT 2 IRikmiE ] —
(201241 H 18 H &R, CTD2.6.4.4.6)

69) A T VIAENE R [T > MZB T D3] —
(20124F1H 18 A 78, CTD2.6.4.6.4)

70) ™A =VEEEFENE R (IR AR A ICB T 285 (in vitro) ] —
(20124F1H 18 A 78, CTD2.6.4.4.1)

71 A VIR [HEke N (20124F1H 18 H &R, CTD2.6.4.6.3) —

72) Kubitza D. et al.: Br J Clin Pharmacol 2010; 70: 703-712 (—#B/3A —/L- 3K 21039764
rnfE PN

73) A VIR SAENER [FEEERE BT 2EpEHE GEAT—%) ]
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K T | PMID
(20124F1 H 18 H 7GR, CTD2.7.2.2.3.8)

74) ™A TVER NG R Y EIREOSME  (Fontan Fii ik O FE#EI~ 185 A —
oo/NE) 1 (2023411 H 24 H &R, CTD2.7.2.2.1.4)

T5) N A TV AENE R [T IR T DR - BRI T S 3R R ] —
(20124F1 H 18 H 7GR, CTD2.6.6.6.2.2)

76) S A TVEREENEE [T v MMCBT D HAERT R O A% O AN NS RHA —
OMBEICBI T 23 Br]  (20124F1 A 18 H &R, CTD2.6.6.6.3)

77) Brodsky S, et al.: J Am Soc Nephrol. 2018; 29: 2787-2793 30420420

78) Zakrocka I, et al.: Adv Clin Exp Med. 2022; 31: 165-173 35212199

79) Pengo V. et al. : Blood 2018; 132: 1365-1371 30002145

80) N A T LI N E R [t EARER] (2012481 4 18 A KR, -
CTD2.6.2.4)

8D N A = LI AN E R [BIRAEBERKER] (201241 A 18 H &, -
CTD2.6.2.3.2. 2.6.2.3.3)
82) N A VI AN E R [ G HEMERBR] (201241 H 18 H &AGR., —

k=

CTD2.6.6.2)

83) N A = VBN E R [KERGHERR] (2012415 18 H KR —
CTD2.6.6.3)

8N A = VI MANER [BEHFEERBR] (201241 H 18 0 & | —
CTD2.6.6.4)

85) N A = I NE R [ AJRERE] (201241 H 18 H & #% . —
CTD2.6.6.5)

86) NA TVHEFENE R [T v MBI 2% IRER OER £ TOMImICET —
LR AERBR] (20124E1H 18H &S, CTD2.6.6.6.1)

8N NA T VEEAWNER [Ty MIRBIT AR - BBIERAICE T 2 F i ER] -

(20124F1H 18 A 78, CTD2.6.6.6.2.1)

88) /A VIR E R [faEdEE] (20124514 18H &7, CTD2.6.6.9.2) —

89) /3o =L LEPNE R [3T3 NRU % V> Sin vitro Yt iR ] (2012414 —
18H %78, CTD2.6.6.9.7.1)

90) /NA VI GAENE R [ 7Y L L B EE1Omg. 15mg D Wi M OVK S0 8 iy —
D ENE]

81) /A T UHRSAENE R [ 7Y LL b BE2.5mg Dtk 22 e PR BR ] —

92) /A TVHREAENE R [ 7 LV NODSEIOmg, 15mgD¥iitih D722 EE ] —

93) /A TOVIREAENE R [ 7Y LV ME1Omg,  15mg oD 5 Rk O R ] —

94) /A TLIESAENERE [ 7 UL S BE2.5mefil B Rk i s A ek R —

95) A TOVERIAENE R [ 7 LL MRS el 10mg.  15mg O 1 5 REiE ik D —
1 FH A

96) /A TV SLAENE R [ 7Y L L FODEE1Omg. 15mgdd i 5 ki vk o i —
FHA]

97) A LI SENE R [ 7V L L FODSE1Omg. 15mgd Efi &R v 7 % —
VN AR EEZRE) D R A ]

98) /A TILIRAENE B [ 7 LoL b EE2.5mg D S h 20 e MR —

99) N A TV ARG R [ 7Y L L BRI A1 10mg.  15mg D K R fh D 22 —
TEVE]

100) /31 T )LEREHNERE [ 79 L)L FODEE1Omg. 15mg D /K gk i D22 e ME] —
101) /3o = LSRG AN ERE [t A IS BIT D 20mg SERS 1 #5253 2 e & —
OREEG O AL AT XA Z 807 R B NEAT—%) ]
(201549 H 24 A 7«8, CTD2.7.1.2.3)
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1. FHNETOHRFTRKR

AFNE,  TFEFEARIR BT R 230 5 Bk e ZEARRE O RIEMH] | 28 IiE & LT,
200849 A 15 BIZHFHIZBWT, R THIO CORRDH Xa [N -BLEAI & L OKR SN, U
Be. 2011 AE2i TIEFREENE L BB E 12 B 1T D I AsH R OV B PSR E O FAERIH] ) . KO
(RS IR AR AE S OV ZEARSE DRI B SRR ) 12X LT, U7 T4 TORINE TR S
Too Fio. TEEARMARRE K O ZERRIE OTRHR & OVERIE] (6 » H UL EOBUEEBERIER T
%) 1 . TAMEEFERZOBRFICBIT AT T a—AletEA X2 ol KO DR RE S
R UM IR BB E 2B 1T 2 7 7 v — Ak E A <> F ol 2 oW T, EREEK
INFECEBERIG LTV D, [VNRIZE T 2§k AR ZERIE D 1R H K OVFR3E 8] (5 H A L3k
FEOPIREERIER THR) | 12OV Ti, 2021 £ 1 A 13 HICHFF THIO TERERSG LZ, &
HIKETIE,  [FRMATHENITH 2 5 0 REEIREBERF ISR 57 7 2 — Atk A ~
¥ h O] AZDWT 2021 4 8 HIZ, 74 & F itk o/NRJe RYE DR BEE 2B 2§k
MARFERRIE DFSIERH] ) 12DV T 2021 4 12 H AR Iz, AFIOAGERIUTEIZ X - TR S
D, EFROWT I OEE T, 130 » [EHU ETHEEE I TW5D, (2026 4 8 ABILE)

KEIZHTEHRMAXEDHE
WR7e4 Xarelto

ey an Janssen Pharmaceuticals, Inc

ARREAH | D2011 4 7H1IH @2011411H4H @KUVO@®20124 11 H 2 H
®20174 10 H 27H ®2018410H 11 H 20194 10 A 11 A
®2021 %8 H24 8 ©@2021 4 12H 21 A 20214 12 A 21 A

K - Bl | 74 v ba—T 4 78 2.5mg. 10mg. 15mg. 20mg,
AR (KD 1mg/mL

NRESUE RN | (DM B IR SOV B & & i h 1 T A8 (2 30 1T 2 il Az &4 iE (PE) 1B A1
i RMASE (DVT) OFIERMHEI

@FEFREIENE O NS RS (25 1) D Mz B OVa By PR FERR I D S AE Nl

@DVT DG

@PE Dbk

G®DVT XX PE BIERICD 7L &b 6 » AMOEMERTIEEERIEZ Eitg b, B
U R ke 3 2 BE IR D DVT KO PE O3]

©E@EREE (CAD) BEFICB T AT AU v EDOBFHIC L D E7LIMEA X b
LM% (CV) B, ODpfEZE (M) KOMMZET] o U R 7 #il

DA ZERIEmS Y 227 THHANRHMY 27 OE < WAtk EREBBREICBIT 5%
IR FEARIE (VTE) OIEIEHNH]

@FEMEMERMERE L (PAD) (2 X 5 FRMATH @I & fkilrs 1 - &&= & e,
PAD BEICB T AT A Y v & DPFIC L 2 FumiethmE 4 <> b (ML, i
PERM 2R SRR M, M 2 R &3 2 KD o U R 7 i

OFERE D hrgEERIEE Ve &b 5 A% O, 18 A O /NRIzEIF 5 VTE ©
NEL S QONER ikl

02 ELL EDO SR ERBBEIZRBIT A 7 4+ % U Fifitt o e 15

MELOHE | OAAl 10mg 2 1 A 1EROKELT 5, RAICEL T, BFofFELZbDRV,

@

VT F =27 0T T A B0mL/min Z# x5 BEICIE, AHKI20meg &2 1 H 1[5,
ABZICRENE5T 5,

<7 LT7F=0 7 )T T A 50mLimin DL FOBEIZIT, AH 16mg & 1 A 1 [A],
ABZICENEST 5,
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QK UVDIREIZHNDGAORMO 21 B, A4 15mg % 1 H 2 BIEBZICHEO#E
H L, ZOBOMMEIRFI NS RIS Z B E LTHWSHAX, AHK 20mg %
1H1ERO&EST 5,

® MEAENGUEEREZ DR LS 6 » HEm%E. AHF 10mg 2 1 H 1 [EREA#KRYS
T 5, IRHIZEL T, BFEOFEA DI,

@OXV®T ALY > (75-100mg) 1 H 1 EHEG OO F, AH| 2.5mg % 1 H 2 [A#E
N3 %, IRAICEELT, BRF0AELMbDZ,

DNBEm 5BFE# £ TORELER G HIMIL 31~39 HIZh7= 0 AHK| 10mg 2 1 H 1 [F%
O#%573%, RAICELT, BRF0FEEZRDRV,

OTEZHR

1EE (7L b lmgld 1B
HIF (kT IRBIE 1mL [ ZHHY) -
1H1E[1H2E |10 3ME
23?{1;%'?{‘%: 0.8mg 2.4mg
ilﬁg ;’é{% 0.9mg 2.Tmg
gig ;éf% 1.4mg 4.2mg
?lﬁg ;’é{% 1.6mg 4.8mg
e B N N
e @ﬂ;%{ﬁz ;Eg ;’;Jﬁ% 1.8mg 5.4mg
gﬁg ;’;Jﬁ% 2.4mg 7.2mg
f&i{ggﬁ%% 2.8mg 8.4mg
}gig ;é{%: 3.0mg 9.0mg
12kg UL E
30kg Al bmg 10me
BOBEIE | e e | 15me 15mg
XILEEA 50kg UL - | 20mg 20mg
O FRSR
1 [Al&
g (A 7% L b Img i 1 HHE
#IE e R 1L )
1H 10 1H 2
glﬁg ;éf% 1.1mg 2.2mg
L
1%%{%%% 1.6mg 3.2mg
10kg LA I
EOMBIE | 12ke Kk 1.7mg 3-4mg
D I 12kg UL E
20kg il 2mg 4mg
20kg UL |-
30kg A 2.5mg bmg
30kg UL I
‘ 50kg Al 7.5mg 7.5mg
%ﬁ'gﬁ%ﬂﬁ 50kg LI I 10mg 10mg
(2026 4= 8 H BifE)
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EUIZCEITHHRMTXEDHE

HR5E4 Xarelto
Biseeatt4 | Bayer Pharma AG
ABEAH |D200849 A 30 H @KU®2011412 H 9 H*

@20134 5 H 220 ®20184 8 H 23 0 ®202141H 21 1

AT« Mk

T4 a—T 4 U JEE : 2.6mg,. 10mg. 15mg. 20mg
A sEE (kD) 1mg/mL

IR EESIES

DFFFS A0 A% BEER S BEER & HAfi 2 hE 1 T S Lz i B IS H 1T D VTE OFJEM

@IEFPIEEME LT AME B 1235 1T D A e OV B PEZERRE O FIERN I (9 - O
A, minE, 75ELA B MEIRIE. BMAS R SO E 1l AR VR o BEAE 2 o fe R K]
FE2 1OV AT LHEE)

@RLAICF T D DVT KO PE D155 K OV HH|

@OT7 AV v ORrEDHH, HLLLIFZ7n R LAIF 7 yrondimnse
TAEY L EDOPFRIIC XD, DA d~—h— D EF-ZE 5 Ak RS DR
NBEICBIT A7 T 10— Akt A 2 kO3]

GOEMMEA X2 b U A7 3EW CAD UTIEWENE PAD OEABEIZBITAT ALY
Y EDOPRIC L BT T u— ket A X2 kol

O O PrEEEREZ V< &b b HIEEMG O, 18 A O/NNEIzEKIT 5 VIE O
TR K OVE S Il

MIEXR O &=

OAFIOHELEHEIX, 10mg 21 H1[EE5TH D, PIEFESX, i 6-10 Bk
ZHER L THDBITHORE TH D, TRRHBITEBIEANE T O 4 712k - T, Hx Dk
FEDOVTE OV A7 (IS ERET D,

- ERIEI R T 5 BRI G SHER SN D,
- ERIET R TR 2 BRI ESHERE S D,

OARKIOHESEH I, 1 HEmHED 20mg 1 H 1 [ER5-TH 5.

@DVT & 5 \\Z PE OIGHEICHWV A5 OARIOHER &L, 15mg 1 A2 73 #EM#& S
THV ., FOBOIKGHEIET NZEIME DVT &K PE OREMHIZ B E LTHWS
B OARFNORESEH B, 20mg 1 H 1 [E% 5 Th b, DVT ULPE (ZK7 5 1EE %/
72 &Y 6w HEZZIF 72 Icx LT, F%ME DVT X OVPE OFRJEMHZ B L LT
PG 2T DA OARKOHEH EiX10meg 1 H1 EHRETH D, =7 L., BHEE
ABICEVERY 27 NEWVEER 10mg 1 B 1 ROk S CTH¥E L-BE T, K
A 20mg 1 B 1A% 5%2EET & THDH, *2

@R VOAFOHIEAEIL, 2.5mg % 1 H 2HFELETH 5,

O G ERL LOBRGREIT, KEIZS L TRESND,

-~ =

1[EE (U A"—a %Py Imgld
i WRVER 1mL (2HHY) 1 A&
1H1MH 1H 2[MH 1H 3
2.6kg LA _E 3kg A 0.8mg 2.4mg
3kg DLk 4kg AT 0.9mg 2.7mg
4kg UL F Bkg A 1.4mg 4.2mg
5kg LA Tkg i 1.6mg 4.8mg
7kg VL | 8kg A 1.8mg 5.4mg
8kg LA | 9kg i 2.4mg 7.2mg
9kg UL E 10kg A 2.8mg 8.4mg
10kg LA | 12kg i 3.0mg 9.0mg
12kg UL | 30kg i 5mg 10mg
30kg UL b 50kg A 15mg 15mg
50kg LA I 20mg 20mg
*1 AR SERIE ORI ORI, 2012 4E11 A 15 HIZIEM (2026 4= 8 H BifE)

*9 RGBT 2 HELR OHEIX, 2017 410 A 19 BIZEM
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AFICR T DR ITR HIERCHEZULTOLEY THH | SHETOAGRRIL L TR D,
i BE - MRRLOYEL - | BE - MRRIEL . | RTIA TR
2.5mg OD #& OD & /N
' 10mg 15mg 51.7mg/103.4mg

PIGEREESIIES

PN

FE S B MO B A D R 12
BT 2 1 M b 25 Fh K VA

%’@%ﬁf@%\éri‘fﬂﬁﬂ

(A A]

BRI A ZE AR E (TR ER R

I A2 9 Ko OV 1 A% ZE A2 iE )

DI O FE )

(/]

e JUR 1A ZEARIE D 1R 9 e Y — O O O

RN

(A A]

I AT B AT # DK

MHENRE B RF TR T 5 1M

2 . %ﬁﬁzﬁk@ﬁﬂﬁ?’]

[/NE]

Fontan FiififT#2 1238615 5 O O — O

Az - ZEFEFE RO I

O:xhEdHY —: ZhRER L

LR OV &

GEFEEMHDEMBIBREICH TS E DMK S R UL S HEERE D FKEMSD
(&% - #A%i% A - OD £ 10mg. 15mg]
WHE, AIZY A= xR L LT 15mg 2 1 A 1 BE#%ICRAKEST5, k.,
Do 5 EEFITH LTI, BEREOREIZIL U T 10mgl H 1 [FIZHET 5,

<FEARMLIE EASAE D AE R U H FIMHD
A
(8¢ - M7 \’.=3 OD #£ 10mg. 15mg]
WE NS VIR R R AR A SV IR ZEARE RE R O 3 ERIL Y N—a Yok L
T 1hmg % 1 EI 2EEHICROFE L, Z0%IT15mg % 1 H 1 HAB%ICRAOKET 5,

B
i
i

INR
[fii HAIDE - OD fE 10mg~ 15mg]
WH . AE 30kg UL EDO/NRIIZ Y N—a 930 L LT 1mg & 1 H 1RIEHZICROEET D,

[FS4 2oy TINRA]

HE ., ARE 2.6kg UL E 12kg ARGl O/NRIZITFTREOMHEL 1EEE L, 1 H 3FERAO&KSGT 5,
LNz 12kg LIk 30kg R D/NRICIZ Y NXR—m P30 L LT hmg 2 1 A 20, {AH 30kg LA L
DO/NRIZIE 15mg # 1 H 1 E%D&“@ﬁ‘é WIS B AR T TR G- L, 1 B 1R 2[F&
w3 IEI%EEJL IBWTIE, TN 24 B, K0 12 BRI L O 8 BEf B & o 59 %,

—186—



XOI. &ZE&H

1 [Fl&
R (V"= x40 Img (FREIE 1mL () 1A=
1H1ME 1H 2[MH 1 H 31
2.6kg UL I 3kg A 0.8mg 2.4mg
3kg VL I 4kg Al 0.9mg 2.7mg
4kg VL I 5kg Al 1.4mg 4.2mg
5kg UL E Tkg Al 1.6mg 4.8mg
Tkg UL I 8kg Al 1.8mg 5.4mg
8kg L I 9kg A 2.4mg 7.2mg
9kg UL I 10kg A 2.8mg 8.4mg
10kg LAk 12kg i 3.0mg 9.0mg
12kg LA | 30kg A 5mg 10mg
30kg UL I 15mg 15mg

CFRMITBRMETROREDIREEREFICHS (T5ME - ERRTAOINHD
[£8 2.5mg]
WE. RAIZY N—aF P L LT 2.5mg % 1 H 2EEAOKET 5,

{Fontan FiE{T#(ZH 1T 2 M1E - EREHAOIMED
INR
(%€ 2.5mg]
. {KE 20kg DL E 30kg RlEO/NRIZIZY N—m YR L LT 25mg & 1 A 2 A, (K&
30kg Lk 50kg Riifid/NRI2iE 7.56mg & 1 H 1Rk A&54 5,

(%2 - #IHI5E - OD & 10mg]
W, RE 50kg LA EO/NRIZIZ Y N—aF R LT 10mg & 1 H 1 [RREO&RE5T 5,

[FZ4 >0y F/INRHE]
Wi, 2L Eo/NRICIE. REICOSUTCTEROHEAZ 1HEE L, 1 H2EXIT1H 1EED
5425, 1H1IEIKZRO2EHEREICBW T, 28 24 B R O 12l B & 1ok 535,

1 [ml&
YA m S Tmg
& AN cH) LR
1H1MH 1H 2[MH
Tkg UL I 8kg Al 1.1mg 2.2mg
8kg L I 10kg A 1.6mg 3.2mg
10kg LI | 12kg Al 1.7mg 3.4mg
12kg LA | 20kg ¥ 2.0mg 4.0mg
20kg UL b 30kg i 2.5mg 5.0mg
30kg LA I 50kg A 7.5mg 7.5mg
50kg UL I 10mg 10mg
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2. BOYCHE T HERRIRFER
Iha, BRI M OVETEREZ A T D FH ~DOH G T 2 s G
FDA CREFCEDOLHR)
8.1 Pregnancy
Risk Summary
The limited available data on XARELTO in pregnant women are insufficient to inform a drug-
associated risk of adverse developmental outcomes. Use XARELTO with caution in pregnant
patients because of the potential for pregnancy related hemorrhage and/or emergent delivery.
The anticoagulant effect of XARELTO cannot be reliably monitored with standard laboratory
testing. Consider the benefits and risks of XARELTO for the mother and possible risks to the
fetus when prescribing XARELTO to a pregnant woman [see Warnings and Precautions (5.2,
5.7)].
Adverse outcomes in pregnancy occur regardless of the health of the mother or the use of
medications. The estimated background risk of major birth defects and miscarriage for the
indicated populations is unknown. In the U.S. general population, the estimated background
risk of major birth defects and miscarriage in clinically recognized pregnancies is 2—4% and 15—
20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Pregnancy is a risk factor for venous thromboembolism and that risk is increased in women
with inherited or acquired thrombophilias. Pregnant women with thromboembolic disease have
an increased risk of maternal complications including pre-eclampsia. Maternal thromboembolic
disease increases the risk for intrauterine growth restriction, placental abruption and early and
late pregnancy loss.

Fetal/Neonatal Adverse Reactions
Based on the pharmacologic activity of Factor Xa inhibitors and the potential to cross the
placenta, bleeding may occur at any site in the fetus and/or neonate.

Labor or Delivery

All patients receiving anticoagulants, including pregnant women, are at risk for bleeding and
this risk may be increased during labor or delivery [see Warnings and Precautions (5.7)]. The
risk of bleeding should be balanced with the risk of thrombotic events when considering the use
of XARELTO in this setting.

Data

Human Data

There are no adequate or well-controlled studies of XARELTO in pregnant women, and dosing
for pregnant women has not been established. Post-marketing experience is currently
insufficient to determine a rivaroxaban-associated risk for major birth defects or miscarriage.
In an in vitro placenta perfusion model, unbound rivaroxaban was rapidly transferred across
the human placenta.

Animal Data

Rivaroxaban crosses the placenta in animals. Rivaroxaban increased fetal toxicity (increased
resorptions, decreased number of live fetuses, and decreased fetal body weight) when pregnant
rabbits were given oral doses of >10 mg/kg rivaroxaban during the period of organogenesis. This
dose corresponds to about 4 times the human exposure of unbound drug, based on AUC
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comparisons at the highest recommended human dose of 20 mg/day. Fetal body weights
decreased when pregnant rats were given oral doses of 120 mg/kg during the period of
organogenesis. This dose corresponds to about 14 times the human exposure of unbound drug.
In rats, peripartal maternal bleeding and maternal and fetal death occurred at the rivaroxaban
dose of 40 mg/kg (about 6 times maximum human exposure of the unbound drug at the human
dose of 20 mg/day).

8.2 Lactation

Risk Summary

Rivaroxaban has been detected in human milk. There are insufficient data to determine the
effects of rivaroxaban on the breastfed child or on milk production. Rivaroxaban and/or its
metabolites were present in the milk of rats. The developmental and health benefits of
breastfeeding should be considered along with the mother's clinical need for XARELTO and any
potential adverse effects on the breastfed infant from XARELTO or from the underlying
maternal condition (see Data).

Data

Animal Data

Following a single oral administration of 3 mg/kg of radioactive [14C]-rivaroxaban to lactating
rats between Day 8 to 10 postpartum, the concentration of total radioactivity was determined
in milk samples collected up to 32 hours post-dose. The estimated amount of radioactivity
excreted with milk within 32 hours after administration was 2.1% of the maternal dose.

8.3 Females and Males of Reproductive Potential

Females of reproductive potential requiring anticoagulation should discuss pregnancy planning
with their physician.

The risk of clinically significant uterine bleeding, potentially requiring gynecological surgical
interventions, identified with oral anticoagulants including XARELTO should be assessed in
females of reproductive potential and those with abnormal uterine bleeding.

(202648 H HifE)

F—A FZ VU T74% (An Australian categorisation of risk of drug use in pregnancy)

C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of
causing, harmful effects on the human fetus or neonate without causing malformations.
These effects may be reversible. Accompanying texts should be consulted for further details.

(202648 H BirE)

HADEFHRIXD 2. 25 ROBEHEIIIEG LW L) | . [958 . 19.6 #53L6F] ©
HOFHEHIFIULTO LB THY, KERMCE, A—ANT7 IV T7oHEEITRRD,

2. EE2 (ROBHIZEIERE LA L)
2.5% GEhFE TR LTV A RIREME D B D 2t [9.65 11 ]
L RIA Yy A NEATCIIEAEE R 2 121K ESNTWS,

9.5 §EiF
TEdm SUTIEAR L T D ATREMED & 2 VRIS 3R G- L Z &, BB Thaiddmitt (7 v
M) o FERNEL, BEICEEDND b D METRETEEEROKM (V4F) | JEE
DMMFEDOI - IR, HAEROAFRIKT RO BAREBOENL (T v b)) BEESAT
Wb, [25 (FIAvwy7/NEATIE2.12) ]
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9.6 @AM

ALV EREE LW, BWER (T v b, #AOKS) THHPICBITT S 2 L2ElE
SNTWVS, b FORAFIIEITT S Z EARESN TV D,

INE~ADREICEY BMER

i

FLIEN A

KIE DOWRAS SCE

8.4 Pediatric Use

The safety and effectiveness of XARELTO have been established in
pediatric patients from birth to less than 18 years for the treatment of VTE
and the reduction in risk of recurrent VTE. Use of XARELTO is supported
in these age groups by evidence from adequate and well-controlled studies
of XARELTO in adults with additional pharmacokinetic, safety and
efficacy data from a multicenter, prospective, open-label, active-controlled
randomized study in 500 pediatric patients from birth to less than 18 years
of age. XARELTO was not studied and therefore dosing cannot be reliably
determined or recommended in children less than 6 months who were less
than 37 weeks of gestation at birth; had less than 10 days of oral feeding,
or had a body weight of less than 2.6 kg [see Dosage and Administration
(2.2), Adverse Reactions (6.1), Clinical Pharmacology (12.3) and Clinical
Studies (14.8)].

The safety and effectiveness of XARELTO have been established for use in
pediatric patients aged 2 years and older with congenital heart disease
who have undergone the Fontan procedure. Use of XARELTO is supported
in these age groups by evidence from adequate and well-controlled studies
of XARELTO in adults with additional data from a multicenter,
prospective, open-label, active controlled study in 112 pediatric patients to
evaluate the single- and multiple-dose pharmacokinetic properties of
XARELTO and the safety and efficacy of XARELTO when used for
thromboprophylaxis for 12 months in children with single ventricle
physiology who had the Fontan procedure [see Dosage and Administration
(2.2), Adverse Reactions (6.1), Clinical Pharmacology (12.3) and Clinical
Studies (14.9)].

Clinical studies that evaluated safety, efficacy, pharmacokinetic and
pharmacodynamic data support the use of XARELTO 10 mg, 15 mg, and
20 mg tablets in pediatric patients. For the XARELTO 2.5 mg tablets,
there are no safety, efficacy, pharmacokinetic and pharmacodynamic data
to support the use in pediatric patients. Therefore, XARELTO 2.5 mg
tablets are not recommended for use in pediatric patients.

Although not all adverse reactions identified in the adult population have
been observed in clinical trials of children and adolescent patients, the
same warnings and precautions for adults should be considered for
children and adolescents.

EU ORfrscE

4.2 Posology and method of administration

Special populations

Paediatric population

OA 7% L)L ME 2.5mg

The safety and efficacy of Xarelto 2.5 mg tablets in children aged 0 to 18
years have not been established. No data are available. Therefore, Xarelto
2.5 mg tablets are not recommended for use in children below 18 years of
age.

OA 7% L JL hE 10mg

The safety and efficacy of Xarelto 10 mg tablets in children aged 0 to 18
years have not been established. No data are available. Therefore, Xarelto
10 mg tablets are not recommended for use in children below 18 years of
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age.

OA 7% 1L g 156mg & O 20mg

The safety and efficacy of Xarelto in children aged 0 to < 18 years have not
been established in the indication prevention of stroke and systemic
embolism in patients with non-valvular atrial fibrillation. No data are
available. Therefore, it is not recommended for use in children below 18
years of age in indications other than the treatment of VTE and prevention
of VTE recurrence.

OA ZH v MEOIBRETK (kL)

The safety and efficacy of Xarelto in children aged 0 to < 18 years have not
been established in indications other than treatment of venous
thromboembolism (VTE) and prevention of VTE recurrence. No or
insufficient data are available for other indications (see also section 5.1).
Therefore, Xarelto is not recommended for use in children below 18 years
of age in indications other than the treatment of VTE and prevention of
VTE recurrence.

(2026 4 8 H HAE)

AAROEFHRILD 19.7/NE%E | OHOFHEIILLTOLBY THY | KEKD EUIZEIT 53X
EOFHE L TR D,
9.7 NR%E
EFBEHDEMBIEEICHS T2 ENMENEZESRRUE B EERIEDRAEINFD
CFROTEEMBITROREBIEEREICH (T 50042 - ERRTEO I
9.7. 11 /NREE At &b U= B R S BRIT 320 L TV 7220,
<EEAR AL EALE DB ER VB FRINHD
9.7.22 (F34>RyFINRA 9.7.1) £E%6H A RO FRLIZiEN T 2 fIA~TAFIE 51
K BIEE LR RENGHRMEEZ ERID EHE SN 555810 H, BEORELZ I8 L
N RETHI L, E%6y ARMO TRRICEY T AR A xS & Uz ARFER IS L C
[AYA N
- TERR £ 3T A
. REE2.6kg AT
- RO O W3 10 H A

{Fontan FiifE{TRIZH 1T S Mtz - ErER O I

9.7.3 (F82.5mgR U KS4>Oy T/INERA 9.7.2) 2RI OELL Eo/NEA %S L Ui
PRARBR XTI LTV 72w, [16.6.35 0]

ORI vey A RNRATERES L TOARN

2§ 2.5mg TIERE STV
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1. AF - REXEICHELTERAEZITSCHE->TOSEER

AREDOEHRICET DEE AR ZZ T TRV EICET 2F®RAE EN D, RERTTTE
FENHLL TOVRVHFLEFENTEY, HSETHRMIN TV LHRBRGIETH LN R R E
FHELEL TR LTS, EREEZDPEKENZMRET 2 L TORBERTH Y, INTHEDH
2R b OTIER,

(PEHURAL -

[EEH EHR S ORGEIHRIBMEEENCET 204 RT A4 245 QA 1o\ T (2D

3) | AL 9 A 6 RBAY ARG BIE EIE - ARTEETE REAEE - RO R S E)

(1) e

DA FF LIL FROBBRBO RN

A 7LV hE 2.5mg, 10mg, 156mg @ 1 2 v MIDOWT, Z O OZENEZ Bt Lo

BIILIFOLHY ThoT-,
Bk (17 5k AP RE IR OB

L KA DI %R =78, %
25°C/75%RH 3x A NS OIEAE T AR

(Ba%) N

FERI D RIno T
By KAy ORMERBD TN, %
JEHRS vr—L . o o g et g 22
25°C/60%RH L - Qgﬁffafmﬂ“%w

a A 7P L b ME2.5mgld40001x T13 H MG L, #HE 120 51x-h
A 7HF LV M EE1Omg, 15mgid42001x THI12 H MRS L, #IRE12051xh

HEEE - MRR B, SR k0%

@4 JH LU+ OD S DD R EMH %
A7 Lk OD $ 10mg @ 1 7 v MMZDWT

. DO DL ENEERE LTERERIZLUT O

B ThHoT,
PRAE 4l (R1FI e {RAF IR OB
EAL~2mmiEE DEEEY) &
o o vy—1 Koy DEMEZRD TR, £
25°C/75%RH (B0 3R DA DT H ¢ I (2
OD#ED DoV
) -
S HA S5 S 5 i Ok 5 38 7
25°C (B0 _a N, FNLSOEH TIEE
T EERR 0 4T % g fbERBDIRDHST-

a 50001x CHRI10 H RRRS L, #BE120051x-h

WEEE - RIR, BRH.

W, RE
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(2) FRtE - BAMRURERSF 21— J O@EiBMH-101

QA TH LIV MEDFRIE - BAMRUBRERSF 12— J DREEN 9999
A 7L FEE 2.5mg, 10mg. 15mg D 1 2w hMZOWT, & 18XV, %5§C®m2mmg
ZINZ 50 RER, NERETCREEZEBE L, EFORENRD L2 WESE, &5I1C
MkE L, Rk FIECEE L, £7-. %ht%@@%&ﬁ@@ﬁ%%%:—7_mz~
3mu@®%FT&ALLLﬁ%ﬁﬁbto%®ﬁ% A 7L v ME 2.5mg 13 5 4y M iE TR
#WL., SFr.OF =—7 & Lz, 4 7% L Mg 10mg, 156mg 1Al & & 5 R AE Tl
W L7703, 10 pRE CRE L, 8Fr.0F o — 7 Z il L7,

@4 7Y LIV MEH S EDERIE - BAMRUREREF1—TDEBEKE %
A 7Y LoV MRS 10mg, 15mg D 1 2y MMZHOWT, & 1aAEHY . £ 55°CDsK 20mL %
Mz, HERETREZBE L, 2, SONTBRERKREZ SFr.ORERET = — 71K 2~
3mL/FY OIERE CHEA Uitk 2 il Lc, TO/R. WAlE bASIBE L, 8Fr.oF 2 —7
Zeimia L=,

@4 JHLIL bk OD fEDARE - BAMRURERSF 12— JD@EiEMk %
A 7% L v b OD 8 10mg, 15mg @ 1 2> MIDWT, & 18X . £ 55°CHK 20mL %
Mz 5 pftE®%., »ERE COREZBE L, £/, Son/-BEik% 8Fr., 12Fr., 14Fr.
DORERBEF 2 — 71 2~3mL/MOHE CTHEA Ll 2 M8 Lz, TORE, maléd 5
SyEE TR L, 8Fr., 12Fr., 14Fr.0O0F = —7 Zi@il L1,

@4 FH LUk OD £ At o)
A 7Lk OD$ 10mg, 15mg D 1 2> MIDWT, & 3EAZID ., &F A v a2 BICHE
%, EREAR 7 &AW TE SK 8em OFHEHR] LA 5 3T COREHRLIK % K9 20mL/5y O FE T
L. BEREZNE L, 2O/, FHRERFRIZEAZN 20 KD 26 W Th o7z,

OA4 TH LI MEDOKBEERDREE 909
A 7 HF L)L b EE 2.5mg, 10mg, 15mg @ 1 7 v MIDOWT, FOKEREIRKDZ EM 2 MmEt L7
FERIILL T LB THoT-,

L =SS PRAFH R laemaili s
ﬁ%ﬂgﬁ%ﬁm T R e | AT T ARE | 24 W |[BLERDRD»o T
MDA | ey | MEVTARE | 24WE |ElERDEIoT

a A 7Y L b EE2.5mgldKk4mLIZ B
A 7HF LV M EE1Omg, 15mgld/k20mLIZ i
HEEE : R, &5
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®41 JH LI MEH S EDKBERDLEM
A 7 LoL MR AL 10mg, 15mg @D 1 2 v MI2OWT, ZOKEER Ok 20mL) O ENE
IR LIS RIZLL T DO LB Tho T,

R RAFZRAT RAFIZHE PRAT I e

HIRL 43 B D 7K RV Ik el
(10mg. 15mg) ENHGELYE

WEEH - MR, &5

AT T AR 24 W5fH] | BAL &R R0 T

@4 JFLIL b+ OD D KEBBEDREM 100
A 7% L v b OD$E 10mg, 15mg D 1 7 v MMIOWT, T OKEEIK (K 20mL) OZEM%
et LRI Fo B0 ThoT-,

R RAFZRAT: RAFTERE TR A7 ] S

OD FE0D ARFEIE R o pe e
(lomg\ 15mg) %Wﬁél_‘% /\\\@ﬁ7xﬁ' 24 Hﬁﬁaﬁ ﬂﬂﬁ%ﬁn»u&)fiﬁ 071;

HEHEH MR, &2
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@HFIMHRUVURERSHOENDE HEAT—%) 1O

PERERRN 55 il 2 6k L. #EAI 20mg* 2By, TV AH L) v IRl Lk N5 (ot
5) (KB UREEBEEF 2 —7IcTRE (BERS) | USRI O E SR ORS GERx
5) L. ZnthimghR e & bICHRERG LBRORMERELZ, 3/ 37 n 24— " —{AICT

e Uiz,

3 3 oL Z5E% LTz 44 BN 2Ktk 5B QNS B 5-FF O BERI B 5-FRF 2%t 3 5
AUCoDHITFNFI 95% M TN 89% . Cmax D HITZFIFI 90% K TN 82% & . BEHI# 5-Hf L [F]

BETH-T-,

RETHE SN TS U N—a P 3 8A (Xarelto® Tablets 20mg)

BEREBEEEHTICE TS NA—OFH /Y 20mg*EEREORSEHOMTPREHRE

ERBREEHTICE T D) NA—OFY N\ 20mg*EEIFR G RO EYENRE/NS A —4

T A—H ERIEE 5 (n=49)"" WRE L (n=52) BB (n=49)
AUCo- (ng * h/L) 2280/19.6 2140/19.0 2030/20.7
Crmax (ng/L) 261/18.8 227/13.2 214/21.4

tmax () *1 4.00 (0.75-6.07) 4.00 (1.52-6.00) 4.00 (0.30-6.00)

tys (h) *2 6.88 (3.34-11.9) 6.36 (3.30-11.2) 6.47 (3.32-12.3)

tmax : e MUE R EERIEERERT . tue : TH P
*1o g EEEE), %2 BN PR, AN T E EIE/CV %
*3 . AUCooMX TN t 12 12DV Tid n=48
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RHIRESRICHT 2P R VRBRERERO AUCo-K U Crax DL & 90%EFE X H

A fn] S fE Wb G 15E A B G- b (%) | 108 P G- 18411 P -t (%)
e ) 190% (1<
. . 95.4 89.1
AUCo(ng-W/L)| 2200*! | 2100 | 1960 [92.38-98.60] [86.23-92.03]
90.0 82.0
Cumax (ng/l) | 254 | 229 | 208 [86.08-94.08] [78.48-85.76]

*1:n=43, THLSME n=44

[ChLDFERICEDV-FERIZET CEHNMGEDREHE]
AFRBREE 2 B F 2 iR OFER. 2013 4F 3 A XV KEOUSH SCE IR SUIRE B GIZB LT
DT OEBOFRLE BN T,
BERI L, KTV ERALEY v AEORLNNEY LIRE TR SE2854121%, &5
BELICEFA BRI T 5,
BRI Z R LEEIC L D BET25A1F, BEINCEEOMELHER L ET*2, bROKE &
HICHEZBE LU CHEE%Z, KTHEZERE L, BEHICRIBREZIT I 1L,
7235, BERIREE OB FERBIR P COLEMIZOWTIL,  TIV.6. WHIOKFESRIE FICIBIT 52T
DIE (P.12-13) B,

*1 o KFNIAKITETITS W & s, ZEIEIRCH G LZBRIIRINAME T4 525, %85 LB I 235

MUARALATRATEYT 4 DEEPROONTNDLZ NS, BFELLELIIRGTIZEEENTVS,

($EAI 10mg KON 15mg # 5RO RHOKEIC OV TIE P.118-119 1)

*2 0 U= TN A NMBEA TRATHH SN 72O AUC BT Cmax (3. SERIZ R O #5 L2554 & ik
LZENZEN 29% K N 56%E T2 Z EA/RENTVD,

HE1D) ARRERAERIL, SAEAERZIC, KETHETZEINTND U N —a P 38K (Xarelto® Tablets 20mg)
T, SEAIR AR ERFICRT 5, Mk ORERERFOFRE AN A AT XA F U T 4 W AR ML
BET LR TH D,

H2) A TEARBINT-AELOHET TV IRRICET 52HE 3. BIEKUHE] 0EEZROZ L,
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2. TOMOEEEH
BIMO Y A7 f/IMEIEENZ BE$ 2 &4
RS M &R
(DA 7V L MBEIEEH T A R/EA : Fontan NG T I3 D IfAe - ZERTEZ R O]
@) A 7Y Lo MEEMERATA R FBUnAT BT T ORI BIRE AR 1T 1T S ke - 28
ESIADARE
(https!//pharma-navi.bayer.jp/xarelto/basic-docs)

A E

ALV MERISNDIBFSEE 20O IFKE~ : Fontan FIMATHICIIT 5 Mie - 2
ESiAR AL i

@A THF Vb ZRA SN D BE S A~—RHBEE (PAD) ORRICOWT— @ FRAT
FHEATHAT % O AR B IR EEE (2R 1T 2 iffe: - ZERR TR O

BE T EM

(DA 7L b ERASNDLEMEIOERE S A

(2) A 7 HF L b & AR &5 FRR IR ZE R IE O B3 & A

@A THF LV ERASNDBTFSELZDITFKE

WA T b ERASNSEBEE S A~—KHEIRESR (PAD) OIRFEIZOWNT —

BGYATHF VLA RTA vy /NEH Bk E
(https!//www.xarelto.jp/ja/patients/guide)

6) 1 7L FTA4 3wy F/NRHOREE LORMGE (7=2— 3 E)E)
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