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L&, ZJL7F=2 27175 A(Cler) DETIZHEN
t12DBEE & AUCo.int® LFE DD 5N 725 (HEAT—5),
[7.1. 7.4 ]

BT EE IC15mg e BAIREOREG Lz & 2 OFEMBREINS
A—%

B EEFRERE (CLer - mL/min)
INT A —% | CLcr> |802CLer250 | 50> CLer2301(30>CLer A
80 (®E) (T%E) | (BE)

Cmax 81.2 104 108 874 | 91.7
(ng/mL) | (31.7) (46.7) (38.5) (34.1) | (57.0)

B EERREREE (CLler - mL/min)
INF A—=% | CLcr> |802CLcr250|50>CLcrz30|30> CLcr TREE
80 (T (FEE) | (5%)

Caan 2.34 3.44 5.90 6.88 8.24
(ng/mL) | (28.1) (62.5) (38.4) (36.2) | (53.9)
AUCo-int 443 620 794 835 963

(ng - h/mL) | (22.3) (24.5) (25.6) (25.1) | (42.5)

t122) 8.60 8.15 9.44 16.9 12.2

(h) (3.83) (2.82) (2.12) (10.4) | (5.29)

CL/F 564 403 315 299 260
(mL/min) | (22.3) (24.5) (25.6) (25.1) | (42.5)

CLr 197 121 67.49 32.5 _
(mL/min) | (16.5) (37.8) (37.8) (49.3)

Sl P15 ME (BRICV%) . n=8
a : HliPI9fE(SD) b : n=7

16.6.3 EEEKEEREEERE
= B AR E (15mL/min<CLcr<30mL/min) 2 F 3§
2 IEFIEL DEME EE TOEFIRETHAUC ECmax
3. BERREIER IS EHAERE (50mL/min=CLcr) %
B HEABEROEMBEE CEH CHEBZRE LI
EHART, ZRZFN2RE, 165 EHESNLY, [7.1 &
]

16.6.4 FHikpElEEEE
BERUCPEEOFKBERERZLIONICT FFH N
15mg# BEROHKS Lz & &, @A & g Uy #)
BICKZREZRIFTD SN2 (HEAT—5),

16.7 EYWEEER

IRFHNVIEAARCHES W MEEFRETER b
FCYPHFEZHEED S VWIEIFEE L L o7z TRFHNY
WPHEHOEETH S LW RBESNT, (in vitrogkhi
T—%)

16.7.1 I3F v
YI*(0.25mg/H) &L FFH N2 (60mg/H) % HFH
Lick &, VIF TV UVRUI RFINYOBEYFHEAOE
BRIbLTHLTHoHEAT—%),

16.7.2 5 haFV—=)L
7R3+ = (400mg/H. FZOA : BRNRER) &L R
FHN60mgEMHLzE &, T FFH N OCmaxk
CAUCIKE., EBICIIBICERLEZGFIEAT—%). (7.2,
7.5, 10.2 &Hg]

16.7.3 ¥=Jv
=92 (300mgx 3/H) & T K %432 60mg# fif L7
EE. IRFHNVOCmaxKkPAUCIE. FhEh]1.9(5.
1.8fEIc ER Liz(MEAT—%). [7.2. 7.5, 10.2 2]

16.7.4 RS)V=)L
NF830(240mg/H) & T KF43260mg% HHF L7z
EE, IRFHNOCmaxKUAUCIE. &BIT1.5fFI1C
ERLEGHEAT—%), (7.2, 7.5, 10.2 2]

16.7.5 TVRONAYY
TYZTTA Y (500mgXx4/H) &L FFH/3260mg#
BRLZEE. T RFYNCOCmaxXUPAUCIK. ZhZ
NL76/E. LB LR LIZWBAT—%), [7.2, 7.5,
10.2 1]

16.7.6 YJORARUY
¥7uARY »(500mg/H) &L FFH/Nr60mgz HtH
L7z&&E, T RFPBNYOCmaxKkUAUCIE, &HIC1.7
B ER L (GHEAT—%), (7.2, 7.5, 10.2 ]

16.7.7 7=#50v
734402 (400mg/H) & T KFH /3> 60mg2z HiF L
L& TRFYNOCmax Kk TAUCIEK., ZnEh1.7
& LA LR Lz (BHEAT—%), [7.2, 7.5, 102 &
H]

1678 UT7EYY
)77 ¥ (600mg/H) &L RFH N2 60mg 2 HtH
L7z &, TRFHPNVOAUCIEKZ4BE RN LA, PT
BUAPTTICIZEENRD SN o7 (BEAT—%),

16.7.9 7AEUY
72 > (100mg/Ha 5\ 12325mg/H) & T RF 413
>60mgE ALz & &, B SR IC M C I R A
1.3~ 1.6fFICER LIZMEANT—%). [10.2 ]

16.7.10 JILT77UVF NUD LA
TNT7 7D+ by A(ERNRER) 2 REZORES L
PT-INR»52.0~3.0& %2 KD ICHARZ., LT 7Y Uik
KI5 D245 % IC T K93 60mg 1 H1EESIZED



Bxle&, T RFINUVREIRERICPT-INRIZREGHT
D2.31 (FEili ) 0 53.83%F T LA LA, 24R#I1ICIX
T ARBERABE(1.8]) FTHERT LA, %5, EiyEhkk
FHAHEEREIRO NG > (AEAT—%),
[10.2 2]

) ARAOAZHARIZ15mg. 30mgKk60mgTdH 5.

17. ERRRRAE
17.1 BMERUREEICET 2R
GEREBEEMOEHEES CHIF 2 EMERZEDIRUEEHEE
PEAEDFEAEINHI)
17.1.1 EREHES MAEEER
HAZSEOEBEHERBIH-ZHERABRICB W T, DEM
BEE CEMMETM21,1056], R2MFM21,02661) 12,
I RFHNY30mg(EAER. HMERED 2HdTEE T
1115mg) LX60mg (HFE R, BEBHED & 3 BE T
330mg). b LK RIMNBEELZZTLT 7Y F MY T A
Z1HIEREOKS Lz, BEHMOPREIZ2.8FTH >
7oo TEFMEIEE & UM II 2 S EEREDOFRT R
IZOWT, REBIONT 28T FF NV HOELED
MEES 728,
%) MEfE 2 E R DA BE60kg AR CLer 30mL/mink E50mL/minBA Ry R
IR, FoY U oy oy (ERFRER) HHL7.1. 7.2 2]

DEMEBEZFICBI2E8MET Y FRA Y M RUOKRHIMOFEHRE
(I3 [ 35 T AR s/ A (R SR )

A R S FBUGIE HRE
(ERIFEHE)
a0 o~ TIVT 7 VEICHT 20— i
T FAA R (AT
TRFINY [T RFFNY .
e | | V77 VE
253/7,002 | 182/7,012 | 232/7,012
\ ol (161%) | (1.18%) | (1.50%)
] 2)
PhZR /4 B P ZE R 1072 0799 -
(0.87-1.31)" | (0.63-0.99)"
226/7,002 | 135/7,012 | 144/7,012
_— (1.43%) | (0.87%) | (0.93%)
| ; H2)
R I P R 1.54 0.94 B
(1.25-1.90)°| (0.75-1.19)
18/7,002 | 40/7,012 | 76/7,012
. (0.11%) | (0.26%) | (0.49%)
Y :2)
AR P 0.23 0.53 B
(0.14-0.39)°| (0.36-0.78)°)
11/7,002 | 87,012 | 13/7,012
; (0.07%) (0.05%) (0.08%)
) E2)
SRR 0.83 0.62 B
(0.37-1.85)9| (0.26-1.50)©
527/7,034 | 530/7,035 | 611/7,036
A ‘ 2.71%) | (2.74%) | (3.17%)
\ +3)
'O MESE 0.85 0.86 -
(0.76-0.96)°| (0.77-0.97)9
737/7,034 | 773/7,035 | 839/7,036
, (3.80%) | (3.99%) | (4.35%)
H3)
2 0.87 0.92 -
(0.79-0.96) (0.83-1.01)©
913/7,034 | 827/7,035 | 926/7,036
BAZDODIMERA X (4.90%) (4.41%) (4.98%)
AT 0.98 0.89 -
(0.87-1.11)% | (0.78-1.00)
148/7,034 | 117/7,035 | 125/7,036
\ o | (078%) | (0.62%) | (0.66%)
TIA 3)
FERFEE DA ZE 118 0.93 -
(0.93-1.49)| (0.72-1.20)
254/7,002 | 418/7,012 | 524/7,012
. (1.61%) (2.75%) (3.43%)
¥4)
A 0.47 0.80 B
(0.41-0.55)9| (0.71-0.91)

D) AEE O ARFEF R 15mg (i R I Y 2 7126 U TiRE ARz 8#) . 30mg
(AE6OkgU F O BE, ISERE. HAKICEC CRESBELEE) . K
60mgTH %,

E2)mITT (REREE 2 1B EAREE U7 2485 %) . B S+ 3H M 2 6 R & U7 ##T

E3)ITT (&HEE) . BAERETH 2> 5 BHKREH £ OB Z M5 & U@t

F4) BTN SRR IR S HIH+3HH 2 0 R & U 7T

a: FHHOFFARAMERINY — FH1.38EHE Lz,

b : 97.5%EHEXH (& & & OIELHMIED 7 D LB )

C : 95% R EEX

d: IEEGEEO DHEE. FEBFEEOMA T, FEBFEEO LS MHERE, DMEREEIZ
HIMIC X BHEOHEET Y RS2 b

e 1 99%(EHIX

FRERAL TR, PT-INRA 20U ETEETAETIILT 7Y
> EAFIBOmg (AFIZHE L TWaHEETIXI5mg) 1H1
EZHFALTT RFHNVEHBHEPSTILT 7 AL
DEZBE. Y0 B D 530HBOMAEH &g tEER
FEOHHRIZ, TL7 7V VHERRETH->. [8.5.4
3

BIERARBFHEEIZ., TFNFINCEHERMT28.9%
(2,024/7,01201) TH -7z, EHBIERIE. BHEMN6.2%
(434/7,012f1) . MFR3.5%(247/7,01261) TH > 7=
HANER (BIMEEHEL 0106, R2tkEri1,0106]) Tl
WOBREN» /SN, A3 - Zet e I BREROE
EEFDIERADERD S5z,

DEMBEZFICBTSEMET Y FRA 2 P ROKHIMOFHREK
(TIP3 ) 38 AR A/ B A NS

AR N FIEFIE/ R E B
(FEFRFIR)
eso g TILT 7 ) EITNT ANY— R
Ty RAA (95% (2 #EE< )
TRFHAY T RFY \
B | wmap |0V 7UVE
18/337 12/336 13/337
. ; (2.24%) (1.47%) (1.56%)
’ y 1%2)
i/ =) |— = o8 B
(0.65-3.31) | (0.39-2.34)
14/337 27/336 33/337
. (1.74%) (3.38%) (4.03%)
#3)
AHIE 0.44 0.84 B
(0.24-0.82) | (0.51-1.40)

YL AHEE O AGEF &I 15mg (i RO Y A 7126 U TRESBEZEHE). 30mg
(AEO6O0kgU RO BE ., IFERKAE. HHEICEC CRENBELER), RV
60mgTH 5,

E2)mITT (REREE 2 1[EIDLEARSE U /- 2488 %) | B S+ 3H M 20 R & U@

1¥3) RV SREE IR S M+ 3HH 2 H R & U7

BMEFRREBRBER, TFFINCEHERTE49.7%
(167/33661) ThH -7-. EaRIEMAIE. REIN8.6%
(29/336f) IMIR5.7%(19/3364) Td > 7z

w3 17.1.2 B MAREHER

ENCHEM L7z B NMH—EERRRICB T, 80 ET
H Y R 7 23 < EVBEF OO HUB E S 2 &R S N -
KOHB®) TG 5 Z & AV 37 I IERE M D 8
E (CBEFHMO8441. R MEFHEo8241)Ic. T RFHN
2 15mgRIE 75w A% 1 HIEROHRS L. SR
HFREIRL3FETH > 7z, FEFMEEE & LoMzhid s
BUEREOHHARICONT, T FFINVHOBBEA
WRES N7z, [7.3 2]
1) S EBMAEREE (CLer 15mL/minkl_E30mL/minski) . EESE (HH
M. RN HILES) oMo, KIKE (45kgBlR) . BEIERAT O
A N ASERE A OB UIHII MR FI O SO W1 DBl R
B RSty
#2)7)L7 79 ¥ (PT-INRL.6~2.6Ta> hu—J), ¥4 5 >110mg 1
H2[E, YN—aF9/3>10mg 1HLE, 7EFH/3>2.5mg 1H2[EX
ET RE43>30mg 1H1[E

DEMBBEZHRICBIZ2EWEL Y RRAS ¥ PROAH MO FKHERK
(P58 AR ER)

AN T RIGRRER | |
IYRELY b (ERIRHR) (SRR
IRFINVEE| 75U AR VISR
, i 15/492 44/492 0.34
B/ RHERIBES | ) 30) (6.7%) | (0.19-0.61)
\ 20/492 11/490 1.87
A (33%) | (1.8%) | (0.90-3.89)

EDITT RSN SN 2HERE) . BIEREIR D 5B 51 T Rk d/ ik
A Z AR E U 7T
TE2) BRI REE. nSEER SHE+3HM 2 R & Ui

BITEFSEBBEE X, T FF YN VEET11.4%(56/4924)
TH-olz. EREWERIZ, &EM3.3%(16/49261). FRAI
F51E1.2% (6/49261) TdH > 7z,



(BEIRIAREADIE CREBEFARIASAE & OB IS ZEARAE) DB
UEBHAH
17.1.3 EREHES D855

HARZSTEELRES IHE_SEERHBICB VT, 2ME

IEEER IR A ZEAE B (AR MEHIGS, 240/, &2 MEEHil

8,240f0) 12, ~/VY LT X BFHAIEEEV R, T RFHN

>60mg (FEEMEED) 237 3 BEF T1d30mg) I3t g

LTV T7 7Y F M) L%RIBLEL 3~125 AR

A5 L7-%), FEFHEER & L BiEREIF%12, A

FEl"C DREMR P ER AR A ZEAEAE O FE 36 (RERERIR AR RE . FEEL

TR ZEME . BOLHMERIEDOEE T Y FARA > M)IZD

VT, MBI 2T REFU NV BOIEL DI S

nrz1o,

ELD I REINCBETIESTEASY V(T F58) 2 F B Y7 LA DL,
I FY8) v ARSI EINRAR)) LISRDEANS) 2 TILT7 7Y
VHETIHESTFEAN) V(T F9%) ¥ [RES I ERRAR]) TR
DEANSY T ETVT 7Y rF RY T LZE, PT-INRSHEDEICET 5
F TS5~ 12HMEBE Lo, SRR VB A, [5.3 3H]

2) MEAE 2 IR D (A EO60kg ARy CLer 30mL/minkl E50mL/minEA R,
NININXEF =Y U ROEEREIRO S b ar Y —L (&0
#l: BERARER). A hFaF V-, Y R0vA Ty, TIATTA
Yy, AT A Yy, RiERaxya s (ENRER)GE7.1.
7.2 2]

E)RBERMAOBREKLTHBICTILT 7 ) VIV X 556, PT-INRAY
2.0~3.0i1CHET 3 TES TR/ V(T FH8 ¥ (FEIEIEER
RAER) . HATIERSEAIN) V) UET + >80 X7 A (BiRINEZE
RO ERIMEIEFREZR) ETLT 7 U V25 L. [8.5.4 ]

SRR M ERIR AR ZEARAE FE 2 12 B\ B M ERIR I AR ZE AR AE 56

T OVK AL S 4 B PR BN BB 7 H I oD S BR R (1] B ) 25 T AH R B/
IREH)

ARV MBI/ HERE L NNF— R
IYREAL b (FHE) (O RAERT)
IRFYNVE|OLT 7Y VB "

\ 130/4,118 | 146/4,122 0.89%
ERIEVIERRT | " (30) (35%) | (0.70-1.13)
4% B ¢ FE M | 83/2,468 | 81/2,453 1.02

DVTED (3.4%) (3.3%) (0.75-1.38)
5k RS ONE MR M| 47/1,650 | 65/1,669 0.73
PEED (2.8%) (3.9%) | (0.50-1.06)
FoHR I/ B PR 1C | 349/4,118 | 423/4,122 0.81
7 H I 2 (8.5%) (10.3%) (0.71-0.94)

VTE : $RIEERIE, DVT : JEEHRILIEE, PE : MgskiE
FEDMITT (R85 1 ELL IR L 72 2908E) . BEBEM AR 512 Ak E TEIE
& UL

FE2) B AR ORI, MG SR+ 3ER R R R & U i

at FHHOFERAEI N — FHLSEHE L.
BIfFARBBEE L, T FFH N BT25.0%(1,029/4,118
Bl) T > 7o EEIERIZ, FHIMN3.3%(134/4,11861) .
AREE%2.1%(85/4,118fl) T - 7z.
B HAANRE (FHEFHE20061. %2 tEFHIE20961)
TR T AR SNz,

SRR IR M AR ZERNE B35 12 B\ 2 IR SR I A ZE AR R T
T UMK AL S 1 B PR A1 B S 7 A I oD S BR R (1] B ) 25 T A R B/
HANEH])

ARV PRBRER | | o
IYRESLE (K SSHAERAD
IRFHNVE|TLT 7Y VB OIRARIS A
N 5/106 5/103 1.00
ERIEVIERRS | (4 7%) (4.9%) | (0.28-3.66)
KHLIL/ B RE I B | 11/106 16/103 0.67
72t i) (10.4%) | (155%) | (0.31-1.47)

VTE : ##liR ke 24 AE

E)mITT Gak#E 2 L DL EARSE U7z 2480%) . BEREINHA? 5127 AR TEMR
& U7-fgtfh

E2) REMEMITNRER. B SR 3H R 2R E Ui

BIE SIS . T RET N UEET49.1%(52/10641)
Th-olz. EBIERIG. FEHZELER7.5%(8/106f) T
Holo

(PRI TEE IO 2 EARIAEEASAED FENH)

17.1.4 EHFEHELZE D855 (N LB SR TE5E)

HARKROBETER L EME_EERRABICBVT, A
TR 2B iE1 T B (A HEEHES 4%, K tEFT i
703f) 1. T RFHN30mgEIHLIE. 11~ 14HRH#%
A5, NIENEEE Lz 9% >2,000IU%21H2
B, 11~14HMBE TES Uz BRI ZERIE O FRIRRIC

DV, NEEEERITNT 2T FF9N CHOIES AR
ENTzo RHIMSNITEE R ICERE 2 BMORHLIIE, &
EHEOBRELEZIROONLD» o7z TRFYNVHT
ARHMIZAFICHBR L. 2ONRIZ. NETOEBH2g/
dLZBX TR L7 REFI A 3B, ABAL% 8 X 5 Hlll = A2
L, D AEZOEYEN2g/dLEBA TER L7E
BIN1BITHD > 7210,

TR BA 4 B AT A T BB 1S BT B ERAR MR ZERRARE K OV K HA I S
VRERPRAYIC B e M D FE B R ([ BE 4L [ 35 T AH AL B%)

IRFYNVE| T390 VB
IR MR ZRERAR(F|  7.4% 13.9%
) (22/299) (41/295)
[95%EHE X ] [4.9~10.9]1|[10.4~18.3]
BRI EREREERD 6.5%
ARER | BEEZE 11 é~?1 6l
[95% 5 HEX ) ' )
KM AT RAICEE 6.2% 3.7%
Ze MM O FEFER (F1%57) (22/354) (13/349)
[95% 5 FEX ] [4.1~9.2] | [2.2~6.3]
IR MR ZRERIAR(F|  7.3% 12.2%
#) (20/273) (33/270)
[95% 5 HH X [H] [4.8~11.0]|[8.8~16.7]
FRARIMAZ ZERER RO 4.9%
HA NG | e 2= [-106~o 1
[95% 5 FE X ] ) )
KRHEIMSITEERICEERE]  6.2% 4.0%
e IO FEIRR (F150) (20/323) (13/323)
[95%EHE X ] [4.0~9.4] | [2.4~6.8]

FELTEDFFAIRFUEILS% EBE L7z

BITEFSBISAE X, T FEY NV BET38.1%(135/35445)
ThHolz. ELEBEMERIZ. v-GTPLEF8.8%(31/3544l).
TR HIM6.2%(22/3544) T - 7=
17.1.5 BAR%E D855 (N LREEHSERiTETES)

EWNTERLUAEME-—EERRBICB VT, ALREE
B HESTBE (BRI EFGS034]. 22 MR M6044])
I2. T RFHA30mgw IHLE, 11~ 14HREEO7RS,
NIIREE Lz ) F49%) »2,000IU%Z1H2[E], 11~
I4HME FES Uiz, BIRIMEEREDOFKERICONT,
HFREEREIC N T 5T RE N BOESHIBRIT S NI,
KHIM ISR ICERE 2 B ORERRICIT, BEHEO
ERELRZIROON G o7 TRFHNVETREBIMZ
2BNCFHE L. WITNBANET ULV EA2g/dLEBZ T
ER USRI TH - 7212,

AT BT E T T B E 1B ) 2 BRIRMARZERRAE K O K H M S
VR ERPRAYIC B 7 HY D D FE B (12 P58 TAH A SR)

IRFYNCE | T FH5 B
BRIR I AR ZEARE FE LR (51 2.4% 6.9%
#) (6/255) (17/248)
[95% = #HIX A [1.1~5.0] [4.3~10.7]
B 0 A ZEARRE R D 4.5%
-“.070
Az [-8.6~-0.9]
[95%(EHHIX ] ) )
R H L S R 1 2.6% 3.7%
72 il FEBLR (%0 (8/303) (11/301)
[95%( = HHX A [1.3~5.1] [2.1~6.4]

FELTEDFFAIRFUEIL8% L BE L 720

BITEFSBISE 1L, T F3FH NV BET39.9%(121/3034)
ThHolze ELRBMWERIX. ¥-GTPER12.5%(38/303%1)
ALT EF8.3%(25/303%1) TH - 7zo
17.1.6 EA%E M1E5E5R (BRBIETBITF i TRE)

EMNTEE LS NMHERBRICB VT, BEESEITEMiiET
BE (AR 736, REMFHisssl) ic. +—7> IR
LTI RFH3230mg#x 1 H1E, 11~ 14HBRO%S,
H LT F49,8) »2,0000U%Z1H2E, 11~14HFH
B RES U7zo FRIRMRZEREORKHR L. KM I
REICEEZHMORRRII, ROEBYTHo72. TF
FHNVEETREMIZIFICREE L. NEJ 0 v En2g/
dLZ 81 TIE R L7ERTH - 7213,



i B E BT FATHEAT B 1 B\ 2 BRI AR ZEARRE S OV HE I S i
PREVIC BB B 70 By D > FE B (1] P55 T AH A SR)

I RFHNVEE | T F58) VR
FRR IR ZEARRE S B =R (51 6.5% 3.7%
) (3/46) (1/27)
[95%EfEX ] [2.2~17.5] [0.7~18.3]
KM IX R ICEE 3.4% 6.9%
7o M O FEFEK (F1%57) (2/59) (2/29)
[95% 5 FE X H] [0.9~11.5] [1.9~22.0]

a:BEBEELUTRELLHTH Y, MEAH L HEBSHIRE T2 v,

EIVEFFHESEE L. T YN UBET37.3%(22/5941) T
Holz. ELBEWERIR, FRAPIMFEEG.8% (4/5961) TdH - 7z,

18. ENEIE

18.1 {EFR#=
I RFHNVIEin vitroTl b O yE A I g E 5 X K 1
(FXa) # B h OBIRICHE Lz, barEriE, it
OBFEEEKTFOX ) > a5 7 —XIicntd B HEFEEEH
75"97‘:14)0

18.2 JLEE(ER
I RFY N ViZin vitroTk MIFIZBT BPT. APTTRY
FEYEVER(TT) 2EE Lz, TORERMEEE-ROR
SFIPT>APTT>TTOIETH - 7219,

18.3 MREFIVICBIF B MILIER
Z v FOBIRIMIEET IV, &8IKS - MIMEET IV, BERiR
Ty Y P ETIVROHEBRFFHRDICET VIZBWT, TF
FHNIZBEEREOSIC X D ASKRENIC MR %
L7z v FEEIRIMEETILICBWT, T RFY NN idHm
BIERAZRTHEB CAPTTICRER T ICPTRZEE L1215,

18.4 IEMICKIFTSIEE
Jv FRHIMEFILIZBWT, fllIEARLDBEVHED
IRFHNY, TULT 7)Y ROT ) 398 2 H MR
PARICEE L, HINBEE2EEEAE (BT2)E5 Y b
BpRIMEE £ 7 UIC B T 5 METERS0% I HI & (EDso) & Dt
(BT2/EDso) i T RFHNUH105&D k&L, T/ FH
N 1334 TH o719,

18.5 MREERFEEIIC KB TEEERDY /N —X
b MIETOIT REFHNVIZKBin vitro PTEEEHZ.
TEAZ R 2O A L IR e [ 5 VIR - L7 28 8] [R 1 B A5
(BRSO IR R E 58 X R E A RIS & 0 ifl s h -1,

19. B ICET BIB(EEHFR

—f&2 . T RFYNY S VOVERE/KFIY (Edoxaban Tosilate
Hydrate)

{£%%& : N-(5-Chloropyridin-2-yl)-N"-[(1S,2R,4S)-4-
(dimethylcarbamoyl)-2-(5-methyl-4,5,6,7-
tetrahydro[1l,3]thiazolo[5,4-c]pyridine-2-
carboxamido)cyclohexylloxamide mono(4-
methylbenzenesulfonate)monohydrate

HFE ¢ CaaH30CIN7O4S - C7HsOsS - H20

DFE  738.27

% R:HE~HEHEOHKRTH S,

s

0. 3 SOH
N\j)(N_, 2o Al /©/ “Hz0
ST T LLY e
NN
N o 1

B f9249C ()

DERREY : 1-4 2 % ) —)L/Britton-Robinson#& & i (pH4.0) ;
-0.91
1-# 2 % J —)L/Britton-Robinson#& &k (pH8.0) ;
1.72

21. EEBFRM
BRI A7 EHEEZRKED b MWYNICERT L &

22. @&
(U Y7 F8215mg)
(FSAF VIR NT) 1008
(PTP) 100%&(10%Ex10) 140%¢(148Ex10)
(VI 7FE30mg)
(FSAFvZRBIL:NT) 1008
(PTP) 100%E(10%Ex10) 1408 (14%Ex10)
(VI 7F60mg)
(FF2AFvZARIIL:NF) 1008
(PTP) 100%t(10%Ex10) 1408 (14%Ex10)
23. FEX#k

1) #HER : MBI ERE IC BT 2 #8E (201449 H 26 H &
#. CTD2.7.6.3)

*2) Pengo V, et al. : Blood 2018 ; 132(13) : 1365-1371

3) HENER} B B R & U - B 5558 (201 144 A
22H7%:8. CTD2.7.6.1)

4) B  EERASBEZ R E L RER SR (201 14E4H
22H7%28. CTD2.7.6.5)

5) PR BHREREERE ICH T 2B (201 14645 22H
A&ER, CTD2.7.6.10)

6) HNER : BETHERE2ET 2 IERBEE D E NS B %2
W& U5 AR SE (20144E9H 26 H&3E. CTD
2.7.6.15)

7) HPER : FFRSREREE R E 1B T 2 EIRE (201 1464 A 22H
&EB, CTD2.7.6.38)

8) HPER - DEMEN B 2R & U 7o 58 T E R R R R
(ENGAGE AF-TIMI 48) (2014E9H26H4%&58. CTD
2.7.6.11)

#%9) HNER : L) R 7 PEvERODEMEEE 2 0RE LS

I +HER RS (ELDERCARE-AF)

10) HEHNER : AMEREERIRMEERERSE 2 0RE LS IHE
E L R 3R B kAE (Hokusai-VTE) (20144E9 H 26 H &R
CTD2.7.6.16)

11) #NER - A THEBAET B fif TR E 12 581 2 58 MAH R ERAR
(201 14E4A22H %R, CTD2.7.6.26)

12) &R . N TR BAET 2 EIRMT 5l TR E 12 8 5 58 AR ERAR
H(20114FE4H22H %3R8, CTD2.7.6.27)

13) tER - BRI BT PATHES T RE T 3B 558 IAH R A
(20114E4H22H %32, CTD2.7.6.30)

14) #HER 1 T RF9N U OXaBEEEEERM (201 1#E4H 22 %
2. CTD2.6.2.2)

15) #HER : T v FRREMEETFIVICH T 2 HMEIER (201 144
H22H#%E2. CTD2.6.2.2)

16) HEAER - MR I R E 9 & (201 154 H22H %GR, CTD
2.6.2.3)

17) PR - IR e E R 8401 K B B ENEED Y N — &
(20114E4H22H%38. CTD2.6.2.3)

24. YEFERERUEVEGDEE
F-=dthat WEERery—
T103-8426 HEHRAFRX HAEAHRT3-5-1
TEL : 0120-189-132

26. BHEERFTREE
26.1 BHE/RFETT

O F—SHuaatt

WHAR UL X H AAG AT 3-5-1

Daiichi-Sankyo



