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Bx5HETIH. AAIBOMgZHRELTVWHEETI
15mg 1HIEIET L7 7Y >, 60mgZEHEELTWVS
BHETIE30mg 1H1EIET LT 7V v 2HHEET S
&, LI, AEOFEGHK TR, PT-INRAIAEI
OFRB2BZHETIE. L7 7Y > EIEROFERE
A~ V&) 2 HRARET 22 &, 2B, KAlOH
ERTH2ABMZE BT 5T TE. PT-INRIZT L
77U OHEEERZEMBICKBRLE WS, PT-
INRIAFOREEEERICHET 2LELDH 5.
(5.1, 17.1.1. 17.1.3, 17.1.4 8]

855 KA STLT 7V Y UNOMOFTEERNCE D X
B5HE. ARloES2HhIEL. REIOAFHRED T
E SN REICHEEROBRES 2MGT 5 &

8.6 REIOFEGHICFEH P REBNAEB Z/TOHA. ARIOH
B4R BB L-BICITY T ENEE LV, Filf
PREENLBORIKGZES YD EDNTE R VG,
BRatEHIY 27 25T 52 &, ARIOKRSERIZ.
FHPBEOAEBR. BEOEKREICHED 2 < Bil
MW EZHERLTL L. A RBESPIZITS 2 &,
7B BREIIZS U TREBENSN) VH)DFERHE2EE
IT52E, [1.1 ]

8.7 AFZEShp BE oM EZE H» I H M XX 1k 0 R # 7
MOFEBERICAFOFEEEHOF M 2L E LT 258
12k, FHFICH A7 FFY Ry b U7 7 GEBIETHE
BZ)DBTFHRXEZBIBIEL, [2. 22][7. HERVH
BICHET AEFRI[8. EELAEANER]I. BEOER
2ET5BEFICET IERINL BIEAIEZ0#HE Lo
BORXEMEMERET S &, [1.1 2]

(FREEBENBFHMITERZICH T D BIRMSEIRIEDFIE

D

8.8 FAIE LT, MO ARFRICR-> THEAT A2 &,

8.9 A OB EHIRIC O WTIE, BEME % OB IR MR ZERIE
BROHIMOY A7 #ZB L TREITRETH Y., BRI
BEBREDY AZETFRICBREMHEREGE LN &,
7B, BNERRBRICBWT, TERBEINBFMRETER
HENFELUTISHBL EHRS LZGE0EER 0%
MRS h TRV, [1.1 28]

9. B ENERETISEEICHTIEE

9.1 BHE - IEREFEDHZEE

9.1.1 HIM9 3OgEEN BV EE
HIMER . EREIEBREOHMERERER, 2> b
O— )L CERWVWEEDEMEE. HLBEEEXIZZD
BEfE. HILEHMoOBERE. BBEMERER. fERR
MERBE, B EE I oBAE. Eill, EEAENI
BXIIMEHEPIROFMEZEHORVEFETIIHIMZ
HEUBBENDDH S, [1.1. 7.3 BR]

9.1.2 BAEDESE
HIMDO GRS ERT 52BN H 5. (KEIOKgRTHE
DEEIC60mgXi330mg 1H 1 E#EES THMM R R
A2 EEE LZBERRBRITERL TLan, [1.1,
7.3 2]

9.2 BiEEEEEE

(GheE)

9.2.1 AHNIEEE N L THitsn 20T, MHPBEEHN LA
L. HMMoOEEESERT I 2B8EZNFH 5, [1.1. 7.1,
7.4 28]

GEREEMDEMEEEICH T I EMEREDI R H
EEEEDREINS]. FIRIMEEREDBBENR BRI
#il, EHMeEREREMEESSCHIT DM - Eie
FER DN

9.228AE (O UL7F=ZrIU7S5VA15mL/minXKi&E) D
HdEE
BELRWI E, "2 T4y b2 EEAHMOY 227
WELBBENNH 5. BERABRTEIRASATVS,
[1.1. 2.4 8]

(FPREEBEABIFMETESICB (T 2 EIRMEERIEDF
FEHHL

923 BEDBKERE(JL7Z7FZyIUT7SA30mL/
minkii) D 2 HE
BE LW &, BIRMAEERERENHIZEZ EE
HZHIMOV ZAIBELCEZBENTH S, KRR TIE
BaEshTws, [1.1. 2.6 2]

9.3 fFisEEEEEE

GheEHE)

9.3.1 SEDHTHEEEEDH 2 EE
BERFOEEMMERLTWVWAZEAHD, HIlDfE
BRI 2BEFNTH 5, [1.1 BHE]

GEREEMDEMEBRE CHIT D EMERER RS
HEREOREINS . EIRMREDEDBENCERN
fil, IEHMeEREMSMEESRS(CH (DM - i
FER DI

9.3.2 BMEBHEZH SHEREDEE
BELAEWZ L, HMOBHEESERT I2BZNMLDH
%, [1.1. 2.5 ]

9.5 1%

IR SASIERR L T W A RTREE D & 2 4t icid, 1B Lo
BN EREMEE LR S EHEF SN BIBEICOARKRET
5L, BMER(TY M) THREANOBITIRESNT
W5,

9.6 1ZE IR
WELOERERUBARBOERELZ2ZER L. BAO
WfE 3Pk 2 a5 2 &,

BIMER (S M) CHITHRICBITT A EPRESNT
W5,

9.7 INR
NRE AR E U BRRBRIEER L TWhin,

9.8 S
(GhethiE)

98.1 BEHEOREXZBE LA SEBEICRET S &, —i%

WCAEHBENMETRLTWS Z EHFZ0,
GEREEMDEMEERE ICHIT D EMEMES RS
1 ERARREDFAEINF)

9.8.2 B (80U L2 HZ L9 %) THILY A7 FEWVIGE
WX, REICRCCHEBZEET A&, HIMOBEK
WAERTH2BENSH 5, (7.3 ]



10. 18E{EA

KANIPHEHOEHETH 5,

10.2 HAER (HAIC

FETBRTE)

A2

B ARER - HEE ST

WP - fElRAE T

BugEE Al

ANY IR
Ly TIVT 7Y
VL, T F
ARV S N R
Ly T 2FIRY
X7 AF MU T L,
sl N A
FTIT—MRAF
ZIVR v ERIES
[16.7.10 18]

N5 DK DM
I2& 0. B &R
EHEARSELBEND
H5

AR VA RRA
AT E bk N
t-PABIH| %

/AR 88 B 1 IR
A9 5 EH|
TAEY Y, V¥
V¥E—=I), F7
oYY UIERE.
7a ¥ RJUILE
i

[7.3. 16.7.9 2H&]

s OEF E DN
I2& . BN &R
REARIEEIBENDY
HB. HICONVT
3. BB LB E
fafEte = EE L CHSE
IHIME 5 &, Bl
INRAEI 2] & O OF FH I
12, HImY 27 A
ICHERTE2BZENDD
5720, KEEDOHH
WZOWVWTIFESHICESE
IS L., JBELOR
P VARV TN 0 i Sl A 1 )
CHIBFENZBED
Fy INE DEH &
HebZ &,

JEAT O A NHEEHERE

SEEA
vrvuaJzzFrF
N LA, FS T
Ft %

[7.3 28]

(RheEHE)

Zh 6 OEF E DM
I2& D BN fE R
rEASELIBENDY
H5
GEREEM L EME
BECHIF B EMMER
Zh R B ERAE
DFAENF], FEARIMAS
EREDBBENRUBEH
Hl, EmeERS
S MmEESEICSIF
2IMie - ERFER O
il

¥ (CYOF-3-1| PN ][]
PERICOWTIE, 1BE
LoBwE s faBRtz
EELUCEEICHWT
HT &,

BRWto = UF
B 3A # B EA]
taor=r- 07
LU ERDBR
H FHE A

N5 DR oM
I2& 0. B &R
EHEARSELBENY
H5

HEICH mkefE
iRk g
EFEILRN
60

A2 F

ERRER - HEE T

WP - fERE T

PHEAMEEEREZAE
ERCE 5

FoY URBEIEK
M. X583 )L
EBRE., =Y 20
A4, vorua
ARY V. TIA
avA . 73
y2u~vA Ty,
ANFaFV -,
IILVFTEL, T
Iy iERBE.
HIVFusy7—+¥
FHEAI() b EL
£k
[7.2. 7.5, 16.7.2-
16.7.7 28]

AAEOMHIREZ EF
S, HimofEkEttE
BRSEDZBEZNDHDH
éo

PHEERZHE
5 &I
D, RFDINA
FTRAFTEY
T4 % LRI
HEEZON
o

11. BIfEA

ROBEWERNHE5DONBZENHZDT, BEETTIITV,
REDVRO NGB KREG2HIET 5% E@EY 2 LEZ

152 &
1.1 EXGENER

%% 11.1.1 H00

HALE M (1.3%) . BHBAHIM (0.3%) . ARAHIM
(0.2%) AUG M (0.19%RM) . AR M (SEEEAREA) |
FER 20 2 2 FEE H I (SR ANBH) S D B 70 I A3 &
S5WAHMEBRVBEICELLIENHD, FETICE-S
TTEFABHE SN TS, BRMICHES 22 Hil X
FHIMOMEN A S NHBEICIREGE2HIET S &

(8.2 2]

11.1.2 2HBEE (SHERH)
BOFBREEORSGRICAMBERENFbS5DNHZ L
Bhb. FOMBEEKEEZROSEBREDORICIX,
MER%ZBVDHHH D, BEMICE D RMENICHRIMBRMY
HZ2ZHEDHHLOPRESNLTVSBD D,

11.1.3 FAEEEREE (SHEAH) . EE (JHEAH)

AST. ALTO LF%% £S5 FFgiERE. HESH 5D
N5 EDDH 5,

11.1.4 BEE MRS (BHEAA)
Mm%, ffaBmzeE>5abd 5. %k, B0,
MR E, HE, MEOREENIRDSNIZHEEICIE.
ER DI XARE . BECT. M~ —h—Z0HREr
EiidT A L, MEEMRESEDODNIZBEICIIRE
ZhEL. BIBEERLEVRIOBRSSO MY 2 0E

2ITH T &,
11.1.5 M/)\RBAME (SEEARER)
[8.2 2]
11.2 ZDDEHER
1~ 10%A i 1% BEAH
MK Al M/ MRESE. 4
RERIEZ
HImER (B, mR(R HEEZ. BN
FRIMBEESE) . B |MAE
THm. #45,
RIE H I
JHF ek FFERER v-GTPESR.
ALT ERF. YL
v kR, ASTE
F. ALP L&,
LDH L&
TE R FEV FEHEDHE
ekl T HiD, B
B UE HE. TOFE JIIN=RERESEN
EARE
ZDAth TFHE. FREE LA
rY 7Yty RE
. FE




13. BERS

13.1 fEIR
KElzBEREG LGE, HEOAHEZSISECT
BENDDH B,

13.2 &
ARFNFMBEENTIC L D FRES NI WY, FERIZIE U T,
SVBHEY LRI, I B R E AR BRI BT 5 065 1 A
F)EOMY) LGOI AT 5 &

14. BRALOER
14.1 FRIZMFOER
PTPREDEANIPTPY — b A SED H L TIRAT 5 &
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(ng/mL)
300

250 A
200 A

150 A

BWEEEE

100 A

50 1

0

0 2 4 6 8 12 24
5 (h)

B[O SRO T R33N OFEYBERE ST X — & (ZE[ER)
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I PASME GRITCV %)\ a @ FPRME (R/IME ~ ok fE) - t1/213 8% 5% 245/ & T o 14k
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L7z& &, CmaxRUCAUCIEIRESEICHAI L T ER Lz,
BE%72BME TCOMBERRE T — 7 ICE D t121d10~
14 TH - 7= (HEAT—%),
16.1.2 RERS
TR A BB T B+ 53> 120mg™ % 8 H M K% D
BE L&, BEEEIRO NP 5729,
16.2 ORI
R A3SHIIC T R F 53> 60mg % i E %5 L - BEofaxt
BINATTRALFTEY T 41361.8% THh-7-(BFEAT—%),

16.3 %
16.3.1 EEFESE
R BIELSHIC T 1 43 > 90mg R U1 20mg) % B
EREORE Lz & &, 852, 6 RVO128R% Dex vivolfl
HEAKARIZA0.0~58.9%TH->7- SAEATFT—%),
16.3.2 D&
fRERR A BHE3561IC T K ¥4V 30mg % BiEIEIRA# 5
L& &, RBEIODHBRBILIOTLTH -7z (SEAT—%),
16.4 (X
IRFHNVEANLRFIIRAT T =P K BIMAKDE.
A KU CYP3A4IC L 2R Z =T, CYP3A4IC KA REIZ
BEEDI0%KFECTH-> - (BHEANT—%),
16.5 HEtt
R A BAE35HIC T R F49 /3 30mg % B EEIRN S L
lbE. 257075 AE21.8L/hThHOH. ZDOH50%
(10.7L/N) B2 VTSV ATH > 7=, BERABMHE6HICT
RFHNr60mge BEREORES Lizv ANT » AR ICH
WT, #5%168kME TICHEG SNIZMERED35.4% % O
62.2%7H, ZTNZTHRHPKOEFRAGRES W, ZDOKER (£
NEN23.8%. 49.1%) I ZT RFHY NV TH o7z, MEEFICDH
FIZRFINVELTHERELEABEAT—%),
16.6 REDERZEITIEE
16.6.1 SnE
R R B EAIC T FF9 32 90mg® % 1 H 1 [RI8 H MK
EREO/RG L&, BEBRABEEEE LUAUCLE
33%EfEERLIZ(GMEAT—% ),
16.6.2 BrEEEEEERE
B R EBE 24001 T R ¥ YN 15mg % BERO#KS
Lizk&, JL7F=>271) 75> A(CLer) DERIZHEN
t12DBEIE E AUChine® ERDBRD SN (HEAT—4),
[7.1. 7.4 B8]

B RERRE B I 1Smg 2 AR %5 Lz & S OEM RN S
A—%

EHREREFZRE (CLer - mL/min)
)NF A —% | CLcr> |802CLcr250 |50>CLcr230(30>CLer P
80 (€39 (FEE) | (5%)
Cmax 81.2 104 108 87.4 91.7
(ng/mL) | (31.7) (46.7) (38.5) (34.1) | (57.0)
Coan 2.34 3.44 5.90 6.88 8.24
(ng/mL) | (28.1) (62.5) (38.4) (36.2) | (53.9)
AUCo.inf 443 620 794 835 963
(ng - h/mL) | (22.3) (24.5) (25.6) (25.1) | (42.5)
t1/2?) 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 67.4 32.5 _
(mL/min) | (16.5) (37.8) (37.8) (49.3)

Bl 19 fE (BICV%) . n=8
a : HifiE#5ME(SD) b i n=7

16.6.3 EEBKEEESERE
EE SRR E (15mL/min < CLcr<30mL/min) 2H 9 %
JEABER DEMBEE TOEFIRETOAUCE Cmaxid,
B REIE R )X B E B HAEREE (50mL/min=CLcr) 267
LIEREEROEMBELE ICRICHEZHREG L&
N, ZNZN2UE. 1L6fELHERINLY, [7.1 3]
16.6.4 FHH&REEEEE
HEROPEEOFBERERZLIOHICT FFH N
15mg% BEREOKRE Uz & &, BERRA & Hi USEs)
FRICKERZRIIFTDONEP > HNBEAT—%),
16.7 EYHEEIER
IRFYNVEERARCHEESNAMEFRETCEE L
FNCYPH THREZIAED 2 VIZFE LDz TRFFINY
WPHEEHOEE TH S ZENRBEN, (in vitroikE
F—%)
16.7.1 ¥3Fv v
YaF 3 (0.25mg/H) & T REH32 (60mg/H) 2 fHH
L7zeZx, VOAFV RO RFINVOEYHREADE
BRIbFTHLTHo7z(WEAT—%),



16.7.2 7 vdFV =)L
7 ha+y—u(400mg/H. BOA : BNRER) &L K
FHNv60mgE A LzEE, T RFH NV OCmaxk
UCAUCKK, EBILIIMBICERALIZGIEAT—%). [7.2,
7.5, 10.2 2]

1673 F=Jv
=Y (300mgx3/H) & T FF9 N> 60mg# i L7z
LE, I FRFINVOCmaxKUAUCIH. ENEFh1.965.,
L8fEIc ER LIz(MHBEAT—%). [7.2, 7.5, 10.2 8]

16.7.4 RS )NZ)L
RT3 (240mg/H) & T RFH N> 60mgZHH L 7%z
L&, TRFHNYOCmaxKTAUCH. &b I21.5%1C
FRULEGHEAT—%), (7.2, 7.5, 10.2 ]

1675 TUXROXRAY Y
TYRTvA ¥ (500mgx4/H) &I FFH1N60mgE
BRHLZEE, TRFINCOCmaxKPAUCIEK. ZhE
NL7E, LB ERLEBEAT—%). [7.2, 7.5,
10.2 28]

16.7.6 Y J0ORKRUY
P ru AR ¥ (500mg/H) &L R¥H N 60mgz
L7z &, TRFFNOCmaxKkTAUCIE, &BHI21.7
B LR L (BEAT—%), [7.2. 7.5, 10.2 B8]

16.7.7 =450V
73441 (400mg/H) & FFH/N60mg% HiH L
L&, TRFHINYOCmaxKkFAUCKEK. #hZEhl.7
& LAEIC LR LI (GMBEAT—%), [7.2, 7.5, 10.2 &
]

16.7.8 UT7EYY
V77 ¥y (600mg/H) &L RFH N2 60mg % HH
L7z &, T RFHNVOAUCIEHIB4%E T LA, PT
RUOAPTTICIZHESRD SNE P>z (HHEAT—5),

16.7.9 7AEUY
7 A > (100mg/Hd %\id325mg/H) & FFHN
»60mgE MR L7z & &, B GIREIC HAT H MR A
1.3~ 1.6MBICER L= (BHEAT—%). [10.2 1]

16.7.10 DILT7UVF RUD L

TLT7 7Y rF UL (ERRER) 2 RERO®RS L
PT-INRA2.0~3.0& %2 KD ICHHER, TLT7 7)) V&
KI5 D248 % ICT RE5/360mg 1 H1EESICD
Barze&d, TRFYNVESIRMBICPT-INRIZESHT
D231 (BifiF) 0 53.83F T LA L7zA%, 24K[H#%ZICIE
T ARBEEFAREE(1.81) FTERT Lz, 4B, EWERE
FHEMEERERD N EP > (BEAT—%),
[10.2 2]

) AR O&ZARIZ15mg. 30mgKk'60mgTH 5.

17. BRRRRAE
17.1 BHNUERURLMEICET 255
GERREEOEMSES (CH T 2 EMERZEIRUESHEE
AR RE D FEREHNE)
17.1.1 EEHEISE D1EER
HARZECGEBELRFMIHE-EERABRICBW T, OFEM
B RE CEMIMEEHE21,10561. &2 MEHM21,0264) 12,
I RFHN230mg (RFHERE. HMEEED 2HLT-BET
1$15mg) X 1260mg (2R REE, RS £ 7 3 BE T
330mg). b LLKIIMEEE LTV T7 7)Y F MY T4
Z1HIEREORS Uiz, BIEHBOHhREIZ2.8F TH >
Joo TEFHEIEE & L7MABHh 32 S EEREDO R R
IZDOWVT, TRERICNT 58T FFF NV BHOI LN
MRFE S 72100,
) EAE A E AT O A HE60kg LR, CLer 30mL/minkl_E50mL/minbl R, N
T8I, FoYVUNF RuRF Oy (ENEER) HRA7.1. 7.2 28]

DEMBBFICBTSEWET Y FAA 2 P ROKHIMOFEBRE
([T 3 [ 28 T AR ks /A (R S )

T~ TR R ER
(ERHHE)
W lege o TIVT 7 BT ANY— R
Ty BAA b (fEHEIX )
IRFHNY [T RFHN .
R R =R INT 7)) VB
253/7,002 182/7,012 | 232/7,012
B s B (L61%) | (118%) | (1.50%)
R 1.079 0.799 -
(0.87-1.31)? | (0.63-0.99)v
226/7,002 135/7,012 144/7,012
" - (1.43%) (0.87%) (0.93%)
R 22
1.54 0.94
(1.25-1.90)9{(0.75-1.19)9
18/7,002 40/7,012 76/7,012
" . (0.11%) (0.26%) (0.49%)
A L i i)
0.23 0.53
(0.14-0.39)9|(0.36-0.78)°
11/7,002 8/7,012 13/7,012
: (0.07%) (0.05%) (0.08%)
o B PR
0.83 0.62
(0.37-1.85)9{(0.26-1.50)¢
527/7,034 | 530/7,035 | 611/7,036
N S (2.71%) (2.74%) (3.17%)
lL\Eﬂ%ﬁEEa
0.85 0.86
(0.76-0.96)9((0.77-0.97)9
737/7,034 | 773/7,035 | 839/7,036
. (3.80%) (3.99%) (4.35%)
é%t&@
0.87 0.92
(0.79-0.96)9{(0.83-1.01)9
913/7,034 | 827/7,035 | 926/7,036
EAADMERA | (490%) | (441%) | (4.98%)
> b E3) 0.98 0.89
(0.87-1.11)¢ | (0.78-1.00)°
148/7,034 117/7,035 125/7,036
< . (0.78%) (0.62%) (0.66%)
JERFERE DR
1.18 0.93
(0.93-1.49)9|(0.72-1.20)°
254/7,002 | 418/7,012 | 524/7,012
(1.61%) (2.75%) (3.43%)
S
0.47 0.80
(0.41-0.55)9{(0.71-0.91)9

L) AHEIE O KGR B I3 15mg (R RO Y A 71208 U TP B E 2 EE) . 30mg
(AHE60KkgI N BE ., IEERE, HFHABCECCREPBELZEE), KU
60mgTH %,

FE2)mITT (REEZE A 1B BARSE U 7- 2 4i8aE) . IABESER SR 3H B 2 R & U7l

W) ITT (2HERE) . MAEREI A2 & Bk & TOMM AR & Uit

E4) RO REH, TREREE S MM+ 3H M 28R & U 2T

a: EBLHOFERFEINY — FHH1.38EHE LTz,

b : 97.5%EHEXH (At & & DIEHB MM D 72 0 D £ B EE)

C 1 95%(EHEX

d @ IEBFEHO DHEZE, FEBEEEOMER, BT O LS HERIE, DIILERE XL

HIMIC L 2EDOEA LY RHRA 2 b

e 1 99%fEHEX

R TR, PT-INRD2.O0L ETCRETAHETIILT 7Y
> EARKIBOME (AHIZHE L TWHBRETIX15mg) 1HI
EZHALTT REFONVERABEPSTLT 7)) AL
DEZ-BE, Y0 AH»530HBOMER e EER
FEORBRIZ, TLT7 7Y VBEERETH->7. [8.5.4
8]

BIERRBEHEEIX. TFRFINCEHERT28.9%
(2,024/7,01260) TH -7z ERBMEAIZ. BHIN6.2%
(434/7,01261) . IMFR3.5%(247/7,01261) TH > 7z,
HARNEN (BB L0106, Z2tiH1,0106]) Tl
WOBENIR SN, AR - et b IRB KO E
L EIREDMER AR 5Nz,



DEMBBREFICBI2EMMET Y FRAS Y P ROKHIMOFETR
(TIP3 ) 28 T AR Al B/ B AR NS

A R N FBBIE/ W5 E
(FMEFHR)
©reae o TIVT 7 VEIHT ANY— R
T AL b (95%{E M)
IRFYNY | RFHNY .
R R =R INVT 7)) VR
18/337 12/336 13/337
AR IE L5 HEE (2.24%) (1.47%) (1.56%)
FEREE2) 1.46 0.95 B
(0.65-3.31) | (0.39-2.34)
14/337 27/336 33/337
N (1.74%) (3.38%) (4.03%)
#3)
A 0.44 0.84 B
(0.24-0.82) | (0.51-1.40)

D) AHEIE O &R R X 15mg (R R OHIM Y 2 7128 U THRES R ELZEE) . 30mg
(AHEO6OkgLI N O BE . ITEHEE. HHAEBICEC CREPBEZEE), KU
60mgTH %,

E2)mITT (ARSRHE 2 1B DL LRSS U - 2455 %) . YA SR+ 3 H M2 R & U7z figt

TE3) RN REE, TR G MM+ 3 H M2 R & U 7@

BIEARBAEEET. T VXNV EHENT49.7%

(167/336%1) TdH -7z EHEMERAIZ. EHIM8.6%

(29/336f) . IMIR5.7%(19/336/l) T - 7z,

17.1.2 B B ER

ENTEM LU EMHE_EERHBICBVL T, 80K LT

HiMY R 7 25 < EVBEAE ORI HUEEE 3R % &R S N7z FEE

KMOHE® THRE9 5 2 & AR EE 2 JEFR IR D #)

B (AR O84%, ZAMFHMo82%1) I, T FFHN

Y15mgXiE 7T A% IHIEO®RS Lz, BRI O

HFRMEIZL3ETH o7z FEMEEE & L7 MR i34

BHEREOHRHFRICONT, T NFHNVEOEBRMED

MEES -1V, [7.3 ]

1) @ B EERE (Cler 15mL/minkl E30mL/minAii) . EERE (HE
M. BRN. HILES) coHIMOBE, (KIAE (45kgBlR) . BHIERATO
A N ASENRE A O U HUI MR FI O RO WS hAp 1 DB EICE
ER=tor

H2)7L7 7Y ¥ (PTINRL6~2.6TI > ha—NL), FEH F5>110mg 1
H2E. Y N—TF¥13>10mg 1HLE. 7EF93>2.5mg 1H2EY
3T R4V 30mg 1H1[E

DEMBERFECBI2EMMET Y FRA Y PROKRHEMOFRIE
(EI P58 T AHFASR)

EEOSAS Y T I——
T FRA LT (P17 %) (95%(EHXH)
IRFYNVE|] SRR B
MEZEFRIZe 5 HE 15/492 44/492 0.34
FRNEED (2.3%) (6.7%) (0.19-0.61)
2 20/492 11/490 1.87
A (3.3%) (1.8%) | (0.90-3.89)

EDITT (G REIT SN2 pBE) . BIEREINERY 5 BB G T R/ LR
REZ MR E UL
E2) RN RER. BB I 3HE 2 MR & U@

BIVERAFBMEE L. T RFUNVEET11.4%(56/49241)
THhole. FBIERIX. EM3.3%(16/49241). R0
I51E1.2%(6/492f1) TdH > 7,
(BEIRIMISERRIEDBE N BRI
17.1.3 ERFHES DR

HAZGOEBEREFEIEEERRABRICB VT, 2E

MR RRIR A ZEARE B AR (A0 MEETS, 240/, KA EEHAi

8,240f) 12, ~IS) I K BEIAEEVE, T RFHN

> 60mg (JFEEMEED £ 1 7 97 B EF TI1E30mg) it g

ELTINT7 7Y F YT LEIEHLEL 3~12% AR

O85 L7E), FEIHMEEE & U BIEREIGEL12, H

[ C OREME M FRAR MR ZEARRE O FE 3 (FEERERAR AR RE . FEEL

FEMERTEERE . BOEHMERIEOBAE LY AL~ M)IcD

W, NTHRER IO 2 T FF U N VBOIESHE PG S

nr12,

ED T RFHNVETRES TR V(T FH8) 0 F UL BIF,
I FHR v AEEFENRER)) IERFEA/S) > TLT 7
VETIRES TR (T F %) AREIS I ERARAR]) IR
SEANY S ETLT 7Y Y F hY T L%, PT-INRSHREDHEICET 5
F TS~ 12HMBRG Lk, BRBFEICY VA, (5.3 2H]

1H2) WAE R EIF R DA EO60kg LR, CLer 30mL/minl E50mL/minkl R,
NININKEF =Y VPR ROBEREIMBO b aF Y — L (&0
Al ENKRER) . A bFIFY =, TYVRAUVA VY, TIAUYA
YU, 7)) AaTA Yy, XERuexyoy (EREER)R7.1.
7.2 ]

EI)RMBBAEOBREGHRTHRICTLT 7Y VICY VB 55A. PT-INRY
2.0~3.01CHE T 2 F TESFEANN) V(T F9289 ¥ RS E N
KER). HATEERFEANY V)T * 25780 X7 A (BRI %E
BREDOEHFIMENIEPAARER) ETILT7 7V > 2HH Lz, [8.5.4 ]

SRR EIR MR ZEARRE B 12 B 2RI B IR M2 AR E 7
/AR HA LSRR AR A U B 7 Y T D 3 R (1] R 4 () 55 AR R B/ &2
M)

AN P REBRRER | .
TV RELY b (FEBR) o5 )
IRFFALVE| LT 7y LB 0E
: 130/4.118 | 146/4.122 | 0.899
ERIEVIERRS | 73 00) (3.5%) | (0.70-1.13)
TE S © 0 R TE| 83/2.468 | 81/2,453 1.02
DVT#D (3.4%) (3.3%) | (0.75-1.38)
TR : IR 47/1,650 | 65/1,669 0.73
PEED (2.8%) (3.9%) | (0.50-1.06)
RH M 3 BB R B 12| 349/4.118 | 423/4,122 0.81
A ) (8.5%) (10.3%) | (0.71-0.94)

VTE : #RIMEZERAE. DVT @ FEFEIRIMEAE,. PE @ FiZEMRE

L) mITT GaBE A L[a DL EARSE U7 20i5k#) . FIEREINE» 5120 A TEXR
& L7z f@t

TE2) RAMMITRER, B SHM+3H M 2R & U@t

a: FBUOFERFEINY — FHH1ISEHRE L.

BIEFASEBSERE 2. T RF YN EET25.0%(1,029/4,118
B)TH o7z EHEIERIZ. BHIM3.3%(134/4,118%1).
BiEiE£22.1%(85/4,1186) Tdh -7z,

7B, HANER (BRI 2094, Z2M: 3 20941)
TIRRISTRTREPE SN

SR R IR MR ZEARRE BB 12 B 1 BRI B IR I A2 SEAR R 76
/AR HA I SV R R BT U B i Y I o> S 3R R (] R 3 ) 55 T AH AR/ H
RNEH)

ARV IR BEHER | |
IVRERSL VB (LK) (O5%(E KT
IRFYNVEE|TLT 7 VB AATIAIE
, . 5/106 5/103 1.00
ERIEVIERRES | (4 7%) (4.9%) | (0.28-3.66)
KHIM BRI 11/106 16/103 0.67
A (10.4%) (155%) | (0.31-1.47)

VTE : #fiRIIE ZEARAE

EDmITT GREEEZ LDl EIREE U7z 2455 %) . BEREINHEL? 5122 AR E TEMR
& UT-fgtr

E2) RN RER. REREER S 3HE 2R E U@

BIMEFRRBBE L. T FRHNVEET49.1%(52/1064)
THoleo ELEWERIZ, FERER7.5%(8/10661) T

Ho7z
(M MmEER SIS MEESREICHF DM - ZeFROI
il

*17.1.4 BNE DEERMFEEE5R

PTG LS AR E R E MR SARIC BV T, 8

4% 58 8 T FEE B 2 (AT 7200 22 B4

TAFNIT. T RFH N2 60mg (REREE) £/ T BE T

1330mg) XigxffEEEE L7 7V Ay L% IHLEL

12% ARRO®E LB, RRBRE, L7 7Y VIick

HDIBEBEENEE L TSN TVWHIEEENRE L

7oEY, FEFMIEE & LR—25 A ot d 2 EEAE]

M1 EBORHEREOMMERTIC O W T, MIEERH IO

TAHIRFYNVHOIELEPBIES N1 KA IX

FRARICEZE R BIMORBTERIC, HESHETHS 2 ED

FROoNED 57,

1) e A EI R OAE60kg IR, CLer 15mL/minkl E50mL/minBl R, P
WEAMEEREET 255 (F =D VREBEKRY, X783 )VERIE,
IVRATA Y, YRR Y, FIRURA VY, 7F5)A0avA
UL RNIFI = A RTAFY =, INFTEL, TIASEY
ERE, HIV a7 7 —EHEA) A 7.1, 7.2 28]

H2) T RFUNCBHTARDPSTILT 7 VI DB B8, FugEER
RSN D EHFEE L, PT-INRPIBEHRO FTIRZ#Z 5 F TIE. AHI
30mgz#HE5 LTV AEETIX15mg 1HIEETLT 7Y >, 60mg%#
5L TWwWAERETIE30mg 1HIEET LT 7 > 2RSS L E
L7z, [8.5.4 2]

E3) M A AN 5 N7 E 4 B A B AR A2 P BERERR 4T (PEA) XU N )L — i
BIIRIEAT (BPA) OEfTIE%2 A LTz, [5.5 2]



B MR ER SN EEERE BT AR—25 4 VIIHd 514
% DR HR IR0 E UL Ohf B4 E) /R I SR B R ICEE B 2
HAI oD FEBLER (1] P35 T A 22 A = B A BR)

17.1.6 ERE I8R5 (A TREMSBRITETES)
EATER L SIS ERRBRIC BT, ATREE
S BITHET R CARIEHMS030). %4tk m60461)
12, I RFHN30mgE I HIE. 11~ 140085,
LM & LT F 4% 2 2,0001U% 1 H2[E, 11~
14H B RS L7z BIRMEEREORIRICONT,
KBTS 5 T FEH NV BOELEARITS Wiz,
I S I B PRAY I B A I O FRRIC IS, RSB0
HRELEIED SNAP o, T REFNVBETAHIMI
2BICRBL., WTNBAEF O Y BA2g/dLEBA T
ETF LT - 7219,

TR B i A B AT AT FR S 10 35 1) 2 BRAR AR ZEAE /K HY i S
B PR B 1 B 7 HA I oD FEBR AR (I P56 TAH R ER)

I RFHNUBE TIVT 7)) UEE
R—=A54 VOFHEGE| 2.406(1.003) 2.597(1.127)
Hef3E) (BI%) (36) (36)
B 5 1 FEBOFHE (HEik 2.274(0.932) 2.582(0.941)
R () (36) (34)
FE R T L GO
TEHRAE) DR -0.069 0.014
D (1) (36) (34)
[95% (= H X [&]] [-0.149~0.010] | [-0.068~0.096]
R T (O
ZHE) DR R0 -0.083
piedisibcy [-0.198~0.031]2
[95% (& X ]
JRH % B R | B
73 HA i) 1/37 2/37
4Ny NRBO SRS (2.7%) (5.4%)
B (FBR)

atFEBUEY—IVIF0NT2ERHE LTz,

TEL)VRBREHRTEE ICE A Lo RERT2600 5 5. BIEREI A 5 1EER IR R
BEAPG SN 7002 NRE LI, BERERT. NX—2F 1 > OREHK
BT OB E 2 ST & U7 BT

TE2) BTN REH (RERZE L 1 EILL LIRS U7 2454%)

BRI RBEE L. T R0 BET27.0%(10/3761) T
Hotc. EEWERIE, BEAHIMNS. 1% (3/374]). &
5.4%(2/37f) TH > 7z.

(RN TR B T O 2 EERIMASEASED RN

17.1.5 EEFHESE DEEER (A LIREms R TEE)

HAKRUOBETER L -FMH_EERRABRICBWT, A
TR BT T R (AR EFHES o4, R PEETi
7036112, T RF4N>30mgzl1H1E. 11~ 14H B
5, SRS E Lz ) F4/%) >2,0000U% 1 H2
M, 11~14ERE FES Uiz, BIRMARZEREDORERIC
DT, MEBEFICHT 2T RFHI N EHOIEL MM
SENToo RHIMXIZEERICEE 2 HIMOFEBERICIZ, #&
S5HEOBERLEEZEIRDONEDP /e TRFYNVEHT
KHMIZABICFHI L, ZORFIZ. ~NEZTE SV BA2g/
dL%Z#8X TR UZDEFIA36. A5 %2 88 2 2 il 2 A%
EL, #O. AEF UV EH2g/dLEB A TET LIIE
B 1BITdH > 7219,

L B B A B HAA i 4T R 12 35 1) 2 BRAR I A ZE A E /K HA I S A

IRFYNVEE | T FH0) U

B IR AR ZEARRE T IR (f5] 2.4% 6.9%
) (6/255) (17/248)

[95%ZHE X ] [1.1~5.0] [4.3~10.7]
BRI A2 BAREREER D 4.5%

4. ()

BHEE [-8.6~-0.9]

[95%(E X ] ) )
S A I S0 B R Y 1 B 2.6% 3.7%
I OFEIRR (F150) (8/303) (11/301)

[95% A X ] [1.3~5.1] [2.1~6.4]

LD ARTEIL8% EHAE L 7zo

BIfE RS L. T REH NV BET39.9%(121/3034)
TH-otzo ELREWERIE. v-GTPLERE12.5%(38/3034l) .
ALT ER8.3%(25/303%1) TH -7z,

17.1.7 EASE MAEHER (IREIEN BT F i T5E)
ENCEM L 72 S AR I B VT IREEER Pl
BE (AR R 736, RetsHlgss)) ic. -7 IR
LTI RFHNY30mgz1HIE, 11~ 14HBEEO#RS.
HL<IET /9,89 »2,0000UZ1H2[E, 11~14H/H
RS Uiee BIRMASZERAE O FEBR &\ KHIMNIZER
RENCEEZHMOFEHERIZ, ROEBYTHo/e TF
FHNVEHTREMIIFICRI L. NEF O EH2g/
dLZBZ TE R LERITH - 7210,

Ji BB B 4T F AR AT R 1S BV 2 BRIRIMAR ZEARRE /R HH 0 SIS BR PR
AIC B 7 M O FERR R (P35 MARRAER)

B PR A 1 B 7 HH I o> B 3R ([ W 4 () 55 T AH R B

IRFHNRE| T390 B
B IR AR ZEARRE FE IR (f1 7.4% 13.9%
) (22/299) | (41/295)
[95% 5 #EX ] [4.9~10.9]|[10.4~18.3]
BR Mie R ER IR D 6.5%
SRR (| Bz 11 é~-1 6]
[95% (5 #EX ] ) )
KH IS LRI I EE 6.2% 3.7%
72 B D FBR (F1%0) (22/354) | (13/349)
[95%fE X [H] [4.1~9.2] | [2.2~6.3]
BRI M e ZEARRE R B (f1 7.3% 12.2%
) (20/273) | (33/270)
[95% (5 #AEX ] [4.8~11.0]|[8.8~16.7]
BRI AR ZREREER O 4.9
HAR NG Bz [-10 0~‘6 1
[95%( 5 X [H] ) )
RIS ISR ICERE 6.2% 4.0%
72 M O FEBLER (150 (20/323) | (13/323)
[95% (5 #EIX ] [4.0~9.4] | [2.4~6.8]

LM OFAERIEILS% &EFHE L1z,

BITEFRBUEE . T FERH VB T38.1%(135/35445)
THolo FsBEWEMIZ, v-GTPLEA8.8%(31/354%1).
FZ R HI6.29% (22/35461) Td - 7z

IRFYNVEE | T FH0) SRR
AR A2 ZEARREFE LR (f1 6.5% 3.7%
) (3/746) (1/27)
[95% = HAX A ] [2.2~17.5] [0.7~18.3]
R H I S B PR A I BB 3.4% 6.9%
7 HAIM D FEBLER (B4 (2/59) (2/29)
[95% (5 HX ] [0.9~11.5] [1.9~22.0]

a:BEBEELUTRELLHTH Y, MEHAR L HESH IR TII 2 v,

HITEFRFRBE L. T RF YN UHT37.3%(22/5941) T
B ol FRBWERIE. PRAIMIEHEG.8% (4/596)) Td - 7=,

18. FERHEIE

18.1 {EFR#~
I RFHNUIXin vitroTk b o iE Ak ik B E 5 X K+
(FXa) # B a i OBIRNICHE Lz, burErie, it
OREREETOX ) > FaF 7 —vIcd 3 HEEEIZT
Mo 7zl?,

18.2 JUEREER
I RFH )N 2idin vitroTke MIFEIZBITHPT. APTTRO
o EURREI(TT) 2IER Uz, ZOEERBERE/EROR
SWEPT>APTT>TTOIETH - 7217,

18.3 MREFIVICHIF 3 HMEIER
Z v NOEIRMEET IV, #IRD - MIMEE T IV, BFR
¥ v P ETIUVRCHBRFFEHRDICETVIZBVWT, T K
FHNZBEREORSIC X D ARKRENIC MR %
Lize T v MEIRIMRETLICBWT, T REHN VI3
BERZRd HE CAPTTICRER TICPTRZEE L2189,

18.4 IEMICKIFTRIEE
Fv VNEHIMMETNVIZBWT, HEHAELXD O EVWHED
IRFYNY, U7 7YY RO FH%) G H MR
FHRICERE L, HINEE2EZEEAR(BT2) LTy Fo
BRIRIMAZ € T2 BT 5 MR S0%IMHIF & (EDso) & Dk
(BT2/EDso) i T RFHNUH105&D k&L, T/ FH
INY 3.4 TH o719,



18.5 MRAERFEAIIC L DPUEEERDY /N—X
t MIETOIT RFHNIZEBin vitro PTEEEHZ.
TBAZ TR 2O A L IR v I 55 VIR - L7 8 6] R 1~ B A5
(B 1A R O I 8 ] 58 IX (R R A AR & 0 il S 7220,

19. B3RS ICRET HEBEZENAR
—f%Z . T REY N2 bV IVEREE/KAIY (Edoxaban Tosilate
Hydrate)

{£%% : N-(5-Chloropyridin-2-yl)-N"-[(1S,2R,4S)-4-
(dimethylcarbamoyl)-2-(5-methyl-4,5,6,7-
tetrahydro[l,3]thiazolo[5,4-c]pyridine-2-
carboxamido)cyclohexyl]oxamide mono(4-
methylbenzenesulfonate)monohydrate
C24H30CIN7O4S - C7HsOsS - H20
738.27
HE~HEAGCOHRTH 5.

PF:
DTE:
M K
BaE

(}% 5 N/ g e

= %@249C(’7}ﬁ¥)
DERREY : 1-4 2 % ) —)L/Britton-Robinsonig & i (pH4.0) ;
-0.91
1-# 2 % J —)L/Britton-Robinson#& &k (pH8.0) ;
1.72

22. 3%

(VI Y7 FE15mg)
(FIAF Y TR NT)
(PTP) 100%E(10%Ex10)

(U227 +5230mg)
(FIAFVIRIIINT)
(PTP) 100%E(10%Ex10)

(Uo7 FiE60mg)
(FPIRF VIR NT)
(PTP) 100%E(10%Ex10)
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