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LB L T36% N L72s ESRDZ A3 2 HERF 12T ¥ FH
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FHNY (10mghillfs) 2FHEG L& TEFH ANV D
AUCK U Cuax DML, 7 TNV PG L KL T, &
N2 5RO 650U 722 WHEATF—%), [10.228]

16.7.4 V772 EY Y
fERERE N20B) 2 x5z, ) 7 7 ¥ v (1M600mg 1H1H$%
5) L7¥xH oy (10mgiimixs) xS Lzt &, 7
EE 3Ny OAUCK O Cuax Dl 1Z. 7 € F 48 B
HrIg L €T, FNEN54% K 0M42% A L7222 (HE A7 —
%), [10.28H]

16.7.5 T/ X H/NY >
fERER A 206 2 Kf 52 ic, =7 F 980 v (A0mglinlfks) &7
x4y GmghiEs) # kLS Lze &, XalT-ol
MG TH - 72 GHEAT—%). [10.22]



16.8 Z DAtk
16.8.1 QTREREICN T 222
TR N40B % RF RIS, 7 ¥ FH 3 1A50me™ 1 H 1IR3 H %
HBl7k&, 79 R THIIEL72QTcHMBIXIER L 2 b 7230
NEAT—%).
o ARF ORER L, JEFBEE OB B2 1211012, 5mg X 1E5mg
Z1H2M, #IRIEZEREEIIZ1M10mg 2 1 H2ME7 H fi#k 5% 110
5mg#& 1H2[4%5-Tdh %,

17. ERERERHE
17.1 B RURLMICEET 555
<IERBEMOCEMABREZICH T 2RMEMZERRVLESEER
AE DEFEIMH] >
17.1.1 EEERFSE IHERKER
ISR IBRE VE O B2 M B B 18, 20160 (H AR A33661 2 &) 2%
12, TEFH N U5mg 1H2ME (LLF. 5mg BID) (7272 L.
M2 L7 F=1.5mg/dLPL k. ARH60kgPL . 4E #5802
L o3EHHE® S b2 H %2 B 1X2.5mg TH2M (LT,
2.5mg BID)). X3k L LTy L7719 ¥ (PT-INR 2.0
~3.02 %% X HEERE) &G L7 T E RN G
B% (ARISTOTLE#ER) #FEM L. FEAMMEFEMEN TH
HEAH (M. Wk, % OHREARE) d 4 b s
OWEIFEHR T TOMMEZIHREICTEFF N OT VT 7)) VI
W3 BIESEEMGE L7 GESE~—Y v =1.38 K O Bkl
0.025 (Fi)). [7.1&8]
Intention—to-treat® [ % X} G ICNT L 7245 3, BBFRI 7 ¢
FHNUHEL27%/EICH LTIV T 7 ) UEEL.60%/ETH D .
FHHEICE LTIV 7 79 228 L21% o Ef] (N — Rl
(HR) 0.79. 95%fE#HIX 1 (CI) 0.66~0.95) 2SR S, &
K ORFUEDHERENTz2e T2 ERTEORHERIE, TEFY
INUBET3.52%/4FE, TV 7 7 ) YEET3.94%/AETH - 72 (HR
0.89. 95% CI 0.80~1.00),
—J5. WA X2 b ISTHE#EO K HIM) OFBEHRIL, T
VRPN U2 13% /412 LTIV 7 7 1) Y #E3.09%/4ETH
D, TEFHENVEINLT 7 VICH~NEA L7z (HR 0.69,
95% CI 0.60~0.80)c 72, TEFH N ETAEY YOPH
2, B ZA27131.8% /40 53.4%/FE~NER, TvT 7
VLT AEY YOBHICE D 2.7% /0 54.6%/FE~HK
THIEIREND B
TEF YNV B T B EE M S B E L, 27.8%
(2,524/9,088%1) Td - 720 F 2 BIFEH &, & H15.0%
(456/9,088 1 ), 1L JR 2.6% (234/9,088 f51 ). # #:1.7%
(151/9,088 %1 ), 1L fE1.4% (129/9,088%1 ) J OF £ 1MiL1.1%
(103/9,088%1) TH - 720
ARISTOTLEGRERIC B 2 EE AR/ 22 Ve E H A58 OF
WG 0 7T ERFNVBELTIE, TV 7 7 ) U EELL684E)

T A Ry MFEBBIE BER N
Frovbin CEILA Y )| (oot
FERATIT Trexwy gz | PPREER

e/ A g PESERE|  212/9120 265/9081 0.79
WA S H (1.27%/4) | (1.60%/4E) | (0.66, 0.95)
P 603/9120 669/9081 0.89
- (3.52%/4F) | (3.94%/4F) | (0.80, 1.00)
: 327/9088 462/9052 0.69
ISTHBREORHIL | )% 300 45) | (3.00%/4) | (0.60. 0.80)
" 10/9088 37/9052
BUFEREHLIL (0.06%/4) (0.24%/4F) B
I 52/9088 122/9052
BEEPIIL | as02e) | (0.80%/4F) -
e 118/9088 130/9052
FLEIIL | Ze00te) | (0.86%4F) -

HANERNZBWTIZ, BRMEA XY b (iETh /4 5 P SEMAE)
DFBHTIZ, TEFHF N CBEZ/1616] (0.87%/4E), TNVT 7Y
CHE6/17561 (1.67%/4F) THhotze T/2v RAEMICHL T,
M A <>~ (ISTHHHEO KM OFBIFTIE, 7EFH N
BEA/16060 (1.26%/4E), TV 7 7)) ¥ #E18/17561 (5.99%/4F)
THH, BRAEFIZBW AT EFHN VIV 7)) VB
AR, KBIOER A XY MBI o720 20 2D
DGR, EROFE R L i L TR oBIN A Sz,

AARNEFOT EF PNV BB 2RI SHBE X, 28.1%
(45/16081) Tdh-7z0 FaEIEMIE. REI6.9% (11/160%1).
B2 TR 5.0% (8/160%1). AR IM2.5% (4/16061). #:45. B
TR, I ONILR %&1.9% (3/16061) T -7z,

ARISTOTLERER® A AR NI N 515 5 T E AW/ 224k
FEAIE H AR CPIgBe G« 7 €33V BE2.004E, T v
7Y YR T54E)

g AN SEBUBIEY B

e U CGERIA > b 35L%)

AL S TNT 7Y v
Az v /42 By PR SEARE 3/161 6/175
BA R H (0.87%/4) (1.67%/4)

6/161 11/175
AT (1.74% /%) (3.02% /%)
- 4/160 18/175
ISTHARE DK il (1.26%/4F) (5.99%/4F)
— 0/160 2/175
SELEHL (0% /4F) (0.65%/4F)
B 0/160 6/175
S (0% /4F) (1.97% /%)
s 2/160 6/175
HALE Hi (0.63%./4F) (1.97%./4F)

17.1.2 EINEE I 5k
I A A O B AN B R 222 A R R e LT T RNy
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INR 2.0~3.0& % 2% X 9 I EFRE) 2 ML LC12:81
PG TP b N2 BRI RS (7 € %38 V20 f X
CEER, 9V 7 7)) YEEIZIEEBR) (ARISTOTLE-JRE)
T REVETEFFMEH T 5 KM, BERIICEE 2 IEKH
i (CRNM) OBAFHIEH ORMEGEMT LA, T
¥ ¥ 4% 2. 5mg BIDEEL/726 (1.4%). 7 ¥ ¥ 43 5mg
BID#1/7161 (1.4%) T, T V7 7 v E4/756] (5.3%) &
W L TAHI TR o 720 BB, ETOHFERLORHEAIX
BEERNCEIIRD SN olze T2 AR LT, WA
Bk, 907 70 YEET3/740 (4.1%) WXL TT EFHN
VEETCI R R o e VSR, LML, S TA
NYMIELTIEZ, PFEFHINUEE, T 779 UBEE LI25
Iﬂlbtfﬁ‘o f:slﬁo
TEF N V2N R B T DR IS BHE X, 23.8%
(34/14381) THho7zo EREWEMIE, HHIM3.5% (5/14361).
PR FETE2 . 1% (3/14361) Tdh - 72,
<BIRMEEREBREICH T 2EERCERDE >
17.1.3 EINE DHEER
AVEE BB IR IS ZERAE (VTE) BESOBIZ 3 %ic, 7¥F
32 10mg BID 7H M# 5%, 7 ¥ ¥4V r5mg BID. X
gL L% v (UFH) Z25HMM ER T VT 71) &~
(PT-INR 1.5~2.5127% % X ) ISHEEME) %267 HHXS L
EDJEE BRI LR SR (AMPLIFY-JakBR) % 92 L 72,
D) FERIOBEE RIS X B EiHHE LCIHIE S 0 7 + ¥ 5%
R 7 A2 F T, 360FH &8 2 2 WUFHO Fifitifit 2 & L
7oo WGBRSEPE GBI H F CICIEROIPUBE S v s h - B
Bud, 7 EFHoN L BE0BIH306], UFH/ 7V 7 7 ) ¥ BE39f
39B1CTdH 5 720
F 7o, VIEHRBEOHBFED: & U CHEAEAILIRICT REIR 7 4 v
F =2 E SN T BERIE. 7 ¥ 553 BR40BR5H (R
EEIRIMAREE (DVT) 26, BhimtesEsiE (PE) 361), UFH/7
V7 7 ) EEA0BIHR6R] (DVT4BI. PE2BI) T -7z, [5.28H]

TR MM H T35 5 K HiL/CRNM O # & -l 5 H @
BHEGEWMNT LA, TEFI NS08 (7.5%).
UFH/7 V7 7 ) Y EE11/3961 (28.2%) C. 7TEFHNUEHET
Ao 2ze 720 ARSI LT, VIE/VTEMMIE O F %)
i, UFH/7 v 7 79 #1408 (2.5%) IS L. 7TEFH
NYBETORBIE R h o729,

T EFH N RSB B EIE R SETSEE IE. 32.5% (13/40f1)
Thotzo FREIEHIZ. SHI7.5% (3/4081) TH-o7z,

AMPLIFY-JEERIZ B 2 AR/ 2 A PERFAR T H #5258

A RN IEBEIEY EEE

i NG ‘

TEFRHFNY UFH/T V7 7Y~
VTE/VTER#5E 0/38 (0%) 1/40 (2.5%)
K /CRNM 3/40 (7.5%) 11/39 (28.2%)
K i 0/40 (0%) 2/39 (5.1%)
CRNM 3/40 (7.5%) 9/39 (23.1%)
/NI 6/40 (15.0%) 10/39 (25.6%)
4x i 7/40 (17.5%) 17/39 (43.6%)

17.1.4 BHE MR
SR o 0 DR A ZE A RB GBS, 39581 & iF B S. T ¥ F N
~10mg BID 7HM#5-#%. 7 ¥ ¥ 3% /35mg BID., Xidxtid
LT F98) YSHMM ERSG RO VT 7Y~ (PT-
INR 2.0~3.01C7% % X ) ICHEME) 262 A5 LA &
EHEER LR ER (AMPLIFY#ER) % %ML 72,



H2) FEREIIPUEE IS X B iEHE L LCLHINE S0 7 + » 5%
X7 AT FHo8) Ld2m F T 1H2bE G0 ) F o8
V) E3m F T, 368FRH AW 2 2 WUFHO FifiiifE 2w & L7z,
7 v & 2LHNC IR LR AR G S e o 72 BB (i
BHER L) & 7 ¥R N 82,6916 H1358%0), = 2 FHo8Y
Y/INT 7 ) Y2, T0ABIT38IBI T H ) . IR I HuSE E 3 258
Han-Buw58 (WEHEd D) 13, 7 ¥R B2 69140
2,32760, 7 FHo8) /g7 7 ) Y#E2, 7046092, 3176 T
Holzo

F AR EFFATE H T 2 REREMEVTED P58 A VTER#5E O
BHEGZ/EIZTEFIANCOL ) FH8) /T T 7Y
T 2 B MEAIGIE S iz,

—J. BIPEA X~ (ISTHH#EO K HIM) O FEIE A 1E.
TEFHNBF056% I L FHo) /I T ) B
1.82%THH, TEXFHINVHIZZ ) FH Y/ TIVT 7
U UBICIER69% A Lz (RiRY A2 (RR) 0.31 95% CI
0.17~0.55. p<0.0001) 9,

T EF NI BT L EIET S, 19.4% (520/2,676
Bl) ThHotze EaFEMIE. HHIN2.4% (63/2,67661). #
$51.3% (34/2,676%1), Af#%1.2% (33/2,676%1) K OVILIR
1.2% (32/2,67661) Td -7z,

AMPLIFY 5RERIC 50T 2 T2 54 R /22 AP RTAI I H Al 24

A~ N RBLBE BE
TRAH R/ (FEBLEA) Mxry 22
ol AN . B EYE S AUPZARC L SN
TEXRFANL sy
| 59/2609 71/2635 0.84
VTE/VTEREIE" | (5 960) (2.69%) (0.60. 1.18)
BRI - 21/900 23/886 0.90
PEY (2.33%) (2.60%) (0.50, 1.61)
T GRHT : 38/1698 47/1736 0.83
DVTY (2.24%) (2.71%) (0.54, 1.26)
e 15/2676 49/2689 0.31
ISTHIEWOKHL | (0 5600) (1.82%) (0.17. 0.55)
115/2676 261,/2689 0.44
AHilil/CRNM (4.30%) 9.71%) | (0.36. 0.55)
N 402/2676 676/2689 0.59
i (15.02%) (25.14%) (0.53, 0.66)

a) FHMOFERFUIM ) 27 1. 8L BE L 720
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MAEZERAE) M ODVT GEBEIRILRE) 5 o854 FIC

BEO LR,
18. ExhZEE
18.1 {ERHF

T ¥ F N I R O B R R O PUR T B B
HXal T AHET A LICED, ZOTROTT Fa sy
5T U AOEIEA I U, Y 7 0 5 A L O
T30 22 Ui MR 2 7R 57

18.2 MEERERICHT 51EH
v MIER V. TEFH N0 b1 Y AR O
OV &R L7z,
ba v VEARBRICBWT, TEFRY N ide b ZII/MKIIL
BCOMBNT-ZFHRYE b1 v ¥ v PEE & BRI IR T X
., 50% FHEREEE (ICs0) 1350~100nmol/LTd - 7257,
T ¥ YN VIFZINRE CaPTT R R ICHEER 3 % 25, 265
WIEET LD ERMMER 7 EX N VBERRZERZEN
1.9% 7 .6umol/LT&H - 723,

18.3 M/MREFEICX T 5 1EH
TEFH N GEBG S N O Y ECE K OO MR T
Faws, hu Y EAKTERCL ) MBKN T TR L
/R SE 2 R EIH] Ly ICs01x3.5nmol/L T - 72,

18.4 M ETFIVICHT B1EH
F v M THFROA XOBNR K OFEIRIEEE 7V E2 Hw, i
AN DEBE WG L7470 7 €98 gk g
PEE L 72 R CHEIREN 2N 2R Lz. 2 s ok
BRCOMAER 7 E X33 VA2 e L7k, AT 1)
3 5IC50130.1~7.57umol/L T - 72,

19. BRI CEAT LA

— % - T EFH3 2 (Apixaban)

: 1-(4-Methoxyphenyl)-7-0x0-6-[4-(2-oxopiperidin-
1-yl)phenyl]-4,5,6,7-tetrahydro-1A-pyrazolo[3, 4]
pyridine-3-carboxamide

(0 CsH2sN504

1 459.50
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