TVOXMZETEME
7YX MSETE]. dmg
BT &

AEPHIEEH SN BERIR IR ORNEDORMEIZT T2 Y « X3
A7 74 VRAKMIRET 206D TH Y . LB HRZEEMSH LS
DEFBRICHHAT LI LIITE XA,

599« AR 54 ok E&t




B 1HBOREE—K

LEZH L UHEER

R b4 [LEEE:N
7 % %31 | Decasodium methyl O-(2-deoxy-6-O-
%7 25 ~ U | sulfo-2-sulfoamino-a-D-
AN glucopyranosyl)-(1—4)-O-(B-D- osoa osoa
(Fondaparinux | glucopyranosyluronic acid)-(1—4)-O- | L4\ | '
Sodium, FPX, | (2-deoxy-3,6-di-O-sulfo-2-sulfoamino- | * o~ T Tsoms”
GSK576428) o-D-glucopyranosyl)-(1—4)-O-(2-O- N

sulfo-a.-L-idopyranosyluronic acid)-
(1—4)-2-deoxy-6-O-sulfo-2-
sulfoamino-a-D-glucopyranoside

BE5 &5 & UBEHR

s (HEPR)

N %

ACCP American college of chest physicians CK[E g 7% FRF2%)

ACT Activated clotting time (7 4=k i & 8¢ [ )

ALP/AI-P Alkaline phosphatase (7 /v VR A7 7 #—F)

ALT (GPT) Alanine aminotransferase (Glutamic pyruvate transaminase) [7 7 =>7 3/ b T~
AT 27— (FANFIVBRELEVEENT VAT I —1) ]

APTT/aPTT Activated partial thromboplastintime (JEPE(EHS b 2 AR 77 X F IR

AST (GQT) Aspartate aminotransferase (Glutamic oxaloacetic transaminase) [ 7 A /37 X R T
S/ TART 2T U I AR aER T AT IS —8) ]

AT Antithrombin (7> F ha o E)

AUC Area under the blood concentration-time curve (i (fig) Hj e — e AR T
s,

AUGC,.., Area under the blood concentration-time curve from time zero extrapolated to infinity
time (5% 0 RFf 7> & MERAFEH £ CoOMAE (MIE) A — RefE dhfs T i
)

AUC s Area under the blood concentration-time curve calculated using the trapezoidal method
from time zero to thereal timet (last) (time corresponding to the last concentration
above the limit of quantification) (#¢5-7% 0 IRffi] 7> b & & FIRE 72 HofERF AL E T i
HE(if3E) R — R AR T AE)

Crnax Observed maximum plasma (serum) concentration (f /i f4E (i) iR E)

Chin Observed minimum plasma (serum) concentration (HAKImE (MiE) )

CABG Coronary artery bypass grafting GeEEIfIiR/ S 23 & 7fT)

CCE Cholesterol crystal embolization (= L A7 v — )Lk SLZEAESE)

CL/F Clearance (2527 V7 7 v A)

ClLy Creatinineclearance (7 V75 =27 )7 Z 2 A)

CL, Renal clearance (B2 V7 7 R)

CT Computed tomography (=t > & = — % — i@k 5%)

cv Coefficient of variation (2 @{%%%)

CYP Cytochrome P450 (5~ k 7 1 — 2 P450)

DIC Disseminated intravascular coagulation (L% 1f 45 PN i 1% B2 (& iE )

DVT Deep vein thrombosis (G5 & R if A2 e )

EDs Median effective dose (50%77 %) &)




BEE LUK (FE)

D)

NOR

ESC

European Society of Cardiology (FRJH Lafigds 723 )

FPX Fondaparinux Sodium (7 4 > % /%) X7 ZF KU 7 L)

y-GTP y-glutamyl transpeptidase (y-7 /L% X Vg b T L AT F X —F)

HIT Heparin-induced thrombocytopenia (/XU > KP4 ifn /N s iE )

INR International normalized ratio ([EIBSFEH#E(L L)

U International unit ([ B EA7)

LDH Lactate dehydrogenase (L& K FEBE )

LMWH Low molecular weight heparin (%73 F-~/3V )

MDCT Multi-detector row computed tomography (< /L F A7 A 23 ¥ o —& —ifghx
k)

NSAID Nonsteroidal anti-inflammatory drug (FE A7 &4 RAHLRIEA])

NSTEMI Non ST segment elevation myocardial infarction (3 ST 55D fE%E)

PCI Percutaneous coronary intervention (&% 5z i e Eh AR ki)

PCPS Percutaneous cardiopulmonary support (% 57 it.Ca fifi e Bh 2% &)

PE Pulmonary thromboembolism (i IfiL f& ZE 42 5 )

PT Prothrombintime (7'& kv B EEfH) Preferred Term (FEAGE

sD Standard deviation (12 % 7%)

STEMI ST segment elevation myocardial infarction (ST |50 45 3€)

tyo Terminal phase half-life (142 -1824)

trnax Time to maximum observed drug concentrationsin blood (i M4 (ML) i
HERFH])

TAT Thrombin-antithrombin complex (kB « 7o F b v B EHAEK)

t-PA Tissue-type plasminogen activator (#1777 XX ) =52 « 7 I F_X—2—)

UA Unstable angina (/K22 E R 0ME)

UFH Unfractionated heparin (43~ >)

VTE Venous thromboembolism  (Fffk ifn#% ZEF2E)
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1.5.

15, EBRFLERROREBL IUVREOCRER

T HENY X AF R A (LLF, FPX) IMEEER SN 2y T4 K
DOF RNV ULETHY, 7oF hrovy (AT) 1A L. AT OHiE Xalk 715 4541
HIHE TR T D PTEEESE TH 5,

WM BT FPX L, AdEMimieZERE (B PE) &5 X VRS IRIARIE (Bt
DVT) OIRIARDERECTAKIE, BRIN A F TR 64 » EH TRGB I N TS, TIEEEEIE
TGS TR 2B 2 EFIRIMARZERRIE (VTE) O FPBAICIR D ZNEET 94 » [EHLL L, IEEH T
fEiTEREICBIT D VTE O TBHICAR D RIEET 66 » [E., ABEhAE 224 5 Atk a8 1T
L VTEDTHICARDHET 63 # [ TARBINTWD, S 51T, SMERIEREE (REERL
fEF L OJE ST B OMifEZE, ST LA LAEZE) DIRRIZEHR D 2hHE T 66 # [E THGR S 41,
KETERBHFFERTH D, o, BRINTRNME FRREFIRIMARIE O TEH 248 D 2hHE THAGR
NTW5 (20104 8 HHIE) .

—J7. EANTIE, FPX I3 TERMARZERIEDFBL Y R 7 OEWBE BT 2 ki 24
JEDFIENH] | 2 hAE « ZhH & LT 20074F 4 A & 20084FE5 A2, =i [ FREEIHE
FirharTEE ] & TESFINMEITEE ] I L TRKREN TN D,

ANk PE FRFE B L OVANE DVT B33 2 9IHIEHR I W C, BIEEN Cff H rTRE e ke
BEFEIIRDEA~NY > (UFH) OB TH Y | IRFEEOBRIURD 2VRILE 7> TWD Z & hy
5. BEERBESG S HHOPEBRENE TN TV D, 4%, ENE L OVESMNERRERICH VT,
2k PEAE R LOENEDVT BEICBIT D FPX OFZMER L OVZeMEN R S -2 &
5. FPXIIH- IR ORI E LTI C& b B2 6N, Lioddi> T, IRFEARA
ELTCTUZARTREFESMGBEIOT Y 7 A N7 & T 7.5mg 2 BI04 2 &R GE 21T
R Oy

Fo, TVZARNTEFEMBLIOT U7 A TR TFET Mg T, BEAR S TW
HZTVI7ARNTRTFELMGBIONT V7 A T T 25mg & RIS, H50CHEHAD
TSR R 5 RO IR FE T A SN ERAITH Y . IEF 614 3 A 12 H 355 2 25 98
FIEABEERERR R, BAESEEREAR K. RS R ARG R @
NERAN R RRE 2 A DR % v MLREORIR NI OWT) IS, ¥y Ml
fh] ELTHEZITO DO THD, B, TVIZANIEFELIIMGBLIYT V7 A RNT 12
TrE25mgiE &y MG & U TRRZEG L TWD,

151 SUMORERES LU RBHIRDSEDKBYE R

Ve PEIL, FRIRMARDNZERE T & 22> THBNRZPAZEST 2 Z &L THRIET DA TH Y, £
DIFK & 72 5 AR DK 90%LL EIE TR S 2 VI BN O TR Sz DVT Th D[ LRk,
2004], WEWL AR 78 & OFEIRZE S GiEfEME) PE B3 D 50~80%IZ DVT 23589 bt
T Y [Sandler, 1989; Hull, 1983], DVT 4 D 50~60%I\Z & PE 23388 541U % [Huisman
1989; Moser, 1994], “I 65D Z b, PE & DVT 1354 OB, BEFALE LTX5]
THEVE, —HOBEEHLE LTI BRELSD L HRINTEY, &I TIXVIE LB
END K 9T e o T i AR FEARE AR E R AR MARE (R AR AR ZERRIE) TR0 A KT A Bk
KB £, 2004], FHEMRIEMESOREICLD &, BPEPEDORB S AEIRE LT, ML K
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1.5.

(73%) . Mojw (42%) . @WiF (24%) . KA (22%) | BfFE (21%) 72 E3G8D HAL TV
B[220k, 2004], WTILORER S PEICRFRMZ2 S O TIX7/2 <, L% OB T, HEE, HE
JR72EMEZE omT E7e o TRELT 2 Z D7 72, 2 PEOEITIZIERICHR L, BT
B> 40%LL EIRFAEN S 1 FERILANDZRIRIETIH - 7= L SN TV D Z & » 5 [Ota, 2002],
BMEPEICK L CEGICHEERIGEEAITH) Z ENEEL 725, BN TERICERZE S5
FBFETA 7000~8000 A & HEE S TH 0 [JEAT7#14, 2005; 12/ M, 2008], ITFEIZ78 > T
BN 2N BTV D,

2 DVT X, AL DVT &z DVT I KA &4, 3L DVT IZESERA X2 N B RIET 5
AREMEDEWEEZR PEA A LT W ERAMOLN TR, JUEElEEIC X 2y imR 21T
DI oT2A O PEIC L DT RIL 20%I2 15 & OGNS 5[ Zilliacus, 1946], 72, =
A7 DVT b HEEEWEIE 21T D7 o> T2 B AT 20%08 PRI L, & 5I12% D 40~50%
25 PE OJFIRIZ 72 5 & i ST B [Kakkar, 1969], At DVT ORFHEAYZER T, TRz
B AR, &E. GRS THD, ZOL I RIERNDH LN DBED 710%I2, FTirEh
~D MK DRI ZRD BTV D [Franzeck, 1996], L2c L. $ikZ BZE L 22 W il i Ae oo
LA, A ARRKE L THIERDB A LN 2D, DVT OFER O HESOREE O H7> 6
PE % 38JE 5 ATREMEIZ I T 2V, L7228 T, DVTICEL T PE & RERICAMERIC
MEFEIRIRIREEITH ZENEETH S, ENTHERIC DVT & ERZH & 5 BE T
15000 A Tdh 5 & HEE STV A [#2/A T, 2008],

152. EROZELARICETIHSFSAY

2004 4F 11 12, AARMERI TR EEFSOGRMFEINC X 2 Thilife ZE RS X O
DR IARIE OZWr - 169 » TEHICET 204 K74 (BLF, ERNTA FZ714 )
[ZCJE, 2004] 3 AaF Sz, £z, 2010 4 1 AL, BAEERI TS DR —LX—VZBWNT,
SREThN AR ST B [4258E, 2009),

153, SUMORERES &L U ERBEIRMASEED M

Ak PE OffeERZWNCIL, MMBIRIES . &5 computed tomography (CT) & 721d multi-
detector row CT (MSCT, MDCT) | filiv v F 277 7 4 —72 EOBEBRAENFEH SN TV D,
JRENIRE S 1X Z £ THEEZWNCRIT 5 gold standard & SN T & 7278, BEEENRE <,
(0.5%) RZFDOMOEELREGIHE (1%) 2 EOMENS, fiv T 7T 7 4—L LB
FBEENRRBIIK T LTS, BE, ZNL0OEBREICRDb- T, bob bEHMENS
WORIER MDCT Th 5, 152 MDCT IXXIBA £ TOMHR DVT O[RIKFZEr & fEE TH
0. FE S OHERIRO THNZAH TH 5 LA STy 5 [Bergin, 2000],

2k DVT O E Wi, fkiER. &% MDCT, FROBEE I 7 & OB M X
N5, FlEE HRIEEORBENGH Y . ZOMAMEEIMKTL TS, TRESHBRE
X, EREHTHY, RHICEHBTEEZ 00, ERNTA RT7A 0 TRE BRESNT
WD[Z0HE, 2004], 72721, FROBEERREIIRE ORBRIC L EEEN R D 2 L, EE
D B OIMARIC T 2 BMOEE A m < 2V 2 E BRSOV B [EiE, 2004, — 7. i
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1.5.

5 MDCT (%, REEMEL . DVT OBMHTKkE LT FEIRE & RIFREE ORE R X OVE R
x%ﬁﬁékﬁ%énfwéwmmmiwm

ENTA RT7A CETHCTIE, PE OB ZEE & L CiE MDCT I3AlBhRE 5 3 & OVl
T T T 7 4—E bl Class] & LTHERE SN TWA, £72. DVT OEfgZEiEE LT
b, &5 MDCT (IMEIR, MEHEERIR, TEEHIROMRAES — I RERFFR A RO & D,
PE 28560 2 5550 1 21L1E MDCT OE BB L TV D Z MR TWD, 20D
ZENG, EY CTILIREY. THEEKE & bicClas] & LTI TS, 20
oz, WETHA KT A4 2B W T, &% MDCT X #E CTADFT 5 PE & DVT Z [RIFFIC
EEZWNIC& DAL E L THER ST B[ %20, 2009,

154, SMMLLESRES & USEFRDBREIRMAREDARE
ENTA BT A U[ZHE, 200412 L 5 & 2dE PE OB XM TEIRE & O = —Ff I
SWT, R (MATEIEERZE, Dra— koA O0AMSY) | #ARA (fTEeLE,
Dra— EofALAERSHY) o FEEPA (MfTERERE, L=a— oA LARRL) O3
DI ENT WD, IRIAE X ORI O &b PE ISR U T IAR IR & FrdeE 5 c &
DIBEOFERMENERINTEY . £/, MY X7 BNEnii SRR L ORIV o 2k
PEIZxt L CHUREBRO A TOFHAMRHER SN TWDL 2 EnD, ENTA KI7A4 0 ThHE
NENDOFEHABHELEZ LT D,
2k PE OV CIIPtEEEER O R BN BE O TR AT D720, @HIL PENEE
bﬂtﬁﬁfﬁ% UFH 23 5- 3415, UFH O L - A&, #)1E1Z 5000 1U % §f RN
KL, 20%. EHLES va R T 2F o1 (APTT) #=22 he—/UEdD 1.5~25
FRICHHET 2 DR —HIThH 5, UFH IZHHENERICIRIT 55— RN L L TERM T b
TEY, EATA FT7A42TH [BETROVRYEPICLTRETS) ZEREELVES
NTW5, UFH D5 IZHEWNTU L7 7 U UM #E S G R E) Sh, v e b
VIO ERSE (L (PT-INR) 728 20~3.0 (BN TIZ 15~25&L 352 & HE\) (T
LR TU LT 7 U OBMBEEIZH D B2 6D, PJIENERICEBWTTI LT 7 U URHE
MCHERAESNRZVEBIX, ULVT7 7 U OMENLETDETICHAM L2 ESL 2 Ll
%o IBFEMIRIXEEORBIZE S TH RN, L7 7 U A X HIEEMMIE 72 <
EL 3y HUERBZE SN, MO FERENHLEETIT6 » AU ERMETHD & X
TV D[ LT, 2004], BEITHA RTA4 U THIAKTH DM, 31 AL AT - XX 7 ¢
v MEIZE L TR A IRET 5 2 & & STV D[4, 2009],
SEDVT BT 216 L ClE, Ak L7z &80, PE L DVTIZ—#HOBEERET
%ékﬁ@émfkb\IW%%P?%VT%E%@PE%%%HL@%%&%ﬁ%éﬂf
VD[22, 2004],

Ao L0 BALE, APk PER L OAME DVT IS 2 0GR & L, EWN T
R/ PUEEEIZEIX UFH O A Th Y | FIEEIZ 0 b O TR ST b 23, flix O
MEbHERM I TS, T72b5, UFH IZWERBBOEAZEZN K E WD, EEEREMA T
&H5APTT ZHHENCE =4 Y 7 U TCHEREZITH LERH DM, HRNCBIT 5420
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1.5.

BLOZEMIZET I T A LD X9 RERGEITZ U < [ZHE, 2004, BHAAH &
FOEREREICE S AEREO X A 277 Y TOMATEIERKEREICE > T
BxThd, £, VIHNERICBT 2 HGHENEBL EE D2 b, ~ )Y VRN
M/ BBE  (HIT) Z3ET 2 /REERm < 725, T, ENTA R4 Tl

HIT O TR 7= /i z 8 B IET 2 LENH D L SN TR Y [, 2004], UFH (Z ;
L ORI P13 % < O MR FIIRAE NS KNI L 72D, N2 T, @ 24 R OFise ik
NEENLETHLZ 00, IREFTOREOHBENHRIND, X512, URH X8
HRDOHERTH D720, RAOIRAN 7 EDfERIER D D, FLTH, —Ho~/ Y L HHE|
IZBWTHRLHIAZEZLT LAX =N EORIERH O EE S, ~NY UHREDORA
NRDOLNT=Z EnG, ENTYH B ERIA O [JEE B4, 2008, —OXH722 &
2B, UFH IZA LD 2D OB Z R 28 LOWHURBESROBRSE < EEN TN D,

20 PE B XL OB DVT O feR L OVEFAE IOV TIE 251118 X0 25.1.1.2.12,
Iﬁ%kiU%%DWW)U&@U%%&LOwTHZMJA%iUZMJE_ﬁi?é

155 HEBIUVHRORE
AHFHICEE L C, AT ARIAIOBR 21T 9 & & b, /B X OEN TR RER %
1ToT- BEEKRBROWE AL TIZRT,

1.5.5.1. o ER PR BR
MM BT 5 FPX O BI%E. 19 455 sanofi-synthelabo £ (B sanofi-aventis ) &
Organon f1: (¥l Merck #1) D HL:[ETRALA 7z,

WA TAHRRER  (DRI244075%) Tid, A% 50~100kg ® DVT BE %4 L L, 5mg.
75mg. 10mg® 3MED FPX (1A 1K F&E) X AT/ ) F b o (LI, #
VT8 ) (100 1U/Kg, 1R 22 Tih) % 5~10 HR&ESG- L, HEGHEZBRE LT,
ZOFEF. EYTREOMFHIB W CEFIREOMAE 7 4 &) X7 2RE TR BT

BlICHpAILTHEMLEZICHEb ST (2531.80) | Aatto FTEFHMEHEE (Postive
Outcome fIEEFDOEIG : My > F 27T 7 4 — & FTIEEBERMREOEATM) LW
LMD EEFMEEE  (Major bleeding DFEEUSEE) 1B W THEBEMKIGEIIRE 2o 70,
LU, JEfetE VTE OFRFEBEE, fifi iy o S R I X MLk EERE ~ — U —12 & D et
5., FPX5mg OF T 7.5mg ks KON 10mg (2t~ TH TidZe <, 2> 7.5mg & 10mg
DA NEITEREIRIRE CH D HNT ) LR TRERBEL ETH D Z EhrEn, —7,
ZAMETIL, 10 mg BEOFTHNER I FPX LIS O EER 37 2 H 720 Major bleeding 25385
LRIZZ Enn, FPX10mg 2B 2 HMMEAEFGORB Y 27 O LRSI, L
T2 o T, WBAMVEIARRBR 235 1) 5 {RHE 50~100 kg DEEF 245 FPX DR E LT, 75
mg Z#EIR L7- (2545.1.2M) , £7-. DRI2440 5k 0 REE M S Eh R AR OfE 5, (A
O, T EZ R X7 2087 VT 7 A (CLIF) BXOSAAAREITHEMT 5
EHRI3F8 0 HivTo 728, RED 50~100 kg LA DBEF T L CUIIHEZME T2 & & L
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1.5.

7- (50kg i : 5mg, 100kg#d : 10mg) (2533&M) ., 72d, UFH RSy F~3 Y o~
72 8 OEEAZOPUEEIRIE BT, Alk PE & &V DVT Ioxt L TR U FERHELE S h
TWBHZ Enn, WAMVEIFERERIZI T D FPX OHE - HES [FIERICERE LT,
HEANENARRER T, 2k PERE A4S LE L CFPX & UFH % 5 HRLL LG L 7=35R
(63123 7k5x%) L 2MEDVT HBE AR E LTCFPX LK+~ XU U ThHT ) PR
FTrUTL (LI, =/ %% ) & 5 AL E#G U7zik (EFC2441585R) o 23Kk
IR ST, ARMEICBI LT, FPX B & SRR 30 1T D EMEME VTE O PR 8 1 3 iR
EHIZHERRETH Y, IELEDMHER Sz (63123 75k : FPX #f 3.8%, UFH #¥ 5.0%,
EFC2441 &5k : FPX BE3.9%. = / X4V UFE4.1%) (25441.38) . £7-. L8Pk
BE LT, FPX B L XHFREEIC IS 1T B WA R o Major bleeding DS BLBAE Ci, it &
HICHFEOICHE B R ZTRBO bR -7 (6312375 : FPX B 1.3%, UFH &% 1.1%,
EFC2441 i85k : FPX B 1.1%, =/ 93U URE12%) . £7-. AEFLICEAL T, #4 3
AR A OFE L7oRER, FPPX BEOAEFZORBUEE (FINaRE) X, UFH BEICEE TR
Mole (255421, 25514H)  £72, WA EIHRRICBNT, KELT Y —RHID
MAER 7 4 2 Z N X7 ZAPREICRE REWVTRD o7 (25.33.5H)
b Z et FPX I VTE FIE% O RIS 2 F51E & L7 B PE 3 K OVEM: DVT @
TR T, BN ZRIREE (URH, & 7~3 D V) ERIREOF IR L Ot s
HT5Z DRI,

FikDpARICFE S X %Iﬁizﬁﬁkd\l\lf 20045 AB L1 HicEzn<h, 2 PER
L ORI DVT OB IR D 3hHE maEniz,

1.5.5.2. E B RHER

EWNIZBIT D FPX OB% %, 20 E0D 777 Y « A AT T4 USRI L 0 BltA
ST, Ak PERE 721X AM DVT B IR 2 B MAERER 2 23R I L <\ 5 (Bdk
PE : AR3106206 i, 2 DVT : AR3111436 i5k) , o D&M PER I OVEMEDVT O
TR 2BRE S DUV T, MNZATEOE N EE M RSB O (LT, M) o
strigh s (I - ) <l s
P IERA BB IC3ERE LTV 5d, £7o, AR3111436 3Bk 0 Fi & 14T L Tt S

( DEEGIAN 0 REaid B3 Pl Al SR ARGV
733’5x F7EBE 72 1% 25.1.6. LI R T 5, 7ol WA CTO VTEIRFRICXK T2 FPX O &

o5 1 FERRBR S K OB IAHRRER 72 E OFER L 0 Py 2 %8 L C5mg (fKE 50kg

51%‘2%) . 75mg (fAHE 50~100kg) F7-1X10mg ({KFE 100kg#) ® 1 H 1[EIE FHE L X
Nz &, F£72, FPX % 8mg £ CTHEIF N5 LR 3EMEhREIL B AR N & BCK N TR
LThD, RIEMREELZZITICKWEB 2N D, ENOAMEPERAEFERL LA
P DVT B ICx T2 FPX OHEE L THA LRI CHEEZHRET HZ LT ThHDL LB X
7= (2545.%0)

Ak PERRFE 2 XI5 & 95 AR3106206 7tk L OVaE DVT [ 2 x5 & 3% AR3111436
AERICBWT, FPX OFRME GEWGNE VTE OFRME) L2424 (Mgor bleeding) % fER
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1.5.

THEEBIZ, T HN X T 2O EEE @ﬁﬁ%ﬁoto_mgmﬁ% ZBWTEHEL)
PO FEEFMIEE & U7EENE VIE O TlE, FPX BB K OVUFH BE L HICERD HvZens
otz LinL, AMEORIRGHEEE & U7 8REGEME VTE O Tlik, FIENREIK T
ZIXMRE S IO BN o2 H DD, AR3111436 55RO FPX REICBW T UL 7 7 U >
BIC X Dfkfeera e (P IkRE) 12 DVT O3 141 (3.6%) (258D bitiz, Z OAERIE
VTE OfalRA 1 CTh 2MUE | FIEEE (B OG04 A L TEh ., MIHNERERLGR O
DVT 137 PO JAHEFE (R~ IR (ISR bz, PINERE TR (THE) ©
PT-INREIZ 1.7 T, BEfGMRAIZ LV MAEOHENAFEO HITWA, U7 7 U BT
DI RICATR 16 H HIZEEBEH L, EOIRE _‘%'!%:ﬁﬁ“éf:w&?.%ﬁ&iﬁlﬂméhto
BB 2 & B LT DVT OFIEN DN DIERITEED Do 7oy, BEMRAIZI N T
ISEMNE DVT UM E#IRE THE) OB MR I (27332L1LE38) , Zhbd
P26 FIENEREIE FICHE N Ui S ke ia i iR Lo b o L &2 b,
2. ARSI O PT-INRfEIE 1.75~2.03 TH ¥ . 1RBRFEfEHE = CTHE L7 1524

TR SN T2 b 0D, HEEE (20~25) ICHERTORKETHR LT, 2o Z &
O, VIHIRIRK T OE A 7%, BE Z LICVTE OfERAFDOMEE, FE{E 5 ko
AR, U7 7 ) oOfgiEEEER (PT-INRHE) 2E4BE L CHBIENDIBERH DL LE
Zbhiz (25441.281) |

EBRAIC L D2 OMOFHETIX, PIENRES 7RISR A ik o dcE R, Ak
PE % %% & 9% AR3106206 ik D FPX BE, UFH REE HIC# HINL < (FhEh 78.6%,
90.0%) . EALHIL2 o7z, TDOZ LD, FPX X UFH & RIERIC, 2R T Th D iliEhfikD
MARDMEZIHEI L, PEOY XY ZAKJHT 5 Z LRIz (25.442.58)

£/, DO TEFAMIER TH 5 Maor bleeding 7 HLTld, AR3111436 Bk D FPX Bf
O 1B E BHIMAFED BTz, Z OEHIIT FPX & 5-BR5AR1C bikf L TR Y . ArEEs
R ANEEDN T2/ &, OO U A7 2 X5 ENRB I, £7o. FPXEOD
Minor bleeding I%. 461 5¢F (6.7%) 1B L7z, ZNHIFWTNHIFERE & HE I F5
Thh, TOHTXTHEE L Z EDRMHRINT (2554.1L131) |, 7ok, HEN, %IE
s, BRER, EIEF, O, FHEZR & OBRRAVICEE /A O HIMIZEZ S 325 X 5 e FRILE
Y AWAYIEEY

O, AARANDENE PEHREER I OEMDVT BEICBIT D FPX 0L 7a 7 7 A )L
I, MEAMEEIRRER & 7T 5 L O TIEAR <, UFH Z W2 EN TOEREIREE & Rk O AR
ARSI (255.1428) , 2k, EAN 23 BRIZH VT FPX10 mg z’ﬁi&%—iéhtﬂﬂ
Rl FPXSmg MG S L 7.5mg M G SRR T S g 7 4 v
XY X x/);%f“ WCRKERIEBWVTIRO Lo T- (25.332H) |

DX {ﬁ%@ﬁmﬁﬁmﬁﬁkfaeﬂﬁ ENORGRHABRIZB W TH, FPX X, UFH
& ARk _Eﬁaﬁfﬁﬁz;ﬁ“aﬁ%kio?&@ﬁ%m u‘_ (25.4.6.. 25514.5H1) |
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
ARIXTRA safely and effectively. See full prescribing information for
ARIXTRA.

ARIXTRA (fondaparinux sodium) Solution for subcutaneous injection
Initial U.S. Approval: 2001

WARNING: SPINAL/EPIDURAL HEMATOMAS

Epidural or spinal hematomas may occur in patients who are
anticoagulated with low molecular weight heparins (LMWH),
heparinoids, or fondaparinux sodium and are receiving neuraxial
anesthesia or undergoing spinal puncture. These hematomas may result
in long-term or permanent paralysis. Consider these risks when
scheduling patients for spinal procedures. Factors that can increase the

risk of developing epidural or spinal hematomas in these patients include:

o use of indwelling epidural catheters
e concomitant use of other drugs that affect hemostasis, such as non-
steroidal anti-inflammatory drugs (NSAIDs), platelet inhibitors, or other
anticoagulants
e a history of traumatic or repeated epidural or spinal puncture
e a history of spinal deformity or spinal surgery

Monitor patients frequently for signs and symptoms of neurologic
impairment. If neurologic compromise is noted, urgent treatment is
necessary.

Consider the benefit and risks before neuraxial intervention in patients
anticoagulated or to be anticoagulated for thromboprophylaxis. /See
Warnings and Precautions (5.5) and Drug Interactions (7).]

Boxed Warning 01/2010
Dosage and Administration, Hepatic Impairment (2.4) 08/2009
INDICATIONS AND USAGE ----==========szzuz-~
ARIXTRA is a Factor Xa inhibitor (anticoagulant) indicated for:

e Prophylaxis of deep vein thrombosis (DVT) in patients undergoing hip
fracture surgery (including extended prophylaxis), hip replacement
surgery, knee replacement surgery, or abdominal surgery. (1.1)

e Treatment of DVT or acute pulmonary embolism (PE) when administered
in conjunction with warfarin. (1.2, 1.3)

----------------------- DOSAGE AND ADMINISTRATION -----s==ssnnennn

e Prophylaxis of deep vein thrombosis: ARIXTRA 2.5 mg subcutaneously
once daily after hemostasis has been established. The initial dose should
be given no earlier than 6 to 8 hours after surgery and continued for 5 to 9
days. For patients undergoing hip fracture surgery, extended prophylaxis
up to 24 additional days is recommended. (2.1, 2.2)

o Treatment of deep vein thrombosis and pulmonary embolism: ARIXTRA
5 mg (body weight <50 kg), 7.5 mg (50 to 100 kg), or 10 mg (>100 kg)
subcutaneously once daily. Treatment should continue for at least 5 days
until INR 2 to 3 achieved with warfarin sodium. (2.3)

Do not use as intramuscular injection. For subcutaneous use, do not mix with

other injections or infusions.

--------------------- DOSAGE FORMS AND STRENGTHS --------------

Single-dose, prefilled syringes containing 2.5 mg, 5 mg, 7.5 mg, or 10 mg of

fondaparinux. (3)

CONTRAINDICATIONS --------=====mmmmmmmemem

ARIXTRA is contraindicated in the following conditions: (4)

e Severe renal impairment (creatinine clearance <30 mL/min) in
prophylaxis or treatment of venous thromboembolism.

e Active major bleeding.

e Bacterial endocarditis.

e Thrombocytopenia associated with a positive in vitro test for anti-platelet
antibody in the presence of fondaparinux sodium.

e Body weight <50 kg (venous thromboembolism prophylaxis only).

----------------------- WARNINGS AND PRECAUTIONS -------=sz=uunee

e Use with caution in patients who have conditions or are taking
concomitant medications that increase risk of hemorrhage. (5.1)

e Bleeding risk is increased in renal impairment and in patients with low
body weight <50 kg. (5.2, 5.3)

e Thrombocytopenia can occur with administration of ARIXTRA. (5.4)

e Periodic routine complete blood counts (including platelet counts), serum
creatinine level, and stool occult blood tests are recommended (5.6)

o The packaging (needle guard) contains dry natural rubber and may cause
allergic reactions in latex sensitive individuals (5.7)

ADVERSE REACTIONS ------------n=mmmmeeem

The most common adverse reactions associated with the use of ARIXTRA are

bleeding complications. (6.1) Mild local irritation (injection site bleeding, rash,

and pruritus) may occur following subcutaneous injection. (6.2)

Anemia, insomnia, increased wound drainage, hypokalemia, dizziness,

hypotension, confusion, bullous eruption, hematoma, post-operative

hemorrhage, and purpura may occur. (6.4)

To report SUSPECTED ADVERSE REACTIONS, contact
GlaxoSmithKline at 1-888-825-5249 or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

DRUG INTERACTIONS ----===sssnsemmmmanannnn

Discontinue agents that may enhance the risk of hemorrhage prior to initiation

of therapy with ARIXTRA unless essential. If co-administration is necessary,

monitor patients closely for hemorrhage. (7)

----------------------- USE IN SPECIFIC POPULATIONS ----=s=n=ssssnen

e Safety and effectiveness of ARIXTRA in pediatric patients have not been
established. Because the risk for bleeding during treatment with
ARIXTRA is increased in adults who weigh <50 kg, bleeding may be a
particular safety concern for use of ARIXTRA in the pediatric population.
4,53)

e Because elderly patients are more likely to have reduced renal function,
ARIXTRA should be used with caution in these patients. (8.5)

o The risk of bleeding is increased with reduced renal or hepatic function.
(8.6,8.7)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 03/2010
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FULL PRESCRIBING INFORMATION

WARNING: SPINAL/EPIDURAL HEMATOMAS

Epidural or spinal hematomas may occur in patients who are anticoagulated with low
molecular weight heparins (LMWH), heparinoids, or fondaparinux sodium and are receiving
neuraxial anesthesia or undergoing spinal puncture. These hematomas may result in long-term or
permanent paralysis. Consider these risks when scheduling patients for spinal procedures.
Factors that can increase the risk of developing epidural or spinal hematomas in these patients
include:
e use of indwelling epidural catheters
e concomitant use of other drugs that affect hemostasis, such as non-steroidal anti-
inflammatory drugs (NSAIDs), platelet inhibitors, or other anticoagulants
e a history of traumatic or repeated epidural or spinal puncture
e a history of spinal deformity or spinal surgery

Monitor patients frequently for signs and symptoms of neurologic impairment. If
neurologic compromise is noted, urgent treatment is necessary.

Consider the benefit and risks before neuraxial intervention in patients anticoagulated or
to be anticoagulated for thromboprophylaxis. [See Warnings and Precautions (5.5) and Drug
Interactions (7).]

1 INDICATIONS AND USAGE
1.1 Prophylaxis of Deep Vein Thrombosis

ARIXTRA" is indicated for the prophylaxis of deep vein thrombosis (DVT), which may
lead to pulmonary embolism (PE):
e in patients undergoing hip fracture surgery, including extended prophylaxis;
¢ in patients undergoing hip replacement surgery;
e in patients undergoing knee replacement surgery;
e in patients undergoing abdominal surgery who are at risk for thromboembolic complications.
1.2 Treatment of Acute Deep Vein Thrombosis

ARIXTRA is indicated for the treatment of acute deep vein thrombosis when
administered in conjunction with warfarin sodium.
1.3  Treatment of Acute Pulmonary Embolism

ARIXTRA is indicated for the treatment of acute pulmonary embolism when
administered in conjunction with warfarin sodium when initial therapy is administered in the
hospital.




2 DOSAGE AND ADMINISTRATION

Do not mix other medications or solutions with ARIXTRA. Administer ARIXTRA only
subcutaneously.
21 Deep Vein Thrombosis Prophylaxis Following Hip Fracture, Hip
Replacement, and Knee Replacement Surgery

In patients undergoing hip fracture, hip replacement, or knee replacement surgery, the
recommended dose of ARIXTRA is 2.5 mg administered by subcutaneous injection once daily
after hemostasis has been established. Administer the initial dose no earlier than 6 to 8 hours
after surgery. Administration of ARIXTRA earlier than 6 hours after surgery increases the risk of
major bleeding. The usual duration of therapy is 5 to 9 days; up to 11 days of therapy was
administered in clinical trials.

In patients undergoing hip fracture surgery, an extended prophylaxis course of up to
24 additional days is recommended. In patients undergoing hip fracture surgery, a total of
32 days (peri-operative and extended prophylaxis) was administered in clinical trials. /See
Warnings and Precautions (5.6), Adverse Reactions (6), and Clinical Studies (14)].
2.2 Deep Vein Thrombosis Prophylaxis Following Abdominal Surgery

In patients undergoing abdominal surgery, the recommended dose of ARIXTRA is
2.5 mg administered by subcutaneous injection once daily after hemostasis has been established.
Administer the initial dose no earlier than 6 to 8 hours after surgery. Administration of
ARIXTRA earlier than 6 hours after surgery increases the risk of major bleeding. The usual
duration of administration is 5 to 9 days, and up to 10 days of ARIXTRA was administered in
clinical trials.
2.3 Deep Vein Thrombosis and Pulmonary Embolism Treatment

In patients with acute symptomatic DVT and in patients with acute symptomatic PE, the
recommended dose of ARIXTRA is 5 mg (body weight <50 kg), 7.5 mg (body weight 50 to
100 kg), or 10 mg (body weight >100 kg) by subcutaneous injection once daily (ARIXTRA
treatment regimen). Initiate concomitant treatment with warfarin sodium as soon as possible,
usually within 72 hours. Continue treatment with ARIXTRA for at least 5 days and until a
therapeutic oral anticoagulant effect is established (INR 2 to 3). The usual duration of
administration of ARIXTRA is 5 to 9 days; up to 26 days of ARIXTRA injection was
administered in clinical trials. /[See Warnings and Precautions (5.6), Adverse Reactions (6), and
Clinical Studies (14)].
2.4 Hepatic Impairment

No dose adjustment is recommended in patients with mild to moderate hepatic
impairment, based upon single-dose pharmacokinetic data. Pharmacokinetic data are not
available for patients with severe hepatic impairment. Patients with hepatic impairment may be
particularly vulnerable to bleeding during ARIXTRA therapy. Observe these patients closely for
signs and symptoms of bleeding. /See Clinical Pharmacology (12.4).]



2.5 Instructions for Use

ARIXTRA Injection is provided in a single-dose, prefilled syringe affixed with an
automatic needle protection system. ARIXTRA is administered by subcutaneous injection. It
must not be administered by intramuscular injection. ARIXTRA is intended for use under a
physician’s guidance. Patients may self-inject only if their physician determines that it is
appropriate and the patients are trained in subcutaneous injection techniques.

Prior to administration, visually inspect ARIXTRA to ensure the solution is clear and free
of particulate matter.

To avoid the loss of drug when using the prefilled syringe, do not expel the air
bubble from the syringe before the injection. Administration should be made in the fatty tissue,
alternating injection sites (e.g., between the left and right anterolateral or the left and right
posterolateral abdominal wall).

To administer ARIXTRA:

1. Wipe the surface of the injection site with an alcohol swab.
2. Twist the plunger cap and remove it (Figure 1).

P

3. Hold the syringe with either hand and use your other hand to twist the rigid needle guard
(covers the needle) counter-clockwise. Pull the rigid needle guard straight off the needle
(Figure 2). Discard the needle guard.

4. Do not try to remove the air bubbles from the syringe before giving the injection.

5. Pinch a fold of skin at the injection site between your thumb and forefinger and hold it
throughout the injection.

6. Hold the syringe with your thumb on the top pad of the plunger rod and your next 2 fingers
on the finger grips on the syringe barrel. Pay attention to avoid sticking yourself with the
exposed needle (Figure 3).

7. Insert the full length of the syringe needle perpendicularly into the skin fold held between
the thumb and forefinger (Figure 4).

8. Push the plunger rod firmly with your thumb as far as it will go. This will ensure you have
injected all the contents of the syringe (Figure 5).



9. When you have injected all the contents of the syringe, the plunger should be released. The
plunger will then rise automatically while the needle withdraws from the skin and retracts
into the security sleeve. Discard the syringe into the sharps container.

10. You will know that the syringe has worked when:

e The needle is pulled back into the security sleeve and the white safety indicator appears

above the blue upper body.

e You may also hear or feel a soft click when the plunger rod is released fully.

3 DOSAGE FORMS AND STRENGTHS
Single-dose, prefilled syringes containing either 2.5 mg, 5 mg, 7.5 mg, or 10 mg of
fondaparinux.

4 CONTRAINDICATIONS

ARIXTRA is contraindicated in the following conditions:

e Severe renal impairment (creatinine clearance [CrCl] <30 mL/min). [See Warnings and
Precautions (5.2) and Use in Specific Populations (8.6).]

e Active major bleeding.

e Bacterial endocarditis.

e Thrombocytopenia associated with a positive in vitro test for anti-platelet antibody in the
presence of fondaparinux sodium.

e Body weight <50 kg (venous thromboembolism [VTE] prophylaxis only) /see Warnings and
Precautions (5.3)].

5 WARNINGS AND PRECAUTIONS
5.1 Hemorrhage

Use ARIXTRA with extreme caution in conditions with increased risk of hemorrhage,
such as congenital or acquired bleeding disorders, active ulcerative and angiodysplastic
gastrointestinal disease, hemorrhagic stroke, uncontrolled arterial hypertension, diabetic
retinopathy, or shortly after brain, spinal, or ophthalmological surgery. Isolated cases of elevated
aPTT temporally associated with bleeding events have been reported following administration of
ARIXTRA (with or without concomitant administration of other anticoagulants) /See Adverse
Reactions (6.5)].

Do not administer agents that enhance the risk of hemorrhage with ARIXTRA unless
essential for the management of the underlying condition, such as vitamin K antagonists for the
treatment of VTE. If co-administration is essential, closely monitor patients for signs and
symptoms of bleeding.



Do not administer the initial dose of ARIXTRA earlier than 6 to 8 hours after surgery.
Administration earlier than 6 hours after surgery increases risk of major bleeding /see Dosage
and Administration (2) and Adverse Reactions (6.1)].

5.2 Renal Impairment and Bleeding Risk

ARIXTRA increases the risk of bleeding in patients with impaired renal function due to
reduced clearance [see Clinical Pharmacology (12.4)].

The incidence of major bleeding by renal function status reported in clinical trials of
patients receiving ARIXTRA for VTE surgical prophylaxis is provided in Table 1. In these
patient populations, the following is recommended:

e Do not use ARIXTRA for VTE prophylaxis and treatment in patients with CrCl <30 mL/min
[see Contraindications (4)].
e Use ARIXTRA with caution in patients with CrCI 30 to 50 mL/min.

Table 1. Incidence of Major Bleeding in Patients Treated With ARIXTRA by Renal
Function Status for Surgical Prophylaxis and Treatment of Deep Vein Thrombosis (DVT)
and Pulmonary Embolism (PE

Degree of Renal Impairment
Normal Mild Moderate Severe
Timing of % % % %
Population Dose (n/N) (n/N) (n/N) (n/N)
CrCl (mL/min) >80 >50 - <80 230 - <50 <30
Orthopedic Overall 1.6% 2.4% 3.8% 4.8%
surgery” (25/1,565) | (31/1,288) (19/504) (4/83)
6-8 hours 1.8% 2.2% 2.3% 0%
after surgery | (16/905) (15/675) (6/265) (0/40)
Abdominal Overall 2.1% 3.6% 6.7% 7.1%
surgery (13/606) (22/613) (12/179) (1/14)
6-8 hours 2.1% 3.3% 5.8% 7.7%
after surgery | (10/467) (16/481) (8/137) (1/13)
DVT and PE 0.4% 1.6% 2.2% 7.3%
Treatment (4/1,132) (12/733) (7/318) (4/55)

CrCl = creatinine clearance.

a

Assess renal function periodically in patients receiving ARIXTRA. Discontinue the drug

Hip fracture, hip replacement, and knee replacement surgery prophylaxis.

immediately in patients who develop severe renal impairment while on therapy. After

discontinuation of ARIXTRA, its anticoagulant effects may persist for 2 to 4 days in patients

with normal renal function (i.e., at least 3 to 5 half-lives). The anticoagulant effects of

ARIXTRA may persist even longer in patients with renal impairment /see Clinical
Pharmacology (12.4)].




5.3 Body Weight <50 Kg and Bleeding Risk

ARIXTRA increases the risk for bleeding in patients who weigh less than 50 kg,
compared to patients with higher weights.

In patients who weigh less than 50 kg:

e Do not administer ARIXTRA as prophylactic therapy for patients undergoing hip fracture,
hip replacement, or knee replacement surgery and abdominal surgery /see Contraindications
)]

e Use ARIXTRA with caution in the treatment of PE and DVT.

During the randomized clinical trials of VTE prophylaxis in the peri-operative period
following hip fracture, hip replacement, or knee replacement surgery and abdominal surgery,
major bleeding occurred at a higher rate among patients with a body weight <50 kg compared to
those with a body weight >50 kg (5.4% versus 2.1% in patients undergoing hip fracture, hip
replacement, or knee replacement surgery; 5.3% versus 3.3% in patients undergoing abdominal
surgery).

5.4 Thrombocytopenia

Thrombocytopenia can occur with the administration of ARIXTRA. Thrombocytopenia
of any degree should be monitored closely. Discontinue ARIXTRA if the platelet count falls
below 100,000/mm?>. Moderate thrombocytopenia (platelet counts between 100,000/mm” and
50,000/mm’) occurred at a rate of 3.0% in patients given ARIXTRA 2.5 mg in the peri-operative
hip fracture, hip replacement, or knee replacement surgery and abdominal surgery clinical trials.
Severe thrombocytopenia (platelet counts less than 50,000/mm®) occurred at a rate of 0.2% in
patients given ARIXTRA 2.5 mg in these clinical trials. During extended prophylaxis, no cases
of moderate or severe thrombocytopenia were reported.

Moderate thrombocytopenia occurred at a rate of 0.5% in patients given the ARIXTRA
treatment regimen in the DVT and PE treatment clinical trials. Severe thrombocytopenia
occurred at a rate of 0.04% in patients given the ARIXTRA treatment regimen in the DVT and
PE treatment clinical trials.

Isolated occurrences of thrombocytopenia with thrombosis that manifested similar to
heparin-induced thrombocytopenia have been reported with the use of ARIXTRA in
postmarketing experience. [See Adverse Reactions (6.5).]

5.5 Neuraxial Anesthesia and Post-operative Indwelling Epidural Catheter Use

Spinal or epidural hematomas, which may result in long-term or permanent paralysis, can
occur with the use of anticoagulants and neuraxial (spinal/epidural) anesthesia or spinal puncture.
The risk of these events may be higher with post-operative use of indwelling epidural catheters
or concomitant use of other drugs affecting hemostasis such as NSAIDs [see Boxed Warning]. In
the postmarketing experience, epidural or spinal hematoma has been reported in association with
the use of ARIXTRA by subcutaneous (SC) injection. Monitor patients undergoing these
procedures for signs and symptoms of neurologic impairment. Consider the potential risks and
benefits before neuraxial intervention in patients anticoagulated or who may be anticoagulated
for thromboprophylaxis.



5.6 Monitoring: Laboratory Tests

Routine coagulation tests such as Prothrombin Time (PT) and Activated Partial
Thromboplastin Time (aPTT) are relatively insensitive measures of the activity of ARIXTRA
and international standards of heparin or LMWH are not calibrators to measure anti-Factor Xa
activity of ARIXTRA. If unexpected changes in coagulation parameters or major bleeding occur
during therapy with ARIXTRA, discontinue ARIXTRA. In postmarketing experience, isolated
occurrences of aPTT elevations have been reported following administration of ARIXTRA [see
Adverse Reactions (6.5)].

Periodic routine complete blood counts (including platelet count), serum creatinine level,
and stool occult blood tests are recommended during the course of treatment with ARIXTRA.

The anti-Factor Xa activity of fondaparinux sodium can be measured by anti-Xa assay
using the appropriate calibrator (fondaparinux). The activity of fondaparinux sodium is
expressed in milligrams (mg) of the fondaparinux and cannot be compared with activities of
heparin or low molecular weight heparins. [See Clinical Pharmacology (12.2, 12.3).]
5.7 Latex

The packaging (needle guard) of the prefilled syringe of ARIXTRA contains dry natural
latex rubber that may cause allergic reactions in latex sensitive individuals.

6 ADVERSE REACTIONS

The most serious adverse reactions reported with ARIXTRA are bleeding complications
and thrombocytopenia [see Warnings and Precautions (35)] .

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical
trials of another drug and may not reflect the rates observed in practice.

The adverse reaction information below is based on data from 8,877 patients exposed to
ARIXTRA in controlled trials of hip fracture, hip replacement, major knee, or abdominal
surgeries, and DVT and PE treatment. These trials consisted of the following:

e 2 peri-operative dose-response trials (n = 989)

e 4 active-controlled peri-operative VTE prophylaxis trials with enoxaparin sodium (n = 3,616),
an extended VTE prophylaxis trial (n = 327), and an active-controlled trial with dalteparin
sodium (n = 1,425)

e adose-response trial (n = 111) and an active-controlled trial with enoxaparin sodium in DVT
treatment (n = 1,091)

e an active-controlled trial with heparin in PE treatment (n = 1,092)

6.1 Hemorrhage

During administration of ARIXTRA, the most common adverse reactions were bleeding
complications [see Warnings and Precautions (5.1)].

Hip Fracture, Hip Replacement, and Knee Replacement Surgery: The rates of
major bleeding events reported during the hip fracture, hip replacement, or knee replacement

surgery clinical trials with ARIXTRA 2.5 mg are provided in Table 2.



Table 2. Bleeding Across Randomized, Controlled Hip Fracture, Hip Replacement, and
Knee Replacement Surgery Studies

Peri-Operative Prophylaxis Extended Prophylaxis
(Day 1 to Day 7 = 1 post- (Day 8 to Day 28 + 2 post-
surgery) surgery)
ARIXTRA ARIXTRA
2.5 mg SC Enoxaparin 2.5 mg SC Placebo
once daily Sodium™" once daily SC once daily
N=3,616 N =3,956 N =327 N =329
Major bleeding” 96 (2.7%) 75 (1.9%) 8 (2.4%) 2 (0.6%)
Hip fracture 18/831 (2.2%) 19/842 (2.3%) 8/327 (2.4%) 2/329 (0.6%)
Hip replacement 67/2,268 (3.0%) | 55/2,597 (2.1%) — —
Knee replacement | 11/517 (2.1%) 1/517 (0.2%) — —
Fatal bleeding 0 (0.0%) 1 (<0.1%) 0 (0.0%) 0 (0.0%)
Non-fatal bleeding at 0 (0.0%) 1 (<0.1%) 0 (0.0%) 0 (0.0%)
critical site
Re-operation due to 12 (0.3%) 10 (0.3%) 2 (0.6%) 2 (0.6%)
bleeding
BI >2¢ 84 (2.3%) 63 (1.6%) 6 (1.8%) 0 (0.0%)
Minor bleeding” 109 (3.0%) 116 (2.9%) 5(1.5%) 2 (0.6%)

Enoxaparin sodium dosing regimen: 30 mg every 12 hours or 40 mg once daily.

b

Not approved for use in patients undergoing hip fracture surgery.

¢ Major bleeding was defined as clinically overt bleeding that was (1) fatal, (2) bleeding at
critical site (e.g. intracranial, retroperitoneal, intraocular, pericardial, spinal, or into adrenal
gland), (3) associated with re-operation at operative site, or (4) with a bleeding index (BI) >2.

4 BI >2: Overt bleeding associated only with a bleeding index (BI) >2 calculated as [number of
whole blood or packed red blood cell units transfused + [(pre-bleeding) — (post-bleeding)]
hemoglobin (g/dL) values].

Minor bleeding was defined as clinically overt bleeding that was not major.

A separate analysis of major bleeding across all randomized, controlled, peri-operative,
prophylaxis clinical studies of hip fracture, hip replacement, or knee replacement surgery
according to the time of the first injection of ARIXTRA after surgical closure was performed in
patients who received ARIXTRA only post-operatively. In this analysis, the incidences of major
bleeding were as follows: <4 hours was 4.8% (5/104), 4 to 6 hours was 2.3% (28/1,196), 6 to
8 hours was 1.9% (38/1,965). In all studies, the majority (>75%) of the major bleeding events
occurred during the first 4 days after surgery.
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Abdominal Surgery: In a randomized study of patients undergoing abdominal surgery,
ARIXTRA 2.5 mg once daily (n = 1,433) was compared with dalteparin 5,000 IU once daily
(n = 1,425). Bleeding rates are shown in Table 3.

Table 3. Bleeding in the Abdominal Surgery Study

ARIXTRA Dalteparin Sodium
2.5 mg SC once daily 5,000 IU SC once daily
N=1,433 N=1,425
Major bleeding” 49 (3.4%) 34 (2.4%)
Fatal bleeding 2 (0.1%) 2 (0.1%)
Non-fatal bleeding at critical site 0 (0.0%) 0 (0.0%)
Other non-fatal major bleeding
Surgical site 38 (2.7%) 26 (1.8%)
Non-surgical site 9 (0.6%) 6 (0.4%)
Minor bleeding” 31 (2.2%) 23 (1.6%)

a

Major bleeding was defined as bleeding that was (1) fatal, (2) bleeding at the surgical site
leading to intervention, (3) non-surgical bleeding at a critical site (e.g. intracranial,
retroperitoneal, intraocular, pericardial, spinal, or into adrenal gland), or leading to an
intervention, and/or with a bleeding index (BI) >2.

Minor bleeding was defined as clinically overt bleeding that was not major.

The rates of major bleeding according to the time interval following the first ARIXTRA
injection were as follows: <6 hours was 3.4% (9/263) and 6 to 8 hours was 2.9% (32/1112).

Treatment of Deep Vein Thrombosis and Pulmonary Embolism: The rates of
bleeding events reported during the DVT and PE clinical trials with the ARIXTRA injection
treatment regimen are provided in Table 4.
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Table 4. Bleeding” in Deep Vein Thrombosis and Pulmonary Embolism Treatment Studies

Enoxaparin Heparin
ARIXTRA Sodium aPTT adjusted IV
N =12,294 N=1,101 N =1,092
Major bleedingb 28 (1.2%) 13 (1.2%) 12 (1.1%)
Fatal bleeding 3 (0.1%) 0 (0.0%) 1 (0.1%)
Non-fatal bleeding 3 (0.1%) 0 (0.0%) 2 (0.2%)
at a critical site
Intracranial bleeding 3 (0.1%) 0 (0.0%) 1 (0.1%)
Retro-peritoneal 0 (0.0%) 0 (0.0%) 1 (0.1%)
bleeding
Other clinically 22 (1.0%) 13 (1.2%) 10 (0.9%)
overt bleeding’
Minor bleeding® 70 (3.1%) 33 (3.0%) 57 (5.2%)

* Bleeding rates are during the study drug treatment period (approximately 7 days). Patients
were also treated with vitamin K antagonists initiated within 72 hours after the first study drug
administration.

Major bleeding was defined as clinically overt: —and/or contributing to death — and/or in a
critical organ including intracranial, retroperitoneal, intraocular, spinal, pericardial, or adrenal
gland — and/or associated with a fall in hemoglobin level >2 g/dL — and/or leading to a
transfusion >2 units of packed red blood cells or whole blood.

Clinically overt bleeding with a 2 g/dL fall in hemoglobin and/or leading to transfusion of
PRBC or whole blood >2 units.

4" Minor bleeding was defined as clinically overt bleeding that was not major.

6.2 Local Reactions

Local irritation (injection site bleeding, rash, and pruritus) may occur following
subcutaneous injection of ARIXTRA.
6.3 Elevations of Serum Aminotransferases

In the peri-operative prophylaxis randomized clinical trials of 7 + 2 days, asymptomatic
increases in aspartate (AST) and alanine (ALT) aminotransferase levels greater than 3 times the
upper limit of normal were reported in 1.7% and 2.6% of patients, respectively, during treatment
with ARIXTRA 2.5 mg once daily versus 3.2% and 3.9% of patients, respectively, during
treatment with enoxaparin sodium 30 mg every 12 hours or 40 mg once daily enoxaparin sodium.
These elevations are reversible and rarely associated with increases in bilirubin. In the extended
prophylaxis clinical trial, no significant differences in AST and ALT levels between ARIXTRA
2.5 mg and placebo-treated patients were observed.

In the DVT and PE treatment clinical trials, asymptomatic increases in AST and ALT
levels greater than 3 times the upper limit of normal of the laboratory reference range were
reported in 0.7% and 1.3% of patients, respectively, during treatment with ARIXTRA. In
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comparison, these increases were reported in 4.8% and 12.3% of patients, respectively, in the

DVT treatment trial during treatment with enoxaparin sodium 1 mg/kg every 12 hours and in

2.9% and 8.7% of patients, respectively, in the PE treatment trial during treatment with aPTT

adjusted heparin.

Since aminotransferase determinations are important in the differential diagnosis of

myocardial infarction, liver disease, and pulmonary emboli, elevations that might be caused by
drugs like ARIXTRA should be interpreted with caution.

6.4 Other Adverse Reactions

Other adverse reactions that occurred during treatment with ARIXTRA in clinical trials

with patients undergoing hip fracture, hip replacement, or knee replacement surgery are provided

in Table 5.

Table 5. Adverse Reactions Across Randomized, Controlled, Hip Fracture Surgery, Hip
Replacement Surgery, and Knee Replacement Surgery Studies

Peri-Operative Prophylaxis

(Day 1 to Day 7 + 1 post-surgery)

Extended Prophylaxis
(Day 8 to Day 28 + 2 post-surgery)

ARIXTRA ARIXTRA
Adverse 2.5 mg SC Enoxaparin 2.5 mg SC Placebo
Reactions once daily Sodium™" once daily SC once daily

N=3,616 N =3,956 N =327 N =329
Anemia 707 (19.6%) 670 (16.9%) 5 (1.5%) 4 (1.2%)
Insomnia 179 (5.0%) 214 (5.4%) 3 (0.9%) 1 (0.3%)
Wound drainage 161 (4.5%) 184 (4.7%) 2 (0.6%) 0 (0.0%)
increased
Hypokalemia 152 (4.2%) 164 (4.1%) 0 (0.0%) 0 (0.0%)
Dizziness 131 (3.6%) 165 (4.2%) 2 (0.6%) 0 (0.0%)
Purpura 128 (3.5%) 137 (3.5%) 0 (0.0%) 0 (0.0%)
Hypotension 126 (3.5%) 125 (3.2%) 1 (0.3%) 0 (0.0%)
Confusion 113 (3.1%) 132 (3.3%) 4 (1.2%) 1 (0.3%)
Bullous eruption® 112 (3.1%) 102 (2.6%) 0 (0.0%) 1 (0.3%)
Hematoma 103 (2.8%) 109 (2.8%) 7 (2.1%) 1 (0.3%)
Post-operative 85 (2.4%) 69 (1.7%) 2 (0.6%) 2 (0.6%)
hemorrhage

* Enoxaparin sodium dosing regimen: 30 mg every 12 hours or 40 mg once daily.

b

C

Not approved for use in patients undergoing hip fracture surgery.
Localized blister coded as bullous eruption.

Adverse reactions in the abdominal surgery study and in the VTE treatment trials

generally occurred at lower rates than in the hip and knee surgery trials described above. The

most common adverse reaction in the abdominal surgery trial was post-operative wound
infection (4.9%), and the most common adverse reaction in the VTE treatment trials was

epistaxis (1.3%).
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6.5 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of
ARIXTRA. Because these reactions are reported voluntarily from a population of uncertain size,
it is not always possible to reliably estimate their frequency or establish a causal relationship to
drug exposure.

Isolated occurrences of thrombocytopenia with thrombosis that manifested similar to
heparin-induced thrombocytopenia have been reported in the postmarketing experience and
isolated cases of elevated aPTT temporally associated with bleeding events have been reported
following administration of ARIXTRA (with or without concomitant administration of other
anticoagulants) [see Warnings and Precautions (5.4)].

7 DRUG INTERACTIONS

In clinical studies performed with ARIXTRA, the concomitant use of oral anticoagulants
(warfarin), platelet inhibitors (acetylsalicylic acid), NSAIDs (piroxicam), and digoxin did not
significantly affect the pharmacokinetics/pharmacodynamics of fondaparinux sodium. In
addition, ARIXTRA neither influenced the pharmacodynamics of warfarin, acetylsalicylic acid,
piroxicam, and digoxin, nor the pharmacokinetics of digoxin at steady state.

Agents that may enhance the risk of hemorrhage should be discontinued prior to initiation
of therapy with ARIXTRA unless these agents are essential. If co-administration is necessary,
monitor patients closely for hemorrhage. [See Warnings and Precautions (5.1).]

In an in vitro study in human liver microsomes, inhibition of CYP2A6 hydroxylation of
coumarin by fondaparinux (200 micromolar i.e., 350 mg/L) was 17 to 28%. Inhibition of the
other isozymes evaluated (CYPs 1A2, 2C9, 2C19, 2D6, 3A4, and 3E1) was 0 to 16%. Since
fondaparinux does not markedly inhibit CYP450s (CYP1A2, CYP2A6, CYP2C9, CYP2C19,
CYP2D6, CYP2EL, or CYP3A4) in vitro, fondaparinux sodium is not expected to significantly
interact with other drugs in vivo by inhibition of metabolism mediated by these isozymes.

Since fondaparinux sodium does not bind significantly to plasma proteins other than
ATIIL, no drug interactions by protein-binding displacement are expected.

8 USE IN SPECIFIC POPULATIONS
8.1  Pregnancy

Pregnancy Category B. Reproduction studies have been performed in pregnant rats at
subcutaneous doses up to 10 mg/kg/day (about 32 times the recommended human dose based on
body surface area) and pregnant rabbits at subcutaneous doses up to 10 mg/kg/day (about
65 times the recommended human dose based on body surface area) and have revealed no
evidence of impaired fertility or harm to the fetus due to fondaparinux sodium. There are,
however, no adequate and well-controlled studies in pregnant women. Because animal
reproduction studies are not always predictive of human response, ARIXTRA should be used
during pregnancy only if clearly needed.
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8.3  Nursing Mothers

Fondaparinux sodium was found to be excreted in the milk of lactating rats. However, it
is not known whether this drug is excreted in human milk. Because many drugs are excreted in
human milk, caution should be exercised when ARIXTRA is administered to a nursing mother.
8.4  Pediatric Use

Safety and effectiveness of ARIXTRA in pediatric patients have not been established.
Because risk for bleeding during treatment with ARIXTRA is increased in adults who weigh
<50 kg, bleeding may be a particular safety concern for use of ARIXTRA in the pediatric
population /see Warnings and Precautions (5.3)].

8.5 Geriatric Use

In clinical trials the efficacy of ARIXTRA in the elderly (65 years or older) was similar
to that seen in patients younger than 65 years; however, serious adverse events increased with
age. Exercise caution when using ARIXTRA in elderly patients, paying particular attention to
dosing directions and concomitant medications (especially anti-platelet medication). /See
Warnings and Precautions (5.1).]

Fondaparinux sodium is substantially excreted by the kidney, and the risk of adverse
reactions to ARIXTRA may be greater in patients with impaired renal function. Because elderly
patients are more likely to have decreased renal function, assess renal function prior to
ARIXTRA administration. [See Contraindications (4), Warnings and Precautions (5.2), and
Clinical Pharmacology (12.4).]

In the peri-operative hip fracture, hip replacement, or knee replacement surgery clinical
trials with patients receiving ARIXTRA 2.5 mg, serious adverse events increased with age for
patients receiving ARIXTRA. The incidence of major bleeding in clinical trials of ARIXTRA by
age is provided in Table 6.

Table 6. Incidence of Major Bleeding in Patients Treated With ARIXTRA by Age

Age
<65 years 65 to 74 years 275 years
% (m/N) % (n/N) % (n/N)
Orthopedic surgery” 1.8% (23/1,253) 2.2% (24/1,111) 2.7% (33/1,277)
Extended prophylaxis 1.9% (1/52) 1.4% (1/71) 2.9% (6/204)
Abdominal surgery 3.0% (19/644) 3.2% (16/507) 5.0% (14/282)
DVT and PE treatment 0.6% (7/1,151) 1.6% (9/560) 2.1% (12/583)

* Includes hip fracture, hip replacement, and knee replacement surgery prophylaxis.

8.6 Renal Impairment

Patients with impaired renal function are at increased risk of bleeding due to reduced
clearance of ARIXTRA [see Contraindications (4) and Warnings and Precautions (5.2)]. Assess
renal function periodically in patients receiving ARIXTRA. Discontinue ARIXTRA immediately
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in patients who develop severe renal impairment while on therapy. After discontinuation of
ARIXTRA, its anticoagulant effects may persist for 2 to 4 days in patients with normal renal
function (i.e., at least 3 to 5 half-lives). The anticoagulant effects of ARIXTRA may persist even
longer in patients with renal impairment [see Clinical Pharmacology (12.4)].
8.7 Hepatic Impairment

Following a single, subcutaneous dose of 7.5 mg of ARIXTRA in patients with moderate
hepatic impairment (Child-Pugh Category B) compared to subjects with normal liver function,
changes from baseline in aPTT, PT/INR, and antithrombin III were similar in the two groups.
However, a higher incidence of hemorrhage was observed in subjects with moderate hepatic
impairment than in normal subjects, especially mild hematomas at the blood sampling or
injection site. The pharmacokinetics of fondaparinux have not been studied in patients with
severe hepatic impairment. [See Dosage and Administration (2.4) and Clinical Pharmacology

(12.4).]

10 OVERDOSAGE

There is no known antidote for ARIXTRA. Overdose of ARIXTRA may lead to
hemorrhagic complications. Discontinue treatment and initiate appropriate therapy if bleeding
complications associated with overdosage occur.

Data obtained in patients undergoing chronic intermittent hemodialysis suggest that
clearance of ARIXTRA can increase by 20% during hemodialysis.

1 DESCRIPTION

ARIXTRA (fondaparinux sodium) Injection is a sterile solution containing fondaparinux
sodium. It is a synthetic and specific inhibitor of activated Factor X (Xa). Fondaparinux sodium
is methyl O-2-deoxy-6-O-sulfo-2-(sulfoamino)-a-D-glucopyranosyl-(1—4)-O-B-D-glucopyra-
nuronosyl-(1—4)-0-2-deoxy-3,6-di-O-sulfo-2-(sulfoamino)-a-D-glucopyranosyl-(1—4)-0-2-O-
sulfo-a-L-idopyranuronosyl-(1—4)-2-deoxy-6-O-sulfo-2-(sulfoamino)-a-D-glucopyranoside,
decasodium salt.

The molecular formula of fondaparinux sodium is C3;H43N3Na;0O49Sg and its molecular
weight is 1728. The structural formula is provided below:

050,Na CO0Ma 050,Na 050,Na
0 0 0 — 0
0K Ko G g Y g Lo
HO 0- b 0 OMe

NHS0;Ma 0H NHS0;Na 050:Na MHEDNa

ARIXTRA is supplied as a sterile, preservative-free injectable solution for subcutaneous
use.

Each single-dose, prefilled syringe of ARIXTRA, affixed with an automatic needle
protection system, contains 2.5 mg of fondaparinux sodium in 0.5 mL, 5.0 mg of fondaparinux
sodium in 0.4 mL, 7.5 mg of fondaparinux sodium in 0.6 mL, or 10.0 mg of fondaparinux
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sodium in 0.8 mL of an isotonic solution of sodium chloride and water for injection. The final
drug product is a clear and colorless to slightly yellow liquid with a pH between 5.0 and 8.0.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

The antithrombotic activity of fondaparinux sodium is the result of antithrombin III
(ATIII)-mediated selective inhibition of Factor Xa. By selectively binding to ATIII,
fondaparinux sodium potentiates (about 300 times) the innate neutralization of Factor Xa by
ATIIIL Neutralization of Factor Xa interrupts the blood coagulation cascade and thus inhibits
thrombin formation and thrombus development.

Fondaparinux sodium does not inactivate thrombin (activated Factor II) and has no
known effect on platelet function. At the recommended dose, fondaparinux sodium does not
affect fibrinolytic activity or bleeding time.

12.2 Pharmacodynamics
Anti-Xa Activity: The pharmacodynamics/pharmacokinetics of fondaparinux sodium are

derived from fondaparinux plasma concentrations quantified via anti-Factor Xa activity. Only
fondaparinux can be used to calibrate the anti-Xa assay. (The international standards of heparin
or LMWH are not appropriate for this use.) As a result, the activity of fondaparinux sodium is
expressed as milligrams (mg) of the fondaparinux calibrator. The anti-Xa activity of the drug
increases with increasing drug concentration, reaching maximum values in approximately
three hours.

12.3 Pharmacokinetics

Absorption: Fondaparinux sodium administered by subcutaneous injection is rapidly and
completely absorbed (absolute bioavailability is 100%). Following a single subcutaneous dose of
fondaparinux sodium 2.5 mg in young male subjects, Cp.x of 0.34 mg/L is reached in
approximately 2 hours. In patients undergoing treatment with fondaparinux sodium injection
2.5 mg, once daily, the peak steady-state plasma concentration is, on average, 0.39 to 0.50 mg/L
and is reached approximately 3 hours post-dose. In these patients, the minimum steady-state
plasma concentration is 0.14 to 0.19 mg/L. In patients with symptomatic deep vein thrombosis
and pulmonary embolism undergoing treatment with fondaparinux sodium injection 5 mg (body
weight <50 kg), 7.5 mg (body weight 50 to 100 kg), and 10 mg (body weight >100 kg) once
daily, the body-weight-adjusted doses provide similar mean steady-state peaks and minimum
plasma concentrations across all body weight categories. The mean peak steady-state plasma
concentration is in the range of 1.20 to 1.26 mg/L. In these patients, the mean minimum steady-
state plasma concentration is in the range of 0.46 to 0.62 mg/L.

Distribution: In healthy adults, intravenously or subcutaneously administered
fondaparinux sodium distributes mainly in blood and only to a minor extent in extravascular
fluid as evidenced by steady state and non-steady state apparent volume of distribution of 7 to
11 L. Similar fondaparinux distribution occurs in patients undergoing elective hip surgery or hip
fracture surgery. In vitro, fondaparinux sodium is highly (at least 94%) and specifically bound to
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antithrombin III (ATIII) and does not bind significantly to other plasma proteins (including
platelet Factor 4 [PF4]) or red blood cells.

Metabolism: /n vivo metabolism of fondaparinux has not been investigated since the
majority of the administered dose is eliminated unchanged in urine in individuals with normal
kidney function.

Elimination: In individuals with normal kidney function, fondaparinux is eliminated in
urine mainly as unchanged drug. In healthy individuals up to 75 years of age, up to 77% of a
single subcutaneous or intravenous fondaparinux dose is eliminated in urine as unchanged drug
in 72 hours. The elimination half-life is 17 to 21 hours.

12.4 Special Populations
Renal Impairment: Fondaparinux elimination is prolonged in patients with renal

impairment since the major route of elimination is urinary excretion of unchanged drug. In
patients undergoing prophylaxis following elective hip surgery or hip fracture surgery, the total
clearance of fondaparinux is approximately 25% lower in patients with mild renal impairment
(CrC1 50 to 80 mL/min), approximately 40% lower in patients with moderate renal impairment
(CrCl1 30 to 50 mL/min), and approximately 55% lower in patients with severe renal impairment
(<30 mL/min) compared to patients with normal renal function. A similar relationship between
fondaparinux clearance and extent of renal impairment was observed in DVT treatment patients.
[See Contraindications (4) and Warnings and Precautions (5.2).]

Hepatic Impairment: Following a single, subcutaneous dose of 7.5 mg of ARIXTRA in
patients with moderate hepatic impairment (Child-Pugh Category B), Ciax and AUC were
decreased by 22% and 39%, respectively, compared to subjects with normal liver function. The
changes from baseline in pharmacodynamic parameters, such as aPTT, PT/INR, and

antithrombin III, were similar in normal subjects and in patients with moderate hepatic
impairment. Based on these data, no dosage adjustment is recommended in these patients.
However, a higher incidence of hemorrhage was observed in subjects with moderate hepatic
impairment than in normal subjects [see Use in Specific Populations (8.7)]. The
pharmacokinetics of fondaparinux have not been studied in patients with severe hepatic
impairment. [See Dosage and Administration (2.4).]

Pediatric: The pharmacokinetics of fondaparinux have not been investigated in pediatric
patients. [See Contraindications (4), Warnings and Precautions (5.3), and Pediatric Use (8.4).]

Geriatric: Fondaparinux elimination is prolonged in patients older than 75 years. In
studies evaluating fondaparinux sodium 2.5 mg prophylaxis in hip fracture surgery or elective
hip surgery, the total clearance of fondaparinux was approximately 25% lower in patients older
than 75 years as compared to patients younger than 65 years. A similar relationship between
fondaparinux clearance and age was observed in DVT treatment patients. /See Use in Specific
Populations (8.5).]

Patients Weighing Less Than 50 kg: Total clearance of fondaparinux sodium is
decreased by approximately 30% in patients weighing less than 50 kg /see Dosage and
Administration (2.3) and Contraindications (4)] .
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Gender: The pharmacokinetic properties of fondaparinux sodium are not significantly
affected by gender.

Race: Pharmacokinetic differences due to race have not been studied prospectively.
However, studies performed in Asian (Japanese) healthy subjects did not reveal a different
pharmacokinetic profile compared to Caucasian healthy subjects. Similarly, no plasma clearance
differences were observed between black and Caucasian patients undergoing orthopedic surgery.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No long-term studies in animals have been performed to evaluate the carcinogenic
potential of fondaparinux sodium.

Fondaparinux sodium was not genotoxic in the Ames test, the mouse lymphoma cell
(L5178Y/TK ") forward mutation test, the human lymphocyte chromosome aberration test, the
rat hepatocyte unscheduled DNA synthesis (UDS) test, or the rat micronucleus test.

At subcutaneous doses up to 10 mg/kg/day (about 32 times the recommended human
dose based on body surface area), fondaparinux sodium was found to have no effect on fertility
and reproductive performance of male and female rats.

14 CLINICAL STUDIES
14.1 Prophylaxis of Thromboembolic Events Following Hip Fracture Surgery

In a randomized, double-blind, clinical trial in patients undergoing hip fracture surgery,
ARIXTRA 2.5 mg SC once daily was compared to enoxaparin sodium 40 mg SC once daily,
which is not approved for use in patients undergoing hip fracture surgery. A total of 1,711
patients were randomized and 1,673 were treated. Patients ranged in age from 17 to 101 years
(mean age 77 years) with 25% men and 75% women. Patients were 99% Caucasian, 1% other
races. Patients with multiple traumas affecting more than one organ system, serum creatinine
level more than 2 mg/dL (180 micromol/L), or platelet count less than 100,000/mm’ were
excluded from the trial. ARIXTRA was initiated after surgery in 88% of patients (mean 6 hours)
and enoxaparin sodium was initiated after surgery in 74% of patients (mean 18 hours). For both
drugs, treatment was continued for 7 £ 2 days. The primary efficacy endpoint, venous
thromboembolism (VTE), was a composite of documented deep vein thrombosis (DVT) and/or
documented symptomatic pulmonary embolism (PE) reported up to Day 11. The efficacy data
are provided in Table 7 and demonstrate that under the conditions of the trial ARIXTRA was
associated with a VTE rate of 8.3% compared with a VTE rate of 19.1% for enoxaparin sodium
for a relative risk reduction of 56% (95% CI: 39%, 70%; P <0.001). Major bleeding episodes
occurred in 2.2% of patients receiving ARIXTRA and 2.3% of enoxaparin sodium patients /see
Adverse Reactions (6.1)].
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Table 7. Efficacy of ARIXTRA in the Peri-operative Prophylaxis of Thromboembolic
Events Following Hip Fracture Surgery

Peri-operative Prophylaxis
(Day 1 to Day 7 *+ 2 post-surgery)

ARIXTRA Enoxaparin Sodium

Endpoint 2.5 mg SC once daily 40 mg SC once daily
n/N* % (95% CI) n/N* % (95% CI)

VTE 52/626 8.3%" (6.3, 10.8) 119/624 | 19.1% (16.1, 22.4)
All DVT 49/624 7.9%" (5.9, 10.2) 117/623 | 18.8% (15.8,22.1)
Proximal DVT 6/650 0.9%" (0.3, 2.0) 28/646 4.3% (2.9,6.2)
Symptomatic PE 3/831 0.4%" (0.1, 1.1) 3/840 0.4% (0.1, 1.0)

* N = all evaluable hip fracture surgery patients. Evaluable patients were those who were
treated and underwent the appropriate surgery (i.e., hip fracture surgery of the upper third of
the femur), with an adequate efficacy assessment up to Day 11.

® P value versus enoxaparin sodium <0.001.

¢ P value versus enoxaparin sodium: NS.

14.2 Extended Prophylaxis of Thromboembolic Events Following Hip Fracture
Surgery

In a noncomparative, unblinded manner, 737 patients undergoing hip fracture surgery
were initially treated during the peri-operative period with ARIXTRA 2.5 mg once daily for
7 £ 1 days. Eighty-one (81) of the 737 patients were not eligible for randomization into the
3-week double-blind period. Three hundred twenty-six (326) patients and 330 patients were
randomized to receive ARIXTRA 2.5 mg once daily or placebo, respectively, in or out of the
hospital for 21 + 2 days. Patients ranged in age from 23 to 96 years (mean age 75 years) and
were 29% men and 71% women. Patients were 99% Caucasian and 1% other races. Patients with
multiple traumas affecting more than one organ system or serum creatinine level more than
2 mg/dL (180 micromol/L) were excluded from the trial. The primary efficacy endpoint, venous
thromboembolism (VTE), was a composite of documented deep vein thrombosis (DVT) and/or
documented symptomatic pulmonary embolism (PE) reported for up to 24 days following
randomization. The efficacy data are provided in Table 8 and demonstrate that extended
prophylaxis with ARIXTRA was associated with a VTE rate of 1.4% compared with a VTE rate
of 35.0% for placebo for a relative risk reduction of 95.9% (95% CI =[98.7; 87.1], P <0.0001).
Major bleeding rates during the 3-week extended prophylaxis period for ARIXTRA occurred in
2.4% of patients receiving ARIXTRA and 0.6% of placebo-treated patients /see Adverse
Reactions (6.1)].
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Table 8. Efficacy of ARIXTRA Injection in the Extended Prophylaxis of Thromboembolic
Events Following Hip Fracture Surgery

Extended Prophylaxis
(Day 8 to Day 28 + 2 post-surgery)
ARIXTRA Placebo
Endpoint 2.5 mg SC once daily SC once daily
n/N* % (95% CI) n/N* % (95% CI)

VTE 3/208 1.4%" (0.3, 4.2) 77/220 35.0% (28.7,41.7)
AllDVT 3/208 1.4%°(0.3, 4.2) 74/218 33.9% (27.7, 40.6)
Proximal DVT 2/221 0.9%"(0.1,3.2) 35/222 15.8% (11.2,21.2)
Symptomatic VTE (all) 1/326 0.3%" (0.0, 1.7) 9/330 2.7% (1.3,5.1)
Symptomatic PE 0/326 0.0%(0.0, 1.1) 3/330 0.9% (0.2, 2.6)

* N = all randomized evaluable hip fracture surgery patients. Evaluable patients were those who
were treated in the post-randomization period, with an adequate efficacy assessment for up to
24 days following randomization.

® P value versus placebo <0.001

P value versus placebo = 0.021.
4 P value versus placebo = NS.

14.3 Prophylaxis of Thromboembolic Events Following Hip Replacement
Surgery

In 2 randomized, double-blind, clinical trials in patients undergoing hip replacement
surgery, ARIXTRA 2.5 mg SC once daily was compared to either enoxaparin sodium 30 mg SC
every 12 hours (Study 1) or to enoxaparin sodium 40 mg SC once a day (Study 2). In Study 1, a
total of 2,275 patients were randomized and 2,257 were treated. Patients ranged in age from 18
to 92 years (mean age 65 years) with 48% men and 52% women. Patients were 94% Caucasian,
4% black, <1% Asian, and 2% others. In Study 2, a total of 2,309 patients were randomized and
2,273 were treated. Patients ranged in age from 24 to 97 years (mean age 65 years) with 42%
men and 58% women. Patients were 99% Caucasian, and 1% other races. Patients with serum
creatinine level more than 2 mg/dL (180 micromol/L), or platelet count less than 100,000/mm?’
were excluded from both trials. In Study 1, ARIXTRA was initiated 6 &+ 2 hours (mean
6.5 hours) after surgery in 92% of patients and enoxaparin sodium was initiated 12 to 24 hours
(mean 20.25 hours) after surgery in 97% of patients. In Study 2, ARIXTRA was initiated 6 + 2
hours (mean 6.25 hours) after surgery in 86% of patients and enoxaparin sodium was initiated
12 hours before surgery in 78% of patients. The first post-operative enoxaparin sodium dose was
given within 12 hours after surgery in 60% of patients and 12 to 24 hours after surgery in 35% of
patients with a mean of 13 hours. For both studies, both study treatments were continued for
7 £ 2 days. The efficacy data are provided in Table 9. Under the conditions of Study 1,
ARIXTRA was associated with a VTE rate of 6.1% compared with a VTE rate of 8.3% for
enoxaparin sodium for a relative risk reduction of 26% (95% CI: -11%, 53%; P = NS). Under the

21



conditions of Study 2, fondaparinux sodium was associated with a VTE rate of 4.1% compared
with a VTE rate of 9.2% for enoxaparin sodium for a relative risk reduction of 56% (95% CI:
33%, 73%; P <0.001). For the 2 studies combined, the major bleeding episodes occurred in 3.0%
of patients receiving ARIXTRA and 2.1% of enoxaparin sodium patients /see Adverse Reactions

6.1)].

Table 9. Efficacy of ARIXTRA in the Prophylaxis of Thromboembolic Events Following
Hip Replacement Surgery

Study 1 Study 2
n/N* n/N*
% (95% CI) % (95% CI)
Enoxaparin Enoxaparin
ARIXTRA Sodium ARIXTRA Sodium
2.5 mg SC 30 mg SC 2.5 mg SC 40 mg SC
Endpoint once daily every 12 hr once daily once daily
VTE" 48/787 66/797 37/908 85/919
6.1%" (4.5, 8.0) | 8.3% (6.5,10.4) | 4.1%°(2.9,5.6) | 9.2% (7.5, 11.3)
AIlIDVT 44/784 65/796 36/908 83/918
5.6%" (4.1,7.5) | 8.2% (6.4,10.3) | 4.0% (2.8,5.4) | 9.0% (7.3, 11.1)
Proximal DVT 14/816 10/830 6/922 23/927
1.7%°(0.9,2.9) | 1.2%(0.6,2.2) | 0.7%'(0.2,1.4) | 2.5%(1.6,3.7)
Symptomatic PE 5/1,126 1/1,128 2/1,129 2/1,123
0.4%° (0.1, 1.0) | 0.1% (0.0,0.5) | 0.2%° (0.0, 0.6) | 0.2% (0.0, 0.6)

N = all evaluable hip replacement surgery patients. Evaluable patients were those who were

treated and underwent the appropriate surgery (i.e., hip replacement surgery), with an

adequate efficacy assessment up to Day 11.

to Day 11.

P value versus enoxaparin sodium: NS.

P value versus enoxaparin sodium in study 1: <0.05.
P value versus enoxaparin sodium in study 2: <0.001.
P value versus enoxaparin sodium in study 2: <0.01.

VTE was a composite of documented DVT and/or documented symptomatic PE reported up

14.4 Prophylaxis of Thromboembolic Events Following Knee Replacement

Surgery

In a randomized, double-blind, clinical trial in patients undergoing knee replacement

surgery (i.e., surgery requiring resection of the distal end of the femur or proximal end of the
tibia), ARIXTRA 2.5 mg SC once daily was compared to enoxaparin sodium 30 mg SC every

12 hours. A total of 1,049 patients were randomized and 1,034 were treated. Patients ranged in
age from 19 to 94 years (mean age 68 years) with 41% men and 59% women. Patients were 88%
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Caucasian, 8% black, <1% Asian, and 3% others. Patients with serum creatinine level more than
2 mg/dL (180 micromol/L), or platelet count less than 100,000/mm’ were excluded from the trial.
ARIXTRA was initiated 6 £ 2 hours (mean 6.25 hours) after surgery in 94% of patients, and
enoxaparin sodium was initiated 12 to 24 hours (mean 21 hours) after surgery in 96% of patients.
For both drugs, treatment was continued for 7 £+ 2 days. The efficacy data are provided in Table
10 and demonstrate that under the conditions of the trial, ARIXTRA was associated with a VTE
rate of 12.5% compared with a VTE rate of 27.8% for enoxaparin sodium for a relative risk
reduction of 55% (95% CI: 36%, 70%; P <0.001). Major bleeding episodes occurred in 2.1% of
patients receiving ARIXTRA and 0.2% of enoxaparin sodium patients /see Adverse Reactions

(6.1)].

Table 10. Efficacy of ARIXTRA in the Prophylaxis of Thromboembolic Events Following
Knee Replacement Surgery

ARIXTRA Enoxaparin Sodium
Endpoint 2.5 mg SC once daily 30 mg SC every 12 hours
n/N* % (95% CI) n/N* % (95% CI)
VTE 45/361 12.5%° (9.2, 16.3) 101/363 27.8% (23.3,32.7)
AllDVT 45/361 12.5%° (9.2, 16.3) 98/361 27.1% (22.6, 32.0)
Proximal DVT 9/368 2.4% (1.1, 4.6) 20/372 54% (3.3, 8.2)
Symptomatic PE 1/517 0.2% (0.0, 1.1) 4/517 0.8% (0.2, 2.0)

* N = all evaluable knee replacement surgery patients. Evaluable patients were those who were
treated and underwent the appropriate surgery (i.e., knee replacement surgery), with an
adequate efficacy assessment up to Day 11.

VTE was a composite of documented DVT and/or documented symptomatic PE reported up
to Day 11.

P value versus enoxaparin sodium <0.001.

P value versus enoxaparin sodium: NS.

14.5 Prophylaxis of Thromboembolic Events Following Abdominal Surgery in
Patients at Risk for Thromboembolic Complications

Abdominal surgery patients at risk included the following: Those undergoing surgery
under general anesthesia lasting longer than 45 minutes who are older than 60 years with or
without additional risk factors; and those undergoing surgery under general anesthesia lasting
longer than 45 minutes who are older than 40 years with additional risk factors. Risk factors
included neoplastic disease, obesity, chronic obstructive pulmonary disease, inflammatory bowel
disease, history of deep vein thrombosis (DVT) or pulmonary embolism (PE), or congestive
heart failure.

In a randomized, double-blind, clinical trial in patients undergoing abdominal surgery,
ARIXTRA 2.5 mg SC once daily started postoperatively was compared to dalteparin sodium
5,000 IU SC once daily, with one 2,500 IU SC preoperative injection and a 2,500 IU SC first

23



postoperative injection. A total of 2,927 patients were randomized and 2,858 were treated.
Patients ranged in age from 17 to 93 years (mean age 65 years) with 55% men and 45% women.
Patients were 97% Caucasian, 1% black, 1% Asian, and 1% others. Patients with serum
creatinine level more than 2 mg/dL (180 micromol/L), or platelet count less than 100,000/mm?’
were excluded from the trial. Sixty-nine percent (69%) of study patients underwent cancer-
related abdominal surgery. Study treatment was continued for 7 £ 2 days. The efficacy data are
provided in Table 11 and demonstrate that prophylaxis with ARIXTRA was associated with a
VTE rate of 4.6% compared with a VTE rate of 6.1% for dalteparin sodium (P = NS).

Table 11. Efficacy of ARIXTRA In Prophylaxis of Thromboembolic Events Following
Abdominal Surgery

ARIXTRA Dalteparin Sodium
Endpoint 2.5 mg SC once daily 5,000 IU SC once daily
n/N* % (95% CI) n/N* % (95% CI)
VTE" 47/1,027 4.6%" (3.4, 6.0) 62/1,021 6.1% (4.7, 7.7)
All DVT 43/1,024 4.2% (3.1,5.6) 59/1,018 5.8% (44,74
Proximal DVT 5/1,076 0.5% (0.2, 1.1) 5/1,077 0.5% (0.2, 1.1)
Symptomatic VTE 6/1,465 0.4% (0.2, 0.9) 5/1,462 0.3% (0.1, 0.8)

a

N = all evaluable abdominal surgery patients. Evaluable patients were those who were
randomized and had an adequate efficacy assessment up to Day 10; non-treated patients and
patients who did not undergo surgery did not get a VTE assessment.

VTE was a composite of venogram positive DVT, symptomatic DVT, non-fatal PE and/or
fatal PE reported up to Day 10.

P value versus dalteparin sodium: NS.

14.6 Treatment of Deep Vein Thrombosis

In a randomized, double-blind, clinical trial in patients with a confirmed diagnosis of
acute symptomatic DVT without PE, ARIXTRA 5 mg (body weight <50 kg), 7.5 mg (body
weight 50 to 100 kg), or 10 mg (body weight >100 kg) SC once daily (ARIXTRA treatment
regimen) was compared to enoxaparin sodium 1 mg/kg SC every 12 hours. Almost all patients
started study treatment in hospital. Approximately 30% of patients in both groups were
discharged home from the hospital while receiving study treatment. A total of 2,205 patients
were randomized and 2,192 were treated. Patients ranged in age from 18 to 95 years (mean age
61 years) with 53% men and 47% women. Patients were 97% Caucasian, 2% black, and 1%
other races. Patients with serum creatinine level more than 2 mg/dL (180 micromol/L), or
platelet count less than 100,000/mm” were excluded from the trial. For both groups, treatment
continued for at least 5 days with a treatment duration range of 7 £+ 2 days, and both treatment
groups received vitamin K antagonist therapy initiated within 72 hours after the first study drug
administration and continued for 90 £ 7 days, with regular dose adjustments to achieve an INR
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of 2 to 3. The primary efficacy endpoint was confirmed, symptomatic, recurrent VTE reported
up to Day 97. The efficacy data are provided in Table 12.

Table 12. Efficacy of ARIXTRA in the Treatment of Deep Vein Thrombosis (All
Randomized)

ARIXTRA Enoxaparin Sodium

5, 7.5, or 10 mg SC once daily 1 mg/kg SC every 12 hours

Endpoint N =1,098 N=1,107
n % (95% CI) n % (95% CI)
Total VTE® 43 3.9% (2.8,5.2) 45 4.1% (3.0, 5.4)
DVT only 18 1.6% (1.0, 2.6) 28 2.5% (1.7, 3.6)
Non-fatal PE 20 1.8% (1.1, 2.8) 12 1.1% (0.6, 1.9)
Fatal PE 5 0.5% (0.1, 1.1) 5 0.5% (0.1, 1.1)

VTE was a composite of symptomatic recurrent non-fatal VTE or fatal PE reported up to Day
97. The 95% confidence interval for the treatment difference for total VTE was: (-1.8% to
1.5%).

During the initial treatment period, 18 (1.6%) of patients treated with fondaparinux
sodium and 10 (0.9%) of patients treated with enoxaparin sodium had a VTE endpoint (95% CI
for the treatment difference [fondaparinux sodium-enoxaparin sodium] for VTE rates: -0.2%;
1.7%).

14.7 Treatment of Pulmonary Embolism

In a randomized, open-label, clinical trial in patients with a confirmed diagnosis of acute
symptomatic PE, with or without DVT, ARIXTRA 5 mg (body weight <50 kg), 7.5 mg (body
weight 50 to 100 kg), or 10 mg (body weight >100 kg) SC once daily (ARIXTRA treatment
regimen) was compared to heparin IV bolus (5,000 USP units) followed by a continuous IV
infusion adjusted to maintain 1.5 to 2.5 times aPTT control value. Patients with a PE requiring
thrombolysis or surgical thrombectomy were excluded from the trial. All patients started study
treatment in hospital. Approximately 15% of patients were discharged home from the hospital
while receiving ARIXTRA therapy. A total of 2,213 patients were randomized and 2,184 were
treated. Patients ranged in age from 18 to 97 years (mean age 62 years) with 44% men and 56%
women. Patients were 94% Caucasian, 5% black, and 1% other races. Patients with serum
creatinine level more than 2 mg/dL (180 micromol/L), or platelet count less than 100,000/mm?’
were excluded from the trial. For both groups, treatment continued for at least 5 days with a
treatment duration range 7 + 2 days, and both treatment groups received vitamin K antagonist
therapy initiated within 72 hours after the first study drug administration and continued for
90 + 7 days, with regular dose adjustments to achieve an INR of 2 to 3. The primary efficacy
endpoint was confirmed, symptomatic, recurrent VTE reported up to Day 97. The efficacy data
are provided in Table 13.
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Table 13. Efficacy of ARIXTRA in the Treatment of Pulmonary Embolism (All
Randomized)

ARIXTRA Heparin
5, 7.5, or 10 mg SC once daily aPTT adjusted IV
Endpoint N=1,103 N=1,110
n % (95% CI) n % (95% CI)

Total VTE® 42 3.8% (2.8,5.1) 56 5.0% (3.8, 6.5)
DVT only 12 1.1% (0.6, 1.9) 17 1.5% (0.9, 2.4)
Non-fatal PE 14 1.3% (0.7, 2.1) 24 2.2% (1.4,3.2)
Fatal PE 16 1.5% (0.8, 2.3) 15 1.4% (0.8, 2.2)

a

VTE was a composite of symptomatic recurrent non-fatal VTE or fatal PE reported up to
Day 97. The 95% confidence interval for the treatment difference for total VTE was:
(-3.0% to 0.5%).

During the initial treatment period, 12 (1.1%) of patients treated with fondaparinux
sodium and 19 (1.7%) of patients treated with heparin had a VTE endpoint (95% CI for the
treatment difference [fondaparinux sodium-heparin] for VTE rates: -1.6%; 0.4%).

16 HOW SUPPLIED/STORAGE AND HANDLING
ARIXTRA Injection is available in the following strengths and package sizes:
2.5 mg ARIXTRA in 0.5 mL single-dose prefilled syringe, affixed with a 27-gauge x
2-inch needle and an automatic needle protection system with blue plunger rod.
NDC 0007-3230-02 2 Single Unit Syringes
NDC 0007-3230-11 10 Single Unit Syringes
5 mg ARIXTRA in 0.4 mL single-dose prefilled syringe, affixed with a 27-gauge x
Y2-inch needle and an automatic needle protection system with orange plunger rod.
NDC 0007-3232-02 2 Single Unit Syringes
NDC 0007-3232-11 10 Single Unit Syringes
7.5 mg ARIXTRA in 0.6 mL single-dose prefilled syringe, affixed with a 27-gauge x
Y-inch needle and an automatic needle protection system with magenta plunger rod.
NDC 0007-3234-02 2 Single Unit Syringes
NDC 0007-3234-11 10 Single Unit Syringes
10 mg ARIXTRA in 0.8 mL single-dose prefilled syringe, affixed with a 27-gauge x
72-inch needle and an automatic needle protection system with violet plunger rod.
NDC 0007-3236-02 2 Single Unit Syringes
NDC 0007-3236-11 10 Single Unit Syringes
Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F).

17 PATIENT COUNSELING INFORMATION
See FDA-Approved Patient Labeling (17.2)
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17.1 Patient Advice

If the patients have had neuraxial anesthesia or spinal puncture, and particularly, if they
are taking concomitant NSAIDS, platelet inhibitors, or other anticoagulants, they should be
informed to watch for signs and symptoms of spinal or epidural hematomas, such as tingling,
numbness (especially in the lower limbs) and muscular weakness. If any of these symptoms
occur, the patients should contact his or her physician immediately.

The use of aspirin and other NSAIDS may enhance the risk of hemorrhage. Their use
should be discontinued prior to ARIXTRA therapy whenever possible; if co-administration is
essential, the patient’s clinical and laboratory status should be closely monitored. /See Drug
Interactions (7).]

If patients must self-administer ARIXTRA (e.g., if ARIXTRA is used at home), they
should be advised of the following:

e ARIXTRA should be given by subcutaneous injection. Patients must be instructed in the
proper technique for administration.

e As with all anticoagulants, the most important risk with ARIXTRA administration is
bleeding. Patients should be counseled on signs and symptoms of possible bleeding.

e It may take them longer than usual to stop bleeding.

e They may bruise and/or bleed more easily when they are treated with ARIXTRA.

e They should report any unusual bleeding, bruising, or signs of thrombocytopenia (such as a
rash of dark red spots under the skin) to their physician [see Warnings and Precautions (5.1,
5.4)].

e To tell their physicians and dentists they are taking ARIXTRA and/or any other product
known to affect bleeding before any surgery is scheduled and before any new drug is taken
[see Warnings and Precautions (5.1)].

e To tell their physicians and dentists of all medications they are taking, including those
obtained without a prescription, such as aspirin or other NSAIDs. [See Drug Interactions (7)].

Keep out of the reach of children.

17.2 FDA-Approved Patient Labeling

Patient labeling is provided as a tear-off leaflet at the end of this full prescribing
information.

ARIXTRA is a registered trademark of GlaxoSmithKline.

@Glaxnfrmith Kline

GlaxoSmithKline
Research Triangle Park, NC 27709

©2010, GlaxoSmithKline. All rights reserved.
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PHARMACIST-DETACH HERE AND GIVE INSTRUCTIONS TO PATIENT

PATIENT INFORMATION
ARIXTRA® (Ah-RIX-trah)

fondaparinux sodium injection

Read the Patient Information that comes with ARIXTRA before you start taking it and each time
you get a refill. There may be new information. This information does not take the place of
talking with your doctor about your medical condition or your treatment. If you have any
questions about ARIXTRA, ask your doctor or pharmacist.

What is the most important information I should know about ARIXTRA?

Certain medical procedures involving the spine, such as an epidural (pain medication given
through the spine), spinal anesthesia, or spinal puncture, may be used during your hospital stay.
If you need any of these procedures while receiving ARIXTRA, heparins, heparinoids, or low-
molecular weight heparins (anticoagulants), you may be at risk for having a blood clot
(hematoma) in or around your spine. This type of clot is very serious, as it can cause long-term
and possibly permanent paralysis (loss of the ability to move).

If you receive ARIXTRA after an epidural or spinal anesthetic is used, as the anesthesia for your
surgery, your doctor will watch you closely for problems with feeling (sensation) and being able
to move. Tell your doctor right away if you have any of these signs and symptoms, especially in
your legs and feet:

e tingling

e numbness

e muscle weakness

Because the risk of bleeding may be higher, tell your doctor before taking ARIXTRA if you:

e are also taking certain other medicines that affect blood clotting such as aspirin, an NSAID
(for example, ibuprofen or naproxen), clopidogrel, or warfarin sodium.

¢ have bleeding problems.

e had problems in the past with pain medication given through the spine.

e have had surgery to your spine.

e have a spinal deformity.

What is ARIXTRA?

ARIXTRA is a prescription medicine that “thins your blood” (also known as an anticoagulant).
ARIXTRA is used to:
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e help prevent blood clots from forming in patients who have had certain surgeries of the hip,
knee, or the stomach area (abdominal surgery)
e treat people who have blood clots in their legs or blood clots that travel to their lungs

It is not known if ARIXTRA is safe and effective for use in children younger than 18 years of
age.

Who should not take ARIXTRA?

Do not take ARIXTRA if you have:

e certain kidney problems

e active bleeding problems

e an infection in your heart

e low platelet counts and if you test positive for a certain antibody while you are taking
ARIXTRA.

People who weigh less than 110 pounds (50 kg) should not use ARIXTRA to prevent blood clots
from forming after surgery.

What should I tell my doctor before taking ARIXTRA?

Tell your doctor about all of your medical conditions, including if you:

¢ have had any bleeding problems (such as stomach ulcers)

e have had a stroke

¢ have had recent surgeries, including eye surgery

¢ have diabetic eye disease

¢ have kidney problems

¢ have uncontrolled high blood pressure

e have a latex allergy. The packaging (needle guard) for ARIXTRA contains dry natural rubber.

e are pregnant. It is not known if ARIXTRA will harm your unborn baby. If you are pregnant,
talk to your doctor about the best way for you to prevent or treat blood clots.

e are breast-feeding. It is not known if ARIXTRA passes into breast milk.

Tell your doctor about all the medicines you take including prescriptions and non-prescription
medicines, vitamins, and herbal supplements. Some medicines can increase your risk of bleeding.
Especially tell your doctor if you take:

e aspirin

e NSAIDS (such as ibuprofen or naproxen)

e other blood thinner medicines, such as clopidogrel or warfarin

See “What is the most important information I should know about ARIXTRA?” Do not start
taking any new medicines without first talking to your doctor.
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Know the medicines you take. Tell all your doctors and dentist that you take ARIXTRA,
especially if you need to have any kind of surgery or a dental procedure. Keep a list of your
medicines and show it to all your doctors and pharmacist before you start a new medicine.

How should I take ARIXTRA?

e Take ARIXTRA exactly as prescribed by your doctor.

o ARIXTRA is given by injection under the skin (subcutaneous injection). See “How should I
give an injection of ARIXTRA?”

e If your doctor tells you that you may give yourself injections of ARIXTRA at home, you will
be shown how to give the injections first before you do them on your own.

e Tell your doctor if you have any bleeding or bruising while taking ARIXTRA.

e [f you miss a dose of ARIXTRA, take your dose as soon as you remember. Do not take 2
doses at the same time.

e If you take too much ARIXTRA, call your doctor right away.

e Do not use ARIXTRA if:
e the solution appears discolored (the solution should normally appear clear),
e you see any particles in the solution, or
e the syringe is damaged.

What are possible side effects of ARIXTRA?
ARIXTRA can cause serious side effects. See “What is the most important information I
should know about ARIXTRA?”

e Severe bleeding
Certain conditions can increase your risk for severe bleeding, including:
-some bleeding problems
-some gastrointestinal problems including ulcers
-some types of strokes
-uncontrolled high blood pressure
-diabetic eye disease
-soon after brain, spine, or eye surgery

e Certain kidney problems can also increase your risk of bleeding with ARIXTRA.
Your doctor may check your kidney function while you are taking ARIXTRA.

e People undergoing surgery who weigh less than 110 pounds. See “Who should not
take ARIXTRA?”

e Low blood platelets. Low blood platelets can happen when you take ARIXTRA.
Platelets are blood cells that help your blood to clot normally. Your doctor may check
your platelet counts while you take ARIXTRA.

You may bruise or bleed more easily while taking ARIXTRA, and it may take longer
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than usual for bleeding to stop.
Tell your doctor if you have any of these signs or symptoms of bleeding while taking
ARIXTRA.
-any bleeding
-bruising
-rash of dark red spots under the skin
e Allergic reactions. See “What should I tell my doctor before taking ARIXTRA?”

Other side effects include:

¢ Injection site reactions. Bleeding, rash, and itching can happen at the place where you inject
ARIXTRA.

e Low red blood cell counts (anemia). Your doctor may check your red blood cell counts
while you are taking ARIXTRA.

e Increased liver enzyme test results. Your doctor may check your liver function while you
are taking ARIXTRA.

e Sleep problems (insomnia).

These are not all the possible side effects of ARIXTRA. Call your doctor if you have any side
effects that bother you or don’t go away.

Call your doctor for medical advice about side effects. You may report side effects to the FDA at
1-800-FDA-1088.

How should I store ARIXTRA?

Store ARIXTRA at room temperature 59°F to 86°F (15°C to 30°C). Do not freeze.
Safely, throw away ARIXTRA that is out of date or no longer needed.

Keep ARIXTRA and all medicines out of the reach of children.

General information about ARIXTRA

Medicines are sometimes prescribed for purposes other than those described in patient
information leaflets. Do not use ARIXTRA for a condition for which it was not prescribed. Do
not give ARIXTRA to other people. It may harm them.

This leaflet summarizes the most important information about ARIXTRA. If you would like
more information, talk with your doctor. You can ask your doctor or pharmacist for information
about ARIXTRA that is written for healthcare professionals. For more information about
ARIXTRA, go to www.ARIXTRA.com or call 1-888-825-5249.

What are the ingredients in ARIXTRA?
Active Ingredient: fondaparinux sodium
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Inactive Ingredients: sodium chloride and water for injection

How should I give an injection of ARIXTRA?

ARIXTRA is injected into a skin fold of the lower stomach area (abdomen). Do not inject
ARIXTRA into muscle. Usually a doctor or nurse will give this injection to you. In some cases
you may be taught how to do this yourself. Be sure that you read, understand, and follow the
step-by-step instructions in this leaflet, on how to give yourself an injection of ARIXTRA.

Instructions for self-administration

The different parts of ARIXTRA safety syringe are:

1. Rigid needle guard
2. Cap

3. Plunger

4. Finger-grip

5. Security sleeve

Syringe BEFORE USE

1. Wash your hands thoroughly with soap and water. Towel dry.

2. Sit or lie down in a comfortable position.
Choose a spot on the lower stomach area
(abdomen), at least 2 inches below your belly
button (Figure A). Change (alternate) between
using the left and right side of the lower
abdomen for each injection. If you have any
questions talk to your nurse or doctor.

Figure A.

3. Clean the injection area with an alcohol swab.

4. Hold the security sleeve firmly in one hand.
Pull off the cap that protects the plunger
(Figure B). Discard the plunger cap.

Figure B.
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5. Remove the needle guard, by first twisting it
and then pulling it in a straight line away
from the body of the syringe (Figure C).
Discard the needle guard.

To prevent infection, do not touch the needle
or let it come in contact with any surface
before the injection. A small air bubble in
the syringe is normal. To be sure that you do
not lose any medicine from the syringe, do
not try to remove air bubbles from the
syringe before giving the injection.

Figure C.

6. Gently pinch the skin that has been cleaned
to make a fold. Hold the fold between the
thumb and the forefinger of one hand during
the entire injection (Figure D).

7. Hold the syringe firmly in your other hand
using the finger grip. Insert the full length of
the needle directly up and down (at an angle
of 90°) into the skin fold (Figure E).

8. Inject all of the medicine in the syringe by
pressing down on the plunger as far as it
goes. This will activate the automatic needle
protection system (Figure F).

Figure F.

9. Release the plunger. The needle will
withdraw automatically from the skin, and
pull back (retract) into the security sleeve
where it will be locked (Figure G).

T Figure G.

Follow the instructions given to you by your nurse or doctor about the right way to throw
away used syringes and needles. There may be state laws about the right way to dispose of

used syringes, needles, and disposal containers.

ARIXTRA is a registered trademark of GlaxoSmithKline.
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M 2 WK E D B EZ N0 H D, FHICHT HAEZ TEL TWL5LEICIE. Zhbo
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1 hEE - R
1.1 REPFHARILALEED FRA
TV A NFUE, MilARERIE (PE) ICESBZNOH DS, LT OBREICET 5 RS IR
JiE (DVT) OFFhiziis e 5,
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o [RBARNE S HTT B
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2 R - A&

TUVITANTB#MOERELITERNEELRE LW E, TV ARNTIIRTERGORET S,
21 REEAETEITFEAT. REIEERNTE - (KR EE R AT T 0 REP RS AR AR IE T /s

I BAERE T i, I BASEHIN £ 72 13RI Ei B HA A TR (S 2 T U 7 X b T OHERE L -
MEE, (EmfEE%, 25mg 1 B 1 [EIE FRE5THD, PG I3H% 6~8 Bif#%IcITH 2 &, i
% 6 R 23 3 5 LLATZ B 5- L 723545 121% major bleeding DFEEL Y X 7 BWEIRT 5, @ . TREK
BEHIEIX 5~9 A CTH 5, 7eds. EERREBR CI3RE 11 BB OIEEIMTOIT,

P BAE B T BT T B TlX, S BICKE 24 B OREM TR G /HER SN D, RBEEIE T
FAMAITRE 2515 & LZBRRBRCIL, AT 32 Ao (A LT OThn&s) »™Mrb
Wiz ( [BHlL O EOEE) (5.6 H) . TEIEH) 6 5H) . L ThK&GE (14 )
2HE)

2.2 [EERFNEITRO R RRIKMASEE R

BRI TRRF IR 27 U 7 A2 N7 OHESERE - AElL, kA%, 2.5mg 1 B 1 [EIE T
5Ch5, WIEES13h 6~8 FEMRIZITH 2 &, itk 6 FEMINRGE T 2 LIRNc & 5 L= B A 12X
major bleeding MFHLY A 7 NIRRT 5, W, IREGRGEHIFIL 5~9 A TH Y | EARRER Clik
£ 10 HEIZ 7= 0 AR &G S iz,

23  REPEEARMASEE £ & Uhhiln4e EARAE DA

BMEEGNE DVT B B L ORMERME PE BT 27V 7 2 b7 OHESEME - &L Smg
(RE 50kg A5) . 7.5mg (KE 50~100kg) . F721% 10mg (KE 100kg #) 1 H 1 [BIf FH& 5T
b5 (KA L DIREROHE - HE) . VA7 7 U N U LAOPFHES %2 FIRERBR Y F I,
HE R2RFMUNICEGET 528, 77 AT OREIIREE S A, TR0 bRENRA#& 512 X
LPUEEETEM (INR 2~3) 2R SN D £ Tk 2. @H ., AFORGHMIZ S5~ AMTH 2,
7B, BERRER CIIRE 26 AlO® G M MTbh: ( [BEELL O EOZEE) (5.6 H) . 1F
EH) (6H) . BLO Tk (14 18) BH)

24 HEE

BE~PEEOEEDH 2 BE IO ONTIR, HERGERROIEMERET — & 2S5 L HER
HITHESE S22, EEOFEEFICSIT 2EMBERET — X I3F o TRy, IFEEOH 5 B
X7V 7 A RNZIZEDIEETICRICHM AR Z LT WRlEEMER H D, 2 b OBRF I L TiEH
MmO - SR Z BRI T D2 ( THEERE) (124 H) 28
25 EALOEFE

TUZARNTERANL, | BEESOBEENS T SN, $H LS B BBL IR E (el
) FETL 74 R v LTREEND, TV Z A M TIIRTEFICLVES L, AN
HERHLTERGRY, TV ZARNTIEEMOFERO T THEHINDZ &, EMAED EHW L, 2
O FEFOLTFIZONWTIIBEZ T - BEICRY . BOEHFLTIWEAE LD D,

BEITHNL S, WRIRICE COREMEENRBDO NN L AR T &,

L7 ANV U UEAROERROBREZBT S0, BEHANCV Y VUM bRIBOBREEZIT
bz &, EFBMEEZ T (B2 IXE4G ORMIE 7 X BAIERE e SI2ZET LC) | AERERKIC
HEHT 5,



TV AT ORI

1.
2.

TESTE I DFmi 2 7 L 2 — Vi TR <,
TIUoTV Y —F XY v T ERLo TRV (K1) .

RIOFTYY o VEaaEE L, b o —FOFTHENE D S— (FEMEOENEHEED —
R) ZWggt & o m (|0 ) (2B, ESRSEI A= ER#ENS o T <ICh E@EEL T
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Fgure 2
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[Figure 5
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3 ABBLUSE
1 BG5S ORERNFTEINEZT LT 4NV RV Y DT, 742 F ) X7 A 25mg, Smg,
7.5mg. 77203 10mg DWTHhrE2EHT 5,

4 ®2
TV ANZIEUTOBEICIEIRE L IR B0,
o FEDOEEE (VLT F=22UT T 30mL/min Kii) Db bHHEE ( [EHE L R L
DVEE)  (5.2H) L HFHEH~DIEN]) (8.6 H) ZHE)
e il (major bleeding) 737 Hi 5 HEHE
o HIEMELER OBRE
o T3 AU X AF YT AIEAE T T in vitro HUILIMHUARR A B o i/ MRS D JE R
o {KHE 50kg RiDBHE (FIRMARIERIED TR &G & T D56 DH)  ( [ZEELL O Lo
EE (5.3H) B,

5 EEBSUEALDER
5.1 Hiin

FERMDH D I REO MRS, ISEEEGMER L O B E R AR, it
ay bu—/LRBOGEME, BERFMEMRBE, 723, D 2 O IEIREO FIRERS 2 &, Hi
VDAZPERLTWDLBEEIIET V7 A ST REEBICKET 2L, £, (MoOBEEZEOHFH
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PEOIEROIVEBIARE S CWD  ( TFIEH) 6.5 ) 25
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BEEM e 5-REH (n/N) (n/N) (n/N) (n/N)
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54  M/MEBAE
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O DOUEZAT 5 BIFITH L TiE, MRREE OB - RO A BIET 52 L, ie TR higE
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BRI RBR IRk 2 e et T CEM SN D720, & HHANTEET 2 EEIRHBR TR O b V7= BIEH S EL
MBI OERKER TRDO LN BBR L ERELERT 5 Z L ixTE RV, £, BRRBR TORIE
FFEBUR DN EEROIRIRBIGI BT 2HBBE L K L T\ D EIER L 20,

UUToORWERE#RIL, KBS ST, IBEIEiEaifr. BB Tl £ 72 135 I 7 B % xt
Gl U7c it EER . 72 & QNCEEERIRINARAE (DVT) I X OVififiAe 284 iE (PE) O1R¥E & i ik
ET DR CT U 7 A b7 285 SN BE 8877 FlOT — X IZHSNTW5D, Ziuh Dl
IRKFRBRIZLL T ORBRN 70 5,

o JEITHAM ELUGEER 2 3 5 (n=989 i)

o T XYY S YT LERREE L 3D T USRI IR AR ZERRE (VTE) TRARER 4
AR (n=3616 ) . KM VIE PRIEER 1 58k (n=3271) . BLOXALTNY o F R U L%
XFRRE & 3 2 SR IRERER 1 3R (n=142561) .

o DVTDOipiEa B & T2 HESHER 1 5 (n=11141) 3L DVT OIEFELHE LT /¥
PoRY U R U LA RS L 5 SR R 1 3R (n=1091 $1))

o PEDIREAZBHHIE LN o Ze st BEE &7 2 F28ie FEEAER 1 38 (n=1092 151))

6.1 Hiin

TV AR TEEHMBETIZE - &L Z<BOONTENERITIHINSESIHE Ch o7z ( [BEBL
MEH] LOVEE) (5.1 H) ZH)

BB EITEN, AxBIENEHAIN I X OVEERE BT - AR BIENE 9T Tk, ik BEEN E I £ 72 13RS
BN EITREZRRE LT V7 A T 2.5mgiE A2 BT 2% iR T E S 472 major
bleeding FE: DF B A K 2 |Z/RT,




®2 BREEHEHFFH. REMERNTS S UVREMERTRITEEEARE L RIEALEHEXNRE

HERTROoh-Hm

T T-Bh B85
(%% 1~7+£1 B H) (ffi#% 8~28+t2 H H)
TUVIZALZ TIIARANT 7R
25mg1 A 1E | =/F %"V | 25mgl A 1[E 18 1[E
ET#&S5 FrY LN ET#&S5 K T#&S5
N=3,616 N = 3,956 N =327 N =329
Major bleeding® 96 (2.7%) 75 (1.9%) 8 (2.4%) 2 (0.6%)
e BEE BT R TR | 18/831 (2.2%) 19/842 (2.3%) 8/327 (2.4%) 2/329 (0.6%)
1 B i T A A T ER 67/2,268 (3.0%) | 55/2,597 (2.1%) — —
A BE i AT A TR 11/517 (2.1%) 1/517 (0.2%) — —
FHENEH i 0 (0.0%) 1 (<0.1%) 0 (0.0%) 0 (0.0%)
fE BRI D FEBLFEM: H if. 0 (0.0%) 1 (<0.1%) 0 (0.0%) 0 (0.0%)
i K 5 iFl 12 (0.3%) 10 (0.3%) 2 (0.6%) 2 (0.6%)
BI >2¢ 84 (2.3%) 63 (1.6%) 6 (1.8%) 0 (0.0%)
Minor bleeding® 109 (3.0%) 116 (2.9%) 5(1.5%) 2 (0.6%)

xR N T AORE - HE 30mg 12K & E1X40mg 1 H 1[E

O e B E T RN T A~ OB TR KGR

¢ Major bleeding & 1ZERIRIIIZH] & 232 L Thd - T, (1) BB, (2) BRREHRAL (B 2 1383
L R, IRPY. DI, EBE. BIBANZR L) o, 3) FrEMioBEFMi a2k Hifn, /-
3@ Hififg% (BD) =2 OWFNnciz 45 i & & Lz,

COBIZ2 ¢ [AfE o iR s AR BRI A B (R — (g ]) ~E e el (g/dl) ]
OFHERITTRD D HiMfEE (B) =2 ORI < BAMEH

¢ Minor bleeding & 1%, BER TITZ2WERRAZH &3 i & &R LT,

P BAEH BT, MBS BN, i BAE LT A T B R G 0D 3 T D MR b PR T 11 3 5 e IR
ABRIZH 1T D Major bleeding FHLHZ, 7V 7 A~ T OWEIEE B ICITHO - BEICREE LT,
FITE TH 0 B HIER G- £ CORFMBNZ T LTz, ZO0HIZE1T % Major bleeding DI,
Ttz 4 WRERIRG CTlX 4.8% (5/104) | 4~6 FFfH Tix 2.3% (28/1196) . 6~8 KFfE] TIiE 1.9%
(38/1965) T -7z, RERTIL, Major bleeding DIE & A E (75%) (X 4 HLAWIZHI L T
77

BEERFMT - M T B RO MIERA KRBT, 7V 27 A7 25mg 1 H 1 [F#&5
(n=1443 f)) & X730 > 5000 EEEHAL TU) 1 H 1 [BRG (n=1425 1)) % iget Lz,
MOFBHEZE 3R T,




®3 BERFHRITEEEARE LIEERTEHONAHM

TYVIANT TNENRYF R T A

25mg1 A 1EEZTF&RE 5000IU 1 A 1 [EE FT#&5
N = 1,433 N = 1,425
Major bleeding” 49 (3.4%) 34 (2.4%)
B A H 1. 2 (0.1%) 2 (0.1%)
FERFEAL D FEBBENE H 1f. 0 (0.0%) 0 (0.0%)

Z DA DO IEEIENE Major bleeding

FTERAL 38 (2.7%) 26 (1.8%)
FTERAL LIS 9 (0.6%) 6 (0.4%)
Minor bleeding” 31 (2.2%) 23 (1.6%)

*  Major bleeding & 1%, (1) BSEMEMIN, (2) 16RE B & T 2 FTERAL O i, (3) FIERAL LA O fE
BREAL (B A TEAEN, ZIE, IR, O, B, BIENZRE) oimd L<IIEREET D
i, E72i3HimiES BD A2 koim e ELLE,

> Minor bleeding & 1%, TR TIZZ2WERRIICH 27 i & E5 L7-,

7 U7 AN T ERFIWIE G D5 ORFRIFE B A 72 major bleeding DFELR TR DO LY T
ool 6 RFfIAm 3.4% (9/263 f51) | 6~8 IFfi 2.9% (32/111241)

REPESARMARSE & & UHhMiS EIRFEDAE : 7 UV 7 A b 7 HEFFIOIRE % 52T I-DVT/PEIEHE G K
ABR TS SN OBIRE E 4177,




&4 FEPRRIRIMARSE & & UMRMi2EISEDARSARTED oh - *

~NY
T ) FHNY F (aPTT IZ)5 U CTHE
TUVIZARZ FU DA FEN) BARAR S
N =2,294 N=1,101 N = 1,092
Major bleeding” 28 (1.2%) 13 (1.2%) 12 (1.1%)
EFEMEH I 3 (0.1%) 0 (0.0%) 1 (0.1%)
fERERAL D FE B 3(0.1%) 0 (0.0%) 2(0.2%)
H .
SHZE N H I 3 (0.1%) 0 (0.0%) 1 (0.1%)
7 NE R H 1. 0 (0.0%) 0 (0.0%) 1(0.1%)
Z O D EER I B 22 (1.0%) 13 (1.2%) 10 (0.9%)
B 7 i ©
Minor bleeding” 70 (3.1%) 33 (3.0%) 57 (5.2%)

YOI OFEBLER & ITIEEREIC X SR (7 A/ ORBIRAZEEL TV, 2k, 1RBEY)

[l $e 5-4% 72 RERILANIZ B4 X o KAEPIEEIC K D 1R b BlfA Siu7z,

Major bleeding & (3, EERAVICHA &3 72 il Tdh > T, 70/ FEIIFTIEITE D HifL, R
(BHZEN, %I, RN, 86, OB, BIBR L) o, ~F27 v i 2g/dL UL EOK T %

S L, & 2 WIFIEMEARIMER & U < 14z 2 BALLL B ot 2 245 Hiifn & E % LT,

¢ ANEZ 1\ A 2g/dL LA EOIRT A IRIMERILER S 7213 2 BAAZLL_Eosi & ES 5 7,

FEITEONTINTREE T DRI LR i Z v 5,
4 Minor bleeding & 1%, TR TIZZRWERRAICH S i & E5 L7-,

6.2 RBFRE
TUZARNTORTEFICEY  BEORTG GEFEALHIM, FEHEA R, ESEALE 5
FERG) DRBTDHZENH D,
6.3 MFF7I/ PSR T5—EDOLER

72 A OEAEZAACENTE TRV T, Y E FRO 352227 AT I UBT I/
FZ7vA2727—8 (AST) BEORT 7=07/ b7 A7 =27—F (ALT) OJEFEMED L5
N7 V7 ARN725mg 1 B 1EEGEEOZNZI1.7%8 LW 2.6% 0 BH THE S zolzxt LT,
T XHRY o R Y A 30 mg 12 LI 1 EIBEGREE 1T 93U 7 U DA 40 mg
1 H 1 [EBGRECBIT 2HERIIZNEN 32%B L 3.9%TH -7, AST BELW ALT O _EH 37T
WHTHY, EVALECOEREZEI ZLFENTHD, BEYTHREBRTIE, TV ZART 25 mg
FEL 7T BRI T ASTIEEB LN ALT HICA B ZITRD o7,

DVT/PE {6 B R FRERIZ W T, Mg DIEH ERIEZ 3 500 B ERID 7 287 % U (AST) B &
N7 7=r (ALT) 73/ b TV A7 =27 —VOBEERMED EFN, 7TV 7 A M TEERTERE
0.7%B L R13%ICHESNTWD, —FH, =/ % U F hU 7 A Imgkg 12 K] Z & #5102
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£ % DVT {BEERRBRICB O TIZENZI 4.8%3 LY 12.3%, aPTT I X HEFAFI L=~ v
12 & D PE VBB TIXZE NN 2.9%B L X 8.7%ICHEI N TV D,

T 7oA77 27 —BOREIL, L, FIEE, 3 X O e 2R AE O8I I E
ECTHHLOT, 7TIVIZ AT REDFEANZ LD EHOMRIZITEEEES D,
64 ToOfOEIERA

W BAER B Filr, IxBISEEIN, £ I3RS ERIN T EE 2R & LICRRRBRTT Y 7 2
N ZREPICRR L2 OMOBWER 23 512571,

K5 REAEEHFFH., REAMERNT, SLURBHERFETEEZNRE L-RIEAELEE
AR TRD oM =EHER

JEEA T8 E#TF
(i 1~7+1 HE) (#f7#% 8~28+2 H B)
TVIANT TUVIJRAKNT
25mgl H1EKE | = /%9 Y | 25mgl B 1EKE | 7&K 18 1[E
BIVEH THE FrYTHDP T#E R T#&E
N=3,616 N =3,956 N =327 N =329
25 ifi 707 (19.6%) 670 (16.9%) 5(1.5%) 4 (1.2%)
AR 179 (5.0%) 214 (5.4%) 3 (0.9%) 1 (0.3%)
B e RN 161 (4.5%) 184 (4.7%) 2 (0.6%) 0 (0.0%)
A U ™7 A 152 (4.2%) 164 (4.1%) 0 (0.0%) 0 (0.0%)
FEMED F 0 131 (3.6%) 165 (4.2%) 2 (0.6%) 0 (0.0%)
s py 128 (3.5%) 137 (3.5%) 0 (0.0%) 0 (0.0%)
1B 1 £ 126 (3.5%) 125 (3.2%) 1 (0.3%) 0 (0.0%)
ST 113 (3.1%) 132 (3.3%) 4 (1.2%) 1 (0.3%)
AR RS © 112 (3.1%) 102 (2.6%) 0 (0.0%) 1 (0.3%)
i 103 (2.8%) 109 (2.8%) 7 (2.1%) 1(0.3%)
% Hi . 85 (2.4%) 69 (1.7%) 2 (0.6%) 2 (0.6%)

C RN NI AORYE - S 30mg 12K L. 721X 40mg 1 B 18]
BRI AT T R~ O R
KR E L LTa— M RS

R TN AT B x5k s KONk AR ZE420E  (VTE) JEHHER TR DV BIWEH O BL%E
kBt ROk KL OB TN MEST BE IR IC 1 2B & g L TR o 7,
JEXE AT B SRR TH - & b RBEE OFE - T-RIER I AIEY: (49%) TH VY,
VTE igfEalli Cld s tim (1.3%) Thoiz,
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6.5 THEREEEFARZR

THRARBE DT U 7 2 M ZHERAFICLL T ORWERR GRS LTV D, Zih ORIERITIEFEA
RIAFEZEMN S HERESNZLOTH D720, U7 L b RBBEE O LR HEECAF G & O
KIRBAR DRI TE % LIRS 720,

TR O ARBRIZ BT, ~ ) U RN MRIBE & RO RER & 53 2 A 2 £ 5 f/h
IR E DI HE SN TWD, Eio, RFIHEMELG% 3 L O oGRS & o & 5%
HI R A2 IEHALE Sy ba v AR T T AF VRO — @D R O 2N HE STV D
( [ZEB LR EoEE) (5.4 M)

7 EYEE{EHA

7 U7 A N7 ORRABRTIL, BOPUEEEIE (D77 U y) | M/ MREEMGIER %2 H3 2% 3
A (TEFAYYTFARE) | IEAT A FRURIEA] (ErXihb) BIXOUIF 20 L
Th, ZAUHENY X T Z2F MU U LAOEYEIRE )P TE A ERBIIA N hoT-, &
I, TUZARTIZIOALT 7V, TEFASIUFAE, Yaxd hhBLOYITx 03T
FERICEEZ RIZST, EFREBICB T2V IF v v OEYBREIC L B L KT IR o T,

I O fERRYE 2 R X &2 3ANL, PFHBEET b WGEE2RE, 7V 7 2 N 712X D100
WRANIC RS2 2 & OFAMREET DL WEEIZiE, HOFE\IZOWTEELREICEBEZE TS 2
& ( TEEBLOMEH EoiEg) (5.1 ) 2H)

vt MFIZ7 ey —2azH0We inviro RERTIE, 742430 X7 2 (200uM, 350mg/L) 1%
CYP2A6 (2557~ U v DKEE(LZ 17T~28%F5E L7z, Wit Lo 7 A V¥ A & (CYP1A2, 2C9,
2C19, 2D6, 3A4 B L 3E1) 1T DHERIL 0~16%ThH o7z, 74 F /)Y X7 A in vitro
IZFBWT CYP450 7 7 X U — (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2El & %\
X CYP3A4) 2F LLELRD S22 EDD, invivo IZBWTHLINLDT A VWA LEN LTz
REEEFIC L DAEREMH AN ZEZ S0 ETRISNDS,

T H R XTI AF Y AT ATIIPAOMEY X7 L1 & A EFER Lianizd, X X
JREREHIC L DM EERITAE L 20 e TFHISN S,

8 HHREE~OER
81 HEE~OEE

MR 72V —B: 742X /NU X7 AF MU ULAEIET v M 10mgkg/H (B MZBIT 5
FEIZE S HESEHEOK 326%) T, IRV FIC 10mgkg/ B (B MIBT HEERERIZES
SHESEFHE DK 65 1) £ TENTIL TG DAMEMERBRZ £t L7-fE R, AANTERT 5%
RHEREE LRI EE LRO bR 0T, LovL, dEmE xS L Lzl ho+45 72 bl FRGRER
ILEE STV, #iE VT A EERBR T — 2 0o/ L b e MBI AN E THITE
L EFRB WD KR DOEG~OEGIZH O NTHERIGEDHR LT 5T L,
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8.3 EEIB~DOEE

TAUHENY XTI ZAF N T AIRAYO T v NORHIBITT A Z BB b, L,
AFINE FORHICBITTE200E 2 0MIA LN TR, & hORILICITZ S OEBINBITT D 2 &
e AFNIRIISICIEE IR ET 5 2 L,

84 INR~ADOE®E

INRBFIZBIT STV 7 AN T OREME L UOHEIMEILMEN STV,

T U I AN ZEG RO MO ERMEIZARE S0kg KO AR THEMNT 5 Z &b, /NNEREI
TV I ARNTEEGTHHEITMMLOMERIEN LS FRICIEESND,  ( TEEBL O O
B (.33 =)

8.5 BEEE~NDEE

EERRBRICB W CElRE (65 ML L) IZROLNTT V7 A ST OFINET 65 mAlm OEAE
FIZB T DAEMEEZFEREE CTH-T-, LL, BEERAGEFROBEIUIMEIZLNEIN L=,
mEREICIT, HIE - HEICET 2 -F B LOOFHEE (Frlohti ) ICRRICERE 2 V72
b, ARIEEEBEICEGT DL ( [BEBLOEH EOEE) (.1 H) M) .

T HENY X AF R T AFEE L THIEE S L CHRE S D720, BHEREREEOH 5 B
TIHEARIORVERAREY 27 BNHERKTHAREMENH 5, ElmE I XBEHAENME T LT\ 5 /lEEMEN &
Wiz, AFIBREGRNICEEERELZERT D& (/28 4 H) . [BEELORFH DR
B (523, BLO THEKRHERE) (124 H) /)

W BAEEHr FIN, XBIS R, BB I IR RSB CREICT Y 7 A T 2.5mg A&
LA, TV A NFEREHITIIEERE LA EFROBBPMEIZ VML, 7V 7 A b
Z O R RER T 5 4172 major bleeding DHERBIFEHLHE 2 K 6 1T~ T,

£6 7UYRMEEHIZEITS Major Bleeding D EERFI FIREK

GS
65 AT 65~74 7% 75 Lk
% (FEHBIE nAEEN) % (n/N) % (n/N)
IS T 1.8% (23/1,253) 2.2% (24/1,111) 2.7% (33/1,277)
= iy 1.9% (1/52) 1.4% (1/71) 2.9% (6/204)
LS 3.0% (19/644) 3.2% (16/507) 5.0% (14/282)
DVT # X O PE DB 0.6% (7/1,151) 1.6% (9/560) 2.1% (12/583)

CRBAETE TR, RPAETEANT, o K OMRBIRTEMITIC BT D PR EISE & T 5,

8.6 BEFERE~DOERE
BIEREEEDOHDBETIX, TIVZANTDOZ VT T UANETT 5720, HILOGBRIENS K
5 ([H2) (4 B) BLO (BEEBLOEH EOEE) (5.2 B) 2H) , KEESHOBREIC
LU CIEEHELZEHNICRET S 2 &, IRFRTPICEEOREENKE LSS IIXE L ICAK O
BHEZRILTHZ L, AFIFIEE S, BHREERF CIIAKNC L 2HtEeEEM D 2~4 HIE (F7eb
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B RO 3~5 (500 E) FigiT 5 & B X i, BHEREREES CIIAR OEEERIL S HIZRE
WFEFGE T D ATREME N D D ( TEKRFERE)  (12.4 1H) M)
8.7 HEEFEERE~OERS

A OFREE (Child-Pugh 4338 B) MA D5 BHE & FREREN EF 2R 1TV 7 A hT
7.5mg ZHRIEZ TG L CHBBRF L TE Z A, IEMEES hr R 77 AF UF#, PTINR,
BLOT Uy F hryEVNIONRN—=RAT A U0 bOELEITMAEE BIZEFRBECThHoTo, 72721,
W DIFREE O b 5 BE TIXH M OFREL=R D TR IEH F1] & bt UCm < FRICERIMEAL £ 721X
HEREALICAE U BREDOMBEORBARIIFER TH 72, 2B, BEEOHEERFT BT 744
XY X7 ZADOEBEBEIIRF ST\ (T B 2.4 ) BLO TEIFKFERE (124
H) ZH)

10 BE®RS

T U I AN TZICHT DEMOMESNIT, TV AN ToBBERGIIHLEAIHNEEZE DB
ENND D, WEEGICERT 5 HMMEEHEN I LSS IC3AR oG 2k L, #@7eiE
WaBhT 5 &,

MR AL BITRIF RS IOV TE LN T — 25, MEN T TICAF OBRERDR 20% 54
HTEMRBEINTVD,

11 27N

TVIARTY (T H Y X7 ZAF DU T L) ERANE, 74 FRNYRTAF )T LEE
BT H2HERTH D, AANL, & Xa N AEEORRASHRILEAICTH D, 74 F ) X7 AF
U T AE, AFLO- Q-TAFT-6-0-ANVKR2-ANVKT 2 /-a-D-Z/LatT ) ) - (1-4) -
O- B-D-Znzavg /viyarfm - (154) -0- Q-T4F-3,6-T-0-A)VR-2-A)NVAKT 2/ -a-
D-Zvatv 7 /i) - (154) -0- (2-0-A/ViK-0-L-14 FEZ /i vyna ) - (154) 2-T 4%
V-6-0-ANVIR2-ANVKRT R J-a-D-Zvat’ T )R+ NI UL THD,

TR X7 AF R 7 LD FHIE C3HysN3NajOgSg T, 0 &I 1728 Th 5, #EiEX
Z UL TIZRT,

Q30,MNa CODMNa 050yNa 050Nz
0 0 ] 0 0
HO 0 0 (Mg

NHE0,Na 0K NHEO,Na 0S0LNa NHSONa

TV A NI, WE, RIFAIERMOESNFE L Tifa S, KTEREICHWbR, TV 7
Z N7 OFEF A HEEIF G AN IE A B2 2@ 5 2 H S THR Y . 0.5mL 12 2.5mg 7 4 v F
WYX T AF RY A 04mL 12 5.0mg 74 XX X7 AF MY A 0.6mL (2 7.5mg 7 4 F
WYX T AF R TA 0.8mLIZ 10mg 7 4 > X /38U X7 25 MY 7 ABIOET N U A4S
WK &SR Z GTe, BRI, AL DT NTHEADOEHOWRAE T, pH X 5.0~8.0 TH 5,
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12 FRPREHE
121 {FRABF

Tx AR R AF N AOfUEIERIE. T F har e vl (AT 24 L7255 Xa A
FTOBRPAFIZL DD TH D, AT ERINMIZHEETHZEICLD, 74 F R X T ZAF b
U U L% ATIHZASK 2 » TV 2 5 Xa KO RFEMEZ IR 2 (8 300 £%) . FHXa KFoh
FNZ X0 igEEE O A r— RRHEr v, be BB XM OB RE S5,

T ENRYX I ZAF Ry AE bR E Y GEMEE TR T) 2 REEET2 2 &3 <, M
IMERE~DOIER RO HIL TR, HERHAEDO 7 + X XY X7 25 MY 7 A%, #IEEES
HUNEH MR IR L 2y,

122 Eh=®

PLEE Xall FIEME © 74 v F )0 X7 2F MU U AOIETEEAEEN IR, U Xalk TIEHEIC L D E
BlSNTe 7+ R X7 ZADOMBEFREIZIESNTND, 7+ F R0 X7 A%, HiXallliE %
BIECEAME—DOWMETHD, (XU B DWITES -~ COEBERERIT, 0 I
REYETHD, ) LIEENoT, 742 EZ RN RX T AF Y TLADFEMEIL, 74028 X7 AfEHE
fnDOmME TER S D, AFNOPUE X alk TIEMEITEMIRE O EF I T L, # 3 KR THoK
lIZET 5,

12.3 EYERE

WP e TG, 74 v XY X7 AF R Y o ATECDICERICRINE D (kiS4 47
XA TEUT £ 100%) o AEBHEEBREIZ, 742X X7 ZF MY 7L 25mgh HilE K T
L7ZREDC oyl d 0.34mg/LTHEHY 2 REEIRRICEIET D, 74 X80 X7 2 F MU U A 2.5mgiEd
FlZa 1 H 1 EERE Lo BE TR, EFIRIBO G i PR L% 0.39~0.50mg/LTH Y | #5493
iR ICBIET D, RO OBRF T, EHEIREOREMEFTEEIT 0.14~0.19mg/LTH 5, EE
PEVEHEL S UR ML ARFE 38 X O AR EARIEDBEIZ 7+ XY X7 2F FY 7 L% 5mg (KH
<50kg) . 7.5mg ({AE 50kg~100kg) . 10mg ({AE>100kg) 1 H 1 EH#5 L7k, (KEHIZS T Tl
BLUTHETE, T TORERGICB W TEFIRIED F &3 K OGAR A 5 L o0 SR 135 2L
LTz, ERIRBED fe i M PR EE 134 1.20~1.26mg/LOFH TH -7, 25 DERE TITE
HORBE D FeAR AT R 13 0.46~0.62mg/L T - 7=,

S EE I L OVERIRIE TRWIED BT O MERED T~1ILTH L Z EnbH LR I DT,
RN TlE, BIRNETITRZ TERG SN 74 R X7 27 U v A%, £& LTRSS
i L, MEIME~DOSAITDT N TH D, (SRR FIN-CBEETE I e TRE b, 74
Y HE R R ADREEEDSIAANRRD BTz, invitroTlE, 74 Z X0 X7 AF M) O AE, T
Fhur eI (AT EEEIC (DR b 94%) | ERICHEEST D08, T oMo miEs
VoY (/R 4 R [PF4] Z51e) &5 WITRMER S ITAEISHES LRV,

B EERBEWEEZETDATIE, BEEOKRITIIREERE LTRFICHEIE SN D 20, in
vivolZBIT B 7 2 ZR0 X7 ZOREHIRE ST,

HEE . ERRBHEREAZ AT DA TR, 74 v H N X7 AT EICRE LR E L TRPICHEN S D,
75 kLT ORIV T, &5 72 R E TIZT7 4 o H N X7 2O £ I IEERN
HiRIE G- EORK TIOBREE & U CTRPICHRE S D, IR 17~21 ] Th 5,
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124 HHEMR

BIEE . 74 Z N X7 20 EEYERE IR A DIR PR CH D Z L h, BEERET
X7 4 H R0 X7 ZAOPEMNRIEL 72D, FREIIBIET TTC BIEN 5 I B O T L2 %
TREFICBWNT, 742N X7 ADI VT 7 2 AXBHEREN IE 7 72 BB 1T Helk U Tl E R
fEE (7 L7 F=27 U7 7 A 50~80mL/min) %A % BE TIIMN 25%K <. FEEOREE
(VT F=027 07T A30~50mL/min) &H 7 5EE TIIA 40%, BEEOKEE (/L7 F=
7 VT T A<30mL/min) %A 7 5 EE TIEHK 55%IK< 2o T b, EEEARMARIEIRIE O B
IZBWTH, FREOBRN T 4+ R X7 ADT VT T AL BEEEOREDBICBZINT,
(125, @H) L [BEELE O EOREE) (5.2 ) 24)

RS - P ONFRES (Child-Pugh/33EB) OHLBHFIZT V7 A NT 7.5mgx B TG L7
E A, Codd K AUCH IFHERE EF B Lbf L CTEINLE I 22%3 LY 39%i8i7 L7z, aPTT,
PT/INR, 7> F har BB EDII)FHINT A—FDRX—=R T A U NEDOEALIZOWNTIE, T
REIEFHlE L O EEOIFREER & HIZIEFRBRE CTH -7, UEoT—#I2E3< &, 2L Ol
P FRE IO 2 BRSNS S vy, Lav L, PR o IFREE BE Tl i O 58 R A T
RERIEF W & i U Crse Ch oo ( [FBEM~DIEH ) 8.7 H) /) . BEOEEREICE
2574 H R0 X7 AOIEYENRE TG SAVTWRW (L - HE) 2.4 ) )

R NRBEIZBT D7 4 v F N X7 AOIEYEREIIRET S TV e,

(12855 (418), Bl L O EOEE) (5.3 H) BL TE~DERY ) (8.4 B)ZHE)
Bl 75 A HBETIE., T4 EA R X7 ZAOYMITEL 2D, T F N X7 AT b
U 72 2.5mgd T B A [l BB 4 T £ 7 I A I B B A b 1 TR TR L 72 AR BR T
TS EMADREORT VT 72 A%, 65 Al DIBE & TR 25%K0 > 7o, TRESERAR M2 SE
BIROBEIZBNTYH, FEEOBMERN 7 4 R X7 AD T VT 7 v A LERHOMICBE SNz
( [HHLEM~DREH ) 8.5 H) BH)

IRE SOkg R DBE © 7+ X NU X T ZAF NY T LDORZ VT 7 A%, (KE S0kgAim D BE T
ISR 30%IK T35 ( Tk HE) 233H) BLO 125 @ H) 2H)

PRI . 74 o Z XY X7 2F MY U AOFEPEIREIC, N L5 EREEITRD b,

AFE - ANFEIC K2 EPBNREOE W ZRETT Daim SR EUIERS TR, LarL, TYVT A
(AARN) FEFEHERE I L0 Ehi SRR Tk, AR & i U ¢, 3B 028 #hi
EWIXA LR o T2, FRRIC, BEARFINEZZTZBEANEAANBREONEES VT 7 AT HE
WEA B2 o T,

13 FERR R = ESER AHE
131 ERE. ZERMYE. SHEE - £EREE

Tk HENY X7 AF N T LAOFERMEE RET 5 BRI S T,

T ENRY X7 ZAF R UL, T A ZRBR, w7 R U SR (L5178Y/TK™) % v
HHTESRAE EAER, b Y OoSEREEEMI A VW A AR R RER, T o NI E WA RE
] DNA A% (UDS) R, BXL T v hEHWA/IERBRICBW TEBEEZ R~ o7,
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MERED Z » M7 > XX X7 25 U 7 A% 10mgkg/H (B MZBITHEEmRAEIZE S HE
TEHEOR 321%) ETHRE LD, MOZERER X OHED AFHRE~DOREITFE O b o1z,

14 EREREAER
141 BRESHERFHROLLERERBFHEE

W B A I BT TR 121 2 “EHEREFEAERBRTIZ, 7V 27 A M7 2.5mgl B 18 i
B BRI RE ~OBEISIARAROT ) TP oY v b U A 40mg 1 B 1R TS A g
L7z, At 1711 BIRNEEAL S h, 1673 BINRE A= T 7o, BEOFERIL 17~101 ik CF¥ 77
%) T, BME 25%., Lttt 75% Th o7, BED 9% HANT, 1%REDOMD NFETH -7, 2 FilH
UEOHRERCEELZRETERONMNMGEAT H2BFE, MG V7 F =R RED 2mg/dL
(180umol/L) % # % % /. M/MREAY 100,000/mm’ A D BE TR LB LT, T U 7 A B
7 O H1T 88%DIEFE T I (CFY 6 FFf#:) . =/ ¥ U U MU U LAOFEEIT 74%
DB TR S e (CFY 18 W) o miAlE &, 742 BIRG- &Mk L7z, EHiEE <
o HE kMR ZERIE (VTE) 1, 11 H B F TIZHlE S EmikinseE (DVT) Ok, BLO
JEGEMENG AR ZERRIE (PE) ORCERICIESEIMM L7z, £ 7 ICAEDIMEDOT — & 25908, KR EBR O
FUETTIE, 742480 X7 2AF U U ARETIX VIE BIEEDN 83%THV ., =/ FH /)
NU D ARED 19.1% & i LT, AIXHERED 56% Uiz (95%(EHEIXH : 39%, 70%; p<0.001) .
Major bleeding I£, 7 U 7 A N T8 EHT 22%, =/ FH Y F R TLEET 23% ThoT
( TEITER) (6.1 ) £H)

K7 BREAFEFFHRICAHASNIMBEREZRORWAFHICEITETIIR FSOREME

BT T-BhvE
(i 1~7HEBE X2 H)

TUVIANT )XY ANV F R TUL

FHmEHE 25mg 1 A 1EFTHRE 40mg 1 B 1 B T#5

FEHEBIER FEIEERY FENEBIER FEIER%

n/N* (95%CI) n/N* (95%CI)
VTE 52/626 8.3%" (6.3, 10.8) 119/624 19.1% (16.1, 22.4)
F_T® DVT 49/624 7.9%° (5.9, 10.2) 117/623 18.8% (15.8, 22.1)
U DVT 6/650 0.9%" (0.3, 2.0) 28/646 4.3% (2.9, 6.2)
JEWENE PE 3/831 0.4%° (0.1, 1.1) 3/840 0.4% (0.1, 1.0)

© N =Gl AT AR 2R AR BEE BT IR TIRE oS, Pl ATREZR A &L, BB o5 2%, AT
EOFN (T2bb, KEE B350 1 OBIfE I Filf) ZifTShzEE T, 11HAET
HRMER il S - BE L LT,

XYY b U T AREE R L7255 A O P E<0.001

¢ T X P NRYF RN DLAREELEGAEOPHE  AEERL
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142 BESIEFFROmEEREEERATHEE

FEMIELLEI BT, BB T BN T B 737 T Y Y A RT 25mg & 1 H 18l 71 H
W H- Uiz, #EE G miiiicirboniz, 737 #iF 81 filik, 3 @O —EsHRHMOEELLIC
W S 72U I S 7o, 326 filds KON 330 BN EA b SdL, EnENRT U A RT 25mg 1 H 1[H
HDHVNIT T EARN, ABEEIIART 2122 AMEG SN, BEOFENL 23 0D 96 % (F
¥) 75 %) T, BPE 29%., &M 71% Tho7o, BEIL 9% ANT, 1%B3ZDMOANFETH -7z,
2 UL EOSERICEEZ LI THEEOMEEZR T 28HF, BLOMEZ L7 F=REN
2mg/dL (180umol/L) % #A 2 2 BFIZHR ORI ST, EFHEE B TH 2 FRR Mk 242 E
(VTE) 1. B/EAILIL 24 H H £ CIOHE SN ESREIRMRE (DVT) Oftek, 3 K OVEGMEN
MARZERE (PE) OFLEKICHESEFHMIiEs N, R 8 ICAIMEDOT —F ZRmTN, 7+ XY X7
A2 MU T A EHDEMTPARECE T S VIERIERIX 14%THY . 77 BREED 35.0%& i LT,
FHRHERRERD 95.9% 0 L= (95%I5HEX I : [98.7; 87.11 , p<0.0001) ., 7V Z A FZI2LD 3
W DO F AT B o258 & 7172 major bleeding DIEFRITT U 7 A b TRE 2.4%. 77 BREE 0.6%
Thole (IAIEA 6.17H) ZH) .

®8 KREAHEBHFFMRICAONIMEERFERORMFMICETEIT7V IR FITHAAOEME

EHTRhE
(fii% 8~28 HE+2 A)
TUVI2ANT 7R
FHmE A 25mg1 A 1EET&RE 1 B 1EIRT&RE
FEIEBIE FIER% FEIE BB FIEEY%
n/N* (95%CI) n/N* (95%CI)
VTE 3/208 1.4%" (0.3, 4.2) 77/220 35.0% (28.7, 41.7)
+~_To DVT 3/208 1.4%" (0.3, 4.2) 74/218 33.9% (27.7, 40.6)
T DVT 2/221 0.9%"(0.1, 3.2) 35/222 15.8% (11.2,21.2)
SEWEME VIE (F_70) 1/326 0.3%° (0.0, 1.7) 9/330 2.7%(1.3,5.1)
JEMENE PE 0/326 0.0%"(0.0, 1.1) 3/330 0.9% (0.2, 2.6)

YN = EEERBI T SR TR e i BB T T T A Of R, RN rTRE R BB LT, EEE
ZALRIIRREEOEZ G525, BAEAERE 24 BRICOTZ 0 BN+ S vz B &
L7,

b FTRREE L il LA O PAE<0.001

¢ FTRARREL I LT25A O PAE =0.021

C SR LA DO PIE  HEERL

14.3 [BEASERFEZOMEESREEERFHEE

2 SO ZHEMREFEARBRICIHWN T, REEERINEI TERFICT V7 A M7 25mg 2 1 H 1[4
BET#EEL, REIEOxT 980 o F RU oA 30mg TG GRBR 1) . HHW0E= /%
PoNUF R T 40mg 1 B 1R TG GRUBR 2) Lz U7z, 38R 1 Tlk, &FF 2275 filH
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TEz b S A, 2257 BIDSER 252 7o, BEOFEIT 18 0D 92 5% (K 65 k) T, B 48%.
Ttk 52% T oTo, BEIL 94% AN, 4% BN, <1%DBT T N, 2%D03F DO NFETH - 72,
HBR 2 TlL. GFF 2309 BINEEER L S AL, 2273 BN IER 2% T 1=, BE OFRIE 24 50D 97 ik

(K 65 %) T, FE 42%., Zotk 58% Th o7, BEIX. 99%BEH AN, 1%BZDMDO ANFETH -
7o MIEZ V7 F = BN 2mg/dL (180umol/L) %% % HE &b 2\ R/ MDY 100,000/mm’
KO BEINTNORBRN O BRSNS, 3B 1 TIE, 7V 27 XA N7 0HE51EL 92%0 BHE Tl
% 62 BEFICBAtE S (CF 6.5 BifEIf:) . =/ V%0 ) MU 7 A5 97%0 B3 Ttk
12~24 FFICBfG S av7e (CEE) 20.25 Refil#%) . 3R 2 Tl 7V 7 XA R 7 OF 5% 86%DEH T
itz 62 KFMICBAtE S AL (B 6.25 efElf:) . =/ FH /80 »F MU 7 LD GIL 718%DEH T
firal 12 RefICBRtE S Tz, =/ 930 U F U U AOB IR G-1X, 60%0D EE Tt 12 K
MRS DR, 35% T 12~24 R ICH S e (CF%) 13 FEfE#) . makiie &, 722 AHE
B afkRe Lz, AMEICET 27 —4%%, £ 91T, R 1 OFMHET TR, 740 ¥R X7
2 MY U LICEET S VIE BIERIL 6.1% THYV, =/ FF U F MU T LD 83%& Hlg L
T, ARHERRA 26%80 L= (5% : -11%, 53%; p=A &= L) ., Rk 2 O T T,
T4 FNRY X7 AF MYy MIEET S VIE BIERIL 4.1%THY, =/ FH U o F U DA
RED 9.2% & il U C., FAXHERRER A 56% I8 L= (95%ISHEXE @ 33%, 73%; p<0.001) ., MiAER%
&9 % &, Major bleeding (37U 7 A b T EHE 3.0%, =/ FH U G MU T AR 21%Tho
7= (TEIEH)  (6.1H) =)

19



®9 REAHEBEMNERCHONDIMEERLEROFHICEITEITYIR S OHEMME

AR 1 AR 2
FIEHIE /N FIEHIE /N
FIER% (95%CI) FIER% (95%CI)
T ) FH Y v )XY v
TUVIALT FTrUTA TIIZANS FHrITUA
25mg1 H1EK | 30mg1 H 1[EKZ | 25mg1 B 1[EEZ | 40mg1 B 1[EIE
FHmEHE THE T&E T&E T#E
VTE" 48/787 66/797 37/908 85/919
6.1%° (4.5, 8.0) 8.3% (6.5, 10.4) 4.1% (2.9, 5.6) 9.2% (7.5, 11.3)
+~_To» DVT 44/784 65/796 36/908 83/918
5.6%" (4.1,7.5) 8.2% (6.4, 10.3) 4.0%° (2.8, 5.4) 9.0% (7.3, 11.1)
UL DVT 14/816 10/830 6/922 23/927
1.7%° (0.9, 2.9) 1.2% (0.6, 2.2) 0.7%" (0.2, 1.4) 2.5% (1.6, 3.7)
JEMEME PE 5/1,126 1/1,128 2/1,129 2/1,123
0.4%° (0.1, 1.0) 0.1% (0.0, 0.5) 0.2%° (0.0, 0.6) 0.2% (0.0, 0.6)

¢ N = PRl TRE 72 B B E AN M1 T AR DR S, R FTREZR BT L E. RBROR S 2%, ATE
DOFH (Tabb, EBEESERIN) Z2ETSN7BEE T, 11 BB £ TEMENT2RHE S iz B
FHE LT,

® VTE I 11 B B £ TICHE Sh7- DVT Otk L OVEMEE PE OFE8IZ HES W TR L 7=,

¢ T )XPNRY ST RN DAREELEGAOPHE  AEERL

SRR LSBT AT F PN T R Y AR BB L2 5AO PR : <0.05

¢ HER2IZB T XY U R U D AREE IR LT2A O PAE : <0.001

P RBR 2B A XYY o b U T AREL I L2 BA O PAE : <0.01

14.4 RESMEBEBRFEROMBESEERFHEE
CEEMREEACRBIC IV T, BREEESN (ORISR £ 7 IS bR 2 2 & 5
5FM) WATHREFICT UV ANT 25mg & 1 H 1 EFETFREL, REZEOx ) 930 ) b
UL 30mg L FBeE Lk Uie, Bt 1049 BB IEIEA(L S v, 1034 BINER A2 5% T 7=, BEDOF
Bl 1955 94 ik (CEYJ 68 i%) T, Bk 41%., &tk 59% Th 70, BEIX. 88%MAEH A, 8%
BA, <I%YBT VT A, 3%BRZOMDODANFETHo7e, MIEZ LT F=REN 2mgdL
(180umol/L) %% % HB#F & 5 WM/ MRS 100,000/mm’ A0ii O BE 1T RSN ST, 7
U7 A KT O#ET 94%0D B35 Tt 62 REREIICBIfA S (B 6.25 FEfffR) . =/ %)
F U U LDOEEIE 96% 0 B THith 12~24 BFRICEAG Sz (CF% 21 BEfi#%) o miAle b, 7+
2 B G- Zfkfe L7c, AMEICEET 27 — % %2, & 10 1ITR-7T, BBROFMETTIX, 7+ 430
X7 AF MU 7 AZEET S VIE BIERIT 125%THY, =/ TV o F b o7 ARED 27.8%E
Ll LT, FHRHERREEDS 55%I80 Lz (95%IEHEIXE : 36%, 70%; p<0.001) . Major bleeding (37" U
I ANTEGHE21%, =/ XYY b N O ARE02% Ch otz ((TAIEH) (6.1 H) M) .
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£ 10 RESHEBRFTRICHDNIMEERERDTFMHICETIT YIRS OFMMSE

TIVIARANT T )XY USRI UL
PHEE F 2.5mg 1 B 1 ER T#5 30mg 12 Fefl] & L BL T B
FEIEBIH FIERY% (95%CI) FEIEBIH FIER% (95%CI)

n/N? n/N*
VTE® 45/361 12.5%° (9.2, 16.3) 101/363 27.8% (23.3,32.7)
+~_To DVT 45/361 12.5%° (9.2, 16.3) 98/361 27.1% (22.6, 32.0)
UL DVT 9/368 2.4%" (1.1, 4.6) 20/372 5.4% (3.3,8.2)
JEMEME PE 1/517 0.2%" (0.0, 1.1) 4/517 0.8% (0.2, 2.0)

© N =R AT AR 2R i BB E N A T AR DRk, R FTRE/R FRE L IE, RO A%, ITE
DFEN (T70bb, HREFEHINT) LTSN EE T, 11 BB X THMEDS Ho3HE S - &
FHE LT,

® VTEIZ 11 B B % TICHE S 7z DVT ORI K OYERENE PE ORI HESW TR L 72,

¢ RPN F MU T AREE R LT O PAE<0.001

C X NRY F R DAL LA D P AEERL

145 MEEREORB )RV OEVERFMETEEICS ITSMEEREEEFIHEE

U R 7 Q@O R TEREZ I TOREREENT MDDV R T 7 7 7 2 —DOFWITHh b
5945 3 E A D T T PINEITHEE T 60 2B 28F, MOV A7 77 7 X—nbHY 45
DNEZ D EHIREE T TIITERE T 4022 28F, VAT 77 7 X —J3ESMERE, IR,
T2 PE PAZEVE PR R, SIEMEIGIR B TRESERIRIMARE = 72 1M AR ZEARIE O BERE . 5 » MDA
EENT-,
CHEEREEAERBRICIW T, EEHTFINEITRFICT U 7 AT 25mg & 1 H 1 BRI TR
HL, #7580 o FU w7 A 5000 BArZ 1 H 1R RS (B 1 E &A% eIEIE 2500 BAT)
LR U7, AE 2927 BNV EEA L S, 2858 BIANIRR 2% T -, BEDOFRIL 17 D 93 ik
CF¥J 65 7%) T, B 55%., &t 45% Th 72, BEIE, 9% AN, 1%03RAN, 1%B3 7 T A,
1% Z DD NFETH o7, MIE7 V7 F = RED 2mg/dL (180umol/L) Z#x 2 BHE &H 5 %
i/ RES 100,000/mm’ il O FBE 13FRER 2 DRI ST, 69% D B 238 A B L 72 T4
MATBE CThoTo, IRIHIL 722 Ak Sz, AMEICBET 57 —% %, & 1112777, VIE %
JERIT, 740 F N X7 AF R TLARET 4.6%, VT80 0 F hU TARET 6.1%TH 7=
(FEERL) .
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K11 BERFRRICHONIMEERERDOFHICETLSIT YIRS OEME

TIVIARANT TNENRYF Y T A

AR B 25mg1 B 1 EIETHRE 50001U 1 H 1 BIZ & R T#E5
FEAEHIEL n/N FIERY FEAEBIEL n/N FIERY

(95%CI) (95%CTI)
VTE® 47/1,027 4.6%° (3.4, 6.0) 62/1,021 6.1% (4.7,7.7)
+ TP DVT 43/1,024 4.2% (3.1,5.6) 59/1,018 5.8% (4.4,7.4)
UL DVT 5/1,076 0.5% (0.2, 1.1) 5/1,077 0.5% (0.2, 1.1)
JEWENE VTE 6/1,465 0.4% (0.2, 0.9) 5/1,462 0.3% (0.1, 0.8)

TN = Gl AT RE 2 B EE AN b TR Of S, R TR0 B L. IERAEIMT S, 10 H H
FCHIER RIS NIZEBF L Lz, o, IBBREORG 22 TR0 o BEB L OFili%
ZAF Ao 11X VTE ORI S0 SR LT,

® VTE I 10 H B £ TICHE SN -8 IREZBE DVT, SEMErE DVT, JEEFEME PE 38 L OBGENE PE
MH7R5,

C FNANHENRYUF R TLARELEEBLESBAOPIE  BEAERL

14.6 FREPFHARIMARIE DA

THEHEBREELEHBRICEBW T, PE ZEDRWEMEIEGENE DVT OB R SN - BH %2 x5
2. 7Y 27 AKT Smg (fRE 50kg A3i) . 7.5mg (KE 50kg~100kg) . 10mg ({KE 100kg #) 1
H1BETNRE (TV 272 RNTOBRBEOME - HE) 28, =/ %P XU > N T A Imgkg 12 FF
MR TFREEEINT, FEAETRTOERENARETIHELG L, MEEZBIT 58
30%AM R HITIREE L7, ARt 2205 BIANEEE R b S 4, 2192 BN RR A% T 1=, B OFlmlL 18
25 95 i CFH 61 %) C. B 53%. &Mk 47% Th o7z, BED 9T%NHEN, 2%B3E A 1%H
ZOMDANFETH -7, M7 V7 F=RED 2mg/dL (180umol/L) # i x5 B3 & 5 Wi/
B 100,000/mm’ Kl O BFEITER SO Sz, WilEE I 72 &b 5 HE, 72
A ARG S 4L, MEEE HIZEH X v K HEPUEER 2 nBeE g el ik 5% 72 REFLINICB G L. INR2-
3VCET D E CEMMICHERE L2 s 9017 HIEMES S iz, BRE0 ERHMBHE I, ME2
Wr SHLTEMEME VIE 3% (97 HH EClIclE Sz b o) & L, AMICET 27 —4 %% 12
R,
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F12 FBBIROSEOARICETIEITIVIXS0FME (EELRFTHOT—42)

TUVIZANT T /)XY RY)F R UL

5,75, ¥/id10mgl B 1[EFETRE Img/kg 12 Rl Z L R T# 5

FHAMEE B N =1,098 N =1,107

FEIEHIEL n RIERY% (95%CI) FIEFIE n | FEE% (95%CI)

+_To VTE 43 3.9% (2.8, 5.2) 45 4.1% (3.0, 5.4)
DVT D7 18 1.6% (1.0, 2.6) 28 2.5% (1.7, 3.6)
FEEENE PE 20 1.8% (1.1, 2.8) 12 1.1% (0.6, 1.9)
AU PE 5 0.5% (0.1, 1.1) 5 0.5% (0.1, 1.1)

* VTEIZ 97 H H £ TIZHE SNTIEGEMEO FRMEIEESEM: VIE £ 721385 PE G225, §X
T D VTE BIERDIBEEERIZZD 95%FHE X EIE (-1.8%~1.5%) Th o7,

WHNEEEHIRNC 7 4+ o XN X7 2 F MU U A& B SN 1861 (1.6%) DEF L=/ ¥
Y RU U AERE S 10 6] (09%) OBRFIZBWT, VIE OFENRD LN (VIE FIER
WZBITDIRERIOZE [T+ HZNRY XTI AF NI T LA—2 R F MU U] 1T 5 95%
TEHE KR : -0.2% ; 1.7%)

14.7 M2 ZERIEDBE

HEEREELLRBRICBW T, DVT OFEIC) )b b FAaMERNE PE OMEZMN 2 Shi- K
FrRPIZ, 7YV 27 ANT Smg ((KHE 50kg i) . 7.5mg ((KHE 50kg~100kg) . 10mg ({KHE
100kg #8) 1 H 1[ER Fh (7 U 7 2 57 ORFEOME - fl&) 25, aPTT 22 b e —/LfHD 1.5~
2.5 fRICHERF S U5 K9 FET L 72 Frert) s BRI B G- 1280 < ~ ) U 2R IR 5 (5000USP B
fr) sz, MmeEmCimeit Filia nEE 325 PE OBF TR LR Sz, 373
TORBENDALE LRI 5208 Lz, § 15%DBEIIT U 7 2 b T Ok I R Lz,
ARt 2213 BN EEVEAA L Zdu, 2184 BINIREZ 1T T2, BEOFEIT 18 206 97 1% (CF¥ 62 5%) T,
B 44%, Lt 56% Th o7, BED 4% HAN, 5S%BEAN, 1%BEOMD NFETH -7z, [MiF
7 VT F =R 2mg/dL (180umol/L) %% % B i %\ MR/ MEEAS 100,000/mm’ Al o
BTN OB SNz, mRET, A< b 5 B 712 BHRENGBRIRE G S ket Shi-, £,
WAL L HICEH I > K #EHEIER A 1B R 54 72 REIANICBLAE L, INR2-3 ICE#ET 2 K 9
EMECHERE L2235 907 HEMkGE Lz, A0MEO FH0IE B X, ME2Mr S 7o iE et
VTIE H¥% (97 HEECla@Esnizb o) & Lz, AT 27— %% 131077,
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& 13 [HMREREDRRICETE7V IR FS0EDE (RRELABFTHOT—5)

TVIANT ~NY v
5. 75, £72ik10mg1 B 1EETHE | (@PTT /& U CHERS) RN
N=1,103 e
FHTE B N=1,110
FIEHIEL n FIERY% (95%CI) FIEFIE n | BIEERY% (95%CI)
J_TOD VTE? 42 3.8% (2.8, 5.1) 56 5.0% (3.8, 6.5)
DVT D7 12 1.1% (0.6, 1.9) 17 1.5% (0.9, 2.4)
FEESENE PE 14 1.3% (0.7, 2.1) 24 2.2%(1.4,3.2)
EHEM: PE 16 1.5% (0.8, 2.3) 15 1.4% (0.8, 2.2)

* VTEIX 97 H H £ TITHE SNTIEEMEO FRIMEIEEIEM: VIE 7213850 PE G725, 33
T D VTE BIERDIBERERIZZD 95% 51X X (-3.0%~0.5%) T -7,

HIEEEIARNC 7 4+ v N ) X7 A F MU o aZ&E5 S 126] (1.1%) OBREF L~ U2
HBEn= 19 6 (1.7%) OBEFITH T, VTE OFFENRD Sz (VIE BIERICEIT AIRER O
Z (T HZNRN)X T AF RV L= ) XYY o R T A] 2T D 95%IEHEKME @ -1.6% ;
0.4%) .

16 AR/ TES LTIV EDEE

7V 7 A R ZEHFANTUL T OF EORF R LS ANIES L TWD ¢

TUIARNT 25mg #EHT 5 1 EEGS 05mL I Lz, 27GX 12 A ' F OEHEH& 7 L
TAN KR UT, HEOT T oYy —nray NICEH LSl BBl iEE (LadkiE) »HEES

TN D,
NDC 0007-3230-02 1EIGHT Y P 2RKAD
NDC 0007-3230-11 1EGHT Y P 10 KA

TV AN Smg 2EAT5 1 BG4S 04mL &2 FHE L=, 27GX1/2 A » FOiEFEHT & 7L
TANRLY DT, AP0 T oYy —my NIZEHHI L FE E IR IREE (LaiiE) 2

EEHEIN TV,
NDC 0007-3232-02 LRSS Y VP 2 KA
NDC 0007-3232-11 1R Y 2 10 48R D

TUIARNT 15mg #&HT 5 1 EFG45 0.6mL & L7z, 27GX1/2 A »F OiEHEH& 7L
T4 R VT, REAOT T Yy —ry R LES ARG LSS (LadkiE) NEEE

IhTWnd,
NDC 0007-3234-02 1EIGHT Y P 2RKAD
NDC 0007-3234-11 1EGHTY P 10 KA

TUZART 10mg 26T 5 1 E#F55 0.8mL Z FEHE L=, 27GX1/2 A > F DiEHEHT & 7L
T4 RV VT, EEOT T Ty —ay RIZE LS BB RS (RalEE) PSS
ncTunsd,
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NDC 0007-3236-02 LESHT Y VP2 AR8AD
NDC 0007-3236-11 1ESHS U P10 KA D
25°C (77°F) TIRET 5, REIREOTFAEFFAIL 15~30°C (59~86°F) L3 %,

17 BEHEDIRR

KEFDA L 9 a8 S-S X & (17.2 1) &S0 &,

171 BEADFTFENRA X

BENT CTITEHME « BBANREE 721 3B MR 22 T TOIIRIGAES, FRCIERA T o4 RRIIRAE

Fl. P/ IR £ 72132 OO PEEIEZ O L T A8AIE, BV E VK, LU0 (FFiC P

OLON) | A7 L, FHEMIE F 72 13 A M AE O - ERICEET D X 952 T 2 L,

B DIERONT NN HEL LGSR, BT T SITHY O EMICER LT X 600,

TAEY ZIIUD ETHIEAT v A RRGIRIEAIOMEHITH MO ERIEZ R I 2 B200
bbH, ARERGAIINT. TV 7 A NZICEDIRFERBINC NS OFEA OB ZTIET 52 &,

OFHADNGBET DIV WEEICE, BEOBKRIERS LOWRREEAREICE=F—T52 & ( [F

Y AER) (7 H) M)

BENTVIZ AT EZACES LRTNERLRWES (Thbb, AFZBECHEAT S

B) IiE, LFET7 RAf AL TEL Z &,

o T UZANIIFETESCTHERT S, BEILEY B HIECOWTHAZZ T 2Tz
VAN

o TARTOHREERKEFKIZ, 7V A NTEGRHICALNIREEY 27 3HMTH L, Tl
I A HIMOEE « FERICOWTHRFICHESE L TEL 2 &,

o HIMAIEFE D FETITEH LV LR DEENLH 5,

o T UZANTIZKEBIBELSZIT TWARIHAS (WNHIML) R MIAE = v 03U,

o HLEZoMim, 5 (WHIM) | F 72T MRIBE DR (K TICA U REWVBER N7 5
W57 ) BIBOOLNIZEAIIIHYOEMICHET D 2 & ( [ZEEBLORH LEDHE]
(.1, 543) ZH)

o FIINTEINTVAELAH LWEAIZIRAT 256121, 7V 7 X Il 2y 5%
EVDOLNTWAMAIZRAL TWD 2 &2 FANCH Y O ERE X ERHERMICE 2 TR <
( TEEEB L ONMEW Eo/EE) (5.1 H) 2H)

o TAEBEVIURZDOMODIERT A FRFIRIEA e E, AL TWDHTXTOIA (GRS
Eate) MY OEMEIIEREMICBZD ( CEOHLIESY ) (7 H) 2/H)

INROFEDEDPROEFICRETHZ &,
17.2 KE FDA K YEREIh-BERITHMAXE
FBE TN IRA SCEI AL T IEHRORREIZYI Y L0 ATRER#E & LRI ST,

%II

7Y AT (ARIXTRA) 132757 VAI AT T4 ALOBRERGHETH 5,
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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

Arixtra ¥ 1.5 mg/0.3 ml solution for injection, pre-filled syringe.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each pre-filled syringe (0.3 ml) contains 1.5 mg of fondaparinux sodium.

Excipient(s): Contains less than 1 mmol of sodium (23 mg) per dose, and therefore is essentially
sodium free.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection.
The solution is a clear and colourless liquid.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Prevention of Venous Thromboembolic Events (VTE) in patients undergoing major orthopaedic
surgery of the lower limbs such as hip fracture, major knee surgery or hip replacement surgery.

Prevention of Venous Thromboembolic Events (VTE) in patients undergoing abdominal surgery who
are judged to be at high risk of thromboembolic complications, such as patients undergoing abdominal
cancer surgery (see section 5.1).

Prevention of Venous Thromboembolic Events (VTE) in medical patients who are judged to be at high
risk for VTE and who are immobilised due to acute illness such as cardiac insufficiency and/or acute
respiratory disorders, and/or acute infectious or inflammatory disease.

4.2 Posology and method of administration

Patients undergoing major orthopaedic or abdominal surgery
The recommended dose of fondaparinux is 2.5 mg once daily administered post-operatively by
subcutaneous injection.

The initial dose should be given 6 hours following surgical closure provided that haemostasis has been
established.

Treatment should be continued until the risk of venous thrombo-embolism has diminished, usually
until the patient is ambulant, at least 5 to 9 days after surgery. Experience shows that in patients
undergoing hip fracture surgery, the risk of VTE continues beyond 9 days after surgery. In these
patients the use of prolonged prophylaxis with fondaparinux should be considered for up to an
additional 24 days (see section 5.1).

Medical patients who are at high risk for thromboembolic complications based on an individual risk
assessment



The recommended dose of fondaparinux is 2.5 mg once daily administered by subcutaneous injection.
A treatment duration of 6-14 days has been clinically studied in medical patients (see section 5.1).

Special populations

In patients undergoing surgery, timing of the first fondaparinux injection requires strict adherence in
patients >75 years, and/or with body weight <50 kg and/or with renal impairment with creatinine
clearance ranging between 20 to 50 ml/min.

The first fondaparinux administration should be given not earlier than 6 hours following surgical
closure. The injection should not be given unless haemostasis has been established (see section 4.4).

Renal impairment - Fondaparinux should not be used in patients with creatinine clearance <20 ml/min
(see section 4.3). The dose should be reduced to 1.5 mg once daily in patients with creatinine
clearance in the range of 20 to 50 ml/min (see sections 4.4 and 5.2). No dosage reduction is required
for patients with mild renal impairment (creatinine clearance >50 ml/min).

Hepatic impairment - No dosing adjustment is necessary in patients with either mild or moderate
hepatic impairment. In patients with severe hepatic impairment, fondaparinux should be used with
care as this patient group has not been studied (see sections 4.4 and 5.2).

Paediatric population - Fondaparinux is not recommended for use in children below 17 years of age
due to a lack of data on safety and efficacy.

Method of administration

Fondaparinux is administered by deep subcutaneous injection while the patient is lying down. Sites of
administration should alternate between the left and the right anterolateral and left and right
posterolateral abdominal wall. To avoid the loss of medicinal product when using the pre-filled
syringe do not expel the air bubble from the syringe before the injection. The whole length of the
needle should be inserted perpendicularly into a skin fold held between the thumb and the forefinger;
the skin fold should be held throughout the injection.

For additional instructions for use and handling and disposal see section 6.6.
4.3 Contraindications

- hypersensitivity to the active substance or to any of the excipients

- active clinically significant bleeding

- acute bacterial endocarditis

- severe renal impairment defined by creatinine clearance < 20 ml/min.

4.4  Special warnings and precautions for use
Fondaparinux is intended for subcutaneous use only. Do not administer intramuscularly.

Haemorrhage

Fondaparinux should be used with caution in patients who have an increased risk of haemorrhage,
such as those with congenital or acquired bleeding disorders (e.g. platelet count <50,000/mm?), active
ulcerative gastrointestinal disease and recent intracranial haemorrhage or shortly after brain, spinal or
ophthalmic surgery and in special patient groups as outlined below.

Agents that may enhance the risk of haemorrhage should not be administered concomitantly with
fondaparinux. These agents include desirudin, fibrinolytic agents, GP IIb/Illa receptor antagonists,
heparin, heparinoids, or Low Molecular Weight Heparin (LMWH). When required, concomitant
therapy with vitamin K antagonist should be administered in accordance with the information of
Section 4.5. Other antiplatelet medicinal products (acetylsalicylic acid, dipyridamole, sulfinpyrazone,
ticlopidine or clopidogrel), and NSAIDs should be used with caution. If co-administration is essential,
close monitoring is necessary.



Spinal / Epidural anaesthesia

In patients undergoing major orthopaedic surgery, epidural or spinal haematomas that may result in
long-term or permanent paralysis cannot be excluded with the concurrent use of fondaparinux and
spinal/epidural anaesthesia or spinal puncture. The risk of these rare events may be higher with post-
operative use of indwelling epidural catheters or the concomitant use of other medicinal products
affecting haemostasis.

Elderly patients

The elderly population is at increased risk of bleeding. As renal function is generally decreasing with
age, elderly patients may show reduced elimination and increased exposure of fondaparinux (see
section 5.2). Fondaparinux should be used with caution in elderly patients (see section 4.2).

Low body weight
Patients with body weight <50 kg are at increased risk of bleeding. Elimination of fondaparinux
decreases with weight. Fondaparinux should be used with caution in these patients (see section 4.2).

Renal impairment

Fondaparinux is known to be mainly excreted by the kidney. Patients with creatinine clearance <50
ml/min are at increased risk of bleeding and VTE and should be treated with caution (see sections 4.2,
4.3 and 5.2). There are limited clinical data available from patients with creatinine clearance less than
30 ml/min.

Severe hepatic impairment

Dosing adjustment of fondaparinux is not necessary. However, the use of fondaparinux should be
considered with caution because of an increased risk of bleeding due to a deficiency of coagulation
factors in patients with severe hepatic impairment (see section 4.2).

Patients with Heparin Induced Thrombocytopenia

Fondaparinux should be used with caution in patients with a history of HIT. The efficacy and safety
of fondaparinux have not been formally studied in patients with HIT type II. Fondaparinux does not
bind to platelet factor 4 and does not cross-react with sera from patients with Heparin Induced
Thrombocytopenia (HIT) type II. However, rare spontaneous reports of HIT in patients treated with
fondaparinux have been received. To date a causal association between treatment with fondaparinux
and the occurrence of HIT has not been established.

4.5 Interaction with other medicinal products and other forms of interaction

Bleeding risk is increased with concomitant administration of fondaparinux and agents that may
enhance the risk of haemorrhage (see section 4.4).

Oral anticoagulants (warfarin), platelet inhibitors (acetylsalicylic acid), NSAIDs (piroxicam) and
digoxin did not interact with the pharmacokinetics of fondaparinux. The fondaparinux dose (10 mg) in
the interaction studies was higher than the dose recommended for the present indications.
Fondaparinux neither influenced the INR activity of warfarin, nor the bleeding time under
acetylsalicylic acid or piroxicam treatment, nor the pharmacokinetics of digoxin at steady state.

Follow-up therapy with another anticoagulant medicinal product

If follow-up treatment is to be initiated with heparin or LMWH, the first injection should, as a general
rule, be given one day after the last fondaparinux injection.

If follow up treatment with a Vitamin K antagonist is required, treatment with fondaparinux should be
continued until the target INR value has been reached.

4.6  Pregnancy and lactation

There are no adequate data from the use of fondaparinux in pregnant women. Animal studies are
insufficient with respect to effects on pregnancy, embryo/foetal development, parturition and postnatal



development because of limited exposure. Fondaparinux should not be prescribed to pregnant women
unless clearly necessary.

Fondaparinux is excreted in rat milk but it is not known whether fondaparinux is excreted in human
milk. Breast-feeding is not recommended during treatment with fondaparinux. Oral absorption by the
child is however unlikely.

4.7  Effects on ability to drive and use machines

No studies on the effect on the ability to drive and to use machines have been performed.
4.8 Undesirable effects

The safety of fondaparinux 2.5 mg has been evaluated in 3,595 patients undergoing major orthopaedic
surgery of the lower limbs treated up to 9 days, in 327 patients undergoing hip fracture surgery treated
for 3 weeks following an initial prophylaxis of 1 week, 1,407 patients undergoing abdominal surgery
treated up to 9 days, and in 425 medical patients who are at risk for thromboembolic complications
treated up to 14 days.

The adverse reactions reported by the investigator as at least possibly related to fondaparinux are
presented within each frequency grouping (very common > 1/10; common: >1/100 to < 1/10;
uncommon: > 1/1,000 to < 1/100; rare: > 1/10,000 to <1/1,000; very rare <1/10,000) and system organ
class by decreasing order of seriousness; these adverse reactions should be interpreted within the
surgical and medical context.

Undesirable effects in medical
patients

System organ class
MedDRA

Undesirable effects in patients
undergoing major orthopaedic
surgery of lower limbs and/or

abdominal surgery

Infections and
infestations

Rare: post-operative wound
infection

Blood and lymphatic
system disorders

Common: post-operative
haemorrhage, anaemia
Uncommon: bleeding (epistaxis,
gastrointestinal, haemoptysis,
haematuria, haematoma)
thrombocytopenia, purpura,
thrombocythaemia, platelet
abnormal, coagulation disorder

Common: bleeding
(haematoma, haematuria,
haemoptysis, gingival bleeding)
Uncommon: anaemia

Immune system disorders

Rare: allergic reaction

Metabolism and nutrition
disorders

Rare: hypokalaemia

Nervous system disorders

Rare: anxiety, somnolence,
vertigo, dizziness, headache,
confusion




Vascular disorders Rare: hypotension

Respiratory, thoracic and | Rare: dyspnoea, coughing Uncommon: dyspnoea
mediastinal disorders

Gastrointestinal Uncommon: nausea, vomiting
disorders Rare: abdominal pain, dyspepsia,
gastritis, constipation, diarrhoea

Hepatobiliary disorders | Uncommon: hepatic enzymes
increased, hepatic function
abnormal

Rare: bilirubinaemia

Skin and subcutaneous Uncommon: rash, pruritus Uncommon: rash, pruritus
tissue disorders

General disorders and Uncommon: oedema, oedema Uncommon: chest pain
administration site peripheral, fever, wound
conditions secretion

Rare: chest pain, fatigue, hot
flushes, leg pain, oedema genital,
flushing, syncope

In other studies or in post-marketing experience, rare cases of intracranial / intracerebral and
retroperitoneal bleedings have been reported.

4,9 Overdose

Fondaparinux doses above the recommended regimen may lead to an increased risk of bleeding. There
is no known antidote to fondaparinux.

Overdose associated with bleeding complications should lead to treatment discontinuation and search
for the primary cause. Initiation of appropriate therapy such as surgical haemostasis, blood
replacements, fresh plasma transfusion, plasmapheresis should be considered.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antithrombotic agents.
ATC code: BOIAXO05

Pharmacodynamic effects

Fondaparinux is a synthetic and selective inhibitor of activated Factor X (Xa). The antithrombotic
activity of fondaparinux is the result of antithrombin III (ATIII) mediated selective inhibition of
Factor Xa. By binding selectively to ATIII, fondaparinux potentiates (about 300 times) the innate
neutralization of Factor Xa by ATIII. Neutralisation of Factor Xa interrupts the blood coagulation
cascade and inhibits both thrombin formation and thrombus development. Fondaparinux does not
inactivate thrombin (activated Factor II) and has no effects on platelets.



At the 2.5 mg dose, fondaparinux does not affect routine coagulation tests such as activated partial
thromboplastin time (aPTT), activated clotting time (ACT) or prothrombin time (PT)/International
Normalised Ratio (INR) tests in plasma nor bleeding time or fibrinolytic activity. However, rare
spontaneous reports of aPTT prolongation have been received.

Fondaparinux does not cross-react with sera from patients with heparin-induced thrombocytopaenia.
Clinical studies

Prevention of Venous Thromboembolic Events (VTE) in patients undergoing major orthopaedic
surgery of the lower limbs treated up to 9 days

The fondaparinux clinical program was designed to demonstrate the efficacy of fondaparinux for the
prevention of venous thromboembolic events (VTE), i.e. proximal and distal deep vein thrombosis
(DVT) and pulmonary embolism (PE) in patients undergoing major orthopaedic surgery of the lower
limbs such as hip fracture, major knee surgery or hip replacement surgery. Over 8,000 patients (hip
fracture — 1,711, hip replacement — 5,829, major knee surgery — 1,367) were studied in controlled
Phase II and III clinical studies. Fondaparinux 2.5 mg once daily started 6-8 hours postoperatively was
compared with enoxaparin 40 mg once daily started 12 hours before surgery, or 30 mg twice daily
started 12-24 hours after surgery.

In a pooled analysis of these studies, the recommended dose regimen of fondaparinux versus
enoxaparin was associated with a significant decrease (54% [95% CI, 44 %; 63%]) in the rate of VTE
evaluated up to day 11 after surgery, irrespective of the type of surgery performed. The majority of
endpoint events were diagnosed by a prescheduled venography and consisted mainly of distal DVT,
but the incidence of proximal DVT was also significantly reduced. The incidence of symptomatic
VTE, including PE was not significantly different between treatment groups.

In studies versus enoxaparin 40 mg once daily started 12 hours before surgery, major bleeding was
observed in 2.8% of fondaparinux patients treated with the recommended dose, compared to 2.6%
with enoxaparin.

Prevention of Venous Thromboembolic Events (VTE) in patients undergoing hip fracture
surgery treated for up to 24 days following an initial prophylaxis of 1 week

In a randomised double-blind clinical trial, 737 patients were treated with fondaparinux 2.5 mg once
daily for 7 +/- 1 days following hip fracture surgery. At the end of this period, 656 patients were
randomised to receive fondaparinux 2.5 mg once daily or placebo for an additional 21 +/- 2 days.
Fondaparinux provided a significant reduction in the overall rate of VTE compared with placebo [3
patients (1.4%) vs 77 patients (35%), respectively]. The majority (70/80) of the recorded VTE events
were venographically detected non-symptomatic cases of DVT. Fondaparinux also provided a
significant reduction in the rate of symptomatic VTE (DVT, and / or PE) [1 (0.3%) vs 9 (2.7%)
patients, respectively] including two fatal PE reported in the placebo group. Major bleedings, all at
surgical site and none fatal, were observed in 8 patients (2.4%) treated with fondaparinux 2.5 mg
compared to 2 (0.6%) with placebo.

Prevention of Venous Thromboembolic Events (VTE) in patients undergoing abdominal surgery
who are judged to be at high risk of thromboembolic complications, such as patients undergoing
abdominal cancer surgery

In a double-blind clinical study, 2,927 patients were randomized to receive fondaparinux 2.5mg once
daily or dalteparin 5,000 IU once daily, with one 2,500 IU preoperative injection and a first 2,500 IU
post-operative injection, for 7+2 days. The main sites of surgery were colonic/rectal, gastric, hepatic,
cholecystectomy or other biliary. Sixty-nine percent of the patients underwent surgery for cancer.
Patients under-going urological (other than kidney) or gynaecological surgery, laparoscopic surgery or
vascular surgery were not included in the study.

In this study, the incidence of total VTE was 4.6% (47/1,027) with fondaparinux, versus 6.1%:
(62/1,021) with dalteparin: odds ratio reduction [95%CI] = -25.8% [-49.7%, 9.5%]. The difference in

total VTE rates between the treatment groups, which was not statistically significant, was mainly due
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to a reduction of asymptomatic distal DVT. The incidence of symptomatic DVT was similar between
treatment groups: 6 patients (0.4%) in the fondaparinux group vs 5 patients (0.3%) in the dalteparin
group. In the large subgroup of patients undergoing cancer surgery (69% of the patient population),
the VTE rate was 4.7% in the fondaparinux group, versus 7.7% in the dalteparin group.

Major bleeding was observed in 3.4% of the patients in the fondaparinux group and in 2.4% of the
dalteparin group.

Prevention of Venous Thromboembolic Events (VTE) in medical patients who are at high risk
for thromboembolic complications due to restricted mobility during acute illness

In a randomised double-blind clinical trial, 839 patients were treated with fondaparinux 2.5 mg once
daily or placebo for 6 to 14 days. This study included acutely ill medical patients, aged > 60 years,
expected to require bed rest for at least four days, and hospitalized for congestive heart failure NYHA
class III/IV and/or acute respiratory illness and/or acute infectious or inflammatory disease.
Fondaparinux significantly reduced the overall rate of VTE compared to placebo [18 patients (5.6%)
vs 34 patients (10.5%), respectively]. The majority of events were asymptomatic distal DVT.
Fondaparinux also significantly reduced the rate of adjudicated fatal PE [0 patients (0.0%) vs 5
patients (1.2%), respectively]. Major bleedings were observed in 1 patient (0.2%) of each group.

5.2 Pharmacokinetic properties

Absorption

After subcutaneous dosing, fondaparinux is completely and rapidly absorbed (absolute bioavailability
100%). Following a single subcutaneous injection of fondaparinux 2.5 mg to young healthy subjects,
peak plasma concentration (mean C,,,, = 0.34 mg/l) is obtained 2 hours post-dosing. Plasma
concentrations of half the mean C,,,« values are reached 25 minutes post-dosing.

In elderly healthy subjects, pharmacokinetics of fondaparinux are linear in the range of 2 to 8 mg by
subcutaneous route. Following once daily dosing, steady state of plasma levels is obtained after 3 to 4
days with a 1.3-fold increase in C,,,x and AUC.

Mean (CV%) steady state pharmacokinetic parameters estimates of fondaparinux in patients
undergoing hip replacement surgery receiving fondaparinux 2.5 mg once daily are: Cy,,x (mg/1) - 0.39
(31%), Thax (h) - 2.8 (18%) and C,y;, (mg/1) -0.14 (56%). In hip fracture patients, associated with their
increased age, fondaparinux steady state plasma concentrations are: Cy,x (mg/1) - 0.50 (32%),

Chnin (mg/1) - 0.19 (58%)).

Distribution

The distribution volume of fondaparinux is limited (7-11 litres). In vitro, fondaparinux is highly and
specifically bound to antithrombin protein with a dose-dependant plasma concentration binding
(98.6% to 97.0% in the concentration range from 0.5 to 2 mg/1). Fondaparinux does not bind
significantly to other plasma proteins, including platelet factor 4 (PF4).

Since fondaparinux does not bind significantly to plasma proteins other than ATIII, no interaction
with other medicinal products by protein binding displacement are expected.

Metabolism
Although not fully evaluated, there is no evidence of fondaparinux metabolism and in particular no
evidence for the formation of active metabolites.

Fondaparinux does not inhibit CYP450s (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2Deo,
CYP2EI1 or CYP3A4) in vitro. Thus, fondaparinux is not expected to interact with other medicinal
products in vivo by inhibition of CYP-mediated metabolism.

Excretion/Elimination
The elimination half-life (t,,) is about 17 hours in healthy young subjects and about 21 hours in healthy
elderly subjects. Fondaparinux is excreted to 64 — 77 % by the kidney as unchanged compound.



Special populations

Paediatric patients - Fondaparinux has not been investigated in this population.

Elderly patients - Renal function may decrease with age and thus, the elimination capacity for
fondaparinux may be reduced in elderly. In patients >75 years undergoing orthopaedic surgery, the
estimated plasma clearance was 1.2 to 1.4 times lower than in patients <65 years.

Renal impairment - Compared with patients with normal renal function (creatinine

clearance > 80 ml/min), plasma clearance is 1.2 to 1.4 times lower in patients with mild renal
impairment (creatinine clearance 50 to 80 ml/min) and on average 2 times lower in patients with
moderate renal impairment (creatinine clearance 30 to 50 ml/min). In severe renal impairment
(creatinine clearance < 30 ml/min), plasma clearance is approximately 5 times lower than in normal
renal function. Associated terminal half-life values were 29 h in moderate and 72 h in patients with
severe renal impairment.

Gender - No gender differences were observed after adjustment for body weight.

Race - Pharmacokinetic differences due to race have not been studied prospectively. However, studies
performed in Asian (Japanese) healthy subjects did not reveal a different pharmacokinetic profile
compared to Caucasian healthy subjects. Similarly, no plasma clearance differences were observed
between black and Caucasian patients undergoing orthopaedic surgery.

Body weight - Plasma clearance of fondaparinux increases with body weight (9% increase per 10 kg).

Hepatic impairment - Following a single, subcutaneous dose of fondaparinux in subjects with
moderate hepatic impairment (Child-Pugh Category B), total (i.e., bound and unbound) C,,x and AUC
were decreased by 22% and 39%, respectively, as compared to subjects with normal liver function.
The lower plasma concentrations of fondaparinux were attributed to reduced binding to ATIII
secondary to the lower ATIII plasma concentrations in subjects with hepatic impairment thereby
resulting in increased renal clearance of fondaparinux. Consequently, unbound concentrations of
fondaparinux are expected to be unchanged in patients with mild to moderate hepatic impairment, and
therefore, no dose adjustment is necessary based on pharmacokinetics.

The pharmacokinetics of fondaparinux has not been studied in patients with severe hepatic impairment
(see sections 4.2 and 4.4).

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, and genotoxicity. Animal studies are insufficient with respect to
effects on toxicity to reproduction because of limited exposure.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sodium chloride

Water for injections

Hydrochloric acid
Sodium hydroxide



6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life

3 years.

6.4  Special precautions for storage
Do not freeze.

6.5 Nature and contents of container

Type I glass barrel (1 ml) affixed with a 27 gauge x 12.7 mm needle and stoppered with a bromobutyl
or chlorobutyl elastomer plunger stopper.

Arixtra is available in pack sizes of 2, 7, 10 and 20 pre-filled syringes. There are two types of syringes:
e syringe with a yellow plunger and an automatic safety system
e syringe with yellow plunger and a manual safety system.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

The subcutaneous injection is administered in the same way as with a classical syringe.

Parenteral solutions should be inspected visually for particulate matter and discoloration prior to
administration.

Instruction for self-administration is mentioned in the Package Leaflet.

The needle protection system of the Arixtra pre-filled syringes have been designed with a safety
system to protect from needle stick injuries following injection.

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER
Glaxo Group Ltd
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Middlesex

UB6 ONN
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Date of latest renewal: 21 March 2007
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25 March 2009

Detailed information on this medicinal product is available on the website of the European Medicines
Agency (EMEA) http://www.emea.europa.cu



SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

Arixtra ¥ 2.5 mg/0.5 ml solution for injection, pre-filled syringe.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each pre-filled syringe (0.5 ml) contains 2.5 mg of fondaparinux sodium.

Excipient(s): Contains less than 1 mmol of sodium (23 mg) per dose, and therefore is essentially
sodium free.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection.
The solution is a clear and colourless liquid.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Prevention of Venous Thromboembolic Events (VTE) in patients undergoing major orthopaedic
surgery of the lower limbs such as hip fracture, major knee surgery or hip replacement surgery.

Prevention of Venous Thromboembolic Events (VTE) in patients undergoing abdominal surgery who
are judged to be at high risk of thromboembolic complications, such as patients undergoing abdominal
cancer surgery (see section 5.1).

Prevention of Venous Thromboembolic Events (VTE) in medical patients who are judged to be at high
risk for VTE and who are immobilised due to acute illness such as cardiac insufficiency and/or acute
respiratory disorders, and/or acute infectious or inflammatory disease.

Treatment of unstable angina or non-ST segment elevation myocardial infarction (UA/NSTEMI) in
patients for whom urgent (< 120 mins) invasive management (PCI) is not indicated (see sections 4.4
and 5.1).

Treatment of ST segment elevation myocardial infarction (STEMI) in patients who are managed with
thrombolytics or who initially are to receive no other form of reperfusion therapy.

4.2 Posology and method of administration
Patients undergoing major orthopaedic or abdominal surgery
The recommended dose of fondaparinux is 2.5 mg once daily administered post-operatively by

subcutaneous injection.

The initial dose should be given 6 hours following surgical closure provided that haemostasis has been
established.

Treatment should be continued until the risk of venous thrombo-embolism has diminished, usually
until the patient is ambulant, at least 5 to 9 days after surgery. Experience shows that in patients



undergoing hip fracture surgery, the risk of VTE continues beyond 9 days after surgery. In these
patients the use of prolonged prophylaxis with fondaparinux should be considered for up to an
additional 24 days (see section 5.1).

Medical patients who are at high risk for thromboembolic complications based on an individual risk
assessment

The recommended dose of fondaparinux is 2.5 mg once daily administered by subcutaneous injection.
A treatment duration of 6-14 days has been clinically studied in medical patients (see section 5.1).

Treatment of unstable angina/non- ST segment elevation myocardial infarction (UA/NSTEMI)

The recommended dose of fondaparinux is 2.5 mg once daily, administered by subcutaneous injection.
Treatment should be initiated as soon as possible following diagnosis and continued for up to a
maximum of 8 days or until hospital discharge if that occurs earlier.

If a patient is to undergo percutaneous coronary intervention (PCI), unfractionated heparin (UFH) as
per local practice should be administered during PCI, taking into account the patient’s potential risk of
bleeding, including the time since the last dose of fondaparinux (see section 4.4). The timing of
restarting subcutaneous fondaparinux after sheath removal should be based on clinical judgment. In
the pivotal UA/NSTEMI clinical trial, treatment with fondaparinux was restarted no earlier than 2
hours after sheath removal.

Treatment of ST segment elevation myocardial infarction (STEMI)

The recommended dose of fondaparinux is 2.5 mg once daily. The first dose of fondaparinux is
administered intravenously and subsequent doses are administered by subcutaneous injection.
Treatment should be initiated as soon as possible following diagnosis and continued for up to a
maximum of § days or until hospital discharge if that occurs earlier.

If a patient is to undergo non-primary PCI, unfractionated heparin (UFH) as per local practice should
be administered during PCI, taking into account the patient’s potential risk of bleeding, including the
time since the last dose of fondaparinux (see section 4.4). The timing of restarting subcutaneous
fondaparinux after sheath removal should be based on clinical judgment. In the pivotal STEMI clinical
trial, treatment with fondaparinux was restarted no earlier than 3 hours after sheath removal.

In STEMI or UA/NSTEMI patients who are to undergo coronary artery bypass graft (CABG) surgery,
fondaparinux where possible, should not be given during the 24 hours before surgery and may be

restarted 48 hours post-operatively.

Special populations

Prevention of VTE following Surgery

In patients undergoing surgery, timing of the first fondaparinux injection requires strict adherence in
patients >75 years, and/or with body weight <50 kg and/or with renal impairment with creatinine
clearance ranging between 20 to 50 ml/min.

The first fondaparinux administration should be given not earlier than 6 hours following surgical
closure. The injection should not be given unless haemostasis has been established (see section 4.4).

Renal impairment

o Prophylaxis of VTE - Fondaparinux should not be used in patients with creatinine
clearance <20 ml/min (see section 4.3). The dose should be reduced to 1.5 mg once daily in
patients with creatinine clearance in the range of 20 to 50 ml/min (see sections 4.4 and 5.2).
No dosage reduction is required for patients with mild renal impairment (creatinine clearance
>50 ml/min).



o Treatment of UA/NSTEMI and STEMI - fondaparinux should not be used in patients with
creatinine clearance < 20 ml/min (see section 4.3). No dosage reduction is required for
patients with creatinine clearance > 20 ml/min.

Hepatic impairment - No dosing adjustment is necessary in patients with either mild or moderate
hepatic impairment. In patients with severe hepatic impairment, fondaparinux should be used with
care as this patient group has not been studied (see sections 4.4 and 5.2).

Paediatric population - Fondaparinux is not recommended for use in children below 17 years of age
due to a lack of data on safety and efficacy.

Method of administration

e Subcutaneous administration
Fondaparinux is administered by deep subcutaneous injection while the patient is lying down.
Sites of administration should alternate between the left and the right anterolateral and left and
right posterolateral abdominal wall. To avoid the loss of medicinal product when using the pre-
filled syringe do not expel the air bubble from the syringe before the injection. The whole length
of the needle should be inserted perpendicularly into a skin fold held between the thumb and the
forefinger; the skin fold should be held throughout the injection.

e Intravenous administration (first dose in patients with STEMI only)
Intravenous administration should be through an existing intravenous line either directly or using a
small volume (25 or 50ml) 0.9% saline minibag. To avoid the loss of medicinal product when
using the pre-filled syringe do not expel the air bubble from the syringe before the injection. The
intravenous tubing should be well flushed with saline after injection to ensure that all of the
medicinal product is administered. If administered via a minibag, the infusion should be given
over 1 to 2 minutes.

For additional instructions for use and handling and disposal see section 6.6.
4.3 Contraindications

- hypersensitivity to the active substance or to any of the excipients

- active clinically significant bleeding

- acute bacterial endocarditis

- severe renal impairment defined by creatinine clearance < 20 ml/min.

4.4  Special warnings and precautions for use
Fondaparinux must not be administered intramuscularly.

Haemorrhage

Fondaparinux should be used with caution in patients who have an increased risk of haemorrhage,
such as those with congenital or acquired bleeding disorders (e.g. platelet count <50,000/mm°), active
ulcerative gastrointestinal disease and recent intracranial haemorrhage or shortly after brain, spinal or
ophthalmic surgery and in special patient groups as outlined below.

For prevention of VTE, agents that may enhance the risk of haemorrhage should not be administered
concomitantly with fondaparinux. These agents include desirudin, fibrinolytic agents, GP IIb/Illa
receptor antagonists, heparin, heparinoids, or Low Molecular Weight Heparin (LMWH). When
required, concomitant therapy with vitamin K antagonist should be administered in accordance with
the information of section 4.5. Other antiplatelet medicinal products (acetylsalicylic acid,
dipyridamole, sulfinpyrazone, ticlopidine or clopidogrel), and NSAIDs should be used with caution. If
co-administration is essential, close monitoring is necessary.



For treatment of UA/NSTEMI and STEMI, fondaparinux should be used with caution in patients who
are being treated concomitantly with other agents that increase the risk of haemorrhage (such as
GPIIb/I1a inhibitors or thrombolytics).

PCI and risk of guiding catheter thrombus

In STEMI patients undergoing primary PCI, the use of fondaparinux prior to and during PCI is not
recommended. Similarly, in UA/NSTEMI patients with life threatening conditions that require urgent
revascularisation, the use of fondaparinux prior to and during PCI is not recommended. These are
patients with refractory or recurrent angina associated with dynamic ST deviation, heart failure, life-
threatening arrhythmias or haemodynamic instability.

In UA/NSTEMI and STEMI patients undergoing non-primary PCI, the use of fondaparinux as the sole
anticoagulant during PCI is not recommended, therefore UFH should be used according to local
practice (see section 4.2).

There are limited data on the use of UFH during non-primary PCI in patients treated with
fondaparinux (see section 5.1). In those patients who underwent non-primary PCI 6-24 hours after the
last dose of fondaparinux, the median dose of UFH was 8,000 IU and the incidence of major bleeding
was 2% (2/98). In those patients who underwent non-primary PCI <6 hours after the last dose of
fondaparinux, the median dose of UFH was 5,000 IU and the incidence of major bleeding was 4.1%
(2/49).

Clinical trials have shown a low but increased risk of guiding catheter thrombus in patients treated
with fondaparinux for anticoagulation during PCI_compared to control. Incidences in non-primary PCI
in UA/NSTEMI were 1.0% vs 0.3% (fondaparinux vs. enoxaparin) and in primary PCI in STEMI were
1.2% vs 0% (fondaparinux vs. control).

Spinal / Epidural anaesthesia

In patients undergoing major orthopaedic surgery, epidural or spinal haematomas that may result in
long-term or permanent paralysis cannot be excluded with the concurrent use of fondaparinux and
spinal/epidural anaesthesia or spinal puncture. The risk of these rare events may be higher with post-
operative use of indwelling epidural catheters or the concomitant use of other medicinal products
affecting haemostasis.

Elderly patients

The elderly population is at increased risk of bleeding. As renal function is generally decreasing with
age, elderly patients may show reduced elimination and increased exposure of fondaparinux (see
section 5.2). Fondaparinux should be used with caution in elderly patients (see section 4.2).

Low body weight
Patients with body weight <50 kg are at increased risk of bleeding. Elimination of fondaparinux
decreases with weight. Fondaparinux should be used with caution in these patients (see section 4.2).

Renal impairment
Fondaparinux is known to be mainly excreted by the kidney.

e Prophylaxis of VTE - Patients with creatinine clearance <50 ml/min are at increased risk of
bleeding and VTE and should be treated with caution (see sections 4.2, 4.3 and 5.2). There are
limited clinical data available from patients with creatinine clearance less than 30 ml/min.

e Treatment of UA/NSTEMI and STEMI - For the treatment of UA/NSTEMI and STEMI, there are
limited clinical data available on the use of fondaparinux 2.5mg once daily in patients with
creatinine clearance between 20 and 30 ml/min. Therefore the physician should determine if the
benefit of treatment outweighs the risk (see sections 4.2 and 4.3).



Severe hepatic impairment

Dosing adjustment of fondaparinux is not necessary. However, the use of fondaparinux should be
considered with caution because of an increased risk of bleeding due to a deficiency of coagulation
factors in patients with severe hepatic impairment (see section 4.2).

Patients with Heparin Induced Thrombocytopenia

Fondaparinux should be used with caution in patients with a history of HIT. The efficacy and safety of
fondaparinux have not been formally studied in patients with HIT type II. Fondaparinux does not bind
to platelet factor 4 and does not cross-react with sera from patients with Heparin Induced
Thrombocytopenia (HIT) type II. However, rare spontaneous reports of HIT in patients treated with
fondaparinux have been received. To date a causal association between treatment with fondaparinux
and the occurrence of HIT has not been established.

4.5 Interaction with other medicinal products and other forms of interaction

Bleeding risk is increased with concomitant administration of fondaparinux and agents that may
enhance the risk of haemorrhage (see section 4.4).

Oral anticoagulants (warfarin), platelet inhibitors (acetylsalicylic acid), NSAIDs (piroxicam) and
digoxin did not interact with the pharmacokinetics of fondaparinux. The fondaparinux dose (10 mg) in
the interaction studies was higher than the dose recommended for the present indications.
Fondaparinux neither influenced the INR activity of warfarin, nor the bleeding time under
acetylsalicylic acid or piroxicam treatment, nor the pharmacokinetics of digoxin at steady state.

Follow-up therapy with another anticoagulant medicinal product
If follow-up treatment is to be initiated with heparin or LMWH, the first injection should, as a general
rule, be given one day after the last fondaparinux injection.

If follow up treatment with a Vitamin K antagonist is required, treatment with fondaparinux should be
continued until the target INR value has been reached.

4.6  Pregnancy and lactation

There are no adequate data from the use of fondaparinux in pregnant women. Animal studies are
insufficient with respect to effects on pregnancy, embryo/foetal development, parturition and postnatal
development because of limited exposure. Fondaparinux should not be prescribed to pregnant women
unless clearly necessary.

Fondaparinux is excreted in rat milk but it is not known whether fondaparinux is excreted in human
milk. Breast-feeding is not recommended during treatment with fondaparinux. Oral absorption by the
child is however unlikely.

4.7  Effects on ability to drive and use machines
No studies on the effect on the ability to drive and to use machines have been performed.
4.8 Undesirable effects

The safety of fondaparinux 2.5 mg has been evaluated in:

- 3,595 patients undergoing major orthopaedic surgery of the lower limbs treated up to 9 days

- 327 patients undergoing hip fracture surgery treated for 3 weeks following an initial prophylaxis
of 1 week

- 1,407 patients undergoing abdominal surgery treated up to 9 days

- 425 medical patients who are at risk for thromboembolic complications treated up to 14 days

- 10,057 patients undergoing treatment of UA or NSTEMI ACS

- 6,036 patients undergoing treatment of STEMI ACS.



For the prevention of VTE, the adverse reactions reported by the investigator as at least possibly
related to fondaparinux are presented within each frequency grouping (very common > 1/10; common:
>1/100 to < 1/10; uncommon: > 1/1,000 to < 1/100; rare: > 1/10,000 to <1/1,000; very rare <1/10,000)
and system organ class by decreasing order of seriousness; these adverse reactions should be
interpreted within the surgical and medical context.

System organ class Undesirable effects in patients | Undesirable effects in medical

MedDRA undergoing major orthopaedic | patients
surgery of lower limbs and/or
abdominal surgery

Infections and Rare:  post-operative ~ wound

infestations infection

Blood and lymphatic Common: post-operative Common: bleeding

system disorders haemorrhage, anaemia (haematoma, haematuria,
Uncommon: bleeding (epistaxis, |haemoptysis, gingival bleeding)
gastrointestinal, haemoptysis, Uncommon: anaemia

haematuria, haematoma)
thrombocytopenia, purpura,
thrombocythaemia, platelet
abnormal, coagulation disorder

Immune system disorders | Rare: allergic reaction

Metabolism and nutrition | Rare: hypokalaemia
disorders

Nervous system disorders | Rare: anxiety, somnolence,
vertigo, dizziness, headache,

confusion
Vascular disorders Rare: hypotension
Respiratory, thoracic and | Rare: dyspnoea, coughing Uncommon: dyspnoeca
mediastinal disorders
Gastrointestinal Uncommon: nausea, vomiting
disorders Rare: abdominal pain, dyspepsia,

gastritis, constipation, diarrhoea

Hepatobiliary disorders | Uncommon: hepatic enzymes
increased, hepatic function
abnormal

Rare: bilirubinaemia




Skin and subcutaneous Uncommon: rash, pruritus Uncommon: rash, pruritus
tissue disorders

General disorders and Uncommon: oedema, oedema Uncommon: chest pain
administration site peripheral, fever, wound
conditions secretion

Rare: chest pain, fatigue, hot
flushes, leg pain, oedema genital,
flushing, syncope

In other studies or in post-marketing experience, rare cases of intracranial / intracerebral and
retroperitoneal bleedings have been reported.

The adverse event profile reported in the ACS program is consistent with the adverse drug reactions
identified for VTE prophylaxis.

Bleeding was a commonly reported event in patients with UA/NSTEMI and STEMI. The incidence of
adjudicated major bleeding was 2.1% (fondaparinux) vs. 4.1% (enoxaparin) up to and including Day 9
in the Phase III UA/NSTEMI study, and the incidence of adjudicated severe haemorrhage by modified
TIMI criteria was 1.1% (fondaparinux) vs. 1.4% (control [UFH/placebo]) up to and including Day 9 in
the Phase III STEMI study.

In the Phase Il UA/NSTEMI study, the most commonly reported non-bleeding adverse events
(reported in at least 1% of subjects on fondaparinux) were headache, chest pain and atrial fibrillation.

In the Phase III study in STEMI patients, the most commonly reported non-bleeding adverse events
(reported in at least 1% of subjects on fondaparinux) were atrial fibrillation, pyrexia, chest pain,
headache, ventricular tachycardia, vomiting, and hypotension.

4,9 Overdose

Fondaparinux doses above the recommended regimen may lead to an increased risk of bleeding. There
is no known antidote to fondaparinux.

Overdose associated with bleeding complications should lead to treatment discontinuation and search
for the primary cause. Initiation of appropriate therapy such as surgical haemostasis, blood
replacements, fresh plasma transfusion, plasmapheresis should be considered.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antithrombotic agents.
ATC code: BOIAXO05

Pharmacodynamic effects

Fondaparinux is a synthetic and selective inhibitor of activated Factor X (Xa). The antithrombotic
activity of fondaparinux is the result of antithrombin III (ATIII) mediated selective inhibition of
Factor Xa. By binding selectively to ATIII, fondaparinux potentiates (about 300 times) the innate
neutralization of Factor Xa by ATIII. Neutralisation of Factor Xa interrupts the blood coagulation
cascade and inhibits both thrombin formation and thrombus development. Fondaparinux does not
inactivate thrombin (activated Factor II) and has no effects on platelets.



At the 2.5 mg dose, fondaparinux does not affect routine coagulation tests such as activated partial
thromboplastin time (aPTT), activated clotting time (ACT) or prothrombin time (PT)/International
Normalised Ratio (INR) tests in plasma nor bleeding time or fibrinolytic activity. However, rare
spontaneous reports of aPTT prolongation have been received.

Fondaparinux does not cross-react with sera from patients with heparin-induced thrombocytopaenia.
Clinical studies

Prevention of Venous Thromboembolic Events (VTE) in patients undergoing major orthopaedic
surgery of the lower limbs treated up to 9 days

The fondaparinux clinical program was designed to demonstrate the efficacy of fondaparinux for the
prevention of venous thromboembolic events (VTE), i.e. proximal and distal deep vein thrombosis
(DVT) and pulmonary embolism (PE) in patients undergoing major orthopaedic surgery of the lower
limbs such as hip fracture, major knee surgery or hip replacement surgery. Over 8,000 patients (hip
fracture — 1,711, hip replacement — 5,829, major knee surgery — 1,367) were studied in controlled
Phase II and III clinical studies. Fondaparinux 2.5 mg once daily started 6-8 hours postoperatively was
compared with enoxaparin 40 mg once daily started 12 hours before surgery, or 30 mg twice daily
started 12-24 hours after surgery.

In a pooled analysis of these studies, the recommended dose regimen of fondaparinux versus
enoxaparin was associated with a significant decrease (54% [95% CI, 44 %; 63%]) in the rate of VTE
evaluated up to day 11 after surgery, irrespective of the type of surgery performed. The majority of
endpoint events were diagnosed by a prescheduled venography and consisted mainly of distal DVT,
but the incidence of proximal DVT was also significantly reduced. The incidence of symptomatic
VTE, including PE was not significantly different between treatment groups.

In studies versus enoxaparin 40 mg once daily started 12 hours before surgery, major bleeding was
observed in 2.8% of fondaparinux patients treated with the recommended dose, compared to 2.6%
with enoxaparin.

Prevention of Venous Thromboembolic Events (VTE) in patients undergoing hip fracture
surgery treated for up to 24 days following an initial prophylaxis of 1 week

In a randomised double-blind clinical trial, 737 patients were treated with fondaparinux 2.5 mg once
daily for 7 +/- 1 days following hip fracture surgery. At the end of this period, 656 patients were
randomised to receive fondaparinux 2.5 mg once daily or placebo for an additional 21 +/- 2 days.
Fondaparinux provided a significant reduction in the overall rate of VTE compared with placebo [3
patients (1.4%) vs 77 patients (35%), respectively]. The majority (70/80) of the recorded VTE events
were venographically detected non-symptomatic cases of DVT. Fondaparinux also provided a
significant reduction in the rate of symptomatic VTE (DVT, and / or PE) [1 (0.3%) vs 9 (2.7%)
patients, respectively] including two fatal PE reported in the placebo group. Major bleedings, all at
surgical site and none fatal, were observed in 8 patients (2.4%) treated with fondaparinux 2.5 mg
compared to 2 (0.6%) with placebo.

Prevention of Venous Thromboembolic Events (VTE) in patients undergoing abdominal surgery
who are judged to be at high risk of thromboembolic complications, such as patients undergoing
abdominal cancer surgery

In a double-blind clinical study, 2,927 patients were randomized to receive fondaparinux 2.5mg once
daily or dalteparin 5,000 IU once daily, with one 2,500 IU preoperative injection and a first 2,500 IU
post-operative injection, for 7+2 days. The main sites of surgery were colonic/rectal, gastric, hepatic,
cholecystectomy or other biliary. Sixty-nine percent of the patients underwent surgery for cancer.
Patients under-going urological (other than kidney) or gynaecological surgery, laparoscopic surgery or
vascular surgery were not included in the study.

In this study, the incidence of total VTE was 4.6% (47/1,027) with fondaparinux, versus 6.1%:
(62/1,021) with dalteparin: odds ratio reduction [95%CI] = -25.8% [-49.7%, 9.5%]. The difference in

total VTE rates between the treatment groups, which was not statistically significant, was mainly due
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to a reduction of asymptomatic distal DVT. The incidence of symptomatic DVT was similar between
treatment groups: 6 patients (0.4%) in the fondaparinux group vs 5 patients (0.3%) in the dalteparin
group. In the large subgroup of patients undergoing cancer surgery (69% of the patient population),
the VTE rate was 4.7% in the fondaparinux group, versus 7.7% in the dalteparin group.

Major bleeding was observed in 3.4% of the patients in the fondaparinux group and in 2.4% of the
dalteparin group.

Prevention of Venous Thromboembolic Events (VTE) in medical patients who are at high risk
for thromboembolic complications due to restricted mobility during acute illness

In a randomised double-blind clinical trial, 839 patients were treated with fondaparinux 2.5 mg once
daily or placebo for 6 to 14 days. This study included acutely ill medical patients, aged > 60 years,
expected to require bed rest for at least four days, and hospitalized for congestive heart failure NYHA
class III/IV and/or acute respiratory illness and/or acute infectious or inflammatory disease.
Fondaparinux significantly reduced the overall rate of VTE compared to placebo [18 patients (5.6%)
vs 34 patients (10.5%), respectively]. The majority of events were asymptomatic distal DVT.
Fondaparinux also significantly reduced the rate of adjudicated fatal PE [0 patients (0.0%) vs 5
patients (1.2%), respectively]. Major bleedings were observed in 1 patient (0.2%) of each group.

Treatment of unstable angina or non-ST segment elevation myocardial infarction (UA/NSTEMI)
OASIS 5 was a double-blind, randomised, non-inferiority study with fondaparinux 2.5 mg
subcutaneously once daily versus enoxaparin 1 mg/kg subcutaneously twice daily in approximately
20,000 patients with UA/NSTEMI. All patients received standard medical treatment for UA/NSTEMI,
with 34% of patients undergoing PCI and 9% undergoing CABG. The mean treatment duration was
5.5 days in the fondaparinux group and 5.2 days in the enoxaparin group. If PCI was performed,
patients received either intravenous fondaparinux (fondaparinux patients) or weight adjusted
intravenous UFH (enoxaparin patients) as adjunctive therapy, dependent on the timing of the last
subcutaneous dose and planned use of GP IIb/Illa inhibitor. The mean age of the patients was 67 years,
and approximately 60% were at least 65 years old. Approximately 40% and 17% of patients had mild
(creatinine clearance >50 to <80 ml/min) or moderate (creatinine clearance >30 to <50 ml/min) renal
impairment, respectively.

The primary adjudicated endpoint was a composite of death, myocardial infarction (MI) and refractory
ischaemia (RI) within 9 days of randomisation. Of the patients in the fondaparinux group, 5.8%
experienced an event by Day 9 compared to 5.7% for enoxaparin-treated patients (hazard ratio 1.01,
95% Cl, 0.90, 1.13, one-sided non-inferiority p value = 0.003).

By Day 30, the incidence of all cause mortality was significantly reduced from 3.5% on enoxaparin to
2.9% on fondaparinux (hazard ratio 0.83, 95% CI, 0.71;0.97, p = 0.02). The effects on the incidence of
MI and RI were not statistically different between the fondaparinux and enoxaparin treatment groups.

At Day 9 the incidence of major bleeding on fondaparinux and enoxaparin was 2.1% and 4.1%,
respectively (hazard ratio 0.52, 95% CI, 0.44;0.61, p < 0.001).

The efficacy findings and results on major bleeding were consistent across prespecified subgroups
such as elderly, renally impaired patients, type of concomitant platelet aggregation inhibitors (aspirin,
thienopyridines or GP IIb/IIla inhibitors).

In the subgroup of patients treated with fondaparinux or enoxaparin who underwent PCI, 8.8% and
8.2% of patients respectively, experience death/MI/RI within 9 days of randomisation (hazard ratio
1.08, 95% CI, 0.92;1.27). In this subgroup, the incidence of major bleeding on fondaparinux and
enoxaparin at Day 9 was 2.2% and 5.0% respectively (hazard ratio 0.43, 95% CI, 0.33;0.57).

Treatment of ST segment elevation myocardial infarction (STEMI)

OASIS 6 was a double blind, randomised study assessing the safety and efficacy of fondaparinux 2.5
mg once daily, versus usual care (placebo (47%) or UFH (53%) in approximately 12,000 patients with
STEMI. All patients received standard treatments for STEMI, including primary PCI (31%),



thrombolytics (45%) or no reperfusion (24%). Of the patients treated with a thrombolytic, 84% were
treated with a non-fibrin specific agent (primarily streptokinase). The mean treatment duration was
6.2 days on fondaparinux. The mean age of the patients was 61 years, and approximately 40% were at
least 65 years old. Approximately 40% and 14% of patients had mild (creatinine clearance >50 to <80
ml/min) or moderate (creatinine clearance >30 to <50 ml/min) renal impairment, respectively.

The primary adjudicated endpoint was a composite of death and recurrent MI (re-MI) within 30 days
of randomisation. The incidence of death/re-MI at Day 30 was significantly reduced from 11.1% for
the control group to 9.7% for the fondaparinux group (hazard ratio 0.86, 95% CI, 0.77, 0.96, p =
0.008). In the predefined stratum comparing fondaparinux to placebo (i.e patients treated with non-
fibrin specific lytics (77.3%), no reperfusion (22%), fibrin-specific lytics (0.3%), primary PCI (0.4%),
the incidence of death/re-MI at Day 30 was significantly reduced from 14.0% on placebo to 11.3%
(hazard ratio 0.80, 95% CI, 0.69, 0.93, p = 0.003). In the predefined stratum comparing fondaparinux
to UFH (patients treated with primary PCI (58.5%), fibrin-specific lytics (13%), non-fibrin-specific
lytics (2.6%) and no reperfusion (25.9%), the effects of fondaparinux and UFH on the incidence of
death/re-MI at Day 30 were not statistically different: respectively, 8.3% vs 8.7% (hazard ratio 0.94,
95% CI, 0.79, 1.11 p = 0.460). However, in this stratum, in the subgroup of indicated population
undergoing thrombolysis or no reperfusion (i.e patients not undergoing primary PCI), the incidence of
death/re-MI at Day 30 was significantly reduced from 14.3% on UFH to 11.5% with fondaparinux
(hazard ratio 0.79, 95% CI, 0.64, 0.98, p = 0.03).

The incidence of all cause mortality at Day 30 was also significantly reduced from 8.9% for the
control group to 7.8% in the fondaparinux group (hazard ratio 0.87, 95% CI, 0.77;0.98, p = 0.02). The
difference in mortality was statistically significant in stratum 1 (placebo comparator) but not in
stratum 2 (UFH comparator). The mortality benefit shown in the fondaparinux group was maintained
until the end of follow-up at Day 180.

In patients who were revascularised with a thrombolytic, fondaparinux significantly reduced the
incidence of death/re-MI at Day 30 from 13.6% for the control group to 10.9% (hazard ratio 0.79,
95%CI, 0.68;0.93, p = 0.003). Among patients initially not reperfused, the incidence of death/re-MI at
Day 30 was significantly reduced from 15% for the control group to 12.1% for the fondaparinux group
(hazard ratio 0.79, 95% CI, 0.65;0.97, p = 0.023). In patients treated with primary PCI, the incidence
of death/re-MI at Day 30 was not statistically different between the two groups [6.0% in fondaparinux
group vs 4.8% in the control group; hazard ratio 1.26, 95% CI, 0.96, 1.66].

By Day 9, 1.1% of patients treated with fondaparinux and 1.4% of control patients experienced a
severe haemorrhage. In patients given a thrombolytic, severe haemorrhage occurred in 1.3% of the
fondaparinux patients and in 2.0% of controls. In patients initially not reperfused, the incidence of
severe haemorrhage was 1.2% for fondaparinux vs 1.5% for controls. For patients receiving primary
PCI, the incidence of severe haemorrhage was 1.0% for fondaparinux and 0.4% for controls.

The efficacy findings and results on severe haemorrhage were consistent across prespecified
subgroups such as elderly, renally impaired patients, type of concomitant platelet aggregation
inhibitors (aspirin, thienopyridines).

5.2 Pharmacokinetic properties

Absorption

After subcutaneous dosing, fondaparinux is completely and rapidly absorbed (absolute bioavailability
100%). Following a single subcutaneous injection of fondaparinux 2.5 mg to young healthy subjects,
peak plasma concentration (mean C,,,x = 0.34 mg/l) is obtained 2 hours post-dosing. Plasma
concentrations of half the mean C,,,x values are reached 25 minutes post-dosing.

In elderly healthy subjects, pharmacokinetics of fondaparinux are linear in the range of 2 to 8 mg by

subcutaneous route. Following once daily subcutaneous dosing, steady state of plasma levels is
obtained after 3 to 4 days with a 1.3-fold increase in C,,,x and AUC.
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Mean (CV%) steady state pharmacokinetic parameters estimates of fondaparinux in patients
undergoing hip replacement surgery receiving fondaparinux 2.5 mg once daily are: C,,, (mg/1) - 0.39
(31%), Tpax (h) - 2.8 (18%) and C,y;, (mg/1) -0.14 (56%). In hip fracture patients, associated with their
increased age, fondaparinux steady state plasma concentrations are: Cy,,x (mg/1) - 0.50 (32%),

Chin (mg/1) - 0.19 (58%).

Distribution

The distribution volume of fondaparinux is limited (7-11 litres). In vitro, fondaparinux is highly and
specifically bound to antithrombin protein with a dose-dependant plasma concentration binding
(98.6% to 97.0% in the concentration range from 0.5 to 2 mg/l). Fondaparinux does not bind
significantly to other plasma proteins, including platelet factor 4 (PF4).

Since fondaparinux does not bind significantly to plasma proteins other than ATIII, no interaction
with other medicinal products by protein binding displacement are expected.

Metabolism
Although not fully evaluated, there is no evidence of fondaparinux metabolism and in particular no
evidence for the formation of active metabolites.

Fondaparinux does not inhibit CYP450s (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 or CYP3A4) in vitro. Thus, fondaparinux is not expected to interact with other medicinal
products in vivo by inhibition of CYP-mediated metabolism.

Excretion/Elimination
The elimination half-life (t,,) is about 17 hours in healthy young subjects and about 21 hours in healthy

elderly subjects. Fondaparinux is excreted to 64 — 77 % by the kidney as unchanged compound.

Special populations

Paediatric patients - Fondaparinux has not been investigated in this population.

Elderly patients - Renal function may decrease with age and thus, the elimination capacity for
fondaparinux may be reduced in elderly. In patients >75 years undergoing orthopaedic surgery, the
estimated plasma clearance was 1.2 to 1.4 times lower than in patients <65 years.

Renal impairment - Compared with patients with normal renal function (creatinine

clearance > 80 ml/min), plasma clearance is 1.2 to 1.4 times lower in patients with mild renal
impairment (creatinine clearance 50 to 80 ml/min) and on average 2 times lower in patients with
moderate renal impairment (creatinine clearance 30 to 50 ml/min). In severe renal impairment
(creatinine clearance < 30 ml/min), plasma clearance is approximately 5 times lower than in normal
renal function. Associated terminal half-life values were 29 h in moderate and 72 h in patients with
severe renal impairment.

Gender - No gender differences were observed after adjustment for body weight.

Race - Pharmacokinetic differences due to race have not been studied prospectively. However, studies
performed in Asian (Japanese) healthy subjects did not reveal a different pharmacokinetic profile
compared to Caucasian healthy subjects. Similarly, no plasma clearance differences were observed
between black and Caucasian patients undergoing orthopaedic surgery.

Body weight - Plasma clearance of fondaparinux increases with body weight (9% increase per 10 kg).

Hepatic impairment - Following a single, subcutaneous dose of fondaparinux in subjects with
moderate hepatic impairment (Child-Pugh Category B), total (i.e., bound and unbound) C,,,x and AUC
were decreased by 22% and 39%, respectively, as compared to subjects with normal liver function.
The lower plasma concentrations of fondaparinux were attributed to reduced binding to ATIII
secondary to the lower ATIII plasma concentrations in subjects with hepatic impairment thereby
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resulting in increased renal clearance of fondaparinux. Consequently, unbound concentrations of
fondaparinux are expected to be unchanged in patients with mild to moderate hepatic impairment, and
therefore, no dose adjustment is necessary based on pharmacokinetics.

The pharmacokinetics of fondaparinux has not been studied in patients with severe hepatic impairment
(see sections 4.2 and 4.4).

5.3  Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, and genotoxicity. Animal studies are insufficient with respect to
effects on toxicity to reproduction because of limited exposure.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sodium chloride

Water for injections

Hydrochloric acid

Sodium hydroxide

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life
3 years.

If fondaparinux sodium is added to a 0.9% saline minibag it should ideally be infused immediately,
but can be stored at room temperature for up to 24 hours.

6.4  Special precautions for storage
Do not freeze.
6.5 Nature and contents of container

Type I glass barrel (1 ml) affixed with a 27 gauge x 12.7 mm needle and stoppered with a bromobutyl
or chlorobutyl elastomer plunger stopper.

Arixtra is available in pack sizes of 2, 7, 10 and 20 pre-filled syringes. There are two types of syringes:
e syringe with a blue plunger and an automatic safety system
e syringe with blue plunger and a manual safety system.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling
The subcutaneous injection is administered in the same way as with a classical syringe. Intravenous
administration should be through an existing intravenous line either directly or using a small volume

(25 or 50ml) 0.9% saline minibag.

Parenteral solutions should be inspected visually for particulate matter and discoloration prior to
administration.
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Instruction on self-administration by subcutaneous injection is included in the Package Leaflet.

The needle protection system of the Arixtra pre-filled syringes have been designed with a safety
system to protect from needle stick injuries following injection.

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER
Glaxo Group Ltd

Greenford

Middlesex

UB6 ONN

United Kingdom

8. MARKETING AUTHORISATION NUMBERS

EU/1/02/206/001-004 and 021-023

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 21 March 2002
Date of latest renewal: 21 March 2007

10. DATE OF REVISION OF THE TEXT

25 March 2009

Detailed information on this medicinal product is available on the website of the European
Medicines Agency (EMEA) http://www.emea.europa.eu
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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

Arixtra ¥ 5 mg/0.4 ml solution for injection, pre-filled syringe.
Arixtra ¥ 7.5 mg/0.6 ml solution for injection, pre-filled syringe.
Arixtra ¥ 10 mg/0.8 ml solution for injection, pre-filled syringe.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each pre-filled syringe contains 5 mg, 7.5 mg or 10 mg of fondaparinux sodium in 0.4 ml, 0.6 ml or
10ml solution for injection.

Excipient(s): Contains less than 1 mmol of sodium (23 mg) per dose, and therefore is essentially
sodium free.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection.
The solution is a clear and colourless to slightly yellow liquid.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Treatment of acute Deep Vein Thrombosis (DVT) and treatment of acute Pulmonary Embolism (PE),
except in haemodynamically unstable patients or patients who require thrombolysis or pulmonary
embolectomy.

4.2  Posology and method of administration

The recommended dose of fondaparinux is 7.5 mg (patients with body weight > 50, < 100kg) once
daily administered by subcutaneous injection. For patients with body weight < 50 kg, the
recommended dose is 5 mg. For patients with body weight > 100 kg, the recommended dose is 10 mg.

Treatment should be continued for at least 5 days and until adequate oral anticoagulation is established
(International Normalised Ratio 2 to 3). Concomitant oral anticoagulation treatment should be initiated
as soon as possible and usually within 72 hours. The average duration of administration in clinical
trials was 7 days and the clinical experience from treatment beyond 10 days is limited.

Special populations

Elderly patients - No dosing adjustment is necessary. In patients >75 years, fondaparinux should be
used with care, as renal function decreases with age (see section 4.4).

Renal impairment - Fondaparinux should be used with caution in patients with moderate renal
impairment (see section 4.4).

There is no experience in the subgroup of patients with both high body weight (>100 kg) and moderate
renal impairment (creatinine clearance 30-50 ml/min). In this subgroup, after an initial 10 mg daily
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dose, a reduction of the daily dose to 7.5 mg may be considered, based on pharmacokinetic modelling
(see section 4.4).

Fondaparinux should not be used in patients with severe renal impairment (creatinine clearance < 30
ml/min) (see section 4.3).

Hepatic impairment - No dosing adjustment is necessary in patients with either mild or moderate
hepatic impairment. In patients with severe hepatic impairment, fondaparinux should be used with
care as this patient group has not been studied (see sections 4.4 and 5.2).

Paediatric population - Fondaparinux is not recommended for use in children below 17 years of age
due to a lack of data on safety and efficacy.

Method of administration

Fondaparinux is administered by deep subcutaneous injection while the patient is lying down. Sites of
administration should alternate between the left and the right anterolateral and left and right
posterolateral abdominal wall. To avoid the loss of medicinal product when using the pre-filled
syringe do not expel the air bubble from the syringe before the injection. The whole length of the
needle should be inserted perpendicularly into a skin fold held between the thumb and the forefinger;
the skin fold should be held throughout the injection.

For additional instructions for use and handling and disposal see section 6.6.
4.3 Contraindications

- hypersensitivity to the active substance or to any of the excipients

- active clinically significant bleeding

- acute bacterial endocarditis

- severe renal impairment defined by creatinine clearance < 30 ml/min.

4.4  Special warnings and precautions for use
Fondaparinux is intended for subcutaneous use only. Do not administer intramuscularly.

There is limited experience from treatment with fondaparinux in haemodynamically unstable patients
and no experience in patients requiring thrombolysis, embolectomy or insertion of a vena cava filter.

Haemorrhage

Fondaparinux should be used with caution in patients who have an increased risk of haemorrhage,
such as those with congenital or acquired bleeding disorders (e.g. platelet count <50,000/mm’), active
ulcerative gastrointestinal disease and recent intracranial haemorrhage or shortly after brain, spinal or
ophthalmic surgery and in special patient groups as outlined below.

As for other anticoagulants, fondaparinux should be used with caution in patients who have undergone
recent surgery (<3 days) and only once surgical haemostasis has been established.

Agents that may enhance the risk of haemorrhage should not be administered concomitantly with
fondaparinux. These agents include desirudin, fibrinolytic agents, GP IIb/Illa receptor antagonists,
heparin, heparinoids, or Low Molecular Weight Heparin (LMWH). During treatment of VTE,
concomitant therapy with vitamin K antagonist should be administered in accordance with the
information of Section 4.5. Other antiplatelet medicinal products (acetylsalicylic acid, dipyridamole,
sulfinpyrazone, ticlopidine or clopidogrel), and NSAIDs should be used with caution. If co-
administration is essential, close monitoring is necessary.

Spinal / Epidural anaesthesia
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In patients receiving fondaparinux for treatment of VTE rather than prophylaxis, spinal/epidural
anaesthesia in case of surgical procedures should not be used.

Elderly patients

The elderly population is at increased risk of bleeding. As renal function generally decreases with age,
elderly patients may show reduced elimination and increased exposure of fondaparinux (see section
5.2). Incidences of bleeding events in patients receiving the recommended regimen in the treatment of
DVT or PE and aged <65 years, 65-75 and >75 years were 3.0 %, 4.5 % and 6.5 %, respectively. The
corresponding incidences in patients receiving the recommended regimen of enoxaparin in the
treatment of DVT were 2.5%, 3.6% and 8.3% respectively, while the incidences in patients receiving
the recommended regimen of UFH in the treatment of PE were 5.5%, 6.6% and 7.4%, respectively.
Fondaparinux should be used with caution in elderly patients (see section 4.2).

Low body weight
Clinical experience is limited in patients with body weight <50 kg. Fondaparinux should be used with
caution at a daily dose of 5 mg in this population (see sections 4.2 and 5.2).

Renal impairment

The risk of bleeding increases with increasing renal impairment. Fondaparinux is known to be
excreted mainly by the kidney. Incidences of bleeding events in patients receiving the recommended
regimen in the treatment of DVT or PE with normal renal function, mild renal impairment, moderate
renal impairment and severe renal impairment were 3.0 % (34/1,132), 4.4 % (32/733), 6.6% (21/318),
and 14.5 % (8/55) respectively. The corresponding incidences in patients receiving the recommended
regimen of enoxaparin in the treatment of DVT were 2.3% (13/559), 4.6% (17/368), 9.7% (14/145)
and 11.1% (2/18) respectively, and in patients receiving the recommended regimen of unfractionated
heparin in the treatment of PE were 6.9% (36/523), 3.1% (11/352), 11.1% (18/162) and 10.7% (3/28),
respectively.

Fondaparinux is contra-indicated in severe renal impairment (creatinine clearance <30 ml/min) and
should be used with caution in patients with moderate renal impairment (creatinine clearance 30-50
ml/min). The duration of treatment should not exceed that evaluated during clinical trial (mean 7 days)
(see sections 4.2, 4.3 and 5.2).

There is no experience in the subgroup of patients with both high body weight (>100 kg) and moderate
renal impairment (creatinine clearance 30-50 ml/min). Fondaparinux should be used with care in these
patients. After an initial 10 mg daily dose, a reduction of the daily dose to 7.5 mg may be considered,
based on pharmacokinetic modelling (see section 4.2).

Severe hepatic impairment
The use of fondaparinux should be considered with caution because of an increased risk of bleeding
due to a deficiency of coagulation factors in patients with severe hepatic impairment (see section 4.2).

Patients with Heparin Induced Thrombocytopenia

Fondaparinux should be used with caution in patients with a history of HIT. The efficacy and safety of
fondaparinux have not been formally studied in patients with HIT type II. Fondaparinux does not bind
to platelet factor 4 and does not cross-react with sera from patients with Heparin Induced
Thrombocytopenia (HIT) type II. However, rare spontaneous reports of HIT in patients treated with
fondaparinux have been received. To date a causal association between treatment with fondaparinux
and the occurrence of HIT has not been established.

4.5 Interaction with other medicinal products and other forms of interaction

Bleeding risk is increased with concomitant administration of fondaparinux and agents that may
enhance the risk of haemorrhage (see section 4.4).
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In clinical studies performed with fondaparinux, oral anticoagulants (warfarin) did not interact with
the pharmacokinetics of fondaparinux; at the 10 mg dose used in the interaction studies, fondaparinux
did not influence the anticoagulation monitoring (INR) activity of warfarin.

Platelet inhibitors (acetylsalicylic acid), NSAIDs (piroxicam) and digoxin did not interact with the
pharmacokinetics of fondaparinux. At the 10 mg dose used in the interaction studies, fondaparinux did
not influence the bleeding time under acetylsalicylic acid or piroxicam treatment, nor the
pharmacokinetics of digoxin at steady state.

4.6 Pregnancy and lactation

No clinical data on exposed pregnancies are available. Animal studies are insufficient with respect to
effects on pregnancy, embryo/foetal development, parturition and postnatal development because of
limited exposure. Fondaparinux should not be prescribed to pregnant women unless clearly necessary.

Fondaparinux is excreted in rat milk but it is not known whether fondaparinux is excreted in human
milk. Breast-feeding is not recommended during treatment with fondaparinux. Oral absorption by the
child is however unlikely.

4.7  Effects on ability to drive and use machines
No studies on the effect on the ability to drive and to use machines have been performed.
4.8 Undesirable effects

The safety of fondaparinux has been evaluated in 2,517 patients treated for Venous Thrombo-
Embolism and treated with fondaparinux for an average of 7 days. The most common adverse
reactions were bleeding complications (see section 4.4).

The adverse reactions reported by the investigator as at least possibly related to fondaparinux are
presented within each frequency grouping (very common > 1/10; common: >1/100 to < 1/10;
uncommon: > 1/1,000 to < 1/100; rare: > 1/10,000 to <1/1,000; very rare <1/10,000) and system organ
class by decreasing order of seriousness.

System organ class Undesirable effects in patients treated for VTE!

MedDRA

Blood and lymphatic Common: bleeding (gastrointestinal, haematuria,

system disorders haematoma, epistaxis, haemoptysis, utero-vaginal
haemorrhage, haemarthrosis, ocular, purpura,
bruise)

Uncommon: anaemia, thrombocytopaenia

Rare: other bleeding (hepatic, retroperitoneal,
intracranial/intracerebral), thrombocythaemia

Immune system Rare: allergic reaction
disorders
Metabolism and Rare: non-protein-nitrogen (Npn)* increased

nutrition disorders

Nervous system Uncommon: headache

disorders Rare: dizziness
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Gastrointestinal Uncommon: nausea, vomiting
disorders

Hepatobiliary disorders | Uncommon: abnormal liver function

Skin and subcutaneous | Rare: rash erythematous
tissue disorders

General disorders and | Uncommon: pain, oedema,
administration site

. Rare: reaction at injection site
conditions

(1) Isolated AEs have not been considered except if they were medically relevant.
(2) Npn stands for non-protein-nitrogen such as urea, uric acid, amino acid, etc.

49 Overdose

Fondaparinux doses above the recommended regimen may lead to an increased risk of bleeding. There
is no known antidote to fondaparinux.

Overdose associated with bleeding complications should lead to treatment discontinuation and search

for the primary cause. Initiation of appropriate therapy such as surgical haemostasis, blood
replacements, fresh plasma transfusion, plasmapheresis should be considered.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antithrombotic agents.
ATC code: BOIAXO05

Pharmacodynamic effects

Fondaparinux is a synthetic and selective inhibitor of activated Factor X (Xa). The antithrombotic
activity of fondaparinux is the result of antithrombin III (antithrombin) mediated selective inhibition
of Factor Xa. By binding selectively to antithrombin, fondaparinux potentiates (about 300 times) the
innate neutralization of Factor Xa by antithrombin. Neutralisation of Factor Xa interrupts the blood
coagulation cascade and inhibits both thrombin formation and thrombus development. Fondaparinux
does not inactivate thrombin (activated Factor II) and has no effects on platelets.

At the doses used for treatment, fondaparinux does not, to a clinically relevant extent, affect routine
coagulation tests such as activated partial thromboplastin time (aPTT), activated clotting time (ACT)
or prothrombin time (PT)/International Normalised Ratio (INR) tests in plasma nor bleeding time or
fibrinolytic activity. However, rare spontaneous reports of aPTT prolongation have been received. At
higher doses, moderate changes in aPTT can occur. At the 10 mg dose used in interaction studies,
fondaparinux did not significantly influence the anticoagulation activity (INR) of warfarin.

Fondaparinux does not cross-react with sera from patients with heparin-induced thrombocytopaenia.
Clinical studies

The fondaparinux clinical program in treatment of Venous Thromboembolism was designed to
demonstrate the efficacy of fondaparinux for the treatment of deep vein thrombosis (DVT) and
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pulmonary embolism (PE). Over 4,874 patients were studied in controlled Phase II and III clinical
studies.

Treatment of Deep Venous Thrombosis

In a randomised, double-blind, clinical trial in patients with a confirmed diagnosis of acute
symptomatic DVT, fondaparinux 5 mg (body weight < 50 kg), 7.5 mg (body weight > 50 kg, < 100
kg) or 10 mg (body weight >100 kg) SC once daily was compared to enoxaparin sodium 1 mg/kg SC
twice daily. A total of 2,192 patients were treated; for both groups, patients were treated for at least 5
days and up to 26 days (mean 7 days). Both treatment groups received Vitamin K antagonist therapy
usually initiated within 72 hours after the first study drug administration and continued for 90 & 7 days,
with regular dose adjustments to achieve an INR of 2-3. The primary efficacy endpoint was the
composite of confirmed symptomatic recurrent non-fatal VTE and fatal VTE reported up to Day 97.
Treatment with fondaparinux was demonstrated to be non-inferior to enoxaparin (VTE rates 3.9% and
4.1%, respectively).

Major bleeding during the initial treatment period was observed in 1.1% of fondaparinux patients,
compared to 1.2% with enoxaparin.

Treatment of Pulmonary Embolism

A randomised, open-label, clinical trial was conducted in patients with acute symptomatic PE. The
diagnosis was confirmed by objective testing (lung scan, pulmonary angiography or spiral CT scan).
Patients who required thrombolysis or embolectomy or vena cava filter were excluded. Randomised
patients could have been pre-treated with UFH during the screening phase but patients treated for
more than 24 hours with therapeutic dose of anticoagulant or with uncontrolled hypertension were
excluded. Fondaparinux 5 mg (body weight < 50 kg), 7.5 mg (body weight > 50kg, < 100 kg) or 10
mg (body weight >100 kg) SC once daily was compared to unfractionated heparin IV bolus (5,000 IU)
followed by a continuous IV infusion adjusted to maintain 1.5-2.5 times aPTT control value. A total
of 2,184 patients were treated; for both groups, patients were treated for at least 5 days and up to 22
days (mean 7 days). Both treatment groups received Vitamin K antagonist therapy usually initiated
within 72 hours after the first study drug administration and continued for 90 + 7 days, with regular
dose adjustments to achieve an INR of 2-3. The primary efficacy endpoint was the composite of
confirmed symptomatic recurrent non-fatal VTE and fatal VTE reported up to Day 97. Treatment with
fondaparinux was demonstrated to be non-inferior to unfractionated heparin (VTE rates 3.8% and
5.0%, respectively).

Major bleeding during the initial treatment period was observed in 1.3% of fondaparinux patients,
compared to 1.1% with unfractionated heparin.

5.2 Pharmacokinetic properties

The pharmacokinetics of fondaparinux sodium are derived from fondaparinux plasma concentrations
quantified via anti factor Xa activity. Only fondaparinux can be used to calibrate the anti-Xa assay (the
international standards of heparin or LMWH are not appropriate for this use). As a result, the
concentration of fondaparinux is expressed as milligrams (mg).

Absorption

After subcutaneous dosing, fondaparinux is completely and rapidly absorbed (absolute bioavailability
100%). Following a single subcutaneous injection of fondaparinux 2.5 mg to young healthy subjects,
peak plasma concentration (mean C,,,x = 0.34 mg/l) is obtained 2 hours post-dosing. Plasma
concentrations of half the mean C,,,x values are reached 25 minutes post-dosing.

In elderly healthy subjects, pharmacokinetics of fondaparinux is linear in the range of 2 to 8§ mg by

subcutaneous route. Following once daily dosing, steady state of plasma levels is obtained after 3 to 4
days with a 1.3-fold increase in C,,,x and AUC.
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Mean (CV%) steady state pharmacokinetic parameters estimates of fondaparinux in patients
undergoing hip replacement surgery receiving fondaparinux 2.5 mg once daily are: C,,, (mg/1) - 0.39
(31%), Tpax (h) - 2.8 (18%) and C,y;, (mg/1) -0.14 (56%). In hip fracture patients, associated with their
increased age, fondaparinux steady state plasma concentrations are: Cy,,x (mg/1) - 0.50 (32%),

Chnin (mg/1) - 0.19 (58%).

In DVT and PE treatment, patients receiving fondaparinux 5 mg (body weight <50 kg), 7.5 mg (body
weight 50-100 kg inclusive) and 10 mg (body weight >100 kg) once daily, the body weight-adjusted
doses provide similar exposure across all body weight categories. The mean (CV%) steady state
pharmacokinetic parameters estimates of fondaparinux in patients with VTE receiving the
fondaparinux proposed dose regimen once daily are: Cp.x (mg/1) - 1.41 (23 %), Tpnax (h) — 2.4 (8%) and
Chin (mg/1) -0.52 (45 %). The associated 5th and 95th percentiles are, respectively, 0.97 and 1.92 for
Cinax (mg/1), and 0.24 and 0.95 for Cyy, (mg/1).

Distribution

The distribution volume of fondaparinux is limited (7-11 litres). In vitro, fondaparinux is highly and
specifically bound to antithrombin protein with a dose-dependant plasma concentration binding
(98.6% to 97.0% in the concentration range from 0.5 to 2 mg/l). Fondaparinux does not bind
significantly to other plasma proteins, including platelet factor 4 (PF4).

Since fondaparinux does not bind significantly to plasma proteins other than antithrombin, no
interaction with other medicinal products by protein binding displacement are expected.

Metabolism
Although not fully evaluated, there is no evidence of fondaparinux metabolism and in particular no
evidence for the formation of active metabolites.

Fondaparinux does not inhibit CYP450s (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1 or CYP3A4) in vitro. Thus, fondaparinux is not expected to interact with other medicinal
products in vivo by inhibition of CYP-mediated metabolism.

Excretion/Elimination
The elimination half-life (t,,) is about 17 hours in healthy young subjects and about 21 hours in healthy

elderly subjects. Fondaparinux is excreted to 64 — 77 % by the kidney as unchanged compound.

Special populations

Paediatric patients - Fondaparinux has not been investigated in this population.

Elderly patients - Renal function may decrease with age and thus, the elimination capacity for
fondaparinux may be reduced in elderly. In patients >75 years undergoing orthopaedic surgery and
receiving fondaparinux 2.5 mg once daily, the estimated plasma clearance was 1.2 to 1.4 times lower
than in patients <65 years. A similar pattern is observed in DVT and PE treatment patients.

Renal impairment - Compared with patients with normal renal function (creatinine clearance

> 80 ml/min) undergoing orthopaedic surgery and receiving fondaparinux 2.5 mg once daily, plasma
clearance is 1.2 to 1.4 times lower in patients with mild renal impairment (creatinine clearance 50 to
80 ml/min) and on average 2 times lower in patients with moderate renal impairment (creatinine
clearance 30 to 50 ml/min). In severe renal impairment (creatinine clearance <30 ml/min), plasma
clearance is approximately 5 times lower than in normal renal function. Associated terminal half-life
values were 29 h in moderate and 72 h in patients with severe renal impairment. A similar pattern is
observed in DVT and PE treatment patients.

Body weight - Plasma clearance of fondaparinux increases with body weight (9% increase per 10 kg).

Gender - No gender differences were observed after adjustment for body weight.
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Race - Pharmacokinetic differences due to race have not been studied prospectively. However, studies
performed in Asian (Japanese) healthy subjects did not reveal a different pharmacokinetic profile
compared to Caucasian healthy subjects. Similarly, no plasma clearance differences were observed
between black and Caucasian patients undergoing orthopaedic surgery.

Hepatic impairment - Following a single, subcutaneous dose of fondaparinux in subjects with
moderate hepatic impairment (Child-Pugh Category B), total (i.e., bound and unbound) C,,,x and AUC
were decreased by 22% and 39%, respectively, as compared to subjects with normal liver function.
The lower plasma concentrations of fondaparinux were attributed to reduced binding to ATIII
secondary to the lower ATIII plasma concentrations in subjects with hepatic impairment thereby
resulting in increased renal clearance of fondaparinux. Consequently, unbound concentrations of
fondaparinux are expected to be unchanged in patients with mild to moderate hepatic impairment, and
therefore, no dose adjustment is necessary based on pharmacokinetics.

The pharmacokinetics of fondaparinux has not been studied in patients with severe hepatic impairment
(see sections 4.2 and 4.4).

5.3  Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology and genotoxicity. The repeated dose and reproduction toxicity studies did not reveal
any special risk but did not provide adequate documentation of safety margins due to limited exposure
in the animal species.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sodium chloride

Water for injections

Hydrochloric acid

Sodium hydroxide

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life

3 years

6.4  Special precautions for storage
Do not freeze.

6.5 Nature and contents of container

Type I glass barrel (1 ml) affixed with a 27 gauge x 12.7 mm needle and stoppered with a chlorobutyl
elastomer plunger stopper.

Arixtra 5 mg/0.4 ml is available in pack sizes of 2, 7, 10 and 20 pre-filled syringes. There are two

types of syringes:
e syringe with a orange plunger and an automatic safety system
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e syringe with orange plunger and a manual safety system.

Arixtra 7.5 mg/0.6 ml is available in pack sizes of 2, 7, 10 and 20 pre-filled syringes. There are two
types of syringes:

e syringe with a magenta plunger and an automatic safety system

e syringe with magenta plunger and a manual safety system.

Arixtra 10 mg/0.8 ml is available in pack sizes of 2, 7, 10 and 20 pre-filled syringes. There are two
types of syringes:
e syringe with a violet plunger and an automatic safety system
e syringe with violet plunger and a manual safety system.
Not all pack sizes may be marketed.
6.6  Special precautions for disposal and other handling

The subcutaneous injection is administered in the same way as with a classical syringe.

Parenteral solutions should be inspected visually for particulate matter and discoloration prior to
administration.

Instruction for self-administration is mentioned in the Package Leaflet.

The Arixtra pre-filled syringes have been designed with a needle protection system to prevent needle
stick injuries following injection.

Any unused product or waste material should be disposed of in accordance with local requirements.
This medicinal product is for single use only.

7. MARKETING AUTHORISATION HOLDER

Glaxo Group Ltd
Greenford
Middlesex
UB6 ONN
United Kingdom

8. MARKETING AUTHORISATION NUMBERS

Arixtra 5 mg/0.4 ml EU/1/02/206/009-011, 018 and 027-028, 033
Arixtra 7.5 mg/0.6 ml EU/1/02/206/012-014, 019 and 029-030, 034
Arixtra 10 mg/0.8 ml EU/1/02/206/015-017, 020 and 031-032, 035

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 21 March 2002
Date of latest renewal: 21 March 2007

10. DATE OF REVISION OF THE TEXT

22 December 2008
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Detailed information on this medicinal product is available on the website of the European
Medicines Agency (EMEA) http://www.emea.europa.eu
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TEFAY Y FABRELIIE X0 285 T COHMEH, EfFREICBITF2YIx
DFEPERED T I b L 52 2o 7,

D HLEEIFIFNC I 5 B

A8 U FE T LMWH I K DAkRHE R 2 Blia 3 5561013, JRATE LT, 74 o #RY X7
A2 DA GR A F ORI EGE21TH Z L,

X I KA L 2 BINaEEZ ET 5561, INR DS HEEICET2E T, 7404
VX7 ADEGZfkGET D2 L,

4.6 HiRB L ORI ORE

TG O BT 5 F4y eI G D TRy, BB Cix, BEENSRLN TV T
B, BEER, WS - BBV, il K OVEBRSEICKT T 2B O W TR RS LT
W2, RBEFRVIGAEERWT, 7 4 o XN X7 A& LN &,

T A HNR) X7 AET v N TRRASOBITRRD L, B R TORAL~OBITIZOWN
THEHAHATH D, 7+ Z N0 X7 AL DIRFEPIE, BALZBET L ENEELWVA, F
iz X 2 8 WL O ATREME IR,

47 HEER X OEROEERE S5 5 e
H Bh H-C g O FERREE /11T 2 TG S LT R,

48 HEEH

TR X7 A 25mg OEEMIE, &E 9 HEEGEZZ T8 e FTEIEER AR Tkt
1THEEE 3595 f3i], 1AM oW PRt 5% 3 W OG- 5 T T I BIEI A T R T IR 327
B, fcR 9 A& G 2520 ISRl 85 1407 i, B X OEE 14 RG220 721
RIRVESOHED Y 27 26T 2WEHEFE 425 fllZB W TRFT STV 5,

T HNY X7 AL OREEMEN DR E b AREES Y & LTS SV RER & BBLR
Bl (GERIZZUy 110 BLE, LI UIE 1/100 A E 1710 K, & 12 1/1,000 LA | 1/100 A
F T 1/10,000 LA _E 171,000 A, FEFIC EALIZ 1/10,000 Ai) 3 K OEEE B HERNC EEE
FEOBEWIEIZRT, ZALDORTERICOVWTIEL, FIRBL ORI R2EEB L THRT5 2
&



ES AU TFE N TSN
PEGREIE, WAL, oAb

IETY . TR,

PR B R THREBARFIE LOEHRFE | ARBVRZET 8RR
WHEITREICRIT2EEES BEIIBI>»FEESR
JRYLE R L OVEFA W | FHUC . PATERALIE Y,
iE
MEFE Z OV 3% | LT U FIEAL i, &1 | = U5 = G 11 AN 1
== &ET i (L, YE R I, W | R, WL, PR )
i, fpR. M) . f/BREME, SREEL | & EIT Al
M/ AR IE | L/ SRR | O i P
T RIEE FHIZ . T LAF—K b
Rl LOREREE | U2 B U U A MSE
R e FAUT AL, IR, [EIERPERG E, VFE
PR F N, FER, BEEL
1 A R FIC ¢ RIfE
MR g, BERES K OWE | F4uiz « PR IR EE, ik & XTI R
e i
H ke X L, TR
IEFITENUT : R, HIEARR. B
fE, T
JH N R e & X TR BH. IPRSRE R E
FEFITENC B YL U LE
FERE 5 X OV FALAk | & &1C: BB, £ HFEIE XTI RB, O
S
PHBEEBLIOERE | & &0 IE, R, B AR | & &1 M
L ERRE 53 W

i DBABR 7= TR DRRBIC 5T TIPS £ O I LS ST B,

49 BEES

WSS DML - HBREBZ 574 X0 X7 ZA0HF51%, HILOfEREZ NS TS 2
ENB D, TH AR X AT AIREANTE STV,
WEE G ICHMAE S HAEE, BE5EPIEL, BULRFERNEZFEEST S 2 L, ARIEMm, i@
WRES, HTREMATE M, MRS e & MU RIBIRORGEBE T H 2 L,




5. EKEFHRE

5.1 HJ1FrReE
L HE - puiiedE  ATC 55 : BO1AX05

FFEH

T AN X7 A%, BEXaKEE GBXalkT) OBBREKILERICTHD, 744
RY X7 ZAOHMBRIERIZ, 7oF hrr v (ATID 24 L7725 Xa KF ORI E
IZED2bDThDH, ATIHEBIRMICHEATHZ LXK, 74280 X7 A% ATIHCA
Felifib o TV D Xa RFOHFIEMEAEBRT 2 (]300 £5), #Xa KFoHFfic & v ik
BEE DB A r— RO S, hr v ErOBRMEB L OMEOFERALESND, 744
WYX 7 ZAEhurey (EMHEEHETRT) 2R NEEET 52 232, Mi~OER S
PO HILTNZRY,

T A HNY X7 A%, 25mg T, MEETOTEEAGE Y e AR T T AF R (@PTT) &
MAL MR EEE R (ACT), F72id7m b e Ui (PT) /EBEAELL (INR) #BR7e &
WHE OREEER, MR & 5 WITHIATEEIC RS 5 2 70, LosL, EHUZ aPTT EE
DHBEREN LI TND,

T BN R AL~ R RVE R MRIBAE Z AT D BE DOIMIE & R ZERG LRV,

Hi kU

BE 9 BM 7+ F R X7 AR E %28 2 TRERAR FHHETRE TOEFIRME
ERIE (VTE) OFE5

BAEE I, BEBAEI T, IRBAEE BN e & 0B b e TREEEAVR RTIT R IRV T
FRAR AR ZERRSE (VTE) D 0| U7 « mAESEHIRMARGE (DVT) & ffifiegErsE (PE)
DT EEZFEATL 2 AE L7+ 0 #8 X7 ZDMKRRBRNER S -, B
F. SBIAHEIEALRERCIX, 8000 BILL LB (BRIEEHT 1711 1, R BEENE #aff7 5829
B, BEBAEI T 1367 1) NxfG L ro7z, 1 H L[al7 4> &)Y X7 & 25mg O %74
6~8 FRIZBHAA 3 276 &L 1L H 1 [El= / 43U o 40mg O 5-Z1iTaT 12 REIZBAdA3 %
1R, 72131 B 2Bl 7 4930 > 30mg &7tk 12~24 R PG 3 2 1898 & LLlRE L
77

TS ORBREAE & OFAIRNT LR, 74 o AN X7 2R BRI, it 1L BB £
TOFNIZ £ 5 VTE OFIELRN | FINOFFICE R/ < =/ 80 VCHA_FREIIKT L
7= [54% (95% S HEX M. 44% ; 63%)], FEHFHHHEH & L CERINDIFLRIL, TOFES
Ni-ElER I L DBk S, D% B DVT Th D &I LA, AL DVT OXIE
RHAEBIKT Lz, PE Z2&TeEfElt VTE ORIERIC, 1HEER CHEZITRD e hn
-7z,

iR 12 BRERIZBRLA L7 1 B 1Rl / 930 > 40mg (2 K 2769 & O el sk ik, #ELE A
BOT 4 H R X AOWREEZ T T2 BERED 28%, =/ XV /30 VD 2.6%IC Major
bleeding 23786 H LT,



LEMO T ®HEE 24 BE 7 4 v Z N X7 2% 5% 507 7 B BEE B 3T PN 1T BE C
OERMIEERE (VTE) OFF5
CTHEEREEARBRICI\WT 737 BlOBFIC, EBEEE T FIREIT® T 4 v XN X7 R
2.5mg 28 1 H 1[8] 7+1 H G S A7z, 3588 T 1% 656 il DBFIZ, 7+ /3 X 7 A 2.5mg
1HLEFEET T vARN 2182 BB G- STz, 74 0 X R) X7 AF T 7RI LA
EAZ VTE ORIGIERZ WD S8 [ZhEh 341 (1.4%) %t 77 61 (35%) 1, VTE 235igkS
=% < (7080 #) 1L ERIRE R TR S U EERRME DVT Thotz, 74 F R X7 R
X, 7T B AREETO 2 BIOBIENE PE 2 &3 TfEEME VTE (DVT B3 L UPE) OBEL A E
2D S [FhEh 161 (0.3%) X9 6l (2.7%) ], Major bleeding X, 3~ TIEEKIEMED
FHEALOMIM T, 77 2R 2 6] (06%)., 74+ %/ X7 2 25mg # 8 ] (2.4%) I
BN,

JEERBAFMEATRE R ED, MREREFRBEDO U R 7 BEV L2 SN FMET S
FIZBIT B VIE OF
CHEREEARBRICINT 2027 BIOBFIZ, T4 H /N X7 225mgl H 1[EFE I
V7 oY 25000 Bz 1 H 1 [E(iFET L A & A wlENE 2500 BAAL) 25 7+2 H G S/,
BbARFMEAIIRE N M. H. T, R £ 721 3E Th o7, B D 69%ITA A
DFWMATERE CTh o7, WRaF (BIRUSN) E72i3m ARRT, ISR, % F1lr
FEATHRF L, BB ORI STz,

ZORBRT, 74 F R X7 ARED VTE ORRIIESRIL 4.6% (47/1027 #i]) 1Tk L, Z T
XY URETIL 6.1% (62/1021 f5l) T Y . A v X 1%-25.8% [95%IEHEIX 4] -49.7%. 9.5%]
Tholz, VIE RFIERIZH T DIEREM AT, FEHFICAE TR, BHITHEIE/RME
EAL DVT OBAIC L Db D THh -T2, JEMENE DVT OFERITIAFRER CHEEIL T, 7
F BN R ZRE6 B (0.4%) ., 2T N UEES ] (0.3%) ICBIER Sz, A AT RELT
BEOY T 7 —7" (BEFD 69%) T, VIE OFRIEFRIIZ VT XY UFED 7.7%I2k L, 7
F U HNY XY ARETIT 4T% TH -T2,

Major bleeding (X7 + > & /XU X7 ARED 3.4%, VT80 UEED 24% \CBIE ST,
SRR BIERT OEEHIRIC L R ZRESOHED Y 27 3L TW5BHE
CHEBREMEAERBRICIBW T 8 FIOBMEIRB AR T OBEIT. T+ F N X7 R 25mg
1HLIEFEFTT7EARN 600 14 BB Sz, BBRxI41E 60 %L B¢, 4 HRELL ED
TEZZE L, NYHA SHEIL VO 5 SR 4, SrEMEkasi i, Sk E-ORIE PR
BTABELTCWDIRETHoT2, 74 XX X7 237 T 2RICHE LAEIC VIE OR%
JERZ D 72 [ 18 6l (5.6%) xf 34 il (10.5%) 1, Z=DF b 72 O MEAE M
MLDVT Tholz, 74+ Z 30 X7 ZAIBSEHE PE ORIER S F-A B S8 [£h
ZFh o] (0.0%) %514 (1.2%)], Major bleeding (X, FHET 164 (0.2%) ([CBIZRSHT-.

5.2 FWEhREERY R

R

FETHGH%, 74 XN X7 ZFTELMITERITRINEN D G AN AT XA T8
T 4 100%), (EEEEAFMERE (7 4 /8 X7 A 25mg A E TS Li-5HE, &5 2



R4 e LA TR IR (%) Crax=0.34mg/L) 23355, Cra CEHME) D 12 D1
BEEIZIX, 5 25 RIS BIET 5,

BEFE B HER S Tk, R FEHHZO 7 4+ X80 X7 2D BRI 2~8mg D[ TR
oY, 1 H 1EHEETIE, EFIREOMAERREIC 3~4 HTEEL, Chx3 XUVAUC I
1.3 LR+ 5,

[ B BB IA TR I 7 4 &%) X7 2 25mg & 1 H 1 [ERE L7-5E., ERiRiEIck
DI ENHE X T A —Z OFEIE (CV%) 1E. Crac 0.39Mg/L (31%) . Thax: 2.8 FE[H (18%) .
Cmin: 0.14mg/L (56%) EH#EE S5, IRBEEIEITEE CIX, EFREBOT 4 Z ) X7 2
MAERHEE L, BENEE TH D720, Chac 0.50mg/L (32%) 35 L T Cin: 0.19mg/L (58%)
TbhbD,

T

TF BN R ADSHEEBIIBREOSND (T~11 Y v b)), invitro &b FTIE, 7404
WYX T AL, Bihr e Z ooy L EENORERIICHEES L. T OIS T MRS
KAET % (0.5~2mg/L DIEEHIP] T 98.6%~97.0%), 74 &30 X7 A%, M/ MU 4 K
T (PF4) ZmE&LeZOMOIMEES R0 LGB EZ RS20,

ATIIUANDINSE S X7 LB REREZ RS 2N, 2oy LOFEEEBRIZE D 7+
HZNY X7 A LMBFIOHEERITRNEEZ BND,

1A

TR BENIR EN TRV, T4 F N X7 ZARRBEND 2 L 2R3z <,
FRICTEPERE D3 A A S 3L 2 R 72 0,

74 Z 8 X7 AT invitro &£ T T, CYP450 7 7 I U — (CYP1A2, CYP2A6. CYP2C9,
CYP2C19, CYP2D6, CYP2E1 F7-i% CYP3A4) #[HE L7\, L= ->T, CYP 20T 5%
RBAFIZL D 7 4 o H 80 X7 A LMBIOMEERITRNEEZZLND,

HEHL B

THICEE () (RS ERERTE CF 17 REH . R mm R TR 21 i CTh D, 72
HENRY X T A, GA~TI%INRE R E L TEIENOHRt S5,

FFERBERE

B - INREREICBIT D 7 4 v H %) X7 ZAOKEHI I ThIL T e,

BB BRSRED IR L VKT LTV A Z ERH LT, @& TIE T+ Z R0 X7 A
OHEMENME T LTS Z ENRd D, 75 w4 2 2B/ E P TEE T, miEs v 7
TV AN BE IR ATEDBE D 1/1.2~1/14 ThH D LHE SN D,

R E AR EE (7 L7 F= 7 )T 7 A 50~80mL/min) BEICKITHMIES Y 7T
VAL ERWRBEE(Z VT F =07 U T T A >80mLimin) 2 H T 5 EE O 1/1.2~1/1.4,
HEERREE (7L T7F=027 U7 72 A 30~50mL/min) BE TIREE L TR 12, EER
s (7 L7 =027 U7 7 A<30mUmin) BETIE, U5 Thd, ZHUTPEo T, fh
VH I 3 R 25 R PR T AR C 20 WREfH], R EERE T2 EETh o7,

MR - REAIEZ O T, TR BN o T,



NFE - NI K DEYBREOENEZRFT DR BT EM SN TR, 7TUT A
(AARN) BEFEHER 23t 5 & L7oB T, EMBIREIC A NMEREERE & OEWITRD b
o lo, [AERIC, BB RN TOR/RNEE ., ANEFEM T, 7 V7 7 o 2EN
IR b ino Tz,

BdE - 732 ZN) X7 ADMET7 VT T A%, (REICHH L TEMT5 (10kg &
9% DI ,

N - HEERTREE (Child-Pugh 70%8 B) #8742 Z /3 X7 A& BB M5 L
L xR EEMAIEREAT) Cra B L NAUC 1T, IEFATHEREWBRE & ik LT, T2
HU 22%F3 KON 39%(K 0~ 7=, FFREEWERE ISR\ Tl 7 o v &%) X7 ZPEFE MR O
I, Mg ATIHRE ORI > T ATII~OFREEDME T L, ZORR T 4+ R X7 A
D& VT TV ANRENT 52 IR LT e, LEERn-> T, BE~FEEDORFREERE
TR 7 + v X R ) X7 ARFEIZEIT 2N E TREND T2, EYBREICIE S X
&GRS OLEIT 20,

T x U HE R X7 AOEENFEEBREFEICE T S EDEEIIRGT SN TR (42 BXU 4.4
2,

53 HiERABRICBIT 2ReMHhT—F

W O AMEREHER, KRR G EERAE, BemEERER T, b MR a2 R30Ik
BRR T — Z 13 B 5N TV, ERlEIEIC W T, BEENRON TS0, +27210E
WOF LI TN,

6.  BIFIREME

6.1 Wny—E
=X [l N YAV
S RK

e
VN3 9l VRV

6.2 BEAER

KA LIRE L2 & (BAZAERERD I S LTy,

6.3 AZhHR
3 ]

64 RAEICEITIER
G L7 &,



65 ZREOWELEE

27G x 12.7mm OEH$ AL, Yo7 FLEII /e 7 FALT TR b~—BIDTF T

Dy —RTEEHINZ VBT 2 AmL) ThDH,

TUIARNTITIE, BHEBFAEFIR2ARKAD TAAD 1I0AAY BIO20 KA RH D,

EFERC TR D 2 FEN B 5,

. WET T Uy —B X H B R E A X

. EETT Yy — B LOTFE LA REEA &
TRTOWUEEN A APIGES N TN D DT TIEZRYY,

6.6 ZTOMOEHE BB X RERFORKERIRER

MR DOES R L RO LT, R TFHRG%1T),

PGS D, R FIRE R L OEAICHOWTHESIREZ RIS SR 5 2 &,
HOBRSICET2EEIE, IS aAHAECE#RI LTS

7V 7 A DT FEEF AR SR OFHREEE L, EHEOSHI K2 HEN D0

ZME L TREF ST D,
REH ORI D D WITFETEDIL, € OO ENHIHE > TR 5 Z &,

7. TERAIETRE
777/7»—7&
Greenford

Middlesex

UB6 ONN

United Kingdom

8. IR EE
EU/1/02/206/005-008 33 J 1} 024-026

9. MW H - R FEHH
HIEERAIH : 2002 4E3 A 21 H
SRE[EHETH 2007423 H 21 H

10. CEWETH
200943 H 25 H

D4 EHEE

AHNZ DN T OFEMZ2 T #IZ- SV Tid, European Medicines Agency (EMEA) @ Website (248

STV D, http://www.emea.europa.eu



7 U7 A NTHEIGEE

1. EEns4
TUZAKRT W 25mgl0.5mL FEiE i A S

2. EMEBICEEMK

B FHEFAEHA (0.5mL) 1%, 74+ F Y X7 ZF FU LA 25mg EEte,

JRIZAL - 1 #5824 0 Immol K> J ~ U 7 A (23mg) Z&de, L7 > TRAIIZT Y
TALT7Y—=Thb,

FTRTOWMPIZHONTIL, 6.1 B,

3. HIA
VRS
KENL, EEBHOETH 5,

4,  EELREEF OFEHE

4.1 EEREIS

B BAEEPT T, RBAEI T, MBIEE ST 2R S b Ae TR Pl T A 1B 5
Rtz 2R (VTE) O T

RG2S A FARMA TR 72 £ D MARTERIEFEBLO U X 7 REW & W S L7 I T has 78
FIZBITHVIED T (5.1 &)

VTE DY 27 B@En el S, DA%, QRS SR £ 71X RIEMER B 7R
EDOBRMEBOT= D ALK & 29 5 NEHESE O VTE O TF5

B (120 43 DAN) IR ERAIENR (RRECHYEENIRIZ AN : PCI) 23 S 2B icsir 2
RLEPSE F 7213 ST EFH-LAFEZE (UAINSTEMI) DR (4.4 BLUV5.1 )

AR VAL 2 BEAT O B £ I3IHNRE & U Lo FEIFIE 2 1Th 2 WEBEIZRBIT 5
ST EHLARFEZE (STEMI) DR

42 E-RE

B RERINEFHE L OIS FHHITEAE

T H R X AOHEEFEIX, 1 H 1A 25mg, iR FEETH D,

MENX, FIE T 6 RFfzIc 53562 &, 72720, IEMBfER SN TND Z &,
TR, 072 BT ATHE & e ) S RIMAR ZERRIE D U X 7 BNl 5 £ T, i 7e<
&b 5~9 Ak 2 2 &, IBAIE T RN TEFICIHW T, VTE © U X7 3% 9 H
ML BT 25 Z EVREN TS, TNHOBRFIZBWT, 51224 HME T 4 &%
VX7 ADTHEGEEETDZ E2EETRETHDL 1R,
BEZLCERINEZY A7EEICLY MBRERESHIED Y X7 BBV E 2B ST AR
BARZ BT 2 B8R BRE



T x o H R Ry AOHERME - HEIE, 1 H 118 25mg, KRG TH D, ABREAE £ E4
LM BEE AR & LTCBRRREBR T, AFI2S 6~14 ARG S TnD (5.1ZH),
REERRE F 72139E ST LHLAHREZE (UAINSTEMI) DiRE

T xR R AOHERFE - IR, 1 B 1E25mg. E FERETH D, KA L D15
X O ICBAIA L, i 8 BRI E 721308kt (W nuiEnyy) £ Tk 5 2 &,
TR BRI AN (PC) 2 M T 258 1E, 7 4 v /80 X7 ZADOFAEEE G 6 OFGE R
72 E OO a2 2 8 L. PCI T4 E O MIRIEIC i - TAR B~/ Y > (UFH)
5T 5L (4.4 BHR), Sheath [REHD 7 4+ o ¥R X 7 A f T H5-FBRREHIXERREY
HIWHIZ SN THRIET S Z &, UAINSTEMI IZ351T 5 e ERRFRER TIX, sheath frE G 2
RELARRIC 7 4 v H %) R 7 2D 52 FR LT,

ST EHR.LHEZE (STEMI) DIRE

T H R X AOHEEFYE - FEIX, 1 H 1A 25mg TH D, WA ITEIRNIZ, 2 [
HUABRIZR FICH 595, RANC X 2IRBITZ I HECICHA L, &R 8 HIH E 72I13BkE
(WFREN D) E TS 2 Z &y

Non-primary PCl % i 3~ 28551, 7 4 v X80 X7 ZADOFKEE D ORGEIER 722 o H
M OfERMEEZZRE L, PCl M THIEE EOIRBIEIIHE > TR B~ Y > (UFH) & 57
52 L (4.4 BR), Sheath FRERD 7 4 2 H /XU X7 Az %5 F BRI LR R A0 |2
DWTHRIET D Z &, STEMIZEIIT 2 EEREFIRER T, sheath BrZE26 3 e LAREIZ 7
F AR X7 A2 EHB LT,

STEMI F721% UA/NSTEMI EF TERBIIR A X247 (CABG) ZHMifT9 5856 1E. "Re7ziR
DA 24 BEFIDANIZ 7 4 Vo H XU X7 A& Lign 2 &, 72720, it 48 RefE LARE IS P
BALTH L,

FELIE[F~ D5

Wite ODNTE Fhb

FIEITEREZ B W T, 75 WLl k., (KHE 50kg K, 7L 7F =27 VT T2 AN 20~

50mL/min OFPHOBIEEFE DT RT (F72EWTHh) IS T2BF TIX, 742430 X

7 ZADOPNEEE- ORI % jisF+ 25 Z &

THAET# 6 BFE NGB 2 T, 74 480 X7 200)al#% 52 L2 &, 1k

MR SN TV RWEENTEG L & (44 5H),

Bl

. VTE 746 - 7 VT F =227 U7 F 2% 20mLimin RO BEIZIX, 74 Z ) X7
2EBELRWZE W3BMR), LT F=227 0T T AN 20~50mL/min D HEFH
21, 1H 1B 15mg IlB&ET D2 & AA4B L5622, BEOBEERSE (7
VT F =27 YT T A S50mLimin) Tl BEOLE TR,

. UAINSTEMI .55 L CXSTEMI j5% - 7 V7 F =227 U 7 > A 20mLImin i D B 12
., 74N X7 ARG LW E W3R, JvT7F=r 7 0T TR
20mL/min L LD BE TiE, BEOLEIL R,




JHEE - WEF X EEOMRERE CIIHERS OLEIT /2, HEERFRE RS T,
ZOBEHTORFHIATON TV RN, HEICEGETHZE B4BLU525H),
PEEF MR OO T — 2 B3I BE LN T RN, 74 X8 X7 AT
17 sk D BE ~ D GITFRD HAL TV 7220,

G Ik

o S FRY
FEEMEOBE IS, 74 H R X7 A% YR TG 5, A ORISR, %A o gk
WCRHICHR G325 2 L, FIEE RSO OFEA| OB K ZRET 5720, BHRTOEFEE
MO ORIAREIATOR WV, KEEZBIEE ANZLIETOE A, EREtOLR % RFICE A
ICHIANT %, M2 >EATREETHRETHI L,

o FHREEG (STEMI EZ 125517 S Pilali5 D 24)
FIRMNICIE BT 2356813, BREOEIRT A ICEE#ER 5320, £721% 0.9% IR K
DYy 7 (25 721 50mL) IZIRINE, BEFOEIRT A &2 LTHRET 5, FoE
BIEFERD O OIEFN ORI A RET D726, BHGRIOERZE D OKIEREF TR, 3K
RINTRTEEGEIND L0, EERITEFRIRT 2 — 7 Z2/EBaHEK TRV 2 &,
DBy TITHINEEGT A1, 1~2 00 TRIEHET S 2 L,

FOMOTHR D F3B L OEEFEOEZIZHOWTIL, 6.6 DIERM,

43 HE

- AEN DALY F TR OS5k 2 e

- I PR A K 7t af,

- A 1O R AR

- JVTF=r 7 YT T A<20mLimin TERE S 5D EE OB EE

44 BEEBIOHERLEOBR
T xRN X AOHRRNEG I TR L,

/i

SeRMEE T2 13RO i 85 () 2 13/ Rk < 50,000/mm?®) | HEFT ISR AL B R
SHEBEN MBS FE L F 72134, Fil. IRFO FTEE 70 & il OB @ W EBRE L T RiiCR
TR BRI EEICR 5T 2 L,

VTE PRIOEAE., Mo Z2 NS E 538K % 7 4 > 280 X7 2 LS L
Z L, IS OEANTIL, desiruding, 7 o 7Y EAEA]L GPIIb/Mla S A MEHIAL ~U >
~NY A KRG F~8Y  (LMWH) A& EN D, SIS U T, 45 ODEOFRIZHE-S
TEX I v KEFHZRKREGET 5 2 L, o/ Mk (7FeF o) Flg, vy 4
E—/L, sulfinpyrazone, 7 u 'y F2F/7 v R7 L) RIERT oA RAGIRIEA]
i, EEICERG T2, FHBRGAMAETHLIHAE. BIEE 0T HIRNERD D,



UA/NSTEMI %5 L CXSTEMI /45F D&, HIf oG RRPE 2 # N S8 % #5%) (GPIIb/Mla %
FRFEDIA, MAREMAE) Z0FHL CWAREICIE T 4 v X)) X7 A EEICE ST
5T &,

PCl B L X1 N4 7 — 7 Liif2lE (Quiding catheter thrombus) /5 5614

STEMI #3512 Primary PCl & fii{ 79 534 1&. PCl G TR K O 7RI 7 + v #7280 X7 &
ERE LRV ENEE LV, FERIC, BRAICIEFEZIT O LEND D EMEE M IIER
95 UAINSTEMI B2 H ., PCl M TRIE KL OBEATHIC 7 + o XN X7 25 L7
WZENREFE LV, 20O &) REBEITIL, B/ ST WAL (dynamic ST deviation) % {1 5 JGEHE
PUPE 70X OE B . DAREE . EME G T AEIRE AT 2 BER X O TE)
PR REERBENGEND,

UA/NSTEMI 3 X O STEMI #2312 Non-primary PCI % i1 74 2 85&1%. PCI ifTHIic 7 + v &
XY X7 A LD PUEERIE A ITDR N ENREE LY, L > T, PCl JEfTHIE,
FEOBFIEIZNE> TUFH 2535 2 & (4258),

T H ) R A BB T Non-primary PCl i 7H (2 UFH 2 L7257 — # 13R
BTV B1BMR), 74 2R X7 ZADEKEE % 6~24 FEEIZ Non-primary PCI % i
1T U2 Tl UFH o f 5.8 (FFoufif) 13 80001U T, Major bleeding o> F& BLAEE 1% 2% (2/98)
Tholz, 74 H R0 X7 ADOEKEE % 6 FE LANIZ Non-primary PCl & fii{T L 7= 835 T
1%, UFH o 5.8 (F9E) 1% 50001U T, Major bleeding ®FBIEE X 4.1% (2/49) TH -
77

FRRRRBR DFE R, PCl SEITHIZ 7 4 > X8 X7 A X D PERIE (T T BF BV T
A RHIT =T )VIMARFE R TS 2 fEREIR D o 7203, HREES Il LT L7z 2 &R
RENT=, UAINSTEMI B3 235\ T Non-primary PCI iifTHIZERO SN H A KRBT —T v
MARIE DRBBEFE (X, 74 > Z N0 X7 AFFEB IO ) 980 UEETEREN 1.0%3 L O
0.3%. STEMI #2351 T Primary PCI fidTHIZFE® b= A N AT —7 )V MARSE D FE B
BEEEIX, 74 AR X7 AR Iy b r— LB ETENEN 1.2%B L N0% Th - 7,
B - BN SR
BHREEARFITEITEEICBWT, 74280 X7 2 LHFHE - IREIMNREE E 72 135 HE
ZRIOGHIC LY, BE#H D VITKEERIREICE % B2 N0 & % A ILE F 72 1380 i E
MWAET DA AZ R ETE 2, T O ENRERNRAT DML, itk O - 7
— 7 NVHEE, LML 52 MM HTHEINT 52 03 %,

EHRE

g TIX, HIMOEREREML T\ D, —MRITINEISEWVBEEME T 2720, &
FHTIE, 742X X7 ZOHMMET L, BEESENT 28200365 (6.2 ),
BEFIIL T 4 o XN X7 R EBEICEGETH L (423H),

K1k E

{REE 7S 50kg ATl 0 B X, I OfERRMENE, 7 4 v Z3) X 7 ZAOHEIIERE I
DFL, TNHOBFITFT A F N X7 AFEBICESGTHI L (4258H),

Bl

T AN X7 AL, EELTEBCHEEIND Z E b T D,



o VIE P - 7 V7 F =220 770 AH50mL/min Ko BE i, Hiks L O VTE @
fERMENE WO T, HEREICEG T2 (42, 43BXW628M) , 7L T7F=7
7 Z 2 AH 30mL/min RO BE BT DA T —Z IR SN TWD,

e UAINSTEMI SLFSTEMI J54E - 7 VT F =227 U T Z 2 AH 20~30mL/min O 5|2
UA/NSTEMI £ 721X STEMITRIRE LT T 4 Z /80 X7 2 25mg & 1 H 1[E#EE Lz L
TOMIKRT —Z IR LN TND Z &b, ERMITIARE EORREDERMEEL BRI D58
IMET DL (2B XU4A3 B

HEDNFEE
FHEFE O MBI 2V, MREEREIR F DR ZI2 X 0 HilofERHEREM L TWbd DT, &
FERFREERE TIZ 7 4+ o XN X7 2O A EEICEETHZ L (4.2 5H),

AN Y AR PIHE 1 Be E D EE

~XY R RIS AE (HIT) OBEED & 5 BFITIE 7 4 2 H 80 X7 R B
THZE, T HERY XTI ZAOFHNEEZEMET HITHROBEIZBW CERICHRFT S
TWRW, T4 Z N X7 ZTM/MRGER 4 R &G, HITIAURE O ME & 22 722R0S
L7g, UL, 74 &R0 X7 2HE5BFEIZB O TENCHIT O BFERER 2RI TH
%, BEETOEZA, 742 H ) X7 ZF G L HIT B E ORERRIIMN ST
VY,

45 HhF & OMEERB X OEOMOMEERER

HAIM O fERPE 2 BN S 2 AREVED H D 3AN L 7 4 o Z%) X7 2P E51E, HilofE
Mt EgInsEs (44 28),

EOpigEEAl (Vv 7 7 V), /MRBREA] (7TeF 40 FAE), IEAT A RRIIE
JER (BB h) BIOYAXRT 0T, 74 o280 X7 2% LY Shie S0 B1E
MERE o7, MAEERAORBCTHERLIZ7 4280 X7 20 HE (10mg) 1%, A
TR HHERR G R LD bEhoTe, AU H NI X T AL, UAMT 7 U D INR TEME,
TEFAYY FABELIIE R X0 AL T oMM, EFREBICBF2YIX v
DIEYENEDONT IS EEE 52 o Tz,

M D LEEIE NI I 5 8750
AN U FETIE LMWH 2 K Dkt 2 B3 28558012013, JRAlE LT, 74 Z R X7
2D G HICEOPIRIEE 21T 2 &,

EX I KA X 2 B8IMeR 2 ZT 55613, INR D AEICET S E T, 74473
URI7ADEG kT 5 2 L,

4.6 HREB L ORI hoRE
G OFERICET 2+ RBBITE O TV, EiRETid. BBEENELNATWDT-



B, R, R - BRI A. iR L OEBRREICH T DB O THO R WS ST
W, R EERWEAERN T, RIS 7 4 XN X7 R R LianZ b,

T A HENRY X AXT v N TRHASOBITRRD LD, B N TORIL~OBITIZHON
TIEHARATH D, 74 XN X7 AL HEERIE, BAZRT A ZEREE LWV, T
2 X 28 WL O ATREPE IR,

47 HEER X O OEIRRE I 5 R
H B H-C I O JERREE 112X T 2 ARG S LT,

48 FHEHEL

UTFTDOHEEICBWT 7 3 23 X7 A 25mg DEZEMEDBRI SN TN D,

— E9 BB 2% 0786 72 PR Tl T B 3595 4

— VIEMOWIM T 3 W OTEH & 52 7= I BEEE I B T B35 327 4

— & E 9 B G 22 -8 Tithat T8 1407 4

— R 14 AMEE 2200 RS OHED Y 27 283 2 ABEENR & 23 2 2E5R A
B 425 1

— UA F721% NSTEMI ACS 5% i1 T .3 10,057 H

— STEMI ACS &9 1T 854 6036 15

VTE TRHIZE TR, 740 &80 X7 AL OREEN DR LB AREMEDH D & L THE S

AT BIVER &2 8 BLRR GERIC 2 V10 UL B, LI LIE 1/100 LA E 1/10 SR, & %12 1/1,000

LAk 1/100 A, FAUZ 1/10,000 LA E 1/1,000 A, FEHIC E RIS 1/10,000 Aii) F8 L OEE

BRSHEINCEEEOREWVIEIRT, ZhSORWERIZOW TR, BB IO RY RE%E

L THRTDZ L,

PR BH R TREARFEMB LOERT | ABRBURZET 3285 R
WHEITREICRBIT 2AEEER BECBITIEEESR
JRYLE R L OVFAE W | FhT - PIUTERALIE S
SiE
MEFR LY /% | LIEUIE - FIERAL ML, &1 Ui Ui : i (fnfE, i
a2 EXT i (S, YEARE M, g | R, WEI, PR A i)
i, fpR. M) | f/BREVE, SREE, | & EIT Al
M/ ARIALSE | /i SRR [ R
Ty RIEE FNIT . T LAX -G
T KOs fEE FAUZ AR Y U AIE
PR R P FAUT 0 R, IR, BRI, V)
PEDFE, TR, BHEL
1A P FIUC ¢ RIME
MR 25, BOEREs LOWE | i - FRIR IR EE, gk & XD A
b P




A b & ET L, gt
FHIUT R, THIERE, B R,

TR
JHFEE % F b X JEEE LA FRRE R
FNIZ : B U LVE MR
FREFH X OV T | & &1C: 3B, £ 5 EE LEIT BB, £ OFEE
e
EHEERL LR L | & &2 R, RAMEE, B AR | & 12

HNLARRE SART
FHUT - MR, RS, 1ETY . FIBIE,
PEGSVEEIE, kL, oA

L OFRER F 71 XTI ORBRICI VT, BB NS X OB IERRH I 23 #E ST b,
ACS xR & LIZERRBRIC B W THRE SN AEFRL T 2 7 7 A )ViX, VIE TR CTiRO 5
NWIZEIWER LR TH 5,

UAINSTEMI 35 L O STEMI B IZH W T LK A b2 EFEFLIIH M Th - 7=, UAINSTEMI
BEESE LB IERBR TIZ, 9 B A £ TIZRD H7- Major bleeding DI HBEE 1%, ~7
BN XTARET 21%, =/ X P XY VT A41% Th o7, STEMI BEZxIHRE Liz
IR CIE, 9 HE £ TICRO ONEEO MM (ETHR TIMI EHEIC LS EHE) D3
BISAEEIL 7 4+ o #/8) X7 ZFET 1.1%, *FHEHEE (UFH/placebo) T 1.4%Tdh o7z,
UA/NSTEMI B#FZ x5 L72BIHRRICEBW T, bod b < AbnIEHmttofE
TG (T H R X7 AFOFRBUEE 1%L, F) X, 5. Mkl X O EMETh o7,
STEMI FBF Z x5 & LRI N T b o & b K< b IEHimEo /T FR:R (7
F B RY X AREORBISEE 1%0L E) X, DEARE), FEEN M. 9. DEMESER,. TR
H-ds X ORI+ CTHh - 7=,

49 BERS
HRINAHEEZBZD 7+ 023 X7 20851%, HiLofBEEZ NS S5 22 03d
Do TAUHNY X7 ANIHT DIFEEANT BTN,

W ERGICHMAPE S HAE, E5E2RIEL, BLARFNZMRET S Z &, SRR, 1
TRiE S, FrEEmAEERm, MAEAS R & WY ORMGEEETHZ L,

5. KEFRURME

51 EIIFERIRE
SRR - buiiedE  ATC 525 : BO1AX05

FEEH
T AR X7 A F. BXaKATIESE (BXallT) OBIREKRILERICTHD, 745



2N X7 ZA0FUMRERIL. 7o F hrr e (AT 24 L7298 Xa K7 O@R AP
LD HbDTHD, ATIERINVICKHEAT D LI, 74230 X7 2% ATIHICAR
Felifio - TV DHEEXa KOG AZBT 2 (300 %), % Xa K7oHFFfic X v ik
BEE OB A — RS, Frr EroBRs LMo BEARESNS, 744
NRYX7AF ey (EHEEETRT) 2R REE T2 2 &3/, M~ ER S
D BTV,
T4 H N X7 AL, 25mg T, MIEFROTEHAGE > b e AR T T ATF R (@PTT) .
&mmm%lﬁW(Amv il 7mbm/t/ﬁﬁi@ﬂ/l%@ﬁm(mR)u%ﬁ&w
W OBEEFER, HIM R & 5 WITIATEY RIS R R 5. 2 /e, LovL, £ aPTT TR
DBEFEREN RSN TN D,
T N X AT~ R L MRORE & B T % B DI & R ZENS LRV,

Bk

BE 9 B 74 v #N) X7 AREEZ T -8 b 2 THRERAR RRHEITBE TOEIRME
ERIE (VTE) OFBS

MBS PT, EBIEI TN, AxBISIEHIN 72 & Dk b 7o TIREERAVEL R TR I B W\ T,
R ZERE (VTE) S 0, il - AT IREE (DVT) &M gEmRiE (PE)
DFRAFAT L Z 2L L7 3 28 X7 ZDMIRRBRN FEf S -, B
FH. 55 AR MR 2L akBR i, 8000 #iILL Lo fss (ReBEEiE T 1711 fi, AxRIffE #Lfl 5829
B, BB T 1367 f51) xtGelnodz, L H L[EI7 42 &R X7 R 2.5mg D5 %1%
6~8 RFFIZBHLAT DR L. 1 H L=/ %30 o 40mg O Fe5- A1l 12 RefCBAA 3 2
1R, £721X 1 H 2[Bl= 7 %3 > 30mg 2% 12~24 IRIZBRAG 3 2 6 & LU L
77

D ORI Z OFEMRIT LTofE R, 74 v &%) X7 2 HeE &R ClE, itk 11 B B &
TOFHIIZ X 5 VTE ORIELRD | FTOFIRIZERR < = F V) JCHSFREICIET L
k[M%(%%EﬁEW 44% ; 63%) |, FEFLMEE & L CERSNDFGUL, TORHES
NIZER I L D Bk, ZDZ <P DVT Th D EHBI L7223, AL DVT OXIE
BHLARICKT Lto PE Z & EMNE VTE OFIEZRIT, AR CHEZIZRD b )
>77,

MTRT 12 BERICBRSE L7 1 B 1|l 2 90 o 40mg 12 & 769 & O HeiakBr ¢, HEE A
BT 4 H R XT AOIEEEZITT2RBEHED 28%, =/ V30 UFED 2.6%IC Major
bleeding 3 FE D H L7z,

VBRI O FRI%ERE 24 BRI 7 4 X% X 7 2AE 525 0) I BEE B $IREITRE T
OFARMLZERE (VTE) DT

CHEHERBEEARERIZIWT 737 floBFEIC, REESEITFEITE®R T o XN X7 A
25mg 728 1 H 1| 741 HR# G- S 47z, 508 T 1% 656 Bl DB IZ, 7 + 4/ X 7 A 2.5mg
1HLIBEEZT 78RN 2102 HEEE G- ST, 742 X80 X7 A7 7RI LA
B VIE ORFBIERZ WD SH7- [ZhEn 36 (1.4%) xt 77 61 (35%) ], VTE Hiiek S
=% < (7080 f) 1ELERIRE R TR S N - BHEMENE DVT Thotz, 740 X R X7 A



X, 7T BAREETO 2 BIOBIENE PE 2 B ToSEME VTE (DVT B3 L UPE) OBE L A E
2D S8 [FnEh 161 (0.3%) xF9 4 (2.7%) ], Major bleeding 1%, 3~ TIEEKIEMD
FIFEALO MM T, 77 2Rk 2 i (0.6%)., 74+ ¥ /XU X7 2 25mg #f 8 il (2.4%) I
BEINTZ,

JEEBAFMETRE R E D, MREREFKBEDO Y R 7 BE & 2E SN FMET 8
HIZBIT B VTE OF

THEREEARBRICB T 2027 BIOBFIZ, T H %Y X7 225mgl H 1EIE X
ZvT 31 25000 HiAz 1 H 1 [E (FFAT 1 Bl & A% H)ENE 2500 Hifr) 25 742 B [E#& G Sz,
BH RPN EM. H. P, EFER L £ 72 TE Th o 7o, BE D 69%ITA A
DFMEITEFT ThoTe, WREE (BIRUSS) 723w AR Flr, BREESEFN, & Fil
MEAT A X, BB DRI ST,

ZORBRT, 74+ H N0 X7 ARED VTE OFFEIERIL 4.6% (47/1027 f) (Zxf L. #vT
SR URETIE 6.1% (62/1021 f5]) Th 0 . A XHHA 13-25.8% [95%(EFE X4 -49.7%. 9.5% ]
Tholz, VIERIIERIZE T DIRRHEMAIL, FEHFRICAERETIER <, B Y ICHEIERME
=AL DVT ORI LD D TH o7z, JEMEME DVT ORIERIIIEREER CHEEL TR, 7
F 2 Z R X ARE6 B (0.4%), ZT %0 UEES ] (0.3%) ICEIER S TE, S A TG T
BEOY T I N—7 (BEFD69%) TliX. VTIE DFRIERIIZ LT /R VEED 7.7%ICx L, 7
H U HNY XTI ARETIE 4T% TH - T,

Major bleeding IX7 # > & /) X 7 ARED 3.4%, Z VT30 URED 24% B SNT-,
SR BIEE T OEEHIRIC L e ZRESOHED Y 27 BNEIML TWAHBHE
CHEREFERAHBRICIB VT 8B ORMERE AL AT OEBEIC,. T+ F N X7 A 2.5mg
1H1IFEEIET 78RN 62000 14 HEEG I 7z, B4 E 60 sl ¢, 4 HEEL Eo
LEpE L, NYHA 58I VO 5 S IR, SEREREREE . SRR IE MR
BCTABELTCWDIRETHoT2, 74 XX X7 37T BRICHE LAEIC VIE ORF
JERZWD SE7- [N 18 6] (5.6%) %I 34 %1 (10.5%) 1, =D L7 b OITENEfEME
ALDVT Tholz, 74X /RY X7 ZXEIEME PE ORIER G ET-A B S8 [Zh
Zn ol (0.0%) xF5%] (1.2%)], Major bleeding 1%, &#ET 14 (0.2%) [ZHIEEINT-,
ALEEPEE 213IE ST LR LAHEE (UAINSTEMI) DIEHE

OASIS 5 #lRIL, UAINSTEMI EFE#) 20,000 Bl zxt5e s Lic, 74+ # /3 X7 Z 25mg 1
H1Ef PG Lo 5930 > Imglkg 1 A 2[A 7 FH#5 L OIELMEZ e 5 EEHhE
TEAALRBR CTH D, T XTOREITEBVT UAINSTEMI (25 HIEHERNEHRIE R T,
ZD 55 34%IZ PCL, 9% CABG M itifT S dviz, “EERNEEHMIL, 74 /X0 X7 AFET
55 H, = /%% XY UFETE2 HTh-o7z, PCl AHEITSNIZBE TIE, & PG OF
Wk LGP b/Ma ZAEIEHTAIOBEH T EELZE L, MBNEEE LT 7+ Z/N) X 7
A (T4 HNRY X7 AR FIAFEEICESETE SN UFH (= 93 U8B On
TN E RN L=, HBE OFHERNT 67 5 T, 65 MLl E23K 60%% 5 Tz, #%
(2 VvTF=27 0T T A 50~<80mL/min) BLOHEE (/LT F=2 2 UT TR
30~<50mL/min) O FEEREIZZNEI 40%B LV 17%TH - 72,

FEAEME B, EEAET% 9 B ETORE., DI E -3 Lo R TH



572, 9 HEETIZWT N OFEREHRIL LT EBEOEIGIX, 74 v X /XY X7 ARET 5.8%,

T )X P RY UBETE5T% ThoTm (NP — Rk 1.01, 95%(5#EX[# 0.90, 1.13, F{IZESLME:
p=0.003),

30 HAHE TORMEKDIELERT, =/ P VBT 35%, 74 F /R X7 ARET 2.9%T
HY =) XN LR LTI 4 U H N X7 ARETHEBEIZK T L (O — RE0.83,
95%( 5 #H X [H] 0.71, 0.97, p=0.02), LMHf#HZER L OEHAEME M ORBIBEIZ, 74 ZR)
Xy AfEL T ) YR B CRENFIRREITRO b o T,

9 H BHIZHITF 5 Major bleeding DFREBUSEE L, 7 4 > /80 X7 ABB L O ) X930 Uit
TENZEN 21%B LN 41% TH 7= (O — R 0.52, 95%(E#E X [H] 0.44, 0.61, p<0.001),

. BREERE . M/ MREERLEA] (7 A Y >, thienopyridine F 721 GP IIb/lla 524
REEPLAD) O & OB RAFRNTRE L2 fE R, HoERMICs W T—8 Lo g 2T
.3 X O Major bleeding ([ZB4 2 55 B3 S 7=,

PCl JgfTERE BRIV T, MIEAEIMITH% 9 B B £ TIZET, DAFZE F 72 1 3G MEE M. 23
BOOLNTBEOEIRIL, 742N X7 ARET88%, =/ FH /8 U HET82%TH 7=
(I — Rk 1.08, 95%(E#EX[H] 0.92, 1.27), AREFFIZIHIT S 9 HH D Major bleeding &
BB X, 74X R X7 ARET 22%, =/ FHRU VBT 5.0% Th otz (NF— Rk
0.43, 95%({Z#E[X[#] 0.33, 0.57),

ST LR ILMBEE (STEMI) DIRE

OASIS 6 #lR1X, STEMI EE K 12,000 flZxi5 & Lic, 74+ & /XY X7 2 25mgl H 1[H]
B GREO R MR L OENEE@E OIRE [7 78R (47%) £721X UFH (53%) ] & ik
ST THEHEREEAILRBRTH 5, T TOBEITBVT STEMI (25T S EHERIRIR T
iz, FOWNERIL, Primary PCI (31%) . IMARVEMEIRIE (45%) . FREV/2 L (24%) Tho
7o MARTRMRRIERITIRE DD B, 84%IXIET « 7'V U EMMAREMA (BHICA LT
R —E8) ZHEHL W, FEHREHRIE. 74220 X7 AT 62 HThoTz,
BF O HERIT 61 5% T, 65 Ll B2 40% % 50T\, E (L7 F=227 0T T
A 50~<80mL/min) B X ONFLEE (/LT F=227 U T T A 30~<50mL/min) O fEE
BEIXZTN N 40%3 L N 14% TH - 72,

FERAGTE X, BEEAES T 30 BB £ TORT £ ITHREELHREDRIE TH -7,
30 H HIZRBIT DL 3R M DFEZE O R BUMEE 1X, BT 11.1%, 74 #/3) X
JARETIT% THY | RBRELHE L T T 4+ RN X7 AR THBIIK T L (AF—FR
EE 0.86. 95%fZ#EX [ 0.77. 0.96, p=0.008), 7 4 > & /XU X7 AL 7T v REHET S HEE
&g [3E7 « 7V R R AR TRAEA] (77.3%), B2 L (22%). 7 1 7 U R EE AR vA
fi# ) (0.3%). Primary PCl (0.4%) ] i, 30 H BIZHIF 2501 F 7 13RI OLIHEZEDFEHL
X, 7T B RETL140%, 742 F R X7 ZAFETN3%THY, T B RBEL LT
T4 H N X7 AFECH BT L (v — K16 0.80, 95%(E #H X [#] 0.69, 0.93, p=0.003) ,
T AN X AL UFH & ik % BFE S [Primary PCI (58.5%) . 7 « 7V Vg B i 2
BfRA (13%) . 37 1 7 U R MR (2.6%) 3 X OF#ERZ L (25.9%)] TiE,
30 H BIZH T DL F /I ImB ML ZEDRBUHEE X, 7 4+ ¥ /)1 X7 AfE LUV UFH

20



HTENENB8INIH LB TN THY | MltFRIRAEITRD bR o7 (N — N 0.94,
95% S #H X [H] 0.79, 1.11, p=0.460), L 7L . AEEEO MAieEfERERTTBE £ 72 X
FEHiTHRFE (Primary PCI FEMiFT ) Tk, 30 B BRI DL F I3 H R IE LA IED
BISERE X UFH B (14.3%) E LB LT, 74 > #/%0 X7 AR (115%) THEIZIK F L7z (O
P— R 0.79, 95%(5#X[# 0.64. 0.98, p=0.03),

F72, 30 HRIZBITA2RIEDOET RS, fHREET 8.9%, 74+ X /XY X7 AT 78%Th
D, 7+ HRY X7 ARZBWTHERIKR TR b (O — R 0.87, 95%(EHHIX
[ 0.77. 0.98, p=0.02), BEE 1 (77 ARxMH) T ERITIRFEIER CHEEENA LI
7=, BEE 2 (UFH &) CIIAEEEERD N oTz, T4 XX X7 AFETHERD
BN ROMEIL, 180 H H OBHR AR T £ TR L 7=,

MAREE RN K D IMAE FAEZIT- 70 Tk, 30 H BIZRIT 5 E £ 23R OMEZED
FEBUSERE 23 FREE (13.6%) & H#Z LT 7+ > # /%0 X7 AR (10.9%) THEIZIKF L (O~
P — K 0.79, 95%f{5#EX[H] 0.68, 0.93, p=0.003), #HIGEEE L CHERZIThRN-T-HA
FHTH, 30 HEIZEBIT DT F TR LZEDRSTUSEE 1X, *THREE (15%) &L
TT7 XN X7 A/ (121%) THEIE T LE (F— K 079, 95%EHEH X M 0.65,
0.97. p=0.023), Primary PCI fi{TE Cix, 30 H BIZEB T B F 721X F R LR FE D3
BUBEFE (2, TRIERER ORI EITRBO Dotz (74 v &80 X7 AR 6.0%, *HR
B 4.8% ; ~PF— N 1.26, 95%(EHEIX[H 0.96, 1.66).

9 HHETICEEDOHMMNFRD bNTBFHEDOEIGIL, 74X/ X7 ZRET 1.1%, xHIREE
T 1A% Th o 7o, MIREMAIZ &G LI-BFICBT 2 EEOHMOBBEBEE L, 74 &%
U X7 ARER KOS IREECEINZ 1 1.3%3 LTV 2.0%, F1HIEHE & L CHIEREZITHh R o7
B TIE 1.2%35 L UV 1.5%, Primary PCI fiif TAR# Cld 1.0%35 L 10 0.4% CTh - 7=,

B, BEERE . M/MOEERER (7 2B Y >, thienopyridine) OFEMER & DT EIA
TRNCHRE L7eRE R, MAEMBICB T & Lo mM B LOEEO M3 54
KRN,

52 FEMENREFRIREE

4

K T#EG%, 740230 X7 R TR ERITRIN S D GERHIAA T T XA T
T 4 100%), PEEELAEMRBRE 7 4 /% X7 A 25mg & HE L TG L-8Ha. &5 2
RFI % e E R IR T (%) Crax=0.34mg/L) 233515, Crax CEHIME) O 12 O if i
WREEZIX, &5 25 0 RICEET 2,

BEFE B HER S Tk, R FEHHZO 7 + X8 X7 2D BRI 2~8mg DOHH TR
o9, 1 H LEIE FREG T, EFREOMATFIREIZ 3~4 HTEFEL, Chx B L TNAUC
X131 ERT 5,

I BEEE I TERFIC 7 4+ XY X7 2 25mg & 1 H 15 LG4, EFIREICE
DI BENEE T A — X OFEIE (CV%) 1L, Crmax: 0.39Mg/L (31%) . Thax: 2.8 FEH (18%) |
Cmin: 0.14mg/L (56%) EH#EE S5, IRBEIEIEITEE CIX, EFEREBOT 4 XY X7 R
MR L, BENER TH D720, Chac 0.50mg/L (32%) 35 & O Crin: 0.19mg/L (58%)

21



Th b,

P

T BN R ADHAERBITNE N (T~11 U > bV), invitro & F Tl 74 23
UX 7 AX, TorF huar B 2oy L GENORRIICHA L, OIS FIRE
\ZHAET % (0.5~2mg/L DIEFEHIPH T 98.6%~97.0%), 74 > & 30 X7 2%, MM 4
K1 (PF4) & OMOIMEESY R0 L ERESZRI 720,

AT DISE S Ry E B IRERE RS oW, XXy LOEEBRIZED 7 1 v
HoR) X7 A LMBIOMBEERIZRWEEZHND,

137

T RRFNER IR TRV, T4 U F RN X7 ARRHEND Z & ZmdREilide <,
B CTEPEREM D3 A A S U D REILE 72 0,

7 4 H %) X7 A invitro 5 F ¢, CYP450 7 7 2 U — (CYP1A2, CYP2A6, CYP2C9,
CYP2C19, CYP2D6, CYP2E1 F7-i% CYP3A4) #[HE L2\, L7=AR->T, CYP 21T %
RBLFICL D 7+ H 8 X7 A LMBIOMEERITRNEEZEZ LD,

HEHL B

IR (t) IXAREEAE A HEBRE T 17 R, R i piE o 21 Il C°h D, 7+
YHESNY XY AL, A~TI%RREK L L TEIEN PRt S 2,

FEEREARE -

B - RBEEMTO T 42 H 80 X7 ZAOBFHIFTHOIL TR,

EREE - BHERENIEIC L VIETLCWDZ 8 HDHDT, @A Tl 74+ Z 3 X7
ADHEHMRENME T LTV D Z &N D D, 75 a2 2R BIE T HRE I, miEs V
T T AN BS AT DBED 11.2~114 THDH LHESN D,

R - EREE (7L T7F=2 7 U T T A 50~80mLimin) HBEICBITAMEEs VT
TR EERBHEE (2 LT F =07 U T T A >80mUmin) 24T % B D 1/1.2~1/1.4,
HAERERESE (7 LT F =027 7 T2 % 30~50mL/min) & TITEH L TR 12, BEER
s (7 V7 =027 U7 72 A<30muUmin) BETIE, U5 THhd, ZHUTE- T, &
VSR 3 2 B B i R C 29 EfH], BHEREERE T2 Th o7z,

PERY - KRB IEHR OB CIX, HEEITRO SRR -T2,

NFE - NI K DEYBEOE N ZRFT DR & BT EM SN TWRNA, 7T A
(AARN) MEFEPESRE 2 x5 & L7oilBi T, 3MEREIC A NMEFHERE & OV TRD b
o lo, [AERIC, BEAB RN TORNEE ., ANEFEM T, 7 V7 7 o2&
TR o7,

BdE - 732 ZN) X7 ADMET VT T A%, (RKEICHH L TEMT 5 (10kg &
9% DN .

g - HEERTIESE  (Child-Pugh 7338 B) #8REIC 7 + o Z/8) X7 A2 BB Fih L
2L XD EAMAIEREAT) Crax B X TNAUC 1T, IEFATHEREWBR G L ik LT, Zh 2
HU 22%33 L OV 39%(K D o 7, FFREFHERE ICB W CHSER 7 4 o &%) X7 ZAPRFEEDBRN D
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WL I AT E ORAEICEE > T ATII~OFEEIME T L, TORET7 4+ &8 X7
DOE7 VT TV ANEIMNT 52 IR L TWe, Lo T, BE~FEEORFEE R
TR 7 4 v X R) X7 ARFEIZEIT 2N E TREND 72D, EYBREICE S X
RGP A I E A AN

T AN X7 ADEERFREEREICBSIT A EYEREIIRTI STV AR (42 B 44
ZHR),

53 RBIEKRBRICB I 2RZetT—¥

W OZ MR, ERGEERER, BeEERBR T, v MO 2 falRitE A2 R~ Ik
BEIR 7 — Z 135 STV R, EREFRMEIC OV T, BEENR SN TS, F45720F
WBF DTV,

6. BRI

6.1 Wh—%
b [l RN
S K

boH L

KEEALT RY DA

6.2 BEAER

KA A LRE L2 & (BLA 2 ERERDY FhE S LTy,

6.3 AZHIR

34

TAUHERY X AT N T LE 0INEFREIKOVE Ny JIZHRIMLE ST 255813, &
MG T2 BTG 2G5 Z ENEE LW, 7272 L, BN 24 BiR £ TR CRA~F
TE 5,

6.4 BFEICETAER
WG L7anwz &y

65 ZABOHELEE
27G x 12.7mm OFEHEZIEE L, Vo7 FrEiF/ven 7 FALT T A h~—f0DT T
Uy —RTEEINL IS T ZAE (ImL) TH D,
TUZARNZIZIE, REFHERGE 2AAND TAEAND 10 KA  BLT20 KA B3H %,
EHZRIIR D 2 TN H D,

o BT T Vv —B LB REEER X
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o H T T Vv —BLOFEIL S E N X
T RTOEIEY A XDRFEIE SN TN D DT TiEZew,

6.6 ZTOMOEE ER X UBRERORKII2EE

TERDOESER L [FEROET, K TFHEEZ21T 5, #IRNICER 5T 25613, BEFORIRT A
NCEER ST 50, 7203 0.9% BB kDD BNy 7 (25 £721F 50mL) (ZERINE. BE
FOFIRT A v &2 LTET 5,

PG D, R IRYER LOEGAICOWTENEEREAICSRTS 2 &,

BT ER OB OEGICBET 2ERIL, RSN AERRAEICEE I TS,

TV AT RIEFFEREOFRGELEE L. TEHEOSHZ L2 BER LD 7= D% p2kE
ZRE L CERFFEN TV 5,

Fefd OB B 2 WITBEEMIL, T OHIRO B> T35 2 &,

7. IRGERRFIFTAAE
750 T N—T%k
Greenford

Middlesex

UB6 ONN

United Kingdom

8. JMRFERAEFE
EU/1/02/206/001-004 #5 J: T} 021-023

9. FEIFWH - BAE[FEHH
WIEERAH : 2002 453 A 21 H
SHAHETH ;2007 4E3 H 21 A

10. CEUETH
2009 4~ 3 H 25 H

AFNZOWTOFEM 72 fF#IZ- 2\ T, European Medicines Agency (EMEA) @ Website (248
#H SILTUW D, http://www.emea.europa.eu
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7 U7 A NTHEIGEE

1. EFER4

7 U7 ANT VW 5mgl0.4mL FEHE A1 5
7UZANT W 7.5mgl0.6mL F&E 7 1554
7 U7 A KT W 10mg/0.8mL FEE 7 A 1L

2. FEMER X OEEMER

& FEHE R AN, ESA 0.4mL, 0.6mL, 0.8mL IZZNENT + 48 X7 AF R U
2 5mg, 7.5mg. 10mg Z &,

IR - L BN Y 1mmol RO F kU v A (23mg) FEde, L7z o TEAIKIZS Y
LT V=T D,

FTRTOBMIIZHONTIL, 6.1 25,

3. A
FERF
ARFNT. o~ DB R T 5,

4.  ERRBER DOFEAM

41 RS
AV EIRIASAE (DVT) OIRERB L OAMEmAZEMRIE (PE) OWR¥E, 7277 LinfTEhfe
DREERBE E I TMAREIEE S L < IIMERRE RN SLERBE 2L,

42 FE-HE

Tx o FA R R ZAOHERFEIL, 1 B 1H 7.5mg ((KE 50kg~100kg DE#E) . K FH&KE5T

b D, (KHE 50kg RGO BEITHIT HHEEHEIL 5mg TH O, (KEA 100kg % 2 5 BE I
B2 HELEHEIT 10mg TH 5,

BEIE, D7 &b 5 HFL o3/ 0P EFRIE LT 2 £ T (INR 2~3) fitkid 2 2
& ﬁ%&ﬂﬁ EEMRIE L TE D2 R @ 72 RIS T 2 2 &, BRRRBRICES
LR GHRIL T HTH Y, 10 HHZHE 2 555 OERKEERIT D 20,

FFHLE[F~ DI
ElrE - FAEFEOMEIT 2\, 75 5Ll Lo BF Tk, PV B ENME T3 25729
HEEICEET S 44BR),

ElEE - PEEORBEERFIIL T 4+ AN X7 A BEECRET L2 (A45H),
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EAE (>100kg) THEEBEE (7L T7F=227 U T 7 A 30~50mL/min) A9 5 H
FIZBT HEARBRII N, ZNHOBFETIE, MIMHAEE LT1H 10mg & 5%, 3
FEEET U L /I ESNWT 1 H 7.5mg ~DBEA* EET D (445H),

HEBEE (F L T7F= 27 07T A2A<30mL/min) BEIZIE., 74042130 X7 2% h
Lanz & (43 28),

S W E - I E O EERE CITAERS OLE X, BEEFREERE T,
ZORBREHTORFIATODRL W RN, BEICKEGETHZE A4BXWN625H1),

NEEE - BEMEB X OEIEOT — 2 B+ B o T RN, 74 F N X T A
W17 AR O BE TR G LaanZ ENREE L,

KRG

BEMEZOEHFNZ, T o ZN Y X7 A RE R T HRE9 %, 7248 ORMUIES, %A OIS
RHIIERG T 5 2 L, FREFHAEF RN O OEFOBKEET D120, BERIOENGED
DRILREIFATDRV, FIEZBIE L NELIETOER, ENEORR % A ICEAITHIA
T, RIGEDEANLEEETRET DL L,

Z OO I I L OPEFERFOIERIC OV TIE, 6.6 DIHSM,

43 R

- ARENOH NSy F T XRMP OWFHL Ik 5 I EE

- I PR A B K 7t f,

- MERE D N R S

- VT F =07 YT T A<30mbmin TERZ SN D EEOBEE

44 BEBIOEALOEE
AANTE FEFHOHHEH L, fANEGIIIThRNZ &,

MATERED R L ERBFICBIT D7 4 v F ) X7 2B EORBUIR SN TR Y | MR
PRk, FEARRHAT £ 7T TREAR Y 1 V2 — A ZBE L T 2 BE TOMMARBRITZR,

/i

S RVEE T RO Hif B E (B 23 i R < 50,000/mm?) | ST VETE ISR AL A R R
SHEN M ERS E 721304, . IR O FINE R 72 & i fERRIVED @O BE R T RIS R
TR BEFIITEEICR S T5 2 L,

i OHUEEREA &[RRI, FINES (I 3 ALIN) OBFITITEEICERE L, 1k iR
NHETEHERELRNI &,
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HIOERYEA NS 23AE 7 4 > XX X7 ALK E L2 &, b O3EA
(i, desirudin, 7 o 7 U UIEMER]. GPIILb/Ma =2 B AEFEHIAl, ~ XU v, ~RY ) A4 R, K
F~XY v (LMWH) A& ENn 5, flkimAeZERIE (VTE) OEEF X, 4.5 OEOEFRIC
o TEH I v KEEHAZ IR ET 5 2 &, thofui/ Al (7TeF A+ Fafg, v
U ZE—/L sulfinpyrazone, 7 By FE7 v K7 L)L) RFERAT A RARHIE
JEANX, EEICEG T2 &, SFHEGRMAEATH LA, BlEEZ HITHILERDH D,
B - BRI SR

VTE O TP TIE7a<iGEE LT 7 4 v R0 X7 25 STV 5 BETIE. SRR
DA - FEREIMRIEZ EH L2 &

B

i T, M OERESEINL T\ D, —MRICIEIS BB MR T 2720, &l
FHTIE, 742 F R X7 ZOHRMPMET L, BEESENT 28203 H25 (.25,
DVT &£ 7213 PE OIRIEICI T DS - HEZ &5 Sz, 65 A, 65~75 %, BL O
75 AR A D BE TOHIMMEA X FREERIL, ZNEh 3.0%, 4.5%, 6.5% TdH->7-, DVT
DIRIFICBIT D= 7 Y80 COHESERE - HEZ S SN2 BHE CORST 2 5B,
T 2.5%, 3.6%, 83% Th ¥, PE DIRIEIZI T DR E~ Y > (UFH) OHELEA L -
HEZEEIN-BECTORERIL, TN 5.5%, 6.6%, 74% Th -7, @& IZITZ7
F AN X AREERIIEST 52 (425381,

1K E

{REE S 50kg AT O HREICB T DR IT D720, o X H BRFICB W TIE, 1 H 5mg
OHEZEEREICEETSZ2L A2BLXU525M),

Bl

ML OEBRMEIL, BEFEOH KIS THEMT 2, 742480 X7 2%, £ LTEM
THEM SN D Z LM B TW5D, DVT £721% PE ORRICHE T D HEEME - HREZHRE S
iz, EREEHRE, REREE, PEETEE, BETREERE COHMMEA X hREEER
IE, FHEI 3.0 % (34/1132 ) . 4.4 % (32/733 ) . 6.6 % (21/318 #i) I3 L U 14.5% (8/55
) ThHo7z, DVT OIRFIZBIT D=/ 530 v oOHERHE - AR &5 SN EBHETO
EHERERI DB IT, Zh 4 2.3% (13/559 f51]) | 4.6% (17/368 f31) . 9.7% (14/145 i) |
11.1% (2/18 f3)) TH V. PE ORI T D UFH OHESEHE « AR 2B SN2 BH TOR
BRI, T2 6.9% (36/523 f41]) . 3.1% (11/352 f3) | 11.1% (18/162 f3i)) K1Y 10.7%
(3128 f5i) TH-oT=,

T AU HNY R AL, BEBEERE (VL7 F=227 07T 7 A<30mL/min) 121X
ML ChHh Y | PEEBEERE (7L T F=0 s T 52 A 30~50mL/min) 1 IHEEIC
PeE+ 5 b, BEHMIL, BARBRICBW TR SN CEH7H) 28220
L (42, 43 BLB2EM) |
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ERE (100 kg #8) CTHEERREE (7 L7 F=2 27 U T T A 30~50mL/min) A9 5 H
FIZBT HEARBRIZZR, CNROLDOBREIZIT T 4 F ) X7 AR EEICHREGTDH L,
A& E LC1 H 10mg 2 & 5%, EWEEtT ) 712K\ T 1 H 7.5mg ~DJE%
EETD 425H)

EHEDNEE
R R Gl EEE R - DO R Z I XL HILOGERIESEIM L TWbimdh, 744
NY XY ADFEREZEREICEET AL (4.2 BH),

AN Y T il BRI E DR

~% R RV MRIBE (HIT) OBEEO S 2 BHFITIE T 4+ F 80 X7 A EEITE S
THZE, THUHFNY XTI AOFYEE LR HITTROBFIZEW TERICHRF S
TR, 74 U Z N X7 AT/ MR 4 R & fEEET, HITDAGRE O Mg & 222205
PEERIR, LnL, 7+ F N X7 ZAEERFIZTB W TENIC HIT OB HEN 2 S
NTW5, BIEETOEZA, T4 F ) X7 ZFE L HIT 368 & O ERERITHLS
TUVel,

45 fuFl & OMREAER R L OZE OO AE/ERER

HIL O fE e 2 BN X 2 FIREMEO B 2 3AN & 7 4 > 28 X7 2O HFRE 5%, HilofE
BPEE NS S (44 20),

T x o E N X7 R W TEEE L2 ERIRRERIC W, BROPUREA (DA77 U ) X
Tk R X AOQEYENREIT B A 52 Mo T, MEERRER CH W2 10mg o &
WCBWT, 74 E N0 X 7 230V 7 7 ) o ofiEEETE=4%1Y 2 (INR) IHFHIcHE%
.z 8oz,

M/MREER (72T AU FARE), IEAT A RRHRREA (Erfhh) BLova
XL NLT xRN X AOEYBNRRIZ B A 52 1o T, FAAEAEHFER THV 2 10mg
ODHEIZBWT, 74 F RN X7 RAFTvF AV FABREZIEIE X0 L EETTO
HIMRRT, B X OEFEREBICKE T 5 T2 v OEYBREO TS B L 5.2 2o T,

4.6 ERER LA OR S

R OB G T AR T — 21355 Ty, Bt cid, BEERNRELNL TV D
7o, R, M - IRIRFEAE. i K OVERIGZICKT DB OV THa RERIE LN
TR, RDERRVGAEZROT, 7+ v XN X7 ARG LN &,

T HENY XTI ALT v N TRHA~OBITHRD LA, B N TORIL~OBITIZHON
THEARATH D, 74 F ) X7 AL HEEPIL, BAEZBIT L2 ENEE LD, 1
2 X 2 8 O W O FTREPE IR,

47 BEIEB X OEROEIRE NI T 5 B8
H B BB O S ERRE S 1R D IR S T ey,
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48 HEHES

T AR X7 ADEEMNIL., BRI ZERIEDIREDO = O 7 B 7 4 v # /% 1) X
I AP 5 - B3 2517 iV TS SN Tnad, bo b b <AL RIfERIZ,
HInAOHECTH 7= (4.4 BR),

T HENY X7 AL OEEMER D7 LB EREES D & U TRRETERMIC LV G Sh
“EIWER % BRI GEFIZZ Vv 110 BLE, LI LIE 1/100 BAE 1710 K9, & =12 1/1,000
LAk 1100 i, F4UZ 1/10,000 LA E 171,000 A, FEHIZ E AT 1/10,000 HKii) B L O
BN ERNCEEE ORmWIRIZ R,

AEBIARIE VTE DIBREZ T BE BT 2AEFSR

MigFs JOVY o/ REEE LiE Ui s il GEBAE i, fpR, i, S, &,
FE R, i EBIEE, ARFS L, KB, )

A, i/ MRIEAE

U Zoftiomim (FHf, SR HI, BN
) iR L E

g REE FHIZ . T LAF—Kb
(NSRS JE e FIUS  HEF 8PS (Npn)® H0
Tk T s LXIT ;B

FHT  FEED E N

H Wk & EL IEE
JFREE R b & XD HTHRRE R H

B35 S OV T ik s FHUC ¢ KBRS

EHRE R LR GINAREE | & X\ &%, T2
AT FERALEOG

B

(1) MFEOFFFRIT, EFNIEEEOH GG ERE ., HRICED R o1,
(2) Npn i, JRFE, REg, 7/ BR EOIEF I WEERERT,

49 BERE

RSN AME - HEZBA 57+ 022N X7 20513, HilofEBEEE2EnssEs 2
EMB D, T H N XY RTRT BRI S TUN e,
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WERGICHIMAE S HEE, &EETIEL, B RIFREZHFHEST 2 2 &, ARRYIEM, i@
WRE, M AE R, MAEAZHAZR & WO RIR RO EBE T D5 2 L,

5. FRIEZAOFRM

51 EIIFERIRE
SRR - b3 ATC 525 : BO1AX05

FFEH

T A AR X7 A, HXal/]TIEE (BXalkT) OBROEMIAERTH L, 7+ F
NY X7 Z20HMBIERIZ, T7oF har vy (FrFrhrrvy) 20 LEEXa KT
DOERWPEIZEL DO THD, ToF hrr B EBRNICHEARTHZ &L, 74
HZXY X7 AZXT o F hr B AR K D> T2 Xa RO FFEMEZEET 5 (K
300 %), HXa KFOHFRNC XV MEEEE OB A7y — KRR &S, e B ropmgs &
DDA ESND, 74+ E ) X7 2T harey (EHEETRY) 2R ik
b3 2% Z &3/, /ME~OIER HERD LIV TH7ZR0,

T xR X7 RE, JRRICHCDHE T, MR OIEVELES h e AR T AT R
(@PTT) . IEMEALIMAEEEE IR (ACT), £7/213 7 e ba v (PT) /[EEEREL (INR)
B 72 & ol OREE R, IR H 5 WITRRIATEEICERR ISR & 72 D K O s
Hx72v, LovL, FHUC aPTT RO HEREDN RSN TWD, L0 EHETIE, aPTT O
HEEOEAENE V1G5, HAEERARBRTHW: 10mg OFET, 74240 X7 A%
INT 7 U OFEEETEYE (INR) (CHEREEE B 22T,

T d BN R AL~ R RVE L IMRIRAME 2 AT D BE DOIMIE & ZRZERUG LRV,

AR
Er IR AR ZEARTE DIRIRICBIT D 7+ &%) X7 ZADKR 7 1 7 F K%, EEE IR LA GE
(DVT) B L OWHIMAEFEIRSE (PE) OIRIFRICKT D 7 4 o Z R0 X7 ADOF M % FiET 5

AR CRHE S 7z, A, BIFARARRER Cid, 4874 BILL LD BEN R Lo T,

HEE ERAIe I FEAE DI

BMESEEME DVT OREEZM &2 o BB 2 xR & T 2 BIEAL —HEmARICK W T, 7
AR XY A 5mg ({KH 50 kg ATif) . 7.5mg ({4 50 kg~100kg) . 10mg ({AE 100kg i)
1H1EE FEGE, = /%30 FU oA 1mgkg 1 B 2 A5 PG % ket L7z,
712192 DO BEDIRF A =T, WEEOBRF IO &5 A, KK 26 AR CEX7 AR)
Be Gz, ML bloe X v K FEPUENEG- Sh, @, IRBRIEYEIER 5% 72 R
DINIZBRZE L, INR 2~3 (27T 5 L 2 EMIMICHEFE L b, 90+ 7 HIFMkE L7z, A
ik o> EFEEME B X, fEE 2N ST E B TR O IERSEME VTE B K OEsEM: VTE (97
HEHETCICHREENZbD) &L, 740880 X7 R EDEEITT ) 930 2
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HIRWZ EREIES L (VTE BIER : T2 3.9%8 L1V 4.1%),

WG EIAM TC, 7 4 v 2R X7 ARED 1.1%, = 7 F Y30 D 1.2% T Major bleeding
DD BT,

WL FEFEFENE DS

BMEFERE PE BE 255 & U CIEERLIEE a4 50 L7z, 23 Binom g (2 &
Yo, MAEEE E72IZ AL TV CT A% V) IZX > THE ST, ARV, %€
BRI E T IX TREIRT 4 V2 — R BT HBEIRIN LT, 227 ) —=2 7B
UFH 12 L 2 ATAEFE 2% - BE L IBIEA L S a2y, 1R EOTUEEEAIT 24 REELLER
A Z T TREELITEEIN O VWEMEERE XA L, 742 %30 X7 X 5mg
(f&H 50kg AJiii) . 7.5mg ({4 50kg~100kg) . 10mg ({4 100kg #8) 1 A 1 [FIZ Fih-& |
ROy A~ OFRIRN AR —F 25 (5000 1U) &2k < RN RS @PTT IE%
XM D 1.5~2.5 (5ICHERF X415 K 9 ICFHEN) & & bhlgisd Lo, &t 2184 Bl B R %
ZAF. WMEEORFITDR L5 HEL &E22 Al (CEH7 AR &&=, WEE b
e X 2 KEGUEERE LT, W IRBRERIR 54 72 ReEILINICBI% L. INR 2~3
(3T 5 K0 EMRC R L2y s, 90 + 7 BHkR: L7z, Ao EEEEEE B 1L,
We EBWr S I TIEEME RO IEBSENE VTE B L OEUEM: VTE (97 HH £ ClcdlE &SNz
HD) L LTz, 74 H N XTI AL DHIREIIRDGEA~NY AZHE BRI ENRFEREE N
7o (VTE BIEF : £ 2 3.8%3 L UV5.0%).

IR IS, 7 4 2R X7 AFED 1.3%, R4y~ D 1.1%1Z Major bleeding
DR BT,

52 FWMERFHIRFE

T4 H N X7 ZF Y U AOFEYENREIL B Xa K IEEE T L CERLSI N T 4 v
R X AMBERREIZIE SN TS, 74 Z 8 X7 A, B Xa JIEOBIEIZEH T
EDOME—DHETHD (~RU FETE LMWH O E RS 13 2 0 HAIZ@EY Tz ),
L7z oT, 74 HNY X7 AOREIZIV 7T A (mg) TERRIND,

V24

BT EeG%, 74 H R X7 ATHONICERICRIR SN D HEH A A AT XA T e
T 4 100%), (EREELAFREREZ 7 4 X8 XU R 25mg & HE R TG L7256, &5 2
P2 e LA PR EE (S Crax=0.34mg/L) 355305, Crax CEXIME) @ 1/2 1t
BEREECIE, %5 25 H1%ICEIET S,

fREE IR Cld, B TREB O 7 5 4R X7 2O 3YEhReIE 2~8mg O#iH TRl
Zd, 1A 1EERE TR, EFREOMETIREC 3~4 A TREL, ChudB LTV AUC I
1315 LR %,

i B AN A TER B N 7 4 v X R X7 A 25mg & 1 B 1R G L2546, EFIRREICE
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T DEMBNEE T A — X DFHIE (CV%) 1E. Cra 0.39mg/L (31%) . Trax: 2.8 FEH] (18%) |
Cmin: 0.14mg/L (56%) EH#EE S5, IRBEIEIEITEE CIX, EFREBOT 4 XY X7 R
MAFEFEE L, BENER TH D720, Chac 0.50mg/L (32%) 35 & O Cin: 0.19mg/L (58%)
TbhbD,

DVT BL O PE OIFEICEWT, 7+ X)) X7 A 5mg (IRE 50kg Ai) . 7.5mg (ARE
50kg~100kg) . 10mg ({&AE 100kg #) % 1 H 1[5 L7=4, REICESEFHEL-HAE
T, TRTOREXZICTBWTRERDORENS B 5, VIE B EREHED 7 + 23
UX 7 A% 1H1EEYS LA, EFREBICE T 2R YEE T 2 —% O FEE (CV%)
1%, Cmax: 1.41mg/L (23%) . Tmax 2.4 5[] (8%) . Cmin: 0.52mg/L (45%) EHfEE X%, 5%
—B X ANMEE 95 N—F X A EIXZZEILEIL, Crae 0.97mg/L 35 KXY 1.92mg/L, Cpin:
0.24mg/L 3 X 1} 0.95mg/L TH 5,

T

T EN) X ADRHERBIIR SRS (7~11 Y v hJL), invitro & FClE, 744
NRYRXT AL, ToF hrr B Z Ry EEENORRICREES L, £ ORGNTmEEiR
FEICRFET D (0.5~2mg/L DFEEEHRIPH T 98.6%~97.0%), 7 4 > & /31U X7 A%, /MR
41K+ (PF4) Gtz DhofifEs 37 LHEBREGZ RS20,

ToFrar B R R UANOMEEY X LEBRERE RSN, AR D
FEABEHIZE D 7 4 v Z /8 X7 A EMBIOMBEERIZ/RNWEBZ DN,

1A

T BEHI AR SN TV RN, T4 U H XY X7 ARRBEND Z & BT RELE R < |
FRICTEPERE D3 A AL S AL 2 R 72 0,

T F U H XY X7 AT invitro $:44 FC, CYP450 7 7 2 U — (CYP1A2, CYP2A6. CYP2C9,
CYP2C19, CYP2D6, CYP2E1 F7-i% CYP3A4) #[HE L7\, L= ->T, CYP 20T %
RBFLFIC L D 7 4 H 80 X7 A LMBIOMEERITRNEEX LD,

PP

THICEE () (RS FRERTE CR 17 RE . R mm R T 21 i CTh b, 72
HESNY X T A, A~TI%INRE R E L TEIENOHRt S5,

PR

NEEE - INREBEIZRBIT D 7 4 2 H 80 X7 ZADOREHIITHIL TR,

AR - BHEEEDNINBIC I VIR T L TWAZERHEDOT, & TIXT 4 F ) X7
ADHEHMRENME T L TN D Z EN D D, 75 mE iz D BIEAE T TBE 7 4 X R
X7 A25mg & 1 H1BEEE LGS, MEEZ V7T 7 0 A3 65 Al D EE O 1/1.2~1/1.4
ThbEHESNT, FEOERI DVT BLOPERREAICHLRD LN,

BlEZ - BB FINITEEIC 7 4 Z8) X7 A 25mg % 1 A 1[EEL L-8A, BRE
BEE (L7 F= 7 U T T A 50~80mL/min) BEICKITAMEEY VT T A, EE
REHERE (V7 LT F =07 U T T 2 >80mlimin) 2 H T HBED 11.2~1/1.4, HEEEE
(VT F=27 VT T A 30~50mLimin) BE TS LR 12, EERREE (71
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TF=2 27 YT T A<L30mLimin) BETIE, K U5 THDH, Tl T, BfEIERHIK
I P S R PR AR T 20 R[], REEEERF T T2 MM Th o 7o, [AEROM M DVT B
FOPEVRRERIZLREOOND,

HE - 752 ZR) X7 ADMET VT T A%, (KEICHH L TEMT 5 (10kg &
9% DN ,

MR - IRERHIEZ O Tk, TR Lo T,

NFE - NI X DFEYBREOENZRFT DR BT EM SN TWRNWA, TUT A
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AR T o Eolinh D [ e, DRERL. B B s s v 5 25, o BIC, A BRTRBBC AR | o
LR I L LRI e b 100IUKg. 1 F 2 [ 5 UT- O SETl% &, A TS T i
@RFIRIE A ) 2 ABDIES) TR Y > X ﬁ%ﬁ%&% IR o ) %7 78 E D T
TR, ) FRONNERY | WA B Xa B EE) < UEERIED ) R BLY BOTRER DS,
D~ 1T L%ET@ PER 2N T8 B G DR /ﬂi@ﬁ'%* GARBEGHIZ D h T AT I F—F EREREEIN TS,
IIARF DL - AR Z
S LT e o e
S —— 2009 4 6 HkET (B8 1R 2010 4 7 HekET (B8 5 R
ikt YRS T FEFRBR  (DRI2440 3RBR) (21T D % HRSE RSB AEERER (EFC2441 3R5R) I

ESIDRAPSHicES

LT



1.8.

1.8. FfAXE (F)
181 ™IE (%)
1.8.2 ZWHE « BN NE O EIRHL
183 ML - HEAOE O ERNL

184 fHH EOEE (82 BLOZOER TR

*IASCE (R ITFEERBEOLOTHY
RATDRMN LCEZZRT L2 &,

* TR R LR RO
1.8 -p.1



1.8.1.

THE  USATSCEEIRR (20094E6 H ELET) 226 DO &

H ARREAEpE T Ja % =
A X a fLZEH 873339

79X FS°ETiE 5mg
FZUORS°KRTE7.5mg
Arixtra® Injection
2+ 2FNR) XY RF MY ) LESK

HH X 5
WHEEAERSR
(EE — ERME O A
R EERT2Z L) Smg 7.5mg
KBE R
Hr  vE L RERTE AT
IR - IR AR 5C R A
E B B EoEE)] OESH [E FRFEA 2001 4= 12 A
(B &)

FRHE - BEIEAMERER & 2 VW ITEHEZE IS & O ORI, SRR MAEN L T, #i OBz & %
BRI HONDBLTNRHDLDT, TRV L,

(& RE] RofBFIFEELRNI L)

1) KANIORSTIT % U CRBUE OBEERE O & 5 B

2) Hifl LT\ 2% B (FBHERE I, SESEN I, FFHEN I, &2 W idho EEIREICBIT D
M%) [(MinEBhETs8Ennd 5, ]

3) BMEME M DAER O B [t RIBEC L O ARS8 RER 2 BT 2B H 5, ]

4) BEOEEE (7L T7F=27 Y7 7% 30mL/min Kif) OH5EE [KENITEREEZ N L
THEE SN DO T, MmPEEN ER L, HilofEmERE KT8 EN"H S (THE - H
BICBET A EoiEg ), MNEREEE ) RO [EYEhRe) OESR), ]

[#HRE - 154K]
HR5E44 7Y I ANTR T Smg TV IANTETETSmg
o 2 Q) roh) 0.4 mL 0.6 mL
12U PHOT 5 XX
YR RF b YNGR SAhme 1.5 mg
Wy pH HEIA GEEE, KBt ~NY v L) FiEbAl (BT Y o)
PR M~ O~ T & A EBH DR
pH 5.0~8.0
& % & b 1

* AEBEHIRIC RT3 D b

(ZhRE - 2hR]
i AR FEAR S N OV SRR A2 i D 15

—————————————————————————————————————————————————————————————————————————————————————————————————————————————————————

HhRe - MRICEET SEALOEE :
S m USRI 5 & © 72 AT BB G 72 R S AR VAR O 8 R OB
| HL S 6 7 B\ AT AR O P HERR S L T T, :

(A% - AE])
Wi, AT, 74 E R X2 F I oA E LU FOAERZIHIEE FEE5T 5,

1.81-p. 1



1.8.1.

RS0k R : Sme. AEES50~100ke : 7.5mg. AHE100kg#E : 10mg

R - ARCEET AHEALOEE

D) AFNTE FIEROZIEA L, FHANEGIE LN &, 5

(2 FHBEOR T, 1A 1 ENRE - EORZNICE G T2 2 LR E L0, G RR 24 |

L BT AGAICE, miElOERG AL ES R EOMREH T THRETHZ L,

) AKIOB IS BEILLEE U T2 U7 7 U L h U A kS BUEE R AR |

D ICET D E ORI A2 b IREIOWREICE L T, I T 7V H Y T AOWRE
XEXBRSH L, ok, ENEBERERIC ST, vk i FEAREEH T 17 BRI |

D b SEREERIR AR E B TIE 15 HEPL BEE L RRBRIE AR, E

() AFI L BT 2T 7 ) Y U A g AR 72 BRI DL B A AR D = b |

OB FE LW, i

L (5) ENEREREBRIC B\ T AHK] 10mg #2506 AT\ R 100kg B CH%HE OBE |

. H (U VT7F=2/ VT 7 A 30mL/min LLE SOmL/min Afi) Db D HEFHETIE, 1A |

L 15mg ~DOEEAERTHZ L ((MEHEEE] | TFRRKE OESHR) i

L (6) 7’1 b R (PT-INR) L ONEHEALESY b v R 77 2 F R (APTT) % 0i |
W ORERMREIL, AANCKT 2 REN AR, EhEE=41 7T 28 E L 137
SRVOT, BHERZESECBEL, HSERAONHEAICIIEGEZPIET 528

______ WORMEETT) C (e oms®),

[(ERALDER]

1.BERE OBEIITEEICRET L2 L)

(1) Mg 5 ATt @V EE (i o & 2 B3 WILEIREOBE | SHEN M X
T RECIR O A4 B O®WVBES) [Hz24EL28T1W03H 5, ]

(2) RH 40kg KO BFE [ENEIKBEBRIZEB W THEHRRNIZE A LR, RIEEOBHE T
T OERIENE R T 2BENNH S (THEEREARWNEE] OS]

() BEEDH L EE [(AANTEREZ T LTt Sh Do, mAREN B L, HiLofakk
HRERT 262 n® 5 (IR, THIE - HRICEET 80 Loks] KO T3y
e DHEBMH), ]

@) BEOHEEDH 2 BE [BEEK TOEEMETF L TN Z R3S 50T, HilloEpit
PR T HBENNH 5D, ]

(5) ~3 U R MIEAME (HIT) TDROBEO® % B3 [HIT HUk & D= RSMEE

R HITNZRWDN, EHRRERD D722 < ZaMEITHENL LTy (TR DIES
), ]

6) mnE [[EhE~o&kE ] OEBE]

2EELGEARNIE

() AFIOFERIZHT->Tix, HxOBEFOMIMY 27 (KE, Fin, ER (BEEDKT.
MATENREE O DHERE, JRESS) ZHE 2, BIELE +oIiTV, HEORENZRD b
Laix, 5 aikd 5 PEURNEEZITO 2L,

Q) AFlDOEF 7 VT Z v AMIEREOK FIT > TR T T 2HAN A LN S 720 KRR ED R
FIET 25 IIIARF O M A RED ES U Mo fEEn#l R 2203 dH 50
T, tHCEETHZ & (MEEEE ] OESH),

() HMSEDRWEMZ AT 5 2 &R 50T, BEITE U TIE (~E 2 1 B AR OUIL/IME
) B OMEEIM MR EOREREZ FET 25 2 ENLEE LW (TEKARFEIER OIESR),

@) M/MEIRANENE Z 5 2 ERH DO T, 1EIC 1 BIFRRE LR R 2 553 5 7o S8is
ATV, A M MR DD N A B A I, BEEFRIET D I L,

B) >~ XY U B ARANCEI Y B2 D HAITIE AR OB G5B ISR ERE E U GREIZR S
Wk H, —EORLERREHITHZ L (THREE DHEBH),

18.1-p. 2



1.8.1.

3.f8EEHR
i DOFH| & O EAERIL, FTRER T R TOMAEFIZT OV TR SN TWD DI TRV,
PUBEE FRIES G T3 - A 2 R L2 0 . IR 235581203, BEGEDEENIEE T

HT L,
BrREE (FHICEE T2 Z L)

eSS BREREEK - EAE BF - EREF
PR IS OEK L ofERIC X | ABEICHTEE A & 1
~RY D, HLOGREZERESE | 5208 E2615,
KoFr~NY v 2BENRD D, AT 25
TNLT 7 Lk A, BEOREE 51T
m/MRBREINFERZET SRR | BT EHFEETDHZ L,
TAEY

Y XE—)L
/ARG Y 3R
e R
vuXx)—~8

t-PA B 45

4.51EH
B A FEARE BB A kE R & U - [EINEFREER IZ VT 31 il 6 B (19.4%) (ZHEIR
BAEMAE 2S5 0REANRD bz, ZOMNERIE, Hi 4 41 (12.9%) . 555 1 41 (3.2%) .
g1 32%) THhotz UKFEEE,
SRS R R AR B 2 5 & U - ENERR SR IC IV T 29 fild 7 B (24.1%) (ZEE
FRRAEEEE 2 E0EWEAREO bz, ZOMNRIE, Hif 5 41 (17.2%) . AFEERE 2
B (6.9%) . EEFEEETE 1] (3.4%) . M/ ESEM 1 5] (3.4%) Tholo KRR,

(1) EXLZEIEA
M : il (15.0%) 24025208350, o, FHICHIEMH M, SEZN - PN H
BELDBENNHDLDT, BEEZ FHIATV., BRENPEO SNZEAICIE, HE52PI1k
T 57 CWYIREEIT ) 2k,

(2) TDHDEIEA
UTDX D REWERNS S b= 5Haicid, ERIOSC CEURLEZITY L,

4%KiH SAEARRY
mi& /BB, B, EEE | AR E . SEBE. i)V R
it =

B JFH RS 2 B LY ImE

ArmER A, O FWV A7, HIR, gEEL

EIR3s ENIINER

HIERR AR, BE%A. T, RS TR E(ERE .
Bk

RE Bih JEFE

FESTERAL JRPT G

£ BiER FEEN, VRRE. MR, JES7. TR, WAL
P

ZDith gk, AKH U o AgE, AR, T ED
AL, 7 LV — s, R R

) H BB E AT DI TRD LN TWDEIERIC O W CIIBEE R & Lz,

18.1-p. 3



1.8.1.

5.5mEADKRE
— R E i CIXBEEE DMK T LAR| O MR EN LR D aREMENH D DT, BEDIR
RREBZLENGEBEICKRETHZ L,

6.510%, ER. RILFFEADERE

(1) b XATEENRE LT D AJREME D & 2 it NS, 16IR L OB IRYENGERME A ElRl 5 & X
NDGEICOHRFEEGTHZ L, [ MEBEE T in vitro B ClIR BB MEIXA ST
m@m§®®\ﬂ%§yb@ﬁ@%%ﬁ&ﬁﬁﬁﬁm\bfﬂm%ﬁm®%ﬁﬁﬁﬁéﬂ
Tn5n Y]

Q) FHAT DI NI AFB G PIIRAZET SED 2 &, [T v MTBWTHIF~DOBITH
WS TWD, ]
7T.MNREADERE

INRERIT S 2 Z MM LTy (ERRER D 20,

SBEERSE

e, SEAR - EE HEU EoRE X, HiLOGREZERKSE 5,

JUE I 2 RE D AT G 2 IR LRI 2 #3252 &, JERIZIR UC, AR IR 1
FTREEORE ML, MRS O ) IR O IG 2 /T 5 2 & AFIOPLEEREEH %
RIS D EEANLED DAL TR,

9 ERLDIE

(1) BEHEBAL
HH R TS T 2856 120%, Bl 234 ORI & BRI R BEICER ST 570 L 1E
L2 E %2 TITH 2

(2) BE5-H§

1) Bl A2 LaRER 2 S50 L TV RV T, o 3EHF & OIRAIXRET 5 2 &,

DAFNEZ EHEGSORERZFE LT L7 4L R P ThD, VI UrIhbain
ERRETLIBMCEKEZBM U 28NN HLDOT, [IAEZBRELRNI ERZEE LA,
HLBRET2HAICE, EREB LWL 2ERT LI &,

(EMmENE]

1. M0 bR E

fEFERRANIC T 4 /80 X7 AF R U 7 A 0.75, 2.5, 8mg Z H[E| 7 TG L 72 o 348
RE/XT A —H BN REHEBIILL T DO LBV Thoto, 74X /NU X7 A IRTFHRE
BIECHNTIRIN S A, B 51559 2 RER Clem il PR EE IS U, TE 00 1340 14~17 e
Th-oT- (F-1),

o

R-1 BRIETHRE LE-EORMHE/F 4 —4

b5 Cinax (mg/L) tmax (hr) AUC.,, (mg-hr/L) ty (hr)

0.75mg 0.127+0.015 1.8 (1.5-2.5) —ZD 17.44+4.47

2.5mg 0.335+0.030 2.0(1.5-2.5) 6.62+1.10 =2 16.1+2.50
8mg 0.971+0.125 2.0 (1.5-2.0) 16.8+1.54 13.840.660

Mean=SD, n=6. ty. : PHRAE @HFH) . 7 DEHTXF, H2)n=5

1.8.1-p. 4




1.8.1.

1.2 7

Mg 7 4 2 #%) X7 X (mg/L)

0 12 24 36 48
REE (hr)

-1 BRIE TG L-BEOMmMP 74+ 07/ XY RBREHFE (Mean£tSD, n=6)

T HNY X7 AF R YA 0.75~8mg ODHEEIE FHREIZBWNT, 74240 X7 R
DOIEMBREITZTHEEL R LT, £72, @mEEIC 1 B 1 EIRER TR LIERER, 7
VHERY Xy AP 3 B BICERIRREBICEIE L, KER G2 X 2R YEEOZITHA D
N,

SV A% FERRAE FB T M OB B RMARTE R I T 4 VXY X A F Y 7 A Smg
(& FE 50kg Aii) . 7.5mg (K 50~100kg) % 1 H 1 [BIMER FHE L -REOEFIREED
MA7 4 H N X7 APRFEEF, R OG- &I LD K& Z2EW < BERTAD
e 51% 241 BRI C, £ FH, 0.485+0.164mg/L K F 1.183+0.326mg/L (Mean + SD : Ji5hE
B, TG ENOT —F E0HE) Thoiz,

7p ¥, RNt AR FEAR S B X OVR PR R A2 iE B ((RH 100kg #4) (2 10mg % 1
H 1 [ ER F&RE L0 EEREEDIM T 7 4 > #/%3) X7 ZAJEE X, 5mg ((AHE 50kg
Adii) . 7.5mg (AKEE 50~100kg) DAAE & K& 2N X o7z UMEAT—4),

2.8 - Bt
T HENRY X7 ZAF Y T NI T ERG%, HEEORESDREED E FIRFITHE
WD, BEFERICHEIRZ FHRE LEREOR % 120 Rl E TO 7 4+ X8 X7 2D
RPPEIR (G ®EIZHT D%) X, KI80%ThHh -7,
TISEEIC ANV NI T & k5 & U 7 ygs B R ERBR L2 3 1 2 R [ 3R B B AR AT Dt S
T HENY XTI ADEE T VT T AIEEOIK FIC > TR T3 28 A A A b,
T HERY X7 AF R 7 AT CYPLA2, 2A6, 2C9. 2C19. 2D6. 2E1 KON 3A4 iEME%
PR L 72vy (invitro) 2,

3EEEEEHICHITIEYHE NEAT—H)
BEEBEIZT 4 F N X7 2F MU U A dmg & HEIFRIRNEG* LR, 217 F
=7 VT T ADIE FIENT 2 Z %) X7 2D AUC NN L T Je - T4t &
L/f: (%'2) o

&-2 4mg HEFARNBS RO BEHAEN DEMEIE/NS A —4

JV7$227)777A(mL/min) >90 61-90 31-60 10-30

(W R E 450 (n=5) (n=5) (n=5) (n=5)
Chax (mg/L) 0.914+0.207 1.063+0.240 1.052+0.179 1.009+0.175
AUCy... (mg-hr/L) 7.6£1.2 11.5+£2.0 18.3+4.7 43.8+8.7
t,/» (hr) 13.143.6 17.9+0.94 28.7+7.5 71.5+11.7
CL (mL/min) 7.82+1.21 5.22+1.15 3.35+0.85 1.37+0.29
CLr (mL/min) 5.51+0.54 3.77+1.24 2.16+0.59 0.54+0.27

Mean + SD

1.81-p.5




1.8.1.

RO MIEIT TG TH D,

THREEEAR T TERE L2, 7V T F=0 7 V7 7 A RELE LT3 B (50mL/min
R, 50mL/min P E 80mL/min LA F ., 80mL/min #8) (245 (F REEEEEM B REARHT L 7=k 5.
80mL/min B D HEE T 5 82H 7 U T 7 2 A&, 50mL/min UL E 80mL/min LA FDHEHE T
20~28%. 50mL/min A D BHE T 37~57%(K F L 7=,

F7o. EHEARMASIEEE O TH AR, 2 VT F=0 2 VT T A 50mL/min DL E
80mL/min A D FBE K Y 30mL/min LA E 50 mL/min ROBEDOLE 7 VT T A1k,
80mL/min DA EDBFITHA 21% M T 35% b L7z, 7035, 30mL/min A D HBHE Tk,
80mL/min LA EDBF I~ 64% 8 L, MHRED AR I T,

AFEEBEICEITHSEDEBE GMEAT—4)
REIX, NTHEREIC KD ZZ T o7,

5. 8B ICHEITEEDEE
BERE NS 7 4 > Z %) X7 AF N U 7 L 2.5mg & HBIR TG LI-RrO Ky Ehe L, fEE
RN EFRITHELL Tz,

6.MBEER MEAT—4)
OLNTy U, TAEY ., Baxhs (NSAID), XiFvaxo v & giA&RS Lz,
T HNY X7 AF R Y T NI T IO N Y O MBS DI IR N T A — X
WCHEEERIFET, Fvax v ORYBRBICOEEL B X oz, 2, 74
KXY X7 ADIEYEEEIL, WTNOOFHEMIC LD EELZ T o7,

7. T DD EYEERI/INT A —45
TAENY X AF NU T A 25mg A AR NG U7 REO s A9 R F =R 1%
101%Tdh - 7=,
GRMHIRE Qug/mL LAT) TOMAEEAMHEEHEIL 97~98.6%ThHV ., 7+ X/ X7
IFIcmEFOT vF hrr BVl (AT SRS LE Y,

[EE PR R #E]

(1) AVEpiAR SR E BRI BT Dl (F—7 0 7 ~ULikER)
MATENEE D ZEE L T\ B APl AR ZERAE BT 41 B2 50, IR E LT 74 &
Y X7 A2F b Y oA GLEF HEIFEEIC LY HE, 50kg Al : Smg, 50~100kg: 7.5mg.
100kg #2 : 10mg) @O 1 H 1 [AIfZ F#5 T RpE~ Y > (10 fil*, APTT 282> b —/)L
ED 1.5~2.5 512705 L 5 HEZ) OFHERIRNE G- 2 Ul s LT 5~10 HIF N L
7= (WIHEEMRE), £/, PHEEOBBLE Ebicu L7 7V B U o (PT-INR 2N 1.5
~3.01272% L O HEEFE) OPFRZBA L. WIHNEHEK 741X 90 H 1% F CHM Tk
BE Lz (eiaESm), 2B, 74 F %) X7 ZAF F U U A 10mg 235 S fE)
W72 0o 1o, FIHATRIE AR K OkRe A I 38\ ) T JEEME O BRI AR ZERRSE O FER Y
SR B INTIERNE, MRS BICR o7, T2, HIEAREHRE FIZ Major bleeding 23388
DITIERIE, WL BT ol
* GBI O B AAAS LB/ A TRBRH R 5 BRAART 24 BRI D~ RY » DFEIT A & LT,
THAUFENY X AF RV T AR 19 . ROEIA~RY RES B T~RY ORISR BT,
k.~ ORISR b o B E . TRBREEE B AA I~ )Y L O SR ER IR G4 T2 5 1 R
Lt~ v OR— T ARHIRNEE 55 T D 2 BERILIE . ~ 8 ) O PRS0 5 6 RIS & o
BEEZT -,

() AVEEE HIRMASE B E BT 25 (F—7 v 7~ aER)
SR SR A e FR T 39 Bl 2t BT NG E LT T4 X RY XTI AF RV T A
(29 fij*, FHEIIAREIC KV HE, S0kg Al : Smg, 50~100kg : 7.5mg, 100kg # : 10mg)
D1 H 1 EE G AIRSEA~NY > (10 fFi]*, APTT 2822 b —/LHD 1.5~2.5 %I

18.1-p. 6



1.8.1.

705 X O HEZHE) OFHcer kN 5-2 JHHIT & LT 5~10 H 95 L 7= (FIHERIM) .
T, PHNEEOBBLE L BTV TZ 7)Y A (PT-INR 8 1.5~3.012725 L9 HE
ZAHE) OFEHABRME L, WA T#13 90 H#% £ CHM TR 5 LTz (ks
i), 728, 74 Z/8) X7 AF R U A 10mg D35 SITIEFIE AR o T, FIHIER
HA ) B OSkfera IS d5 W T SEREME O B IR I AR FERRE O FRRS 350D O V- SEBIIE . ]
BEL BT o T, Fio FIINEEHR I, 2 HALDL E o 2 2/ % & L 7= Major bleeding
DAKIEGHED 1 BICERD b,

* BLEE IR VE O BRI LT R A TR G- BIAGHT 24 BERILAIN O~ )Y L O3 53 rT & LT,
TAERY XY ZF Y T LEELS Bl RSB~ RE 4 G TR ORI B o T,
k.~ DRI G  o TBE TRBRIEE 5B AAIE A~ R Y L O M E IR G4 T 5 1 R
L, ~8 DR — T AR GHE T 205 2 BEEILIS . ~ 8 L O TG D 6 BERILIS & 0
BlEZ T 7,

[ZExhZFEE]
1.5 R IWASEE TIVICKH T %08
Ty hD Fa RS T AF UHERBIRINMSIEET VICBWT, 74 F ) X7 Z2F Y
U DFE TG X0 KEAIRN O A TE Rz #fil L, & EDsg 1% 0.20mgkg Th o7, 7
> N ORFFNRIZE MARIE T 7 /L e ORFRIRIERRZE MARIE T 7 2B W T, RN 512 &
0 MARTER ZIHI L. £ 5D EDs 1% 0.028mg/kg & 0.074mg/kg TH o712, 7H XD
Wessler 9 - MAEIMARSEE T /LVIZEBW T, 0.17mgkg LA EO R FEEIZ LV . SEFFIRN oI
PRI R 2 4] L 72

2.{ERBF
T HNY X7 AE ATIUS mBFEICHE A L, ATIIOHLEE Xa [K1-1EVE 2 B T HE R S
BHY Lk, burErEARRETS, 74280 X7 ZAOERITE Xa KT
Kﬂ}f%ﬁ%f%@\ANUV&ﬁﬁﬁb\Mﬂ@ﬁbnyfy%ﬁ%ﬁkmaﬁﬁb
AN

AtMICRIFTEE
Z v NOEFHIMET VIZBWT, 74 XN X7 2F Y 7 AFA~S) DD,
FAERGEO 2 WNHIMB O EZ /R L2, 7 v MR D1REAE (2 THEZ 3 %
IZHIIN = 2 HE ARk E 50%0H 3 5 &) (33D UK F~) Y v L0 EfE
BasLiz, 742 HZ R X7 2F M) UAFYTARKRDT v hOREEYIRHZ X 5 iz
WRESEER, TOERITT 0 X 2 UEEO®R 52X | e mEiEf 224 5
Z eIl &,

4. HIT Hitk L DRERIGHE
T4 E N X7 AR 4 KA ICk LT & A EREASET. ~% ) R MK
W E B MG & ARG A R & o T,

5. FEBREREICRIZTEE
T HENY XA RNY A 25mg BHIZED IEHALE D b AR T T AT R
(APTT) . IEPE(LEEEIFR] (ACT), 7'm hur by (PT-INR), HImFERE, SRATENE &
o TEE OREBERERE ICHR LA BB Lo T,

(B ICEd 2 E{EFFR]

—f4 o T H XY X7 AF 8 U 7 A (Fondaparinux Sodium)

{b54 . Decasodium methyl O-(2-deoxy-6-O-sulfo-2-sulfoamino-o.-D-glucopyranosyl)-
(1-4)-0-(B-D-glucopyranosyluronic acid)-(1—4)-O-(2-deoxy-3,6-di-O-sulfo-2-
sulfoamino-o-D-glucopyranosyl)-(1—4)-O-(2-O-sulfo-a-L-idopyranosyluronic
acid)-(1—4)-2-deoxy-6-0-sulfo-2-sulfoamino-a-D-glucopyranoside

ﬁj\%i : C31H43N3 Na1004988

4y 0 1728.08

1.81-p. 7



PR - AEROmERTH D,

(B EDFE]
AR TP FE DO RE RO DNRNWZ L ERET 2 2 &,

(%]
TV I AT HTFESmg (04mL) : 102V Y
TV AT FELSme (0.6mL) : 10U Y

EX-3°¢ 9|
1)Lagrange, F., et al.:Thromb Haemost,87,831-835 (2002)

2)Lieu, C., et al.:Clin Pharmacokinet,41,19-26 (2002)
3)Paolucci, F., et al.:Clin Pharmacokinet,41,11-18 (2002)
4)Olson, S. T., et al.: ] Biol Chem,267,12528-12538 (1992)

[(BHEEKE)

T « A AT TA RS

T 151-8566 HULHBEAN X T-BK 7 4 4-6-15
HAB— e T B H—

TEL:0120-561-007 (9:00~18:00/+- H fit. B K OV tHR3ER %2R <)
FAX:0120-561-047 (24 FERI=ZAT)
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1.8.1.

FUIRXRMSOERICHE-T
ETESFUNOBMTERALAEVTTELY
TV AR, | BRGESORERERIE LT L7 40 KLY v 0T, HABOEIN L Hg

ZRIET D12 OREEEPTOTOET, RS> TE TEH EoER) KO THER
DEF] OEHEZZHLTFIW,

REREANETIL TRV I DEEBORHE

AR A—
/*E%J’:IJ(—
|
i J—
0]
ﬁU:‘J?‘—/

FSie—

RERBAIETTL IV I DENG

EROETUIRREEEL. &3—FD0 EWE D RIS R T <IIE ML
FTERHA/—EELRT. THROALEY.

EHEUERBCARAST O®S GBS S ORERT S BBNICTSY
EEFALEY. IS p—ER T EICLEE Vp—HHE MO AFuENSENLET).
SLECHFETLoDEELRAG. UMD it RN - CEWNENET.
FEOTATE SN CEERELET.

T390 - AR 54 KXt
FORAR AT X TBK 7 4% 4-6-15
http://www.glaxosmithkline.co.jp
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1.8.2.

1.8.2.  #hEk - DR RUZDHREIRHL

1.8.2.1. Zhee - R
M i A ZEAR E M OV VS B IR AR E D TR

1.8.2.2. BRERRL

SMEMmARZERE (BLF, PE) IR ROEmWVEERERTHL, ENOREICLD &,
T DI HIT 14% T H Y [Nakamura, 2001], SET D 40%LL_EANFEIE N 1 RERTLIN D 225K
FEThoTo Ly SIL TV A[Otg 2002], — 7. EEEARIMARGE (LU, DVT) 1&, Fh

(AR ICBRBT DR Y EEA L2y, Xl Gofril) ([CEd2&, PEAZAELR
T HICRIA X N DIIEIT DR D ATREMENS B & S HU T B [l s FEAR i 1R 5 R 1.
FRIE (FPRMAR ZERRIE) TR A4 KT A U AERKRZE B4, 2004,

L L7 o, i, SEEMEICHER T 25O DVT &, ZDIREN R+ 025812
1% 20~30%DSER] TITALANTAREE T 2 2 & 230 5 1L TH v [Kakkar, 1969; Hull, 1979;
Lagerstedt, 1985], JEfitt: DVT CTid 5 B AWIZITAANZ RS 2 2 & A ST B[ RHE,
2004; Huisman, 1986], Z D Z & 226, FIEALIZHA 00 57 DVT & PE L [AERICEHI L D +
IR EAT O BN B D LB 2 HIVTV D[ 4HE, 2004],

PE DZERIFEDIFE A LT TES D WVITEBRNICELTZDVT THD Z b, WHEDOANE
AERE U v W N[ AR ZEAR I (R S R IR A (B R AR ZEARSE) PRI A R T A AMNERZE RS,
2004], [EANE LS OHE Tl PEEFE O 5~8FIZ DVT 2338 H 41 TH Y [Sandler,
1989; Hull, 1983], DVT H#& D 5~6 %12 PE 23:8® 51TV 5 [Huisman, 1989; Moser, 1994;
FHF, 2005], [ENTEME LKA (AR3106206 A5k, AR3111436 36k <4, &Mt PE
BEOR 6ENZDVT BRAEFL, 2MEDVT BE ORI SENC PENEIFL TV D Z EB3R2l S
. ZRETOHRE L L —EL TV,

LDl Ak PE &AM DVTIZT—o 0k L-Jiie (BIRIMEERE, VTIE) & L
T A, B X0 +DREREITOVENDD EE XD,

1.8.2.2.1. 2 PE 23T B
AEEDZER
i i A% ZERRIE 36 K OGRS FRIRIARTE D2 W « V6 - PRIICBET 204 RF 101 (BAF,

ERNTA K74 2) %%, 2004 CiE, [2MEPEDOEHFIZ, £ TTOEEEICLY ST TE
2D EINTWD, &k PE OEIER /AL, 2000 41T European Society of Cardiology
(ESC) ZMEE L7=/mERENTHHWLN TS (25L152H1) . Zhicks e, BF
DIMATENRER KO DA OFEIZ L > T, EEEOEWIENG, S (Massive) | i
JRIRY (Submassive) | FEJAILAL (Non-massive) (20 A VD, ENHTA K74 2 Tik, &
P PE ORZWNZ Lo TIRIEG S ZIRET 2 HAN 2T 7o —F R3S T, va v o,
PEERIRIEE R KON U X 7 7 BlZ X W iRFREN SIS b (F1.8.2-1)
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1.8.2.

+® 18.2-1 Rt PEDZMWICK Cf-AEE

avy PHERIKRE MR Y 2 2 TRIRIE X5
PEERME L — PCPSt#., AEFAIMAR S 7 1
. DB D FHOWY X2 | POPSHh, W7 —F N A vy —_rvay | 2
TEBERE L, - HILOmY A7 | BT —F )« f X =gy 3
D IR L .
— AR VAR Ik & B E Ko ff c
HOEER2H Y
L Hio®E Y 22 R 6
PrEE e
HOEER a7 L — 7

(ERTA FZ A4 X5 K0 1R

O IRAEIC & 5 e b BIE 72 Mk PE Tl s 2R LBl 2EE  (PCPS) ol
1T, ARHImAR G T, £ T —T v - A v 2 —_o v a UMThbhsd (K451
~2) £, va vy (PEEREN) 2FRO 55 BEIITMAREMEN TR NS, i
U A7 BNEOVEBEE TR TH LD, BT —T I« A U H—_ g UhNEk
Ransd (X5 3~4)

va w7 ERO I Submassive DA PEIZx L CIEEEMIRIE DN IRIEO L L 72D (K9
5~6) ., fAUERERE (HO0AR) 287 5BF THMY 27 3@ TRV EAF T, mie
TRfERE & LR ESEIC L 2 0FHRIE M Th D (K4 5) o MAREMIEOWEIG & 72 5 B 1X,
Va7 RORIMEAEIET S X 5 R MATENEN R E R BE . BIOIEFME TH D 03450
BREA2ZATIREETHL EINTVDS, ks, AUEERAERH - THHIMY 27 238
WKL Cld, PrdgEEREMIC X 21 SR L 70D (K47 6) o

FOHERE R R O TN ENE PE K U C eI HERE S, HrbtE M TR S
% (K47 o ERNIZEBNTIE, RoBEA~NY > (LUF, URH) OARBPIIERSE L LT
MFEETH O, EENIZHER STV,

hEBEFOERAE

BE PEICRET B 0IHIERIC RV T, MEHERICHH S A PUEESKIZ UFH THh 5, = Ok
Frid, MENR AR 36 1F D R A O TE Rk 36 J OVZERRIR & 72 2 iRtz O e 7B T
5HEEZ BN TWDH[ILIE, 2008], HiEEEZRIC X2 HIMITHEIORSTERY ., oLk
PE (23 2 BEAEA LR OFE R, UPH 12 X 2 HlgBIE 21T o 72 16 Fl B30 B 72
Mo T-DIxt LT, PUBEERIE 21T D0y~ 12 19BNTIET A 541 (26.3%) . F¥EH 541

(26.3%) WD HiLz[Barritt, 1960], £7-, EANOHZAMEOKRFITEH., UFH OfEHOA K
WX VT ROFERENRD BN TNH[0tE, 2003], ZDZ &b, ENTHLHEIITY,

UFH IZZE 2 CTRWIR D T 5 2 & BHESE S 1T D[R, 2004; Jack , 2008].

JZERRFEMF 7R 22 K D EGEORE Cix. ERNO2M PEEE O 9H|ILL LT UFH 23MEH &t
TUWA[IIH, 2007], UFH O LI, #IENC 5000 U & RS- L, =0k, EHE LR
fa R T AT R (APTT) Z 2y b a—/ UlD 1L5~25FIZiHET 25 Om—f&i<T
b5, UFH OREIZHWT Y AT 7 U ORG-S, 7a b e o e R o E R 1
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{fbte (LLF. PT-INR) ME@@iaH (2.0~3.0) ([ZE LS TURH ISR S (91
BEAT) o ENTIEYLVT 7 U v OIRFEEN MM R TR0 (PT-INREE LT 15
~25) MESINDZ ENRZVN, INEEMTLHIZET VAT enkEhd, Vr7 7V
NS X BIREHRIIO R LB 3y A (DB ER ENHLBETIT6 » AU L) NS
ThdEIh TS, [, 2004]

ZOX DI, MATENRES NZLE 2@k PEICK L Cid, RENCHiE R 2 B 5Blm L, Ak
BT D Z LIV IWEAETH DIEBRME VIE OFEMEINER TELLEZ2 6N TND,

1.8.2.2.2. 2 DVTICHT %A

DVT IZxt3 2 iaHiEIL, &0 5 PE DA BESEIEE A #A CRIRSND, ek Lotk
0. PEZGPFLA2WVEN DVT BF Ik 218K S, MATEIENZE L T\ 5 2l PEICX
THBRLFERETHY . EARICITHRE RO A (VAR O UFH 3 X Ok 5 5 o
TNT7 7 U 2) ICLDIEEBToND, £, DVT OEIEEIZ X HIRFRIEOE VTR
<, BIERO DVT ThoThH, FFEMNOKE 72 ke OSGEITIEMENRICHIA L CHEEZ PE
& I AREMENE N & DB RIRENLETH D,

20104F 1 AWCENH A KT A4 » OSETIBAAER Sz (20104 2 A BIE, HAEERSR S
BDR— L=V TOHAR) LR, 2009, SETRRICBWTHIR SALIRET L= U X 4
([Z28%,2009] DI 7) TH, TNETOHA KT A > EREERIZENE PEOFIEEIZIG U TA
FIENRIREND, T72bb, Atk PE2S2H S U7 Ry s CHUBEE A 2 BRAG L. TEERE M
IRREDHAIZIZ PCPSOE A ZMaTT 2 & & b, SRR, b7 —T VIRRE -
TMRRARERENMER S5 (EERORKS 1~412/Y) o F7-. AUEREEERL LD
BAaIcid, i) 27 OF M X o THUBEERIERIM, 77 —7 VIEH F 7o 1T i re iRk
DER SIS (K53 5~6I12FHY) . —J . AOHRERENZ2WIGAIX, PrkgBEREFEM T
OIEFERMRE S D (K43 7ITHY) . 228, DVT B3MHFE L. ZHilEdEd % & PENEE
LT DfEREDRH 25 EITIE. FREIRT 1 V2 —OEs s s,

INETOHA RTA L LRDE HOERERE LD D BIEEREFURIE TIX W EE I
RLUT. BT —F WIRENBINEICI b 7- 2 E RN EREEETHY . MATENEENLE LT
Ak PEICKR U CHUBEEPRIEEM O 2N EBIR S D Z S IEFII R0,

1.8.2.2.3. VHAEEL L TO FPX OELE 1T

ENIZHBWT UFH OF MRS T OV EMHEICEET 2 o7 v R LD X9 ZRERIRAUR I
ZLWbon, @tk PEFR X OGN DVT OMHIERICIES W TEEEMIZER S Tnd, BEW
¥ L OIS O EGIRFBR AR > 5 . FPX I ZMATENRE AN 22 E L 7o 2k PEIZx 3 2 WA R EE &
LTUFH I ICEE D L HEREE TH D LB X D,
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1.8.2.

UFH ORIEES & LT, 8% 24RO SR G- O 7 I BE O BHENHIREN D Z &,
PrEEEER OMAZER K E <, HHEIOTEMELERS b v AR T T ZAF R (APTT) JIE D
WENZZ2 D 2 & ~ Y CERVERIMRIBAE (LR, HIT) OFREMERH D720, 5%
IR R B BRI T D 2 kD B D 7 EIZEHE, 2004], EBE O Te BT SIU e EIRAE
FHIZESTHHEBELEZSTND,

—J5. FPX OFFREFRIZ. 1A 1EOKR FRERFRETH Y | MiREFRE=2 1) 7%
WEEE LN EThD, o, FPXITMI/IMEE 4RI L CTlEE A EREEET, HITE
FOMIFITHR U TCHRELSE RSN LD, ~NY AR THIT RIS LY 27
DEWEBZBND, Fo, I TIIEMEROIBAMIC L HLEMEOREN UIE LIZRHRE
Lo TWVEN, FPX TR FERMTH D Z b, UHFB X MES T~ &
FL7p2 0 Wt B D fE PRI R VW E B XD,

72720, URHIZZ N E TOEE RERRRICESE | MREME L offtH bIThitTn
%o Fio, BERTRPMERGAITIE, BT e X I AKX D PRT 5 2 & CHRLE
~OKEHERETH D, —F. FPX I e % I 2k v hfns g, @EmsRE oL
T FPX10 mg % ¢ 5- L 7= 2B VIa A 450 2 B i 5 L 7= 356 a0 FPX OFUEERIE
FANHESND Z DD BTV A ) [Bijsterveld, 2002], H#E %42 55 Vla kK +5#] o
filf AR X720,

FPX 1378 PE 36 KL OVEWME DVT IZxEd 2 I HIEHRIK & L C UFH IZ1E & #ub 2 Uik E3EC
HY, UFHIZH LN D FEAx ORISR EfRRT 5 Z ERMfF S Wb, 72720, vav s
AR EANBLIET 5 & 5 72 MATENRE S R E 72 JBAE & 7o 1R fAR R AR A O 4k F <0 i ZE A2 43 HH AT
MBI BT DGR L OLZ R TR SN TOWRWI L b ZhRE - 2RI B
THMMH EOERBICZEOEELH L, HEEMEAZITH) ZENEUTHLEEZ D,

1.8.2.2.4. SHPESLUSHDVTICHT AL TLE (BRREERE)
FPX OB ZIE T

WL OFE G VTE A 500 Bl UPH % 85 L 72 SEE A LEBRIC B\ T JEMENE VTE
DFFBEIL 4.9% Th > 7= 2 L M S 4TV 5 [The Columbus Investigators, 1997], — 5,
FEIN O i ZERERF 2212 X DA Tl Bk PERE ICIEE 21T o 72454, 5.5% (121/219
B) ICHEHEPREN SN TSRS, 2002, =D X 9512, UFH iB##% OREGENE VTE OF3E
BEIXENAACRIBE CThH D Z ENRBRINTVD,

S D2 PE X% 63123 B L OVEME DVT 2% % EFC2441 7B Clx. FPX Bf
2B DIEGENE VTE OFRHEE L. TN F1 3.8%, 39%TH Y . XIHREEL L7z UFH BEe—
XYY UBE (FNFENB.0%, 4.1%) ICHATIELHTH D Z LRI

(#1822 .

1.82-p. 4



1.8.2.

# 1.8.2-2 fEl&ME VIE DBERHAH (%) : £AEHM [Day90 (+7) £TI

(B4 sRE& : All randomized patients)
e R 2.7.32.2. £ 2.7.3.2-14, % 2.7.3.2-16 2 4%
FPX B UFH & Bz

63123308 (PERZ) (N=1103) (N=1110) % 95% Cl PiE*
JEBEME VTE Gt 42 (3.8) 56 (5.0) [-3.0,0.5] 59x10°8
JEMENE DVT D& (GEEFEME) 12(1.1) 17 (1.5) [-1.4,0.5] NA
JEENE PE (FEEBEM) 14 (1.3) 24 (2.2) [-2.0,0.2] NA
B VTE 16 (1.5) 15 (1.4) [-0.9, 1.1] NA

" FPX B T XYY R | ERZEICST 1
EFC2441 35 (DVT %15) (N=1098) (N=1107) % 95%C P
JEBEME VTE Gt 43 (3.9) 45 (4.1) [-1.8, 1.5] 1.2x10°
SEMENE DVT D& (GEEFEME) 18(1.6) 28 (2.5) [-2.1,0.3] NA
SEENE PE (FEBBENE) 20 (1.8) 12 (1.1) [-0.3,1.7] NA
B VTE 5(0.5) 5(0.5) [-0.6, 0.6] NA
1: il 5%DIELHERRE (FEHTERR : 3.5%) n (%)

NA : %47
Data Source : 5.35.1.4. Table (11.1.1) 1~2, Table (11.1.2.1) 1~2, 535.1.5. Table (11.1.1) 1~2, Table (11.1.2.1) 1~2

ZD Xz, WAOEKRER TIL, FPX #B LU (UFH £ 72135 7 ~3 0 )
(BT DIEMENE VTE O FRBE 135 4~5%RE TH 0 | ik LEENI Tl SN T D
g L FRRECTH o7, Lizn-> T, ENOANE PER L OEME DVT BEICH LT FPX 2
L DVNER AT o T2 %G, PRSNGSR (EFEME VTE OFREEE) & bR
Brpkig L FIRRECTH D LB HIT,

NORNE PE 2 %4 &3 % AR3106206 ik ds L OVEUE DVT x4 & 9% AR3111436 7
BRCid. FPX BEHC R W T EHERHMEEE Th 2IEMNE VTE O E1ITA LT, URH & (A
DA IEDHER STz, MakER & b IR NI T Bk VTE O I HIEA B 720
ST, MEEHER T AR3111436 3R D FPX BRI HERE B4 DVT O FFE 141 (3.6%) 1272
HHile (£ 1.8.2-3) .

F 1.8.2-3 #EERYE VIE OBHRHIF (%) : £AEHLB [Dayoo (x7) £TI
(EINEKER : Full analysis set)
sk, 27.3.321.1. & 2.7.3.3-20 Z %

AR3106206 75k (PE x4%2) FPX 7 (N=28) UFH #£(N=10)
HEGEE VTE 3 0[0.0, 12.3] 0[0.0, 30.8]
IE M DVT D7 0[0.0,12.3] 0[0.0, 30.8]
MLyE R PE 0[0.0,12.3] 0[0.0, 30.8]

AR3111436 5k (DVT x1%) FPX B (N=28) UFH ¥ (N=9)
MEEfEE VTE & 1(3.6)[0.1, 18.3] 0[0.0, 33.6]
HEREWENE DVT O 2 1(3.6)[0.1, 18.3] 0[0.0, 33.6]
HEREFNE PE 0 [0.0,12.3] 0[0.0, 33.6]

Data Source : 5.3.5.1.1. Table 7.13,5.3.5.1.2. Table 7.13 n (%) [95%Cl]
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1.8.2.

HEMENE DVT 233 L7 JERNCEI L Cid. FPX IZ K 2 WAL TRRCIZ DVT OdE
(/1) DHERE S TW ey, WA RBHLARTIC 2B SN G 0ME (IR (SfE S B
FIA L7272, U7 7 U U HIC X Dikkeia 17140 16 H B (Day23) (ZakBRA Ik
i, PUERFOEERAEIC X - TEREGEM: DVT OFRENRD bz (27.33211.3H1) |

ERREICE D CFHE (HFEREHT)

Ak PE x5 & 32 AR3106206 ikl L OV&WE DVT %2 x5 & 3% AR3111436 #klk Tl
Wi s o~ F 7 7 4 — & 15 multi-detector row CT (MDCT) (2 L 5 Eifg ka4 2 )1 1552 0
DOBARARE, $& T HER K Ok iR T (E7213H 1wy (CF 3MEIZEH L, Wi ic k-
W ARG H 1T o 72

AR3106206 BRI 35\ T, FIHNAEGE TRHCIS T 2 Il il X imi#E & HIC8eEE23% <
(FPX #f : 78.6%. UFH ¥ : 90.0%) . EALBIZ7R0 o7z (25.4422H) |
EN 25880 PEJERF] (AR3106206 ik D4 {5, AR3111436 ik CHLAILREZ PE % &0F
L725ER]) (28 21 MDCT OEGFEMIC L 2 0T Tk, PEDWEFIORIS (K
) X, PIHEEKE TR [Day5-10 (1) | Ti FPX B 71.4%, UFHRE 76.9% CTH Y . Hkist
TR TH [Day90 (£7) 1 Tid FPX Bf 86.8%., UFH Bf 76.9% CTdh - 7= (3 1.8.2-4) .

#* 1.8.2-4 EF MDCTIZHIT5 PE OFFli (EIA PE #EHI : Full analysis set)
RS R 2.7.3.3.23.1. # 2.7.3.3-29 24 %

ENPFS (PESEBI D) 1
IR PE o FFAfi & 5 FPX #% UFH
(N=42) (N=13)
MHNRET n _ (42 ; (13 )
(Day5-10) /111 e 30 (714 10 (76.9
i PERELRL —op 12 (28.6) 3(2310)
PE fJ6 4 1 0 0
HERETRIR R T n 5 = (3886 5 - (136 5
(Day90) /H1ikH i . 10 (76.
Y PEFELL —op 5(132) 3(23.)
PE f-5 & 0 0
FAMARE, RFEMIE 02 HFR< n (%)

1: AR3106206 FBRDIERF], 38 LT, AR3111436 RERD 5 HLALANKFZESE (53#) ERIZ PEH Y & SHLTAER]
Data Source : 5.3.5.3.3. Table 7.1

R, EWN 235O DVTIER] (AR3111436 545 D25, AR3106206 7k CHLAFLKEIZ
DVT Z&0F L72AER]) 12Xk 2 &5 MDCT O BT O OF S i#FT Tlk, DVT OUGEFIDE
A (SER) 1. WA TRECIL, FPX £ 57.8%, UFH £ 455% Ch o7z, F7-. ki
TR TR ORI, FPX BE 83.3%, UFHRE6L5%TH Y, &KL LT FPX fEDdE
lX@EmnoTo (F 1825 , ek, %Fﬁ@@iﬁf&ﬁ‘é%ﬁ@% PE (Zb~_TC DVT ORI IXHE
MEzETHENMONTEY, ENOBRKRRERIC B2 C b [AER O 23588 6
LIPS, AkBETRIRAE TREOUGER TIX PEIC Jm‘éﬂﬁéfpk FEETH- T,

1.82-p. 6



1.8.2.

# 1.8.2-5 EFE MDCTIZHIF5 DVT OFFEE (EMA DVT F£4I : Full analysis set)
HEE Rl 27.3.323.1. # 2.7.3.3-30 # 2%

EAS (DVTIEFOA) ¢

IR DVT DTt 5 FPX #% UFH #f
(N=46) (N=13)

MHNRET n _ f ; 61)
(Day5-10) /1K U 26 (57.8 5(45.5

i DVT @37 L =g 19 (422) 6 (545)
DVT % H 0 0

HEBEIRIR R T n 5 . 21823 5 - ((153 )
(Day90) /HILFRF e 5 (83. 1.5

” DVT #7s L I 6 (14.3) 5 (38.5)
DVT % H D 1(2.4) 0

A RRE. RIEMEIE n B ER< n (%)

1: AR3106206 i RBR D 5 HALANFFICEF (434H) ERNC DVT H Y & EN7-fER]. B LT, AR3111436 7-5x O i
Data Source : 5.3.5.3.3. Table 7.1

Uborsy, EHN 2R CIIEEEEE & L7 ERENE VIE OFREIEEED T,
Z OFFRITEA OBRRBRAE D O PR LUZEENTH 5 LB 2 b, &R MDCT &
%7 — 2 IS < LV ERM7e PE/DVT Ol C FPX #E1X UFH #f & [ARRICSGEZ R L,
FPX OAIMEDR KBRS ST &2 bivT,

FPX D& £ ET i

WO HEROSTERER (FPX75mg#ft) B L OEIMHRBROET — X2\ T, 248t
D FERHMEH & L7z Major bleeding DI BUAHEE (FIHNEHEN) 13, FPX HESEH &80 1.2%
Thh, EHETHDL= ) PN VBB I ONUFHEED, ZZF1 L.2%B LN L1%ThH -
7eo E72. Anybleeding OFBUEEE (FIHNAHE]) TiX. FPX HERRH &R 43% T, =/ %
PR BB X OVUFH BEIL. 22N 42%B L 1U63% CTh 7= (27.42.111.58H) |

FPX BRI 1T DA EFRORBSEE X UPH BEIC R TIR S . FPX OBEMENER Sz

(25542.%81) |

EINOZME PE 2 x5 & 95 AR3106206 #&5k Cid, Major bleeding DFEEL (FIHATH
M) TERD LR BMEDVT 255 &35 AR3111436 #klik Tl L1 H B i A3
R LI, IR E OBEMND Y SISz, Z OEFNIERGBIAARTIC b L CarkE
RN RO TR Y . AOHER EOHMY 27 OFBELRE ST,

%72, Minor bleeding (FJHIVEHEHAM) 1%, [EWN 278k T 4454 (6.7%) IZ58D BTN,
WTNHHEEEOFHTHY ., TORICEIE L2 EAMRINT, 0. WIHEERDIFEIC
BT, makER & HICHHZEN, BRI, REk, RBIF. OB, FHEZR & OREIRAYICEHEZR AL
OHIMIZEEYS T2 FGITRD 2D o T2, ZOM, ZRMT a7 7 A MXEN ORBE & oF
JET 2 HDTIERN-T2, 7ed5, AR3111436 3BRD UFH #E (WIHNEHRH) (2B W T HIT @
B L CHlE SN2, FPX BETIERRD b e o7,
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1.8.2.

EWN 23 BRICK T 2 A HEELORBRNG, BEOMIM Y A 7 Z@UICFHE L TS
THI LR, RFREREPHER T BN,

FLoH

2 PE 3 L OVAM: DVT IS 2 WG o B A91E, FEhAR O AR %42 —kifike o TE
Rl X OERMAR OHR TR CH Y . B L0 MERIINREAZITV, Jl&kixvLrr
7 UV A K DHHER 21T 5 2 & T, 1R BIE CH DIEMME VTE OFFEZ MG 75 2 &2
ERTEDEBZD,

FPX D) & B 2 D&%, UFH 2MEH S 2% D 5 B, HrkeE 5 oo Bl i H 23 HE 5
SNHAMEPEBLORMEDVT Th D, va v 7 RRMENEMLS D L D R MATENREN RNLE
TETR R MARTAMRA O <o il AR AR S T 72 BRI 6§~ 2 B K OV e 1 e
BENTWRWNWED, 2L DBREIZOWTIE FPX DR bEI SN b & E 25, FPX
DOEERONLERHT L, 2O X 9 2R Ic st LT UFH ICE X b 2 9IHIREECTH D =
EMERNAOEERFABR AL GRO O TE Y . UFH TA b4 HEl O gk E € =4 U
Y7L HIT DU A7 8L OFREIRN B G2 L 2908808 0 B HEEOHIFRZ: &, Fli A ORTREA
RS2 Z ENWIREND Z E 0D, AME PER L OANE DVT B DIRRO S EICKE <
FEHETHHLDEEZ D,
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1.8.3.

1.83. Hix - AES L UZTORERN
1.8.3.1. Ri% - AE
WHE, RANTE, 74N X7 2AF Y AE LT FTOHES 1B 1 RIETFEET
2o
{REE 50 kg AJifi : 5mg, A 50~100kg : 7.5 mg, AHE 100 kg #4 : 10 mg

1.8.3.2. R EIRHL
1.8.3.2.1. 1 B 5RO FEBL

1.8.3.2.1.1. R PR B B A ER L fE

AARMNEFRRANIC T 2R X7 Z2F R o (LT, FPX) 8 mg Z HiEI & b L7z
& X ORPUTHLATH Y | BHHK 2 RIS IT R @ ME T IRE (Cpw) ICEEL. Cox &
AUC 1%, ZNE1 0971 mg/L & 16.8 mght/L THo7=, &5, 16 mg £ TOH[EIFHRN
B GBI D HGE TlE, Con IR A ETHEL LD OEVMEAI A A BTZH DO,

AUC o [T EICEE S T L7, F72. FPX D54 120 B £ CTOBRR PRI 76
~81% TH YV . E DRI IT G4 24 FFfH £ TITRE A L L TRPICHEE S 7z

(2.723.1.281)

WA OTEE FRIRIARAE (LR, DVT) B#E A2 %45 & 3% DRI2440 #ABRIC IV T, FPXS,
75, 10mg % 1 H 1 [AIKER FHRE L L & OWE R (RS EhREMRNT O HEE H)
X 15~175 R TH Y . HARNERERAIZ 0.75~8 mg & Hi[a 2 FEG-ORE (14~17 K
M) LRRTH-To, ZORBRITIHNT, EFIREBOMEET 7 + 2 Z /30 X7 ZRFEET, B
BeHEICHE LT L, RAEMERYEREMRAT I CHEE S 7z 7.5 mg KR FE T #¢ 5-F
D Cpax & AUCL1E, ZNZH 127 mg/L & 19.8 mgh/L Th -7z, #EHD DVT BEICET
2 METIRE OHER L 0 . FPX OE R T HG-BMh% 3 BICITEFRIREIZET 5 LB 2 DN,
INHORES BARANERERANCBIT &L Ak CThH 72 (2.7.23.1.31) |

ZD X HIZ, FPX T FEREHIESCHICIFIZomT D2 &, £, RS FIcRE
RO EE, BHLICBOLOIHEESND ZE0D, 74 XX X7 2O I ENREIT FER 72
WL ZITIC W EHER IR 2532.80) . Liendo> T, BARNBEE LK AEFIC,
5,75, 10mg# 1 H 1 EIRER TR LcGa. FEOEMBIEREN GO EEXD
ni- (2.5453.201)

1.8.3.2.1.2. 9 B & VENERR RS

WM O T ERIRIMAEZERRSE (DL, VTE) OFEMSH (B (2xtd 5 FPX OBA%
DHEAT UM & T, IR B AEHITIET TR 2 %5 & 32 Bl W O i AR5
(ACT1840 iABR) Tli. FPX ®HEEE LT 1 H 2B PRGN E S, FPX Of%hE
(VTE O3AMEE) Lzt (HitEaEFERS) BR s (1.13.3.1.0 53.5.1.10/ref) .
Lol BRINZBW TR~ CO— K72 EIZ T B 1 ERETH o722 &, 74
Z o) X7 ADOHERFPIT RN LD 1 B 1LRIE FERE L7ZSA THIERS F~)
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1.8.3.

V2 ERIEORESD Z LIXFRETH D LRI, 207D, ZTORICEHBINTET
BTN ARG T A 3 K OV Ofthod VTE FRHIZxtd 5 X CORKRRERIZ BV T FPX
11 B 1R FEGEMTbE, b ORBRIZE W T FPX OF 80 & e R S
T2 b, NI S FPX OEITWTNAE 1 B 1ER TRETERINLTWD,
Fo. ERIZBW T, TEERAVE R TEE B O il TaE s BT 5
VTE OFF5 GEEMH) (2xf LT, FPX 1 H 1 [ FHEIC L 0 Bk & 2 arEn mems S,
NI 2007 4E 4 H & 2008 4E 5 HITKREE TN D,

LEozZ s, EROZM PE B X OAM DVT ICxT 2 KRR T . FPX OHEL |
H 1B RS ERE LT,

1.8.3.2.2. AEORERML
1.8.3.2.2.1. ENAE RGBS

1.8.3.2.2.1.1. BRERAEDRTE

W4+ DRI2440 3R Tlx, FPX OFHEE LTS, 758 L0 10mg D 3 HEA SR L
oM, MIER 7 4 2 ZR) X7 AREOIE L DXL DHINER L OREM A~ L ZE
L. XHBEOREE 50~100 kg OFPH L Lz,

— A HUEEE K O & (X, VTE TRIICEH#E LT VIERE CldmHERMEH ST 5|
Pini, 1994], [FREBROZFIEICEE L, FPX O FIHEORMIL 2~4mg EZEZX N2 &6
(ACT2545 5Bk : 1.13.3.1.00 5.3.5.1.11/ref) . TN LV OREW Smg ZRHER & L TEE
L7z, F72. BHERICE L QX BRI O KT 2 BRRBRICB VT, 12mg
Fe G IR R A OUIAI S OFFHIM N AN Z L2 BE L, OEW 10 mg % 5% E
L 72[The Rembrandt Investigators, 2000], Z® L D IZHE LZIEHED SmgB L OEHED
10mg &, ZOTFRHAETH S 7.5mg D 3 HEEL FPX ORFHHEE Lz 2545.1.201)
F7o. FPX BEDIRIR & U TR B~ O X V78 UFE (100 1U/Kg, 1 H 2[5
T #E) Zi%E L,

1.8.3.2.2.1.2. A BT
FTEFMER

FHFHIE H T % Positive Outcome HEH] (WIHNREH OGS »F 277 7 4 —FB X
O FREEEEEERE COHINGELRAOND Z &L, Dl b —hndEE R L
JEB]) DOEIAIL, HWﬁ@mMmm,7ﬁ@ﬁmw%%;wumgﬁ4M%f%oko$ﬁ
B CliX. FPX @ 3 FIEREREIC B W THERIGHEILR® 5417 (Cochran-Armitage 2 7E) . Xt
HEECHAEZEITRD b o7z (Fisher DEHEMERE) . £7o. X730 VREICE
\7 % Positive Outcome H|EH| DENIE1L 46.7% TH - 7= (2.7.3.22.1.28) |

Bl R Tl 15 E

BIVREAMIE B Cd B IE@EM: VIE OFRHE (IR 2B\ T, me3ﬁgﬁﬁ
\CHRFHENA BEZEITRO b7z v > 7= (Fisher UDﬁ?ﬁﬁE/ﬁ*’\E) o AT N UREITE
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1.8.3.

SEMENE VTE OFFBE (5.0%) (X FPXBE (2.4%) ICHAR_RTROREm - 72728, FPX @ 3 &
BEE X NT Y U OMICHEBEZEIIRD bV hoTz, 728, FPX Smglf s # L7 /31
UEEOPENEEMIC W T, N 2 BINTIEMREME VTE ORBNRO btz (2.7.3.2.2.1.,
2.73.4.28) .

ZOMOFHE B IZET A FEFRIIUA T LB Tho72 (2.7322.1.20) |

Ry F T T 4 —

iR s B R (IR (2B WW T, 4 THEZEITRD b Rho T b DD,
BB OEETIE, FPXSmgRE (13.1%) F 721320730 URE (12.1%) 12T, 7.5mg
B (8.1%) BLO10mgHt (8.5%) DI HMEVMEEIN I 517,

F7o, BITIFEA 27 OFE0E (FIEERE) TiX, FPX O 3 &R CTHERZENZD
bivie (M. P=0.0142) . #AHIMGTEA 27 D=2 T A b DL IR,
FPX5mg#EZ 1.5 TH Y . 7.5 mg#ED 48 (L _TH o7, 7B, SmghEL #7830
VEE (1.4) OBMEEFFRBE Ch-o T,

T e

DVT Ok ER S (WG %) Tk, FPX 0 3 B THERHBGHIZR b7
Mole, BRELEBIIAZEDFEIEN B> EHE L (59.0~70.7%) . BEENGRD HALIAERIL
253~349%Th o7z, 72720, BABFIORIGITNT OB S D20 5T,

Fo, HFEMEBEORN—Z T4 N6 D2 bE (mm) 2BV TH, FPX O 3 H&HERH]
THEEIIRO LN o2, AFHEOWTRICB N T, X=X T A B0 LT
7o [FPX B :-13 (7.5mghf) ~-1.8 Smght) . ¥ T XU U8 -1.7] .

1.8.3.2.2.1.3. R EE
HmEEEER

A FEFR OB (WIHEHRS) TiX, FPX © 3 A&HMICAEEITGED bz
Pro 7= (FPXS mg # 7.77%. 7.5 mg # 8.11%. 10 mg #f 5.00%. # /L7 /30 U 10.92%)
L2 L., FPX10 mg BED AT, FPX LIS DHELK 3% 2 541720 Major bleeding (155547 D 1.
fE) 25 1 BIFEBL L7z, Z D> Major bleeding (FPXS5 mg # 3 5, 7.5 mg # 2 f51]) 1TV T4
HAOFERNE 2 S, JFHT D B4 I > KISR0 ER 5-CH M Y A 7 D3 mo FEpER
B EEEERE) 28 L TCWERIThH-o7 (2.742.1.1.1L.281) |

FEER

AEFGOFBE (WIENERY) 2BV T, FPX BEM CORAEKISHELA D zd-o iz
(5 mg B : 41.7%, 7.5 mgBf : 37.8%. 10 mg & : 30.8%) . F7o. MM/ - H g
(B, MmiE, &M, mR) OFBBEEICBNT, 4FHICEEEETAON D>
7= 27.6.281) |
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1.8.3.

1.8.3.2.2.1.4. mEEERT—h—

MigEEE~— 7 —Th s D-FA~v—BLO e -7 rF ha B EHEER (TAT)
% Day5+1 IZHIE L=, T X TORIIEBNT D-Z A ~—B L O TAT OB E 2K TR5880
bz, 7272 L. TAT EOAREO LI Tk, FPXSmg O FEIIMMO HERE L v /&<
75mg BEB LN 10 mg BEOIR N &IIX VT R UL FAIREELL ETho7e (TAT OFERZEAL
i 5mg ff-5.03 pg/L. 7.5 mg ¥ -11.26 pg/L, 10 mg #F -12.16 pg/L,
ZNT ) URE-932 ug/l)  (2.7432.5H)

1.8.3.2.2.2. 5 E MRS BR A R

1.8.3.2.2.2.1. BREHAEDRTE
{K&E 50~100 kg DEFIZHT HHE

W40 DVT B3 % x5 & 95 DRI2440 RABRIZ BT, SEMENE VTE OFBEAE . Bl fiifE o
BCEE RIS L O EE S ~ — 1 — 2D < REt A 6 . FPXS mg TOHAZNEIT 7.5 mg B LY
10 mg ([ZHATH43TIEAR <, 722 7.5 mg & 10 mg DA NEITIEEIRIFE TH L 4T /3
NI L CRIRBEL ETh D Z RS, —JF, ZatETlL, FPX10 mg & 5AERIZE
W, FPX DA D ER S 2 541720 Major bleeding 23788 H L2 Z &2 5, 10 mg e 5-Rf
OHIMMEREFZORIY 27 O ERNES ST,

INHDZ NG, WAEIARER (63123 3R, EFC2441 iABR) 1CBI1T H{KHE 50~
100 kg DEFIZXT D FPX O &EE LT, 75mgBNilY Thd L& 22 (2545.1.21) |

HESORBE LUV 100kg BOBEICHIT I2HAE

DRI2440 5B IV T, FPX3 & (S5mg., 7.5mg. 10mg) 235 Sz EBF o mfEs
TN K D RHE SR ENREFRNT 21T > 72, HEE L7 EWEhRE T A — % L35I ORMR%
Rt LIRS, REITAERIERBIZIIR DR o on, REHINIHESTT7 2 Z 3 X
7 ADEE 7 VT T A (CLF) MM 2230 S5tz (7=0.1653, slope=0.0029)

(2722.123.281) |
S HIT, T TG BTV I REREAY I B Bl A WA i T A8 12 36 1T 2 REE ISR B RE AT
(DRI2643 #BR. n=610) (2B T, KHE L CLF ICHERILEEREFRIZRD 5 (7=0.3853,
slope=0.0043) . CL/F O F¥IfE (0.462 L/hr) 75D DZELETHET L. 10 kg DEEBEINIC X
O CLFIL93%HMM+ % &2 bz (27233.3H)

S OEYBRED AL D KED 50~100 kg LIS D BEIZHOWTIX FPX D&% H
T 20N H D KWL, (K 50 kg ARliid L O 100 kg BOHBEEITIL, THE 4L FPXS mg
BIR10mg 25922 LI 0ifEd 7 4 o 280 X7 APRIE 2 R ICHERFT 2 2 &
MARETH D B 27 2.5451.580)

PLEX Y, s s IFERER (63123 3RBR. EFC2441 R&BR) 2BIT5H FPXOHEE LT, K

HEIZE D S5mg (KH 50 kg Kiwi) . 7.5mg (KEH 50~100kg) F7-1F 10 mg ({KE 100 kg
) LRRETHILITEY THDL LWL (25451.530)
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1.8.3.2.2.2.2. HERE S HEBRHET—42)

WS B AR Tl AMED EEFHIEE & L72JEREME VIE O BRIV T,
FPX DA~ > (UFH) F£7213= /) V)Y x4 2 LD BEES iz (63123
X% : FPX % 3.8%. UFH £f 5.0%. EFC2441 ik : FPX B 3.9%, =/ %% /30 U8 4.1%)
£, 2 OO EIARRER & BAGERER (FPX7.5 mg B, # AT 3 V) Oz
OFG Lic 7 — 2 Tl BN VIE OFRME (SRR 13, FPX HESEH &

(A 50 kg Aifi : 5mg, 50~100kg : 7.5 mg, 100 kg # : 10 mg) 73 3.8%TodH v, xfHHEHE
(ZNT Ry vy =)%Y R) CEBEXOUFH) B 41~50%Th-o7-, ZOZ Lb, FPX
R EICRBT DAL, T O DOFEHERR L G L TRIBE TH D L B AT,

2B, AN 2 S T IEMENE VTE O FREMEE CHle LT, FPX HELEFERE
(1.3%) &ExtRERE (0.9~2.5%) FRFEETH -2 (2.7.332.12.2H) .

KB T =V —BNIEMNE VTE ORI OV TR 21T > 7= 55 5. A5 50 kg R
W OAER] (FPXS mg #5-5) CIIEMBME VTE OB @ WBE TH bz a3, FPX HESE A
B2 ThIABEICBWTHLRETH 72 2.73420) , B, EFREOMmEH >
P HNY X7 ARE OB NTCHEEEL T T —TRERENT RN T
(2722124, 2722.125281) ,

1.8.3.2.2.2.3. REMEEM SHABRMET—42)

2 DOUMFAFE IAHFAER & &SRR O piiE 2 0F & L 727 — % TlX. Major bleeding D%
B (WA 1%, FPXHERMEREN 1.2% T, dBBEETHI = /93U VBB X
OVUFH EEDS, TNZEN 12%B L 1.1% Th 7=, £7-. Anybleeding DIEHIEEE (WIHIE
) Clk, FPX #ELEHERED 43% T, =/ ) UBEB KON UFH BEIX, T2 4.2%
BLU63%TH-7z (2.742.1.1.1.2H) ,

£/, FPXBECB T 268 EFRORBMEE T, UFH BEICHE TR . FPX O A MEA e
wanz (255421.281)

KEHT TV =N H A EFELOEREE IOV BN 21T - 724 5%, KE
50 kg A4 OEF] (FPXS5 mg #%5-41) TIXHMMEAEFTERNEWHE TR LM, FPX #
BB T TRLTHREICBWTHLFRETH- 72 2.73458) .

1.8.3.2.2.3. EANENHERBREE CHBRFET—4)

1.8.3.2.2.3.1. FPX DREFTHE

WA Tl BRIREBRAGRE 72 026 FPX OHERE I EITEE OREICE DV HIE L Smg (1K
50 kg Aiifi) . 7.5mg ({KHE 50~100kg) F7-iF 10mg (KE 100kg ) o 1 H 1[E#EE
=Y (W

T d o HRY X7 ADIEYENREITRIER IR T <L BARN ERCK AN DRERERA
BLOBFIZBIT D 74430 X7 ZAOFEMBREITHELIL TV D Z ERBH LN TND
(25453.5M) , /-, BARLECKOLZM PE B L OEMD DVTIRRICBW T, HLlEER

1.83-p. 5



1.8.3.

B SNAEEBEB L OVEREFTIEIIRICTH D Z D, BN TEPX IS
HEMEPE B L OEM DVT OEENRB IO G HIEEFRI U THL EEZOBND (25452,
) .

P bEoBEBICE Y, ENRBRICBIT S FPX O f &L, W& RIS 5mg (IRE 50 kg R
i) . 7.5mg ({KE 50~100kg) F721L 10mg (fKE 100 kg #8) A CTH D & MM <z

(25454.28) , 72720, BARNBEFICET 2 MBEHREZHF L. FPX O H & & A ahik
BLOZEMEICEAT O IHmEHRLZ L &L,

1.8.3.2.2.3.2. AT
EIN 2 3B (AR3106206 #ABRE L OV AR3111436 34BR) (28T, JEMNE VTE O FFE R
D BNTIEFNI IR0 o 7228, BEGENE VTE (DVT) OFJE2Y AR3111436 RABRD FPX BE T 1
Bl (3.6%) IZRBD BT, Z OIEFNIFIHNAEIIZIZ DVT OBGENRRD bt Tnizsy, R/
BRBALAETIC 2 S N2 B OHE () IS B I L7ceo, Y7 7 U BRI X
LREEEIRIESI O 16 HB (Day23) (ZRBRAH IS, W IRRFOEBRAIC K - CTHEfEME
DVT OFEPRBD L (2.7.33.2.1.1L.201)

LIRS F 7T T 4 — OfE R (LA S )

AR3106206 BRI IUNT, FIHIER I TIRFICHT Mt 23 a8 & e S T Ef o ElES (2
#F2R) L. UFHBEE RIRRICE > 7= (FPX BE 78.6%. UFH B 90.0%) ., F£7-. AR3111436
RERD OB, BRI EL (04) [ERNC PE (BREEEM) HY & SHTEFIT ORI
TRIEHIE TR 1T DRI, FPX B¥ 28.6%. UFH BE33.3% Ch o7, Mifts b2, Eik
Bl 7e otz (2544258)

+ 1& 8 multi-detector row computed tomography (MDCT) 2L % PE D7

EN 2 38D PEJER] (AR3106206 7Bk D4, AR3111436 R D 5 HEALEKFIZ PE 2 A
L7JER, LFRIL) (2xbd 5, &8 MDCT (2 L % PE OFHli#S F Ci%. PE 2ck# L 7-JE
B OEE (ER) 1T, PIHITERIK TN FPX B 71.4%, UFH B 76.9% Th v . fkkiia
PEHAHE T RFIZIX FPX B 86.8%., UFH £ 76.9% CH ~7= (2.5.4.43.2H) |

- 5 MDCT (2 X 5 DVT O

EN 2 38D DVTIEH] (AR3106206 5ER D 5 HEHARIFIC DVT 24 L72iER]. AR3111436
REBROEH, LLFRT) (2645, &% MDCT I X % DVT ORI R CTidk, DVT Adk# L
TREBOEIS (MEESR) 1T, PIHIGEEI TRHCIX FPX B 57.8%, UFHR£45.5% CTH V| ik
eI IX FPX BF 83.3%. UFHAEE 61.5% Th o7 (2.5443.20)

*hE (B8 ICL5BRIEN

EAN 2 3RO FPX BEIZ W T, KHE 50 kg Rl OSER] (FPXS5 mg & 5-41) & (K 50~
100 kg DJEF] (FPX7.5 mg #5-61) DT, Ml o F 277 7 ¢ —I2 X 2 i fmckE=:1c
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B &R EIT R DR o T2 (WG TR © 58.3%. 46.5%) . PEJEMS|D FPX BEIZHU
T, 1KH 50 kg DIER] (FPXS5 mg & 5-41) & KR 50~100 kg DIER] (FPX7.5 mg & 5-41) @
G, i#5 MDCT IZ & % PE ERICH L RZETA Do T2 (kIR T EE
83.3%. 87.5%) .

72, DVTERIO FPX BEIZE VT, KHE 50 kg R OAERF] (FPXS mg B 5-41) & KE 50
~100 kg DIEF] (FPX7.5 mg & 5-41) DT, 1EFE MDCT IZ L 5 DVT SGEERITH &7 7
XA DR o T (R RIIE T © 75.0%, 85.3%) (2.7.3.33.1.2) .

U ED LBy, K 50 kg R OS] (FPX5 mg #%5-41) & {KHE 50~100 kg DIE ]
(FPX7.5 mg % 5-61) O T, FPXEO PERB L O DVT OUFERICEH LT, KELT IV —
M (HEM) THLMNREFALNR)»-T (2.54441.28)

GJULPZF=2OYTFIVR (Cly) 2k BBRIRN

ffiiE s > F 277 7 4 —I2 X DMt =3 L ONER MDCT (2 L % PE/DVT Oa¥li %
CL. (30 mL/min A&, 30 mL/min LA_E 50 mL/min A, 50 mL/min 2L_| 80 mL/min A,
80 mL/min LA k) TR L7zfER, FPX #2350V T CL 2% 30 mL/min A OAEFI DT — & 1
B/ond, 30mL/min LA EDO BT IV —TliEL, UFHEREEE B SN2 ZETRD Lo T
(2.7333.1.21)

72¥, WA OREREAEIZ IV T Smg 5461 (RE 50 kg Ai) (ZAEBENE VTE O FFFEHE
NEVMEE A B2, ENRERO 5 mg & 561 (14 6)) ORI T & FhkoR%E
et L7z, ZOfEE, I T VIE OFREML2< . &% MDCT (12 X % i

(Day90) Ti. PEEHIE 6 i 56, DVT cZEHNE 8B 6 Bl TH -7z (R—RT A
BFIZ PE/DVT 7o TIER], RFEARFEMANIRLS) o E72, FIHNEEK T (Days-

10) OfifESERLHE BT, MESERIL 8 filh 7H Th o7z (X—R T A I
(I M 48 e L OSER], FEMARFERFIEERLS) . 2D X 912, FPXS mg & # 5 S /- (k&
50 kg Kl OFEFNZIBNT S, BARAMENRD bz (2734.58)

1.8.3.2.2.3.3. g L i

FEIN 2 sBRIZ 3T, AIHTEREINIC 3B L 7= Major bleeding (% FPX £ 1 1] ('F 5 i)
T& Y. Minorbleeding |X FPX #ED 4 5] 5/ T > 7=,

CL (2B LTl BHEBEIEH ] (CL, : 80 mL/min LL_E) T Any bleeding D IFEELHIL72< .
FEGIENI D 72y o T2, BREEBHEREIX T (CL : 50 mL/min LA _F 80 mL/min #Jifi) 36 X
OV & RS REIR R 9] (CL, : 30 mL/min LA | 50 mL/min i) 123U CRBUEEISE W
ol (2.7421.141.28) 7o, EEBEERETH (CL, : 30 mL/min A{if) 13458
LB e D, HiMEAEESORIFNL /272, AR3111436 #B2 TlX, Major bleeding 73
1] (R HIm) (CFER L7228, 2 OFEFNE FPX % 5-BRAARTIC & EI U T 2k B R R 25 28
S T2 Enh, FPX OFGIZEE L TiE, BN R (BOHERE) Moo U 2 s
T o nER DD EEZ LN 27343 H)
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1.8.3.

BERZORBME WHIEED) 1%, FPX B2 60.0% (36/60 1) . UFH EEDS 75.0%
(1520 5) ThH o7z, Fio, ZTOM, BT a7 7 A VTEHNORBREE S TET DD
DTIE o7,

INHOZ EMNS, FPX X UFH LRIREOEREEZ AT D EE2 b 25514.5H)

1.8.3.2.2.3.4. mEEERY—h—

EHN 2 BROEET —Z 2B\ T, Al VIE DEEE~—h—Thb hur e -7 F
ha B AR (TAT) OFIMINEREIE TRICH T 2 F2MEIX, R 50 kg A & (K E
50~100 kg DFEFITIZIEIR U2~ L7z (R 50 kg A0 : 3.85 ug/L, {AH 50~100kg :
4.10 pg/L) . F£7=. #EHF DRI2440 3Bk D FPX7.5 mg #f (KE 50~100 kg : 4.7 pg/L) & Lo
LTHRBEETERTLTIY ., EHNB XU OREGNZ BT b AR EOFEEEEH % 7R
Lzt Ez2bn 2734, 2743.281) ,

1.8.3.2.2.4. BEAE L UENERFARICET2MEF I+ F/) X XREOEER

ENE L OMESN OIEFNZ BN T, EFRBOMBEF 7 4 X80 X7 ZYRFE % g U7 #
R, FHER (KEHT IV —[H]) ICRKEREVITRDLNT, KEICLHRERY ITZBD LN
ot (27233.281)

Fio, ENB IOV OZME PE BF xR & LRI\ T, ERIREEO MfE
T BN X7 APRE (FBEATR LUK G% 1~3RFH) Opfma T 5 &, ENO PE
B (AR3106206 k) T3 b MERE DA ds L OVE OFA)EIL, s o PE B
(63123 5ABR) DOFRER LB L T, E7z, BN DVT & (AR3111436 #lk) TH O
T ME PR EE DA B X OV OB, #ESMO DVT B3 (EFC2441 i L O
DRI2440 #kR) OFER EFEIL T\ (2.7232.28) |

1.8.3.2.2.5. HRGEE (BREETH) ICBT5HERAEDKRE

WA O FEFOGHERER (DRI2440 3BR) [CBW T, CLy & 74V F XU X7 ZADLEE 7))
77 A (CLF) OBfRE MR L7okER, HEEBHEEIK TH (CL, : 30 mL/min A) Tl
HEBEIE 5] (CLy, : 80 mL/min PA_E) (ZEE~ CL/E 28 64%0870 L. [LFP R O 523 R S
iz, —J5, BB A (CL : 50 mL/min PA_E 80 mL/min i) 35 J OV 4 i sk
BRI N3] (CL, : 30 mL/min PA_E 50 mL/min i) @ CL/F 1%, BHEREIER HIZ L~ THET
21%EB LN 35%0 L, BEEBEER TIIEEDORE BN TALNRN-T- (272341,
ZH)

BHEREIC X D FPX O HHEFREI O ML BEMEZ B S ST 5720, S OEKAER (DRI12440
AR, 63123 3R, EFC2441 3BR) O MmMEFTRET — % 2 H\WT MREOATOFME L] 1T
Mz T, [CL, DA TOHfE . MEEL CL, TORFEl RloyIalb—varsk
Fhe L=, ZO/RRE, (KETOREHITMZ T, CL, b ZMiEED AUC O FHIEIX, K
HOLTORGERGOTHE L FREH -T2, LIzN-> T, KEOAIZL D HEHRHT
AUC Ziylicay hr— T 5B 26N (27234225 H)

1.83-p. 8



1.8.3.

LNL7R8 0, SEMENRE RS D I ST CL T & 2 FHEFRE O B 2 {3 %

XREETH D Z Ennn, WA IRBOIFET —# ZH T, CL,ANTIEREME: VTE O34
BB XOHMESAEFS (Major bleeding, Any bleeding) DFEBUSALE 2O\ TRERIfENT 217
ST, ZDFER. CLy 2 30 mL/min AT OFEF]TiX, 30 mL/min LA EDREFNZ LT, JiEMRE
P VTE O3 3 L O IR FEHFR OB m MEM 23 b Tz, JEfENE VTE O F%
BEEIX, R (= 29%0 0) BETHEBEOBER N DTN, HIMEA EESR DR HE
FEIZOWTIIEE LD b@Emrole, TOURT - X7 ¢ v FOFHIIZINZ T,
CL30 mL/min A OIEFIEL AR SN TN D Z Lo h | STl CL., 2% 30 mL/min A D
FH~D FPX OEH TR & Shiz, 72385, CL30 mL/min LA EDJEFNZ BTk, JEfENE
VTE O R S X O A EFZ OB CL, VIR TIZ W E < 7R 23 5
i, MRHEIZB W TH RO B A b7z (2.7.34.20)

EN 2 RV T, EEBHAEK THl (CL : 30 mL/min Kjifi) OF — X 3& 5780
ST, MEEFR T 3 ZRY X7 AYREE CL, 7 2V — CREBIMRNT LIS, CL K T
X DHEYBNRE~DOI LN EEITRD DN -T2 (27234.1.58) . ARMHEICEAL T,
Jiti I i ek h F ) S K ONE R MDCT (12 K 5 PE/DVT OFAfifE 5 % CL, B & BIfEHT L
72& A, Cle 230 mL/min LA LD BT TV —Tld, FPX BHICEIT D313 UFH & &t
RCHLNREFALNR DT (2.73331.21) , /-, 2RI LT, AR
REIX T (CL,, : 30 mL/min LA | 50 mL/min A{ifi) (&3 268 HERER 1T 8 il L RO LT
2. ZIHOIEFNZIE T, FIHNEHR IO Major bleeding |72 5417, Minor bleeding D%
Bl FPX G HERk 461 @955 14 (CL, : 30.7mL/min) OATho7z (2734.ZH)

DLk EE0 | 2k PE B X OGN DVT ORI LT, WAaRER O OF & Rl o6 Rk
BRROND Z EAEBE LT, ENICEBW TS CL, 2 30 mL/min K O3z & Lz,
FTo, BER IO EEEEREIK N F (CL, : 30 mL/min 2L | 80 mL/min Ai) (231) 5
FPX O &L, BHEEEER B & [FARICHREICL VAT 2 & CREITRWEE X, L
L. FPXIXEHRMTLOSKAITH VD | BRERIK T CIEAA O M IR ER EF- L TR
PERER T D ATREME B IR E TE 22V, L7223 > T, VIE OFIEMHI & Ffklc, ZFEEOH
HEE] K L CIEERE L L, EERELZITO L E LT,

[E NG AR RRBR I Z 38U T 100 kg 28 2 DIEFIORAILS 72 3o 7 T2 O AHK 10 mg #&5- O ff
RRBRIT Ao T2 h3, MM OGS 2 AW RED I 2 b—y g VSR LD
{REE 100 kg HED FBFT TILARTE 100 kg DL T O BF (T A~IREE &0 2 /TREMENRE 2 b1
72 (2.72342258) , £72. DRI2440 RBRD CL, BIDEHIEFF OFEF,  Fha% B HEK
THITIX, CL/F 2 35% 3% (2.72341.28) Z M6, 100 kg 8O 2% EHREIC T
BNk 2 22etta25E L, AE 100 kg 88 THEE OB EE (CL, : 30 mL/min 2L _E
50 mL/min Ajifi) OHHEETIE, 1 B 75mg~DWELZEE TS B2 HE - HEICHE
O EOEBICEHE LEERET DS L L L,

1.83-p. 9



1.8.3.

1.8.3.2.3. FPX D5 HAM
e EMA
ENOREFRRBR TIX, #54 B ETIC7 0 b v v U HH o EBERE L (PT-INR)
DMEPIFIT 2 LIRS A& T &Il S V7B 72 < . 49 9 BN SERBI A3 FEhE FH (2 I 0
TIRANE UCTHUE L7e# 5 5~10 H HORICE G T Sl sz, BN 2 BRoFET —
ZIZ L DI O R 5 HIMIX, FPXEEA 75 H, UFHEEN 9.1 HTHY . 5 10 B D
PT-INR f(Z1% 1.14~3.40 DWER A LN, ZDO X I, U7 7 U OFuEE EH X A
ZENKE <, 10 A B £ TIZ PT-INR 2NEPEIITE LR > T2 JEB b D 72 K 2o 7z, [EN 2
BRI BT D HHIRERIIM OfcREIL, FPX #2316 H, UFHEEN 17 H TH 7= (2.7.3.3.1.7.1.
ZW) . TNHDOZ NG, MIEREBRIL. U7 7 ) o OPEEEERICIE SO TERF 2
EIHBTE NS, FPX D% GHIME LTS AU ERMETH D EEX BN,

723, AR3111436 iR D FPX FEIZ IV T, FIHIREIHE TRFO &R MDCT TiX DVT O
H/ R FEREN TV HE b BT, U7 7 U L HIRIT L A e a2 FEE e
DVT % F58 L7ERIN 161 (3.6%) T bivlz, Z ORERIL VIE OERIK - CTH 25 EiE
fE (s, B 2680l Tl ., MEOIRRICERT 2 72 O1E5 %2 1k L7-BEo i
i T DVT OEFEDPHER S N7, PT-INRAEICESWTHRE 7 B BICHIHER AT L
2. ZFOEE TITMEOERENRD LN TV, 72, keI T o PT-INRfE (1.75~
2.03) 1E, {RBRFEHEFHEECTHE Lz 1.5 ML RITHERF STy, BAEEE (2.0~2.5) 2tk
NTORRETHERE Lz 25441.38) . Lo T, PIHIERK TOX A I 71F, &
%wk@vmﬁﬁl%@@ﬁ PT-INR D HFEEICIN 2T, BFET MDY 1 X2 L

WZEET 20BN DY . FIHNEEMIR O EREZRET S Z LT ThneE X7,

IEDZ Lt FPX O G#MZ 5 BRI EEFRE L, ik - HEICBEET 2 Eo
HEREIWCLUFoEBE 28N LT,

Rix - AEICEAEYTAHERLDERE

(3) AAIOFEIZ 5 AL EE L, BET 2907 7 U o ) 7 A2 X D PUEEEIEA SR
PRI Z S 5 F Tk 5425 2 & 1RRIEOIREICEALTIEX, VA7 7 U AU U LDHR
MXEEZSZRT L L, ok, ENERRBICIW T, ArkEiime e iESE T 17 A
LUk, APETEESEIRIASE g TIE 15 BREIDL E3S L 72BN,

e Bk

ENTA BT A U[LE 20041 TlE, BREAIMIZAD 72 EH 3 5 A1T9 2 BRI TE
0. ENORERRBR CHOMBIRENOKTHEZ 90 HE L L, V77 U O RED
roufiE (#EPH) 1. AR3106206 7tk CTIX FPX #£89.0 H (4~96 H) . UFH#£91.0 H (86~
96 H) . AR3111436 i8R CIX FPX#E89.0 H (4~94 H) . UFH#E89.0 H (16~95H) Th
0. K 8 BIDEFI N IR I G E CTHE L7z Day0 (+7) £ THE SN, THBRIEE G4

1.8.3-p. 10




1.8.3.

THOMEE R (Day30, Day60, Day90, H LK) Tik, /R T=a he— /L S T2iE
BIOEE LR & HITH 60%~80% CHEE LT (IF&T—%) (2.733.1.6.1.%H) |

1.8.3.2.4. FL&H

EINOEME PE 36 L OVENE DVT I3 2 ERIRERERIC I W T, FPX OHE - HEIE, ENSt
DGR TR I X OWES O B R AGE ORGHI LV . Smg (IR 50 kg Klifi) . 7.5 mg
(K 50~100kg) F 721X 10mg ((KE 100kg#8) 1 H 1[AIf PG E&RE Lz, ENOEE
IREABRIC I T FPX10 mg (A 100 kg #8) D GHNL /2o 7205, FEENRERAR DOt
5, KEIT IV —ICKDHERESZITH) 2 LiCk V., FPX OBZEENEICa Y fu—L
THZERTEDEEZDNT,

EN 2 3Bk Cid, AMED FERHMEE H T DIEMNE VIE OFRITRD bi/enoTz,
Z OFERIL, WA ORBREGE D PAEINTZ L OTIEH D08, FEHIZR BRI IS L D A
5 b AN PE B L OVEME DVT ISR 5 FPX OFZME AR T 5 2 LT, FEHEA
DREFENEN T bz, Fio, BeMEOFEFHETE H Téh 5 Major bleeding  (FIHITRIEH)
X, BMEDVTIEFIT 1 H (BIBHIL) ([2A bz, ZOREFIL, RERBIAARTIC © M A3 2
BT Y | FEFPRERRFZH LD U X 7 3R &I ST 723, FPX O#GIZER L T
BEZEIZHIHER EDOMINY 27 Z+3IZ3 T 2 0B B L B2 b, B, I
RN BRE N, ZIEE, IREK, R, O, FHEZe & ORI B 250 O K I Z 5% Y
THRERIIRBD N roTe, TALDOAIER L OZEMEOFMEA I LT, HE
HAT7AY—) BUZ KD RETA NIRRT,

LEOEEIZLY, BARADOEZNM PEB LU DVT BEF (95 FPX O HE - A&EIE, K
EIZEVFAEI L7z Smg (IKHE 50 kg Ajifi) . 7.5 mg ({KHE 50~100kg) F7=i%X 10mg (KE
100kg#8) Z# 1 B 1[EEZT#HEE, #5HMIZS AU EERE LT,

¥, IRHE 40 kg ARG D BE I LT, ENORRRRERIZ IV TR D 7200 2 &
235, VTE OFJEMSI & [FERICIEER G- L Lz, 72, BARANBEICB O CEEBMEKT
% (CL : 30 mL/min &) (Zx9 2 FPX & 50O T — X 3Hon Tk 57, HitERES
GORBLY A7 N ERTHRENH LD, WL Rk GSER T LIz, 2D
fhd TEFEEOH 2 EHF ) TR L OIEEL S & U, VTE OFIEMS] & RIS EE R 21T
HZ L L, £, EWNBEERBRICHVT 100 kg 288 2 D IEF OMMANN 2 o722
AHL 10 mg 55 O ARERIZ 2 Do 7208, MESMERIRRRER O i 2 W 7o i i EE D o 2
o b— g UERE L O DRI2440 3R D CL, B O JERIEFH OFEFR 5 100 kg # O HSEE
EHERRIR T OIS T 2L eMEE2ZE L, AE 100 kg @ THEEDOEREE (CL, :

30 mL/min 2A_E 50 mL/min &iif) OHZHEFETIE, 1 B 75mg ~DEEL*EET D] B2 H
% AEICBEET A EoFEEIciiE LEEwmEZ T2 L L,
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1.8.3.

EE P

Pini M, Aiello S, Manotti C, et al. Low molecular weight heparin versus warfarin in the prevention of
recurrences after deep vein thrombosis. Thromb Haemost. 1994;72:191-7.

The Rembrandt Investigators. Treatment of Proximal Deep Vein Thrombosis With a Novel Synthetic
Compound (SR90107A/ORG31540) With Pure Anti—Factor Xa Activity. . 2000;102:2726-31.

LR K =, MR B, /NI B & il i ZERE 35 K OV ERAR MLARIE D2 - 169 - TB5IC
Bi9-% HA KZ A > . Circulation Journal. 2004;68(suppl.IV):1079-134.
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1.8.4.

1.8.4. FRALDIE (B) BELUZDRERM

THRRERSY 1 2009 4E 6 HEkET (B8 3 W) USHISCEN S OB £ 72 134 F & AT

i EoEE (%)

A EAR AL

FrHE - BEREAM BRI & 5 VM IREHEZE IS & O ORI, ZRHIER
AL MES A UL MR DOEIBIZ K 2B H b b D%
NRHLDOT, TRV &,

FEHE « BEREAS BRI &> 2\ M T
HEZRRISE & OOFRIC I T D8
FREBR DS 72 < TEERAT SCH
(DR L,

(2 RB] RoBFIZIEEG LN L)

() ARFN DAt U CRBUE OBERIE D & 5 B3

Q)L LT\ 2 B (BIERH ., BEZEN I, FHENH
i, &2 WIEMOBEBEIREFICET 2 M) [Hih %8
ETo2BEhndH 5, ]

(3) BB B PR D IR 2 0 B (AR RIBE £ 5 dufe ZE kiR
JEREERTHBZENRH D, ]

@ EEOBEE (/LT F=227 VT T A 30mL/min A
i) Db HEF [(AANTERAE N LTt s DT,
MAFREN B L, HiLofERENE KT 2820086
% (THE - AEICBET 2 EovEg), MEER S )
FOv THpmEhaE | OEEBM), ]

(H~B)
BATIRASCE (2009 4 6 H ik
FlL B3R MHEERL,

D EEPET —F v— M
SE, BETHLIBEHEDY
VT F= 7 VT T Al
ERE LT,

heE - DRICEAET HERLOIE

voa v 7 ORI EDNEIET S K O A MATENRE DN N L E 2R R
B 3 i A AR D A5 0 it ZEAR AR HH 0 25 0 B 72 B IS )
3 D AN R OV PRI TRERE S ATV 7R,

EN OEFRRBRICINT, v
3 v 7 MK EAEIET 5 KL
D IR MATENRE S R E 7 B
7o VR ARV AR 0 fe R0 i
FERRA IR S LB 7 BB~ D
BHRBRAN R W0 L
77

Rk - ARICEET S FERALDOEE

(OARFNIE FTESFOHRTHEHA L, HANESIE LN
i

Q)2 EBLIEOESIE, 1 H 1 BENEIE—EDORZN B3
LT ENREELWD, BERAEEETT 55621, A
OGN HD7R 12 BRI LR Z &1 T
G452,

(H~@2)
BATIRFASCE (2009 45 6 Atk
. B3I MHEERL,
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1.8.4.

i EoEE (%)

A EAR AL

QAKOEEFS AU EE LTIV T 7V h
U U LI K D TR EAEH ARSI =T 5 F Tk
5352 L IREOPREIZEL UL, ILVT7 7R
VU LOIRMCGEZSHBT 52 L, 7ok, ENEERAR
IZBWC, Stk IERE RS Tk 17 AP E, &
PEZEESEFIRIMASE 2838 CId 15 BRI B35 U 7Z 5
ANANE

WOAEFEPERT D7 7V ) 7 ME ARFE G4 72
REELANIC B 52 BAE T 2 & EBVEE LW,

(5) E IR FER 12 35V T AH 10mg $%5- O R I13 72
W, REE 100kg B CHEEOBEE (/L7 F=7 Y
7 7 > A 30mL/min YL E 50mL/min Aiii) D& 5 BELE
T, 1 H 7.5mg ~OEEEZET L L ((MEER
5 . TERREGE ] OESH)

©) 71 b v R (PT-INR) M ONEME LSy b R
77 AF UK (APTT) S0 OEEERERAIL, A
FNTKET 2 RREE A IR < | EhEE=2 Y 7T %
L TR 67200 T, BARERAFEERBEL, 1
MR A SN ITIT TG 21k T 5 72 Bt 72
BEa1To 2 & (THEYHEH] DEEBR),

@) GBI >WT, ENEE
IRFRER O HAE 2 B35 1 TRROE
L=, 7. BN
MizZERRIERE x5 & L
7o AR RERIZ T 17 HRELL
b BVETRES R R LA E R
FHrhRE L ERRRIC
T 15 AL o585
DIRNZ LIZHOWTREH L
77

@GHINT77 VAN T LD
FHBRGAEEH I >V C, BN
ERAR R D B HEZ S TF)
E L7z,

(5) FE NG IR FRER 1 3 TAHA
10mg % 5 L 7oA e
Wz hRLEL LT,

(6) BATIRAT SCE (2009 4 6
BET H3RR) B EER
Lo

(ERALDOEE]

1RERES RoOBEICITEEICRG T2 L)

(D) g 2 araetkE2s @B (im0 & 2 B3, ik
BRSO B | BHEN M SUINF IR O Filiz B
DENEFSE) (HiE2ELo8ZNNH 5, ]

(2)IRHE 40kg ATl OB [EWNERARFERIZ Fo 0 Tl IR R
PIEE A E T ARIRE O B TIIH MO fERRE D R
TorkENNH L (THEHERERNEER] OHESR)., ]

QEEEDOH HBH [(AFNLBEE N L it s o
T, MAFRENS EF L, HIlOGRESE KT 280
Wb (IEEm], THE - HEICBEET 56 EoE)
RO [3Ey@hie) OESH), ]

@D EEOHEEDH 5 BFH [EEEK - OEAMET LT
L ENRHLOT, HilnofEBENEAT HBENNH

(DH~(6)
BATIACE (2009 £ 6 Ak
B3I MHEFRL,

184-p. 2




1.8.4.

i EoEE (%)

A EAR AL

%]

(5) U EEME M NMREAE (HIT) TREOBEEO® %
B [HIT §Uik & DR EOCNEITFRD HAL TV RN,
i FRRBR AN 70 < L VRIS LT ey (TR
) 0HEBHR),]

(6) g [TElnaE ~0&kE ] OESHE]

2LEEGEARWIE

AR STz - TiX, Hx BFEOHMY 27 | K
&, i, ER (BHEREOIKT, mATEIMESE D LHEEE

E“)%%iz B A ATV, I o B 3
RO OLNTGEEITIR, TG 2 P IT 572 EiEt) e dE %
1T92 &,

QARKNOEE 7 VT 7 v AIEEDETIT > TR T
DMANR R HN 5720, RKEOBFITHRET 55612
AR O TR BR- U il OEBRIESE KT 5%
ENRHLOT, +HICEETLZ L (HEERE] ©
HEH)

QHIMEDEWERZAELCHZENHLDT, BREIILUT
M (~NE7 e B A& O/ IMEER) K OME T i 2%
DEFEREZFET 22 ENEE LW (TERARIVEM)
DIHZH)

@) M/IBAMEREE Z 5 Z ERHHOT, 1 HEIC 1 [FfE
Fihﬁ@ﬁ%%h?é@&@ 25TV, Al
M/ MRER DD A BT BAITIE, B5 2 IET 5 2
L,

B)Y~NY UM AFNCEI Y R DS EIliE, AAO5-B
PERFICHUREESR E L GREIC R L2V K S —EDEE
MRz o152 & (TERRMAE] DHESH).

() #hEBAC & v BUTIRA
i%(mwiéﬂ&ﬂ\%
3R DA A LT,

Q)hEEEIMZ X v | BT
i%(mw¢6ﬂﬁﬂ\%
3RR) OFtHE AN LT,

3@
BT SCE (2009 4F 6 Hik
T, B3R MHEFRL,

(5) EIWNERARRBRIZ BN T, ~
NY U BEZ5E
&G HREE O D X 5B
E LT, fidk L7z,

18.4-p. 3




1.8.4.

i EoEE (%)

A EAR AL

3.MHE%HA

L DFHN & DFHBEAETIT, WREAR TN TOMEEITHONT
RS TV D DT TR, FUkEBEHRRIERTHICH 72
Al L7720 . IREET 256113, BEEREDOZBNIZIE

BATUSAESCE (2009 4 6 Hik
. B3I MHEFERL,

HIbHZ L,
GEREE (PFHICEETD L)
HH2%E ERERIER - 1B | BF-EIR
- EF

PusREH| o AL | AEICH
~RY OPFNC X0 | % E E A
Koy f- 8y v i o> fE B 2 8 | A&t 5R
N7y U RKIELIBEN | DHZ &N
m/hRBESENMHEERZ | 352, 0TS | B2 b
Y HEH Balcix. BED | 5,
TAEY WHE 2 + 40 128l
U X' BT HRhERE
Frm Y UEBES | T52 L,
ik 4233
vaXxi—+8
t-PA KI5

4.81EF

A B o 2 FEARE FR AT A kP G & U 7 E N B R BBRIC B 0
T, 31 B 6 B (19.4%) (ZERIRIRAE R F 2 5 e RIfEH
WO BN, TOWNFUE, i 4 6] (12.9%), FZ 1 f
(3.2%) . &Il 1 6] (3.2%) THhoiz CKFREE),

SRS B IR AR E AR 2 kb 52 & U 7= E N ERRERERIZ 80

T, 29 BilF 7 B (24.1%) \ZEEAERMRAME R & & T EIEA

D bz, £OWERIE, i 561 (17.2%) . FTHEEER

=2 Bl (6.9%) ., EEHEFEE 1 6] (3.4%) . M/ NEEEE N 1 5]

(3.4%) Th o1~ (KR,

I AR ZEARSE d5 K OVEE
DRED ER IR M AR E FR 3 2 b 4 &
L CARBIOZ M5 Et LT
PR R DR RRUBR AR L D & L
L7,

1.84-p. 4




1.8.4.

i EoEE (%)

A EAR AL

(HEXLEMERA

Wi : i (15.0%) #2052 ER8H0. £72. £
BRI, SEEEN - ML E A U D BTN H 5 DT,
BE2+5cit0, BESRD OREHAIE, B %2%
1bF %70 YR LEE(TH 2 L

1) @)
I AR ZEARSE 5 K ORI
TREDFR IR MARE ORI 4 BBy
& U7 [E R R B R 12 F6
T % EIE R O F BUEEE & 5F
L7z,

) F DD EI1ER
LUTFO XS REWERND S b =8BE81i%, SERIZSE T T
YR E AT Z &,

4%k SEEARRY
% M/ ARESEIN, | MR E, SRBE, /)
2, BEEEE | B E
FF A JFRERERE = EE VLY VME
A SEIE. D FE V., AL HIR,
EN BiEL
fRIR%E JS1INES
JHESR R, BEJE. T, TEA
k. b RE, B
CUE - fE
FESTERGL JaI T i
£ HiER FEEN VIR, MY, 95T
PR, WAL, s
Z Dt IZmk, KA U o A gE, Al
SR, FPUTERALE e, T
VL — i, 0 A 5

) BRGSO TRO b TV L EIEMIZS
W R & LTz,

5.EmE~DERE
— R i CIX R RE DMK N UARAI O i R A B -
TOAREMENRH DD T, B DIREEBILE L RN HEEIC
BH5THTL,

BATIA CE (2009 4 6 Atk
T B3I MHEERL,
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1.8.4.

i EoEE (%)

A EAR AL

6010, EiR. RILEFAORE

(1) i d XAFEER LT D AIREMED & 5 I NIZIE, TR B
B PENfERYEZE LR D & S D5 E I DB E
THZ &, [bB MEMEZ T in vitro 38R TII A% 818
PEEH LN TR OO, IR T ~ b ORAEHIRIN
H#RBR T, DT DI IE~OBITRHER SN TN D, ]

Q) FHA O NITIIARFE G- iR AL st S5 2 &,
[T v MZBWTHHF~OBITRHRE SN TW5, ]

BUTIRATSCE (2009 4F 6 H ik
B3I MHEFERL,

T.NRE~ADERE
INBEN T B2 AT LRy (i RRBR A3 70
l/\)0

BT SCGE (2009 4 6 H
FlL B3R MO EERL,

8. BEERE

Ml FESR : @E HEU LR G, Lo ik 4 8
KEw5,

WL A P S A G A IR URIK 2 fgsE 35
Tl ERITIE U T, AR LRI, SRR e
M AEAZHE S DY) 221G OB A at T2 Z &, ARFlD
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