A4 5HFLJL EE 15mg
A4 5HF LI +EE 10mg
[CRET & F

AEHICHRESIN-FRICESIEFIRUVABRICOVTOEREIT/NS TILESR
B HYET. USRAGOBEFRAICFIRATA2UNOERBMICEAE
HEFIETACLITTEEHA.

N TIILEGKEXSH
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1.5 RERERXITHEROERBRUVRHFEORZRE
W
W B *EE A HAEAWK
ACS acute coronary syndrome AV SR RE
ATLAS ACS2- the second trial of Anti—Xa —
TIMI 51 Therapy to Lower cardiovascular
events in Addition to standard
therapy in Subjects with Acute
Coronary Syndrome TIMI 51
ATLAS ACS- Anti—Xa Therapy to Lower —
TIMI 46 Cardiovascular Events in Addition
to Aspirin With or Without
Thienopyridine Therapy in Subjects
With Acute Coronary Syndrome TIMI
46
BHC Bayer HealthCare —
CAD coronary artery disease BN AR
CLcr creatinine clearance IVTF= I VT TR
. |
- s
CYP cytochrome P450 F 7 v — A P450
CUs compression ultrasound BEIRE (EEiE)
DVT deep vein thrombosis VR E VR A E
INN International Nonproprietary Names |[EFES—f%4
ITT intention—to—treat —
JAN Japanese Accepted Names (= BE i — i ) 44 TR
Jcs Japanese Circulation Society H ARG R g e
J-ROCKET AF Japan Rivaroxaban Once daily oral |—

factor Xa inhibition Compared with
vitamin K antagonism in prevention
of stroke and Embolism Trial in
Atrial Fibrillation

LMWH low molecular weight heparin Koy fam~NY
mITT modified intention—to—treat —
NVAF non—valuvular atrial fibrillation |FEFIEEM:.CNEANE)
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W *EE A B HAREAWK
ODIXa-DVT Oral DIrect factor Xa inhibitor —
BAY 59-7939 in patients with acute
symptomatic Deep—Vein Thrombosis
PAD peripheral arterial disease FAEENARE £
PCPS percutaneously cardiopulmonary &R B O i A B
support
PD pharmacodynamics B B DENIES
PE pulmonary embolism il 2 AL
P-gp P-glycoprotein P—HE7- A HE
PK pharmacokinetics e
PP per protocol TRERSE G E I E S L
PPI proton pump inhibitor 7a kR T HESK
PT prothrombin time A= N = i S
PT-INR prothrombin time — international |7'm b w i B L HREEEEAELL
normalized ratio
RECORD REgulation of Coagulation in —
ORthopedic surgery to prevent DVT
and PE
ROCKET AF Rivaroxaban Once daily oral factor |—
Xa inhibition Compared with
vitamin K antagonism in prevention
of stroke and Embolism Trial in
Atrial Fibrillation
sCT spiral computed tomography AL T a s o — X WEiRE
SD standard deviation PR A2
THR total hip replacement 5 BE i 4 i Hafft
TIMI Thrombolysis In Myocardial —
Infarction
TKR total knee replacement Jis BE A A i AT
UFH unfractionated heparin RAHEA~RY
VKA vitamin K antagonist B 3K PSR
VTE venous thromboembolism IR AR ZERRE
XALTA XArelto® for Long—term and Initial [—
Anticoagulation in venous
thromboembolism
XAMOS XArelto® in the prophylaxis of —

post surgical venous
thromboembolism after elective
Major Orthopedic Surgery of hip or
knee
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1.5.1 REEXIEHERDOER

FRIMARZERSE  (VIE) 1, GRESERARMARAE (DVT) R OMiZERsE (PE) o ch s, Bk
LB L TENTIEZORETMH THLLEXALNTE L bO0, HF, AFKRAOEMKI., &
nE O, AT T 2385 M OB EBWHEO M LIgtEy, BEEDHEML THWLRETH
5V,

ERRIMAR DT 1L, Virchow o 3 pRIKI & LC, ERRBERE S, MmiykEeEAE T, Mk A3 6
B35 L& TW5?, PE 1L, MAeMEZERIZ LY 2dEd D\ 3RO fEERREE 4 = L7-fRiE
ZUND, BMEPE @ 90% L BIZ TS 2 VITEN O DVT 2Bl L 721A2lc L5 D THY |
2 PE T VT OGOHETH D L VO BMNEETH D, BIENLORHEEEIZEY ., BB LE
6 » A &AM LEBIICSEEND, —F, DVT 13, B FEREE IR O mAe ME R 281 X 0 &
AROBFEFEE . FHD 9 o M%7 LTWREEZ W, AV O WIHIEEN THRIC KX < BT 4
DO THRYZWNEE CTH D, PEZEHTHE, LEITEMIERDLZLbHD, /o, DVTITK
0 BAZE L7=H AR TIX, FIER ORI EWEBLAER A BN D EOREY L H D3, BIEHO
HlROR TP E T D MRS IEREICBIT T 5, MARRIEMRECIT. AR, SRM: R BB T,
FeRg@iiEdk 72 EAVHEL U, AR LEPH & OB ER STV D20, DVT 1%, HUBEEIRIE 21T
DIRWGAIZITR 30% CHIET5Y, BRIE. HIC FROFIREEEZ FEE T 57200 Tl #iz
72 PE DIEREFED

VIE DEWNEBERE, E%T — 21O TiL, 1951~2000 £ 50 EMDO#FFT —# 12 <
HEFFOIC L B &, PE CERT A TEITFCKITE LT TR0V, Mo —®&ZiloTng Z
L EEAEE OBREFMEDICL D L. PE OBEHIL 1999 F£I1TIXB L E 4,000 A/ ETH-
7273, 2011 FEOFHETIX 8,000 N/FEITHML TWA Z E2VRENTWD, (M) HERE 2L
WL HRiE et o 2 —o Tl ZERRE, S E IR AR E  (FrRRiAeZERE) OFEN T RitaE
WIEW NN E DM K & FEmIC B9 D AF2E8E) (2 XD & PE OFEMBWIEIIF 7,900 A, DVT I
14,700 A EHiEENTHDY,

H A FRIR 222 AT I AR FEARIE U — % 0 7 7 L — 7" MR 320 L C 2 BT PE 12425
FHAEHFZES 0TI, 1 HRIBISH 7= 0 O PE FIEAERIT 2003 H0 4. 76 {4 £ — 2|2, 2004 1%
3.62 ff, 2005~2007 4FX ¥y 2. 57 & M OMMINFEH AL, 2004 FITREER I N Tl
FERRNE M OVRERFRIRMARIE OFZWr « 1RIE « PRHEICBAT 204 K74 > (JCS2004) | W& i
MARFEARIE G FRIRIMARE (B RIMARZERRIE) TREAA RTA4 2 WREBHLIZZ L% b
Do LxL7Zan s, felt TIEEIME R 23558 B TR Y . 2008 4ED 1 FFiBl&H7= 0 o PE
FEREMEIE 2. 75 £F, 2009 4E1% 3. 00 T o 77,

F 7=, T PE BE O HRIT, 2005~2007 4E0D 22. 4% 05, 2008 2L 15.8% & HEIC
KT LA (p=0.01) | 2009 3 15.0% EKIKE L TIRLS 1T <, 2O TRA7ET The<| PE
KLOZEDRIK & 722 DVT 257 VIE IZK T DIEENEE THH Z LIITEDL D TR, Mgk
JERFFE S LFEERET SO THREYIC L B &, &AMk PE B 309 Blick it 2315 RIT 14%., DJF
Mra vy 7 BB LTEBREORRERITL 0%, DFEMEY a v 7 2R &R hoEBETIE 6% THY

[a] AEBICIE,  “MiMAZER)E (pulmonary thromboembolism ; PTE) 7 KON “HifiZE#JE (pulmonary
embolism ; PE) 7 OIFENMRIET DM, HA RTA U AEOBEALFERE, KA “MMZERE PE) ” o
s aEsH L,
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VIE BECZ2EB0EERERZULKETH D, —F, BT —2Ic&iid, girshdRkin
RO PE B TIE, FECRITH 30% & VDS, T+ ISIBREMTOIAUL 2~8% X TR T T 5 L &
o, RN, EEZRERENRE SHEREZLET DI ERMHLNA TN,

PE \ZXF 9 DIRFE T, AL ARELORRALIIRTT 2 8BRS, MR THD VT D
® PE OFREIHI D= OIERIZ KBNS D, FRIGIOT I, e 7 Th 5 i OEFRIE
e, AR RPTEROIH,, K OMARIC KDL DO IERANETH S, —J7, DVT OIEFEHK
L. BN T A TIHERIER OUEDAMT, DVT B3 & PE OFRIEZFHF< Z & KOBRHIC
B D ARIMARZIEERE DO RIEZ B Z L l2h D, ZD72d, Ziuh DVT LY PE OIRE & OVFF
FEIMHNZ BV TR PTIAR LSRR ORER & 7297, DVT J OV PE ORI & QYB3 Il L2 %t
T HHREERKE S OFAEEZ R T 2 EO= BT VALK SE NSO A KT A 09T
I, DVT &Y PE ORI 2 BHY & T 2R T <. S oEERIZIB W TS, PE
HLE» T, BEDIRIEN, LC LIEBRIEZ R L TV DH 7R CHA SN LA, PuitEEN
ZOWREDIARTHDL ESNTWD (K1.5-1) ,

RV I 42 FEASAE
DEE

| TAMIR 15— A |

’% G’){@,@ Yes _,_/éi‘#é-h'---_,:_ yes \
S ¢ — ﬁ T3 ’)“//

B DW“‘-&\_\ no mgE#EE
oS AR )

--z no
T
— EmEE Y T ADREEE
< pmow &Y 77—
- i e
no _7_¥e5
FEIB IR A — b <—----"5§¢ DV ——__no
B |
_—— BREE T __no Pas
T REE Txﬁﬁ71»9—ﬁx‘+______
yes

PCPS %755

MmieEREED
LY X7 84) 2

yes FUEE AR or
hF—TIVAE

hTF—FIEEor

SHRHEY AL RRAT o

* 1 SELMILDY R 5 Hid5EE

* 2 JEBICIN LA AT e R iE# 21T 9

* 3 EEBELLTEEIE, Y avrdHsvBET 2 EMERELRRT

# 4 LRIFREEETLRE, H2VEEELY 9 v 2 BET L IRE

*5 HROBFHCOREOREIC LY, BET 20T EHRET 2

#6 HimtO e BEORBIZ LY, HitgEEIT 5

¥ 7T 2 —12 & B H SR ESIMLEOFFEID LY FFEE

* 8 sk L CWERT R LIZEES, BB Ao dH 5 IR HIRILE
DVT : HEHTERARMARIE . PCPS : BB LT B

HT—FIVARE

m#e B or
‘ M4 TERRE G or ‘

<

B1.5- 1 THRMmAREEIRE K CERABERARMASAE D DT - S8R - FRAICEAT HHA K512
(JCS2009) 1 "TIRESIN B PEDAETILT Y X LDOEH

EWNIZIW T, RBUEM L. VIE OJRE K& ORISR L TG ATREZR HIBEAIERIT. Ry
i~y > (UFH) BHID B R~ T b U 0 DESHR S AN T3 v SEFHEE TN
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X2 K IR (VKA) OBRUALTZ 7)oV OaEE (D770 Y) OHRTHTZN,
2011 £ 1 AWIZ 7 &%) X7 AF U A bmg O 7. 5mg B2 FiERLFIAS T2 fnAe 2845
ﬁ&oééﬁﬁﬁmm&ﬁ®ﬁﬁj@m -ﬁ%;ﬁbfﬂﬁéﬂtoWE%E%@mﬁﬁﬁﬁ
BT 2 B E L O SR A 2 i B [ RE ST 2Ly b v R 7T AT RIS

ﬁ@%:&Uyﬁﬁ%E@mm@ﬁf%otkﬁi&%éhfwéﬂ\%Hﬁﬁﬁﬁi“$ﬂ®
BEIZ S5 AL EE L, BEHT 2007 7 U B ) o A K AP EER SR ET 5 £ C
e 545 2 &, RO EICELTE, YLVT7 7 VB U LADERMNLEELBRTHZ L,
7B, EWNERRERIZS T, ArEitmieZEeE RS T 17 B L, SR ERIRIMARE
FHTIX 15 LA EBE L72RBRiEavn, 7 LanTnb, —JF, MERICEIT 5 VIE OFRM
Nk U Ol ATRE 22 38 AN L, BARF R ClE, BN E BT U»77UV%@W@@AT&éﬁ\
7w77)/iﬁﬁﬁﬂﬁwi 1%@%(%)@@%%# BH L UM OIS & OFEEAER O
RN S, WU BEA2&5 35720121, v he v o EEEERELE (PT-INR) ° b o 2R
FARNMIEDE=FY) TR Ef%é L7eh o T, VKA FRIEICTED 20D OREZfER L,
N7 ML L IR T AR A AT AR DPEREEOMENEENTEY . BIE, %o00
ﬁﬁw>WE®ﬁ%Mﬁ®ﬁmf 2% LCRBHZE T dp 2 31T 181920 L[] o 52 3R i 5 I 58 KR
TH—EAEAGRHG (LU, —Z&HEE) BBV T, VIE OWHIEEY L OFRmE = B0 &5
B HERF O 51T ﬁ@f@ﬁf%élﬁ%%ﬁ%m@wo

KA Bayer # [¥i Bayer HealthCare # (BHC ) ) 1%, AV U U FHEEROPICEHBE
M7 Xa R FIHEEREZ AT 2B FET HZ L2 A LT, U A—a X330 (R
%4y e BAY 59-7939, JAN : U N—u FH3  INN : rivaroxaban, {b%4 : 5-7 & o -N-
({(BS)—2-FF V-3-[4-B-FF VENLRY -4-A)V) 7 = =)L]-1,3-FFH VY P -5-A )L} A
FI) FAT 2 -2-FVRFH I R IE, EEEHEFERE ORI LD X U D UFEEARD
P CHXa KFIHEMEHNRIR TR TH D Z LN S, BONIREICBIT D #0072k
IEBWASAFTT XA TEY T oSz, U AA—a XA ot EEXE X 1.5 212K
7T

1.5- 2 YnR—0FHN\oneEEEX
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1.5.2 FFEDOERE
U —a X N DR ORKEZX 1.5~ 3R,

ASEO—ERFFCBT 2HHRSE, THRERS ) RO HARERS Thd, ML
XSRS EEEMICET 2B (& BT DER) K OSEERR B RE BRI BT 5
BEHZ DWW TIE, A 7 L Mg 10mg K ONFISE 15mg O YIEIEKGRRHCIRHIFE - TH Y | SR
KOSy ERe = 7 1 7 7 A VZBEICH B iz s T b,

THVE CICEE S NI N 2 B T 2BAEAE LD . U A= 2P 3R o e ry Tl
W72 Xa KR EMEMZR L, HEERGNZ2PUEBEERSC, $RMARLE 2 & 0 2 O AR E
€T VBT D MRIERIIEIER 2R3 2 EBHAL N E 2o TR Y | 0B 52 ATRE e HikE
ESE & LT, 2002 4 1 A X0 [ESNE T HERERBL S TLOk, 2005 405 13K[E Janssen
Research & Development ff (Johnson & Johnson #:27/L—~>°) & BHC #=& O3:ET, F 1.5- 1
IR T NRE « SR 2 BRIRBAFE DS EBRAYIZHED HIL TV D,

ENCix,  TFEFRBYEM O BB ERE IS 2 B MEAd2s o & OV B PEZEARE O FIEMH] ] D
R « DRI T DB BEE S, 2011 4F 3 A2, EICENAFENAEER (J-ROCKET-AF 35k
(%% 12620) K OF ROCKET-AF 3B& (GBR 11630) ] ORAEIZEE S W2 AKRRHGE 21TV, 2012 4
1 BiZA 79 Lov b EE 10mg L OVASE 15mg D EIR GG AGREREG Lz, —FH, SRloO—%&
HEEICHB T 2 WG TENRE - IR Th D TIRE IR MARE K& OV M A2 ZERIE O1RH K O F 580
Hl ZBET AEERBIFRIZ OV TR, 2012 4 2 H X W IE@ME PE 2 bW AMEE BT DVT
F R OVEREYE DVT OF A Bl 7 WAMEREYE PE BE 2 22t 5 & U7z [E NG IR
(5% 14568 & TN 15960) ZBHAA L. L2400 2013 4F 12 A LTV 10 HIZH T LT,
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F1.5-1 ERMICAZESATLDSHEE - IR
RIRE - R
REDE IR AR E S OV ZEARIE D TR K OV FRJe 4l [a]
FESP IENE O G I E) B (2 B U D I 2E v K OV B PEEARRE D SRIEHNH] [b]

kb e N < /> £~ 5 ol
I, /> f11 ] [ c ]
TIBEETEAVE R FATHEAT B 23610 2 MR AR ZERRE O FAEMH] [d]

[a] 2011412 H 9 HIZ, % BRMESMBE 27 » E (2013447 AMBO 7 a7 F7 %k<) T &k
DVT 3&IEM4 O BE T I 1T D IRFEN ONCEFME DVT KON PE OFRIEIE]] DOhfe « ZhBICk L TERR S, 61T
BMEPERIEROBE LG L Uiz TDVT KO PE DR K O\FFRMH ) OZNEE « 21323 LT 2012 4 11 A 15
FHRRBZ UG L7z, KETIE, 20124 11 A 2 B TDVT RO PE OIGIKRUESE Y 27 O] OREE - &)
ot LcaR sz, 20l IRA B DA, DVTISIRICSRT LT 110 » BBl E. PEVARIZH LTIZ 70 %
ELL ETHEBEINTWA,

] 20l S B PRET. BAR, RNMESINEE 28 » BERUKEZE ST 110 » B ETEARENTWS,
[c] 20124 11 A8 HIZY 7 A4 FTERBENTZ, BRMESIEE 28 »ET, [TAEY yOHRLEDOHH, b
L7 e R LARITF 7 rondFhne 72 v eofffick s, DA F~—h—o L5
TS AMTEIEGER S OBRE BT 57 7 o — At A X2 FodHEl] OZh6E < RIS L TEREATWY
22%E9, 200l A B BEEST, 40 » EM ETEFEIN TN,

[d] 20~ A W B RERT, BONEGMERE 28 » EEOKEZET 130 » ETHEREINLTWD ([EEHRA

H :20084F9 H 156 H (K#EE : v F+%) ],
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1.5.2.1 B PR EHER

1.5.2.1.1 E R R ER

1.5.2.1.1.1 5 1 R KR URRREEHER

ENEGASKBEER & L C, 2011 4 10~11 AICHARANEFER AN B2 58 L TRFOEEIC
R4 2Bk GRBR 15921) 23FEfi S, U AN—na P30 16mg $84 A AREEISG ICHBIRS L
7eE, BARBOERIZV S—a X P X0 D AUC TR Coux (B2 RIT S RN EDNREN T
50

1.5.2.1.1.2 BARADNT RUPEEZEEZXRE LI-FMMERER (GRER 14568 R U
15960)

E/GE A~ B MARRBR I B W T U X=X 5300 VIE {GRICBIT 28 AR rEn-2 &
NE ., AMEIERT — X 21T 5 2 & aaitt s U ENERRBSE 2 5Hm Uiz, M2 rBaE AR SR
mnEEME AR AR (CLT. e o oEELSTIIIITITETEEEEEEE 55 R
FREAR 20l AP XOEELSIEE G55 IR A9%FEA R 200+
B0 2770, TOMREEEX T, ENBIHERRE LT, BARADRERN PE & kbl
WRVEIEGEMETAL DVT B K OVBMERYE PE BBE 22NNt % & L2k 14568 M OVRER
15960 % S L7,

AR 14568 J ONABR 15960 13, W bRk, IEEMR GUBR 14568 TIX U N—nm X/
OHEMMOR _FEER) . B Fakl, EEB, WTHEMLERRR CH Y | JEMEME VIE

[ DEEENE DVT) E DEMEME PE GEESERI N OESER)) | OEAx= RARA b (7272 L PE
DOAEEMENBE TERWERAHDOKEC ZET) ] OFBEMENZBIT 2 A—a X DF%)
PER OV 2VE, PK W ONCEE )22 E (PD) #Matd 22 2B E Lz, Zhb0iBRizE
WT, U R—m X X RBECEND T e gERE IIX Y S—m X3 10 T 15mg (BB
14568) KON 15mg (7B 15960) 23 1 H 2 [8] 3 @EME G- S, ZHLEIL 15mg 1 H 1 A3 EE X
ATzo STRRBEICHEID M BB (i, R E LT, &IK 5 Afv A7 7 U & UFH

(IEVEALER Y b AR T T ZAF U EEINIE R GO 1. 5~2.5 %) ZOFH L72#%. HEE PT-INR 28
1.5~2.5 2T AL ICHERE LUV 77 U U E2#E L=, JRBRIED T &5 5T E
BOYERE DNEHT 25 VIE F3EY A7 KO Y 27 21 EML () =23 EE LT, 3. 6
E 12 H A OWT I CHRE LT,

R 14568 TIE. JEMEM: DVT BFE 60 I8 3 SOEEGEE (U AA—aFH "2 lomg 1 H 2 A=
15mg 1 H 1[EEE (U _R—m X3 10,15 F) 234, 16mg 1 H 2 [E=>15mg 1 A 1 [BEE (V
SN—m 0 15715 BE) 225 Bl UFH T 7 7 U LB 2 12 f]) OWF oz E 0 (T S,
UoR—nm 80 10,715 BED 22 i, U "—nm 430 15,715 BED 25 Fl R O UFH, T V7 7 U
VEED 12 BTkt LT, IRBREN DR LS 1 ERE S, EEORESIMIL, EYESD (#
) TUNR—m %P3 10,15 FE: 191.8+4106.9 H (6~370 H) . U X—umFH, 15,15
B 186.8+117.3 A (7~384 H) MONUFH/U/L7 7 U & :192.1+100.5 H (80~368 H)
Tholo (BEMMITRER) |
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A0MED FERHMIIE A Tod DEMME VIE [ EfEM: DVT) XUE EfEM: PE GEEFER K OBt
#) | DEAETY RFRA M I, )A—m%%n/1@Q5ﬁ@25W¢1ﬁ (4.0%) {Z DVT
@ﬁ%ﬁﬁ) O HLNTZDHRTHY  MEICITFRD GZen -7 (ITT fEfTtg4Eld) . £72. B2
PEDORIRBIFHMEIEE & LT, /’*%ﬁ%&@ﬁﬁﬁé 21 A& TR R K OVEEREE T E#% 5-14
F'aﬁﬁ’é‘TH?F (B, 6 XiE 12 » HlOWT ) o HMEEEMED RGO %2, mgad (BE
WRRA-JEEE (CUS) \ AN T arta—2WiEke (sCT) ] OFSRICESEFE L &
ZA, U= AN HEICBWT, UFH/ U7 7 U U RERIC AR IBAE IR 23580 H i
7= (ITT for secondary efficacy x4 .

ZEMOFEFMEA Th L TERAMmES] L THERTIERWAERRICHEE 25 M
M#FG) 0BG RARA > M, U x—aFH3 10,715 BED 22 il 3 1] (13.6%) . 15/
wﬁ%m5%¢2%(&%@\Um/7w77UVﬁ®mﬁWHﬁﬂ@3%)_M%Eﬂt#
WY TERTIERWBERICHEE 2o HimESR) Thh, TERZRHLESR) 1305
Nixhole, BESNTEAFEFGRLOEELRAEFEFRIL. Wb SaMEERME DVT %%f@: 0
2D, HOLNVIRBNTHEINDERTH-T-, FHEHINY N—m X3 15,715 BEC 1 FIR
D HENTEA, IBBRERS L ORI BEERIIEESNTWD (e REN)

BR 15960 Tl %$W@$Hﬁ$§%ﬁW)ﬂ—m%%ﬂ/ﬁ(MMIHZEéBMIE
LR 233 41) XIZUFH/ U7 7 U VR (T4 (28D T 5, U R—a %P3 30 6 &
WUFH/ U N7 7 U RO T HFNZK LT, %%%ﬂmﬁ<&%1ﬁ&5émt FEER D R
X, EHESD (#PH) TU ANR—oF PSR 1 204.71126.7 H (2~379 H) KON UFH/ U/~
7 U UBE:213.01110.8 H (89~370 H) Th-o7- (LEMMMNSBEMN) |

AMED FEFHMMIE H T o DJEMME VIE [ DEMEME DVT) X% DEMEME PE GEBBER K O3t
M) | OEATY RABRA R I, WEHCRD Do T (ITT MTRIREN) 2. B
PEOEIRHIEHMEE R & LT, 1GR3 5815 21 B0 TIRRESE] R OVRBRIE T E# 5 1]
MRETRE (3, 6 XX 12 » AMOWT D) O THEREEEO iR 4, B (CUS,
sCT) DOFERICHEASEZFHE Lz Z A, U AA—am XN UBIZBNTS UFH/ Uv7 7 U URE L
FARIC M IR EZh R0 H v/~ (ITT for secondary efficacy fENTRIREM)

ZEMOFEFMEA TH L TERRMMmES) L THERTIZROWAERICIEE 225 M
MHFEHR|] OBEET Y RRA 2 ME, UV o= 2P0 FE0 30 B 1 6] (3.3%) I Féjtﬂitﬁ
WSEEIRIZIBE & 72 D HMEFES ) BRROLNTZORTHY , UFH/ UL 7 7 U VEETITRD 5
NWiehote (REMMITSER) . M5 SNT-AEFRLOEELRAFEFSIT, b\v‘ﬂ%«%rﬂf
JEGME PE BE T IV 95, HOWIIRIAN TR SN FERTH -7z, FETHIN 2 HIEED Hi
=, WP B IBBRIEE L ORI REERIIGESNLTWD

1.5.2.1.2 ESPANEZ R

1.5.2.1.2.1 5 1 R KR URRREEHER

EA T, TaEiE i o BB 0 2 I /> /|
il I . O
N -~ HH1 55 ¥ b - R L L
TPARED—BRE LT, (RN B MEBERE 25 81T 2. 5mg, Smg KO 10mg & ZEMERAR G- L7 & &
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ORI ZRET 25 GRER 12361) 23 20T A ~20 =7 =S Ty, Y
BT EOEPIZ BT, AUC |2 & FIg 72 823388 BT,

F72, U= RPN LA HUREEIC B TR, BERIOHE T 23R #E 7 BBE IOk LT
7RG HEPRWONLS Z & HEE L, BERAB ZEZ G Y N—a 3 20mg $E4 %
DFEEFROEKE, BET v 7Ny —2 LIRE LR ORGSO KRR & L ORSHE
B LTz & OB AT XA T80 7 0 2T 2538 GRABR 16151) & 2011 4F 11~12 A
WCEMINTEY, UNN—a XN EEZGRE LT & EOREREDN, EHZzZOFERE L
T EXDORFEREFRE TH T ENREINTND,

T EAENCET 2t & L Cid, AL LBz N—m 493 20mg 1 H 1 [A]
MHUINT7 7 (BEE PT-INR @ 2.0~3.0) ~DU) 0 352 REOHL T2 ) R~ D B % w9
% R F R GABR 15923) 728 2011 4E 10 H ~2012 4E 5 AIZFE SN Tn5, U A= F 4N
YBUNT 7 U ~OUEZRHCBWTE, e br ek (PT) AT PT-INR O E—
JHEIE, VAA—m P AL LU LT 7 U R ERTOSEIRIO SR, U A—mEH o
ONT 7 ) ORBEESNEHBL Y Eron, b7 7EIEERETH Y . SHRFOZ 2N
BT bR o7,

YNR—pXH bl 2uvg O, KOBEEOEIITNTNE Y A—aF P
DIFFEEZWHMESEDLZEDRAONTWDEN, EFLREHKE (217 F=20T7 TR
(CLeg) >80mL/min) . & L <IXHRFE (CLeg : 50~79mL/min) XX HEERE (CLeg : 30~49mL/min)
DEWEEREZAT L2 B LWHREICKH LT, =V R~ T T N—a XU akh
U7z BR O AAER Zfatd 2 B AR R BBk 15692) 7% 2011 47 3 H ~2012 4 3 HIZFE S
ALTWD, BRI OB MR EZ 6T 2HRF I LT, =V Aa~ A 500mg 1 H
SEIEDOHFHTTY N—mF P, 10mg ZHEREAOEL LZEOEYEREIL, EF 72 Eikne
BT HHEREIC) N—a XN 10mg OAZHEROKE LZFEE LT, ZZ4 AUC T
1.76 LTV 1.99 fi%, Cpax T L.B6fERTNL. 64 5 TH T,

1.5.2.1.2.2 RMERMEDVT BFZEZWRE L-ESNE THHER (GBR 11223, 11528 &
U 13238)

E46E T ARRER (BUBR 11223 (ODIXa—DVT #AER) M OWAER 11528 (EINSTEIN-DVT H &Rt
BR) ) 1% 2004 A2 3 A2rD 2005 4 12 AT T, JEMENE VIE OFRSFEMNH] M OMESE M o i #4215
fElz B 2 H M, WO MM FROBBSEEEL R L Lo Z2MEIC O\, EAOEHERTR
W UESE~NY > (IMWH) BFIE2ETe~SU & VKA (U7 7 ) %) O] & ik
T2 B CEG SN, TR, EANE DR 2 S BRics T 5 U A—a X v omitH
1 - A 20, 30, 40mg 1 H 1A% ON10, 20, 30mg 1 H 2[ED 55, HilHSOREMEEIL 1 H
1 5T T _XCORAETEEREL D bIE»r-7228 GRER 11528) | 20mg & O 30mg 1 H 2
B 5 CIIEERTER L Y e GRBR 11223) | 1 A 1 EIELEOEN 1 H 2 [BHFEE5 X0 LET
HI Y 227 BMEv otz F-. U AR—m XA oM BfEIREIZ LA 1EHEEGELY S 1 H 2H
BEDHFNRENAREMEINRIEBENTZH D0, WTFROREICBWT S IEW &P T VIE H3
MR NRBD BNz, Loz &g, DVT XU PE BIAE#R ORI T 2 0HE®E (3 @
M) Tid 15mg 1 H 2 El#EEA . FIHNEREZEORBHE G121 20mg 1 B 1 BElEGEAEIRE N,

F7-. B 13238 1. @AM F N a—LA P450 T A VWA L 3A4 (CYP3A4) FHESK A
SUE AT EOBYEERNE DVT XX PE BBE 2 x5 L LI2EER., ah— 1 RBRTHY, U —
o XN OFEAE 3 » HEOBRSHM O 5 byl 3 BT Y N—a P32 30mg 1 H 2
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[al, ZAULARET 20mg 1 H 2 [8]) %25 L7z & & D PKPD, JEMENME VIE OFIEMHENZ BT D HZD
P, RO FEREFEOLZEMEIC OV THRE Lo, ZOME, &M HIAEREM: VIE 23 25 i+
2N H B, ZD 268D HH 1 HNIEPE ZHRETERDSTIEEH THY , fthod 1 FlFAEMME
UTAL DVT 2R B L2 BRE CTh o7z, [THERKZHMESR | 1ZHA LR, THERMICHE
Ll ESR ) 22 FllcH bz, RBRELEMICZE VIRBRIE L ORI EBURNGETE R0 &
W SN EERAFEFGZR A EFROBBUI o7,

1.5.2.1.2.3 DVT XU PE B&Z R E L-ESNE MR (L8 11702-DVT, 11702-PE
B U 11899)

[E A E MAHRRER 3 BRA Tk, 3Bk 11702 (EINSTEIN-DVT B, LA, #A8k 11702-DVT) K
OB 11702 EINSTEIN-PE  (EINSTEIN-PE 3R, LA, SR 11702-PE) TIX DVT/PE DR K
OVER e 4. 38R 11899 (EINSTEIN-Extension #§k) Tl DVT/PE O RHIFFEMIH] 4 REAM L 7=,

Bk 11702-DVT K OVGRER 11702-PE (X, SWMEIEWEM: DVT XX PE BE 2 x5 & Lo E4 L, JE
B, BMRTEME, FEHS A X M3 WTEEREGRTTH D . WL 2007 4R 3
K%%éﬂ\%ﬂ%hﬂm0$4ﬂ&ﬁ%m1EIZHK%TLKOE@ﬁvm[rﬁ@ﬁDWJ
x DEfEYE PE GEBSEM L OBIER) | OBEET Y RARA > b (72721 PE O AREMENA
ERWEHRERAHOR T Z5Tr) ] OFFIH I\ T, )A—u%%A/EWTﬂipE%E&
OXE 3 BRIIE 16mg 2 1 H 2 [BIEEE L, ZD%iX20mg 2 1 H 1 [A1EE]) OEEERHTEEREFEIC
KT HIEFLMEEBEET A Z ENTFEENTH o7, kI 2 %330 > Img/kg 1 H 2 [A]D
I (M55 BRI VKA &R & HEE PT-INR % 2.0~3.0 & 3% VKA 5 i 5 )3 Heya%
L ENT, IBBHREO T ERSHENIMEBOERE 2 HF T 25 VIE R Y A7 KON Y A 7 2|2
=, RBREM () EAIAVHEIE LT, 3. 6 XiX 12 » A OWTIZRE LT,

FRBR 11702-DVT TIZ 3,449 B8 U N—1m2 9308 (1, 731 ) SUTAEAEIGHERE (1, 718 f)
WZED AT S, UoN—a TR RED 1, 724 B K OREHETRIREED 1, 705 FITx LT, RN
Hpl by 1 EEREG I N, EEOREMIMIX, VB ESD (EEPH) TY N—m T N ff
194.4+89.7 H (1~401 H) RUMEUEIRPERE : 188.2+92.8 H (1~390 H) Th o7z (LR
GIPSE £ Ci)IN

BHIEO FEFHBE B & SIERNE VIE [ DEMEME DVT) 3T DEWEME PE GESUER K UV
) | OEETY RARA N ORBBEEITY N—a XV NURET 2.1%, EERERET
3.0%TH Y [/H— K :0.680 (95%(EHEKH @ 0.443~1.042) | ITT fEMTXIG4ER) . U
— 1 F YR DIEUETRIRIC T?é#)ﬁﬂﬁﬁéhi.@<0%m) MO EEFMER &
Stz TERARHMESR] Xt TERTIERVWSEEAICRIBEE 25 HihESR] o0& KR
A2 b OFBEE XML 8.1% (NN — R 1 0.966 (95%(EHEIXM : 0.763~1.222) | %
BYERNTEGAER) Th Y, TERAMMm S ORBBEILY N—a X5 N8 0.8%, N
BIREE 1.2% CTho7l= (N — Kb :0.646 (95% 5 HEXM @ 0.326~1.282) | ZVEMbT x5
£H)

FXBR 11702-PE TlX 4, 833 BN U N—1a FH 8 FF (2,420 Bl) UTEEUEFRIERE (2, 413 ) (12
BT B, VA= YR RED 2, 412 I OREAEIRWERED 2, 405 IR LT, 1BERER DD
< EY 1 ARG I, EEREOREHMIX, FHESD @) TU ASA—m X N8 216.9
+99.1 H (1~403 H) M OMEAEIRPERE - 214.9+99.1 H (1~385 H) Th 7= (MMM
GEEHD)
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BHRIMEO FEFMEE & S EGNE VIE [ DEMENE DVT) XUE DEMMSE PE GESBUERN K UV
W) | ODEET RARA L ) ORBBEEITY N—a XV NURET 2.1%, EERERET
1.8%ThH YV [N — R 1 1.123 (95% KM : 0. 749~1.684) | ITT FEMTXISRER) . U
— 0 YR DIEAEIRRIC KT D IELERRFEES N (p= om%) RO TEFMEA &
SEhi- TERAHMES) T TERTERVAERICHELE 725 Hil#ES ) ofEs&z RK
A2 FORBBEEILY N—a TR URET 10.3%., FEYEJRIERET 11.4% (Y — FEE 2 0.900
(95%(EHEIX[H : 0. 758~1.069) . LRMMHTRIGEMN) THO, TEXZRHMES ) OB
BT U NR—a Y NURE 1 1%, BEAERREE 2.2% Th o7z (NP — FLE @ 0.493 (95% 131X
fil : 0.308~0.789) | ZZAMEMATRISREN]

FRER 11702-DVT K OGRER 11702-PE OWFHUCIBWTH, AZMEFEFEME A ICEA L CTU N—
1 Y OREREIRIFR ISR 2 IELMEDRRGE S dv, Rt ERHE B OB © sk i &
OMEECHREE CTh-o72, Zhd 2 REBOMET — X Tk 28T 1T, FARWEEEFHhIE
HOFRBBEE LY N—a PN RBET 2. 1%, EERERET 2.3% (N F— R 1 0.886 (95%15
FEXM - 0.661~1.186) | ITT f#HTRIGEER) | LMk RERGE B ORBUBHEEZIL Y N—r %
INURET 9. 4%, FEAEISIERET 10.0% (~NYF— FEE ¢ 0.925 (95%(Z#EX M : 0. 805~1.063) .
MR RIGAER) | THERZ2MMES ) ORBBEEITY N—a X AT 1.0%., FEER
JEHET 1.7% TH-o7z NP — R 1 0.539 (95%(5HEXM : 0.366~0.794) | ZZEVEMRATXIS
M) . XRXT7 4y e URTDONT U REFHNTT S 72 DICERNIHE S o & A R m R
B -1 (AR E X TERARHMEFES) OFEGT Y RARA ) ORBMEEIZ, U
N B Y RURBET 3.2% (DVT:2.9%., PE: 3.4%) | FEAEIRERET 4.1% (DVT : 4.2%. PE:
4.0%) THY, VN—a XY RNUARFEONRKT v b URTONRT AL, FEAETRE & g
Lf\%ai;?ﬁﬁmﬁmxw%:DvW—Pw:a7n (95%1Z#E X [E] : 0.614~0.967) . ITT
FEMTRISBREEMN] . AT — 21Tk U CEM S - BT ISV Cid, EESE D (TR
Pkt li@@%@ﬁﬁ%ab B ETY N—m N L REUEER & bl L 7= e R O
BEMEORRRIL, SREROREEEFEELL Tz,

ABR 11899 1X, DVT 3% PE (Zxf7 AHukeERits 6~14 » Afsir, X BEHIMOHUEER
RS DS D DT TH e WA EE S & I S 4u72y )y, DVT UE PE FIEZ = @i o
BEERNR L LEEEL, —EEHR, 77 BRI, A X bR TR iR THh
D, 2007 4F 2 H2v5 2009 4 9 HIZhiF CHEES N, UV 3—aFH "2 20mg 1 H 1 BIOEH
ﬁﬁﬁiéﬁﬁﬁvm@ﬁ%mﬁ%%momf\7??ﬁ%ﬁﬁkbfﬁﬂ¢é:&ﬁiﬁ%f
oo Tz, 1RBRIED T iE e G- I TIRERTE Y [ Al o] by ;D6Xi12wﬂﬁ®wfnﬁkbto
1,197 BBV N—a P N8 (602 1) UL7 7 BAREE (595 #) (ZEID AT 54, Uox—n
XY N URED 598 Bl e OV T B AREED 590 Bl LT, %%Eﬂmﬁ<k%1ﬂﬁﬁéhto
BROAREEIART 1%, S £SD EPH) TYU N—mFH N FE 1 189.5+485.1 H (4~372 H) KT
TR AREE:189.5+86.8 H (5~398 H) Th o7z (LEVEMNTIREM)

BENMEO FERAME A & N fEGEME VIE [ DE@ME DVT) U DE@ME PE GEBBER & 0%
) | OBEETZ RARA Y M) ORBUBEE X, VU AA—aXF PN RET 1.3%., 77 BREET
7.1%THYH NHY— R :0.185 (95% (54HIX M : 0.087~0.393) | ITT fEMTxfS4EM) . U
—a X RO T T RICKT HEBMESRIAES N (p<0.0001) , Fio, BEMEOFEEFEAN
Eﬁkéhtfﬁkﬁmm$%1®%ﬁﬁ§m\Uﬂ—m%%ﬂyﬁTOJ%\fﬁtﬁﬁf
0.0% Th o7 (LBRMMITRIREMN) . XK T 4 v b URTDONRT U REFET 5720125
ANCBUE SR G A AMREm RS (AR ERHER B SO x TEARZRHMmER) oG K
RA VD) OFBFHEIT) N—a P _UET 2.0%, FTBRBET 1.1%THY, VA—nF
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PR ABRED R T 4 hE VAT DONRT AT, FI9vREHBRLT, 4H L. AEICENT
Y

Dox—m o8003, 3B 11702-DVT K OVFRBR 11899 DRARICHE-S X, 2011 4 12 A 9 HIZY
FEDORRMESINEE 27 »[E (2013 4 7 ANMB O 7 a7 F 7 2R<) THRBEFHRIZ LV B
L7= &M DVT JIEM% O BEICRB T D185 N H3EME DVT KO8 PE OFRJESNH]] ORIEE « 2R
Wt L CHRER E NIz, TSR T, RBR 11702-PE ORGEICEESW T, 2 PE RIEFR O HBE ~
DI JSFP DILR Z 5 72D ONREBANFAFE AT, 2012 4 11 A 156 AIZ [DVT LU PE DR
PN OVEFE PN DZNEE » WEDARFE SN, KETIL, TG ESVETERER 3 3RO GHREIZ
FOE, 2012411 H 2 HIZ TDVT LT PE OIRFELOFFR Y A7 ORI OXHE « hFRITH LT
A, 20l IS B DT, DVT JREIC)E LT 110 » [EEL R, PE JRIEICKR L TIX 70
» ELLETHARR I TV D,

RS, U 8= 243078 DVT JRIR IS U COEfTRRE S /s iulsklz kT, &k DVT g %
KGE LT DRI E 3k — MFE (XALTA) DNFEME i, U AA—a 05 6 L<iE IMWH X
X7+ X8 X7 AT K HHIWITEE L $12 VKA 3 5 S LA BEHEIEE O W2 Rk 3 » A
M=ziszZ &L, EwpEsEATTOIL. 2051 5 B OR 5T 2,270 fInsEgks iz (U
SN Y ONURE 1, 160 Il BEVEVRRERE - 1, 110 ) . ARBRIL, JERRERA G Th DT
b, HEIT =X IE TSR E L CTIRT 20BN H 508, LT —% 1 v ZERERICBV T,
MIZEREEFR L O FESRE S, AEFROBIBELE L OSmIL, UV AA—a U L
YWEIRIEIE CRECTH D . LeMEICE L CH- 2 8MEEIR 5TV,

—_
S
N
NS

BRERT—8 N\ r—o

AEO—EHRFFIZEBWTHEGRRPAFEER & L TRET AR T — X /Ny r—1%, £ 1.5~ 2
R ER KOS A FRNT O RS CTHER S v D,
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£1.5-2 EEHEBRT—IANVIT—CEEET5BERABO—E

i R f;f; SRR 5 KGR . USSR RADEE

I |FEEERSRE IC ks | @4 (12361 : fERERR A B, 2.5, 5 XX 10 mg HLEIFR O #5-. HELGIE [a]
V2 A SRR 16151 : fEFERR AN H 2, 20 mg R OG- SEA PG OFE 0 3R &
B HERGROMRASA LT A TV T 4 [a]

EN (165921 @ HARANGEEERL A M, 15 meHiER O G, A% (HAR) D
R AEA | [ES (15923 R A S o, 20me 1 H 1, 5 HE#E., U7 7 ) r~ny)
V) R 2 I oD FE HAEH
15692 : LR 5 22 Jo OV i ~ rp 45 FE RSB e R 5l 0 B 4, 5 U
10mg HEHEA# G, =) 2a~A v & OfEAEEH

II | &40 DVT X3 PE | [E4h (13238 : Ak DVT XX PE #23. 30mg 1 A 28] 3 M. LAKE 20mg 1 A 2 [A]
BEICBIT S PK Bafeh a5 - 3 » HRE) | 507172 CYP3A4 FE 3K HIKF D
/PD BBk PK J2 TF PD
APk DVT B 11223 : APEDVT B2, 10, 20, 30mg 1 H 2 MK 40mg 1 H 1[0] 12
B 5 HEMRG OB JEMEME VIE OFIE ] K OV 1B HE 200 Fll DN 22 4
EN (KR = 9% o 5~7 HE+VKA 12 38#) [a]

11528 : AMEDVT B, 20, 30, 40mg 1 A 18] 12 MWERR OG5, SEfENE
VTE OFSIEINH Fe ORI 8AE 2 el NS 224t (F PR 2 UFH,LMWH
AR5 ARI+VKA 12 BRI [a]

M | 21 DVT X% PE |[EN (14568 : H AN ZME DVT #2310, 16mg 1 H 2[0] 3 #@[M. VAR 1omg 1 H 1
BEICBIT LK M3, 6 XiX 12 » AMRROES. AOMELROZEMEICET 2 Y ~—
AEREAER v XN Ot (UFH H&IK5 BRI+ A7 7 U ») 1I2xF9 5 g

Rt ESVE AR & OB MR VLT — & Ol
15960 : HA AZME PE 8%, 16mg 1 H 2 [\ 3 @[, LA 15mg 1 H 1 [H]
3. 6 XL 12 » ARG, AL OZEMEICET 2 Y N—n
FH AN Ox (UFH &K 5 B+ 77 7 U >) 1Tk 2 Heisii
Aty ESVE TARRER & DA IE R OV T — 2 Otk
o AR 14568 LU 15960 DA 2ht: e O BT — Z DA FRHT
o FER 14568 LN 15960 @ PK/PD F— % Ok AT
[E4h [11702-DVT : 2 DVT i, 15mg 1 H 20 3 BRI, LI 20mg 1 H 1[H] 3,
6 3T 12 » AR D& G, AR ORI T2 U S—a X4
NUDFIR (=7 %30 VAR 5 B HVKA) (253 % L HEE
11702-PE : 2% PE 8. 16mg 1 H 28] 3 M., LA 20mg 1 H 1[5] 3, 6
it 12 » AR O&S. AR OV EMICET 5 Y N—a PR
VORI (= YN AR5 H R VKA) (26T D IELYERGE
o EER 11702-DVT OBINMEAT
o B 11702-PE O IENNAFENT
DVT X% PE (Z5f | [E4h (11899 : DVT XX PE (Zxf 3 23 5% 6~14 » Az T 72 &, 20mg 1
SRS R B 1186 3% 12 » AR # 5, Ao RO R EIECET 25 U /3—
Z-BEICER 1N D T T R RIS D BB ERRRE
B KRR R o BBk 11899 B NARHT
— E4h | BRI BT 2 A9 & OVZ MO A fhT

la]l SRIO—ZHFETIIZEEE L LTRHT 5, 2l EAE THAORERR 11223 KO0 11528 13, FIREIKFEH

AR (2012 42 1 HIKGR.

5.3.5.4.1 MRR-00150 K TR 5. 3. 5. 4. 2 MRR-00223)

ELGHEAATH S,

CYP : & b7 v — L P450, PK : SREHE, PD : FEJIFEMIZNE. DVT : B IRIMARSE, PE : BiZEFRAE, VKA : B4
S U K#EEHUEK, UFH : RAEA~RY > LMWH @ (K5 F8&~R Y v
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1.5.2.3 ERARERTRDEE —MEERDPF

B UTeBRIR T — 28y r =2 K0
il R AR O AR S i b o Ll S hiz,

MR IR L ARE K OV AR FERRAE D TEHE KX OV P840
L7zhi-> T, ITFIORTHEEX DI

£%. 2hHe - WRKONE - HEZ BT 27200 —EHiELZTH)> 2L L Lz (F1.5-3) .

& 1.5- 3 HFEME - MRKRVAE - BE

R X R MEIE G, B ERE . BT EEEL

froeds [al A ZHFLv MEE 10mg, A 7 L L R EE 15mg

— 4 U S—nm FHo3 (JAN)

UL S ® IJEFRIUE MO EN BT D N A e OV By PR FE

RE D FESEFH]
TR i AR A R OV i A4 ZEARE 0D TE94 K OV JE 71 7l

WM& - H& [a] °

FEFIE M DA S R (235 1 D R i PR 2R T e N B P JE
PRI O 8 iE B il

WE., RASIZY AR—a xR0 LT 1lmg 2 1 A 1 EAE
BIROEET 5D, 2B, BEEOHHIEFITKLTUL. B
MEREDFEE IS U T lomg 1 H 1 [ENZHET 5,

TR ER R AR E M OMif i ke ZERRIE D VA K ONFE 45

W RN IR AR AR e S i A% ZEARIE FEAE £ D 4]
3 AT Y N—a %P N L LT lbmg 2 1 H 2 [AE#%IC
BOBEL, 20%13 16mg 4 1 0 1 [FABICROEEST
%

TR« A Bl O A F I — 2L SR

E0
[

AR R 21BNy

[a] ARLEMT 2 TGEEERIRIIFRE X OV AR ZERRIE O VR L ORG24 2 THELOHE) Tik1E
& 15mg THHH, FFHFEANISCC1EARE 10 ez &5 T 58BEN8HH Enb, K 10ng $8H ., &
HEEGL H TH D 16 mehE & RAEIC, AGRHIE - EARARBFELITO & L LT,
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1.5.2.4 Z Dt DRNEE - FRICBET DERRFARIRR

A RO —ZHFEICI T D HEEZIEE « DR K OBEARRDRIHE « W RS O EIEIE 569~ 2 1A B
FERDUZONT, UATICE DD,

1.5.2.4.1 TEREBEABKXFMEITEEICES TS VIE OFEAEMH

E4Tix, [T FEEEEAR R FMHITERE ST D R IR ZERRE O FTEIH] ] ORI BRFE A
JeAT L TAT T, FAROIRBAEI @I (THR) MafT/EE x5 & Lol 11354 (RECORD
1) M O%ER 11357 (RECORD 2) W TNZFAEIIERIEI @ Haifs (TKR) MafTEE 234 & Lol
11356 (RECORD 3) M OVE& 11355 (RECORD 4) DESFFNAHFER CIX, 25 MHHFER 4 35 &K
BR 10942, 10944, 10945 TN 11527) OFERICESWTEIREN/Z U N—aFH 3 10mg 1 H 1
[fe 5 (THR : 354 ARG, TKR : 1222 AHEG) OFMER LMD, ML e okt
T DAEUER) 72 T IHRIRIRIR T 2= /%0 o (GRBR 11354, 11356 KON 11357 : 40mg 1 H 1
], Bk 11355 : 30mg 1 H 2 [A]) ZFhigextPRIE L UCRGET S h, 4 BRBREEHT 12, 729 BlopkR
FENRY NR—a P NI ) TN CEOWTNICEI VT B, FORE., 4 Bk
DOWTIUZEBNT Y, A2MEO EEFEMIEE & S22 VIE (2 DVT, FEBSEM PE IR D
BAHET Y RRA VN ORBFSBEE T ) TV UREE AR, U= X PR UBETHERICEL .,
UoRx—ua X0 VIE RBIEMENC KT 2EN =B 2SR Sz (XY A 7 B3 - 31~
79%) o F7-. BEMIZOWTIE, VA= XY ARUREO A M EFRORBEMEE I ZHT 5
Dol b OO, FFHEEEREMRE 250 A FF9EORBUEIZIIMBER TEIT <, U —na
XN DREMENT ) XY RY v EBEANIRNT DR ENT,

INODOREICHESE, UN—a Yo%, 2008 £ 9 H 15 B (HEEHEEAR) (I F T
[P ) i B B A I AT 1A T R8T S OVRFRE RO IR B A 8 AT M A T AB 3 12 38 1T 2 IR A ZEAR A A
A o4l OhEE - R L AR ERZ, 20 £ Il D HAAE, ) S—aF PRy
3, BRIN K OCKE 2 & TRt 130 » [E T THRREM R BEETE IR ST AP i A BT B i a1 T FR S 1
BT 2 B Az ZERRAE O FTEINE] ] DIHE « RITx L TORRBI N TN D, BRINEE, 4%
AE « 2R OAGEHIRKIC I T, FREERY 72 N TR BIEIZBIN SN 1 B S B a1 T FR 3 2 kb 52
ETBEIME IR — MIFSE (XAMOS : #RBR 13802) 235EME S AU, FfEHINS 17, 701 510D FRE 3 Bk
S, 17,413 BIOEEN, VA= 530 X d LMWH 25 OEHERFEOWT IO 5 % K 1
[B1521F 7= (RN R GERM, U N—a 580 ff 0 8,778 fiil, FEYEIRIREE : 8,635 ) . A
EEQROEERAEFRORIBEE R OSMAIL, VA= X P U8 L EEGEE CRBETH
0. REMEIZE L CHZARBEIIRD SN ho Tz, MmRZERMEFSSC, RECORD Y1 /' J Ak
] U E L HE TR L 7 (i R O RBUAE & 5 O d i O R 6. EEFERIZEB N TS, VIE
FEREBNHNC B D FEAESIE L el L7238 0 U R—a 93 OF M & e fER ST,
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1.5.2.4.2 s 2 I,
o E# (&1 5 I /> 411

Felegmnaig: [d0kE Sy
I > il (oW, EAME AR & LT A
FAEERE (ACS) FIEMR DBF Zxi% & LT, WmIEAb, Z“HEMR., 77 BAxti, BRI E
T, SEATRER EEatER (ATLAS ACS-TIMI 46 3Bk : 3Bk 11898) M FEhE X4, 7 ALY R
B (T, BB 1) A2 0ITAEY U +Fx ) v D URbUIMREEFAEE (LIF., &
Fhg 2) 2V AN—aX YN EREREG LIEEOREME R OEIMER R S, U —aF
PR 1 HRAEIE S, 10, 156 X 20mg &L, 1 H 1[EKXO1 A 2 GO TN,
FTORER, B0 EEIFMEEBE CTHDIHIKMICEWRD & 5 H M F5% [Thrombolysis in
Myocardial Infarction (TIMI) HIMZy¥EIC XD TRHIm) /M) X% TEERAIZEZ N
VIR OET Y RARA U ) ORBUBEHEIZBWT, 1 HO®&RSFEEE OB EMEITERD &
T, BEBICEDOT 1 BHEORINCEN I Y A7 B Uz, A2k, EEFHMEEA

(R, DFFEZE, W2eh TIM TN 2 N & T 2 EEOFREEMLOEAT Y RRA v
) M ONFEE R FIRFEHEIEE (2 C, OEEXIIMAERTOEET Y RARA v M) ZfRIEL
LT, 77tAREDIZ XY Sz,

&_W

1, | < —
2PN 2. 5mg KW bmg D 1 H 2 [BGN, XX T 4y N URTONT U ARES RIiFeH
% HETH D e Rme iy,

SIARE R ILFENRER T, ACS RIER DEF x5 & LI mIEA, —EHEMR, 77 BRI,
ARy S ER N TRERT EeeERER  (ATLAS ACS2-TIMI 51 3%k : 3Bk 13194) Thv ., AA%ZE
Te 44 # [ETHEM SNz, RBR 13194 OF BT, BIEZM D20 ACS BEFICHBIT 5 TLEE,
D IE X IIM A OB ET L RARA v b 20O EEFHMEEE & LT, 7 AU B
B GRER ) 0T A v+ Fx ) v DU RGUI/IMEROFEE (BERE 2) 12U A
—adHy (2.5 XO6mg 1 H 2 1[0) & ERREHRELEZBEONRE, 77 8RE2xME L TH
AT AHZEThole, BB 13194 13, HAAYSE I % S 10 15,526 HlOF O HiFE5ET L,
20l A WA ICHET LTe, BB OWNERIL, BETE 1A% 1,053 6 (2. 5mg #F @ 349 f3i], 5mg #f : 349
B, 77w AREE 355 ) | HBERE 2 A 14,473 B (2. 5mg BE : 4,825 . Smg BE : 4,827 B, 7
TYRREE 4,821 ) THoT-,



1.5 EJFUTF R oL O
BH & DRk

Bayer Yakuhin, Ltd. Page 20 of 2

(IS

IO ORGERICES X, 2011 4 12 AT, M4EEORINESINMEE 27 » B CEREEMTbh
7.

I ) N XS B DANRT oy R R DNT
VAFEHRER LV LB TH-T-Z 20, HEEORMESNEE 27 p»ETIX (72 )
DOHEDOHH., bLIZZaE RZLVAXEF 7y rontiune 7 A v ofific k
5. DA A~ —T—D L7 %O BV EEEREZ O BE BT 57 7 v — Al Nk
O DIEE « hFITHF LT 2013 4E 5 HICKRBINT-, ZDfh, 20124 11 A 8 HIicw 7 5
AT T, 2012 4F 12 A 12 HIZAF U a TRBINTZZ EA2ED, 40 » [ELLETACS 1B 5%
HE « IEPERE I TV D,

1.5.2.4.3
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1.5- 3 UN—OFHN\2ORFEOREE
() KNI, FBROBEA KUY T A 27 L, BRRERO5E 1345k O 0l bt A & OFci&kBE A 2717,
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1.5.3 BFHERUERMN

o [EAVBIFERER CHOME EEMILEE & U2EMME VIE [ DEMEME DVT) Ux [EfEME PR
GEBFEH S OVEFER)) | OBE T FARA > N OFIEIEIZ I L T ESME U 1E5E
(X T DIELTERGES NS 72 £ AVEERENE DVT X PE BF 2 x5 & L= [EWNAVE T
AERICBW T, U= PN O HARR REIL, BEFOEERE (= 30 v
FEROPEE L VKA O DG OO I X 2R L OEICKES VKA Offfeits) &b
2 U CHE D 72\ VTE BRI 2h B3 el S v,

o EWNEIAERER L OESE THRERE ISRV T, BERR L i L GREDOR WY N—n
F VN D AR R K ONMIAR I A 69 2 M R AN ST,

o EWABIHERARICE N T, et EEEHEHE ( TEX2H0SER] U3 TEATER
WASERIRINICRIE & 72 2 L F ) OFEET L RARA U b)) ORBBEE L, VA A—mXy
N EERERROM CTRBE Th o7z, THERZHM S ORBHEIL, [EOMEIARR
BRC U AN—m Y O RN ESMERERRR L 0 b B B ENBIHRRBR T [E
KRS8 (TBD 6T, U A—m /S TR & i U CRIBE & 72 2 Hifn Y
AT TR bR o T,

o VI LEOEWABIAHRBROMREN S, BERRRAZ LS Z L HD5AM VIE BB T
b B LTS L TR Y R—a TP N HAPREORR T 4w R U R
T DINT v ANKER I T,

o F7-. ESNEIFERER GRBR 11702-DVT K OVGRER 11702-PE) O#EET —Z Ik D55
FHFEAT ClE, BAELE O T RTOIER D PR KGO L G0, KMo EMICBIT5H
itk & 2RO I EEER & HELL L T,

e DVT XU PEIZxPd B PUkEEEEE 6~14 » ARBIZ T - BE 255 L U= EVE BRI
BT, LICHEEEERIE LM L2 GEREY) OfERME VIE OFMHlhRIcBE LT,
VA= XN D7 T RICHT HBBERNRIES Nz, HILY A7 3% 7 4 v O
RESIZEL LTHRTE D LD THo T,

o UNR—pFH NI PT-INR ZHICLDE=HX D U7 BVEL LRWROPEEIE CTH D720,
DVT X% PE ZJER D> O RHIMNIC M SPUEBIEICHE O 2728 a2W o 32 E NS
éo

UboEin,  TRERE R AR IE K OV R FEARIE O 785 M OV R#H] ) (2B LT, DVT X
1% PE F&IET4 OAIEIEED AR I 1T 5 VIE EREIMENC BV T, U N—a 30 BHANZ &
5 O PUEEERIE T, HEUEAR & LR TR DA R ORIRE D ZEMEZHTH Z LIRS
ATz, [ESTIE. DVT U PE FJERL 6~14 » H MITUEEE LS T 7@l o B 237 5 B
VIE FRMENCBIT DI NN—aFH oD TR B L TERTERXRX T 4y FEUVRTOD
NG UAPNRENTZ, SHIC, HRlOFE=F2 ) T pBEE L2 &b, VIE (DVT KT
PE) 1Zx3 216 L OEMBOFRMGENHEH T A E LT, FIEEOB AL, BEN
D BHEIIRELS, YHEINICB T2 PR L LES T LN AN D EE2BRD,
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1.6.1 SNETORER (B - FARKER

UoR—nm Yo 8E (ESMETES - Xarelto®5E) (IZBAL T, A RIOENAGEHFEICIT 5 H
FHANEE c IR TH D TGS FHIRIMARIE K OV A% ZEARIE O VR M ONFF RN | 12DV Tk, BRIN
HASE T, SMEEREEFEEFIRMARE (DVT) B3 &k OB MEmEIEMZERSE (PE) BE %55
& L7-EAEIAERER GUBR 11702-DVT K ONRER 11702-PE) O 7RIS U T, DVT &Y PE
2T DS A 7 T TCRERHEE DM Tz 7o KELANA DL S OF - HilkTlE, PE XV & DVT
WX B0 IS DN EAT U CORRB I TN D, DVT 2R DI DWWk, 2011 45 12 A 9 HIZKR
JHEA T T2 DVT FIER O RN BF SIS T DRI ONTFESEME DVT & OY PE OFIEMHI ) 2%}
LeAREn1ED, 20 A P WS BNESIED 28 » [EH[1]Z2 &5 T, 110 %
PLETHERBINTHNS (F1.6-1) ,

—J.  [@&ME PE BIERZ O ANBF I DI QNS FZME DVT &Y PE OFREIS] | 1%,
2012 & 11 H 15 BIZERINEE THEGR I N721E 0>, 2014 A 10 A 31 HERA T, 70 » ELLE CTHEGR
INTND (F 1.6- 1) , BRINEGICEIT 2BEO&GEZEE - 2031 TDVT KO PE DRl Y
(ZFME DVT L OV PE OFRJEHNH]) CTH D, ZALn DVT KON PE O 39 2 4R EICITKE b
EE, 2012 4F 11 H 2 BT [DVT KOV PE OIEH L OFFE U A 7 ORI OFIEE « ZhRICx LT

BENTWD, DVT KON PE B (R 2 [EA ORI « &I, DVT X PE RJEH O HIH
SHWMIFXY N—a X% N 1bmg 1 H 2 [FEE, Z0%IT 20mg 2 1 H 1 EHRETHS (BINOR
o (1.6.2.1, 1.6.2.2 /) RUKEORMLEELSH (1.6.2.3, 1.6.2.4 &) ] , %
7=, 20l IR M0 ER5 T, DVT U PE OSSR L CARHFETOEG# 1.6- 1ITRLE,

F7o, EHATE, UV oN—a o3 TSR R I T BE 1281 2 FFRMm AR ZEARE
(VIE) OF&GEMNH] ] O bR ED Hiv, 2008 4 9 A 156 HIZH FHFIZBWTEARI
<ok, 20l I P T, RONES IO 28 » E R OKEZ G 130 » [ETERSH
TW5 (F1.6-2) . AZHAE - ARIZUAA—aFH 2 lomg 1 B 1[AFETHY . B 5 1R
VR BN A E AT TR IS W D AT 5 AR, R BRI E TR WA AT 2
fThs,

ZDOIFEh, TIERBUENELEMENERE 1S3 2 B z2erh e OV B PR ZERRE O R AEHNH] ) (21122
Wi, 20llE D P ST, BRONEA IR O 28 5 E R OCKEEED T, 110 » ELLET
ARBINTWND, BRMEOKEZRETORBHE - HEIXY N—a X843 20mg 1 H 1 [BES

(PEFE~FBEEOREE (F 1L T7F =277 T A 15~50nL/min) H£EFICIX 16mg 1 A 1 B
5] Thsd (F1.6-3) ,

U= o 00%, SR LR B IS O OW TR/ ED LN TEBY, 2013 4 5 H
22 HITWINEAST (728 DB, LT rE RTLAIF /v DN
THNET A L EDOIICE D, DA F~—h—D L7205 AMEIERERS ORI
B2 77 a—aiftetEA X2 o) ohhE - R cAE S, 20l IR P T
40 HELLETERE SN TS (F 1.6- 4) , BINETORABEME - HEIZ, 7AYo 76~
100mg/H EDOPFHT, b LIFET =/ Y PURbU/MEEE (Z7a e K7 L)L Tomg/H, X34
Hkick T A EFEHBEOT 7oy rongdiug) KT A Y v 75~100mg/ H & OFFH T T
DY N—aFH N 2. 5mg 1 H2EEETHD,

(1] BINESMBEEIL, 201347 Az a7 F 73 Lz, 20 ERIBAET28 »[HTH D,

(2] ENEGRAEE - PVRIT THEFRIENE OB B 236 1 2 MM A e OV S VEZERE DO FSIEHNHI) T
60
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Fz1.6-1 T[EEEHIRMARAE OVT) RUHERAE (PE) OABERUBHERIG (ZRET 5%
B - RICOVTOYN—OF YN OEMNEZEHEE <A MEERE
[ - sk, kA ) A b
v T4 DVT-T : 2011 4E 2 A 17 H DVT-T : 201146 H 7 H
~ L =7 DVT-T : 201141 H 31 H DVT-T : 2011 4= 11 A 24 H
PE-T : 2012411 H 28 H PE-T : 2014 -3 H 28 H
RONES (7 27 F 7LD 27 4 [H) c)[DVT-T : 2011 4E 1 A5 H DVT-T : 20114 12 A 9 H
PE-T : 20124-4 A 10 A PE-T : 20124~ 11 A 15 H
VersoryaXAv DVT-T: 201141 A5 H DVT-T : 20114 12 A 9 H
PE-T : 20124-4 H 10 A PE-T : 20124~ 11 A 15 H
ARV DVT-T : 201141 H 31 H DVT-T : 2011 &£ 12 A 19 H
PE-T : 20124-5 H 31 H PE-T : 201345 A 8 H
TA AT R DVT-T: 201141 H5 H DVT-T : 2011 4 12 A 20 H
PE-T : 20124-4 H 10 H PE-T : 2012411 H 15 H
F DVT-T: 201142 A 4 H DVT-T : 2011 4% 12 A 26 H
PE-T : 201246 H 25 H PE-T : 201342 A 15 A
IV o — DVT-T: 201141 A5 H DVT-T: 201241 H 4 H
PE-T : 20124-4 H 10 A PE-T : 2012411 A 15 A
TP F DVT-T : 2011 49 H 23 H DVT-T : 201241 H 26 H
PE-T : 2012411 H 7 H PE-T : 201341 H 11 H
= w IS DVT-T: 201141 H 14 H DVT-T: 201242 H 8 H
PE-T : 20124F5 H 4 H PE-T : 20124-8 H 21 H
A AT ) DVT-T: 20114510 H 4 H DVT-T : 201242 A 14 H
PE-T : 20124- 12 A 3 H PE-T : 2013 4-5 H 12 H
Vokat 4 DVT-T : 201143 A 11 H DVT-T : 20124-2 A 15 H
PE-T : 201246 H 22 H PE-T : 20134-4 A 18 H
<~ R=7 DVT-T: 201242 H 2 H DVT-T : 201242 H 24 H
i [E DVT-T : 2011 &4 H 30 H DVT-T : 201242 H 29 H
PE-T : 20124-9 H 256 H PE-T : 201342 H 22 H
FIv7T DVT-T : 2011 4= 11 A 15 H DVT-T: 201243 A 1 A
PE-T : 20134~ 1 H 28 H PE-T : 2013 4% 1 H 28 A
TEBNNRAL Dy DVT-T: 201242 A 6 H DVT-T : 201243 A 5 H
AFX T o DVT-T : 201141 H 31 H DVT-T: 201243 H 7 H
PE-T : 20124-5 H 31 H PE-T : 20124 12 H 12 H
T DVT-T : 2011 4= 10 A 18 H DVT-T: 201243 H 12 H
PE-T : 20134-2 H 14 H PE-T : 20134-2 H 14 H
rarFT DVT-T : 2011 4= 10 A 12 H DVT-T : 201243 A 13 H
PE-T : 201341 H 15 A PE-T : 201344 A 5 H
U HIR—V DVT-T: 20114 1 A 17 B DVT-T : 201243 A 13 H
PE-T : 20124 12 A 21 A PE-T : 2013412 A 24 A
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F1.6- 1 [EREERARMAZAE OVT) RUFHZERE (PE) OBERUVEFRING ] (CRET 5308 -
BizonwtThoynNn—oFxynCoEAARHEEE 0= IF IeERE) ?
(%)
- Hlgi, ik p D) #A b
I T A DVT-T : 201242 H 9 H DVT-T : 20124£3 B 30 H
PE-T : 201345 H 10 H PE-T : &
F—=A R FZUT DVT-T : 201143 H 4 H DVI-T : 2012454 H 3 H
PE-T : 201246 A 5 H PE-T : 20134E 6 H 27 H
A A DVT-T : 201141 H 14 H DVT-T : 20124E 4 H 5 H
PE-T : 2012 4E 4 H 26 A PE-T : 20134£ 9 H 11 A
7T R DVT-T : 20124E 1 A 30 H DVT-T : 20124E4 H 11 H
PE-T : 20124E 6 H 11 A PE-T : 201247 A 5 H
AV RRTT DVT-T : 201143 B 23 H DVT-T : 2012454 B 16 H
PE-T : 201342 H 6 H PE-T : &
~ A DVT-T : — DVT-T : 201244 B 18 H
740 DVT-T : 20124E 1 H 3 H DVT-T : 20124F 4 H 25 H
PE-T : 201247 A 3 H PE-T : 201249 A 4 H
RA=ZT « ALY =TS DVT-T : 20114 11 H 21 A DVT-T : 20124F4 A 27 H
PE-T : 20134E 2 H 14 A PE-T : 2013 4E 4 H 15 A
TTT~ T DVT-T : 20124E1 B 20 H DVT-T : 201245 H 2 H
PE-T : 2012 4F 11 A+ PE-T : 20124F 12 B 17T H
B DVT-T : 2011 4E5 B 27 H DVI-T : 201246 H 4 H
PE-T : 20134E3 H 14 H PE-T : 2013411 H 7 H
HFT AR DVT-T : 2011429 A 26 H DVT-T : 20124E6 H 7 H
PE-T : 20l 7 B PE-T :
FLRA DVT-T : 20124E 1 A 31 H DVT-T : 20124F 6 A 21 H
FIANR=T DVT-T : 201243 H 2 H DVT-T : 20124E 6 B 25 H
PE-T : 20134F 1 H 25 H PE-T : 201343 H 27 H
HRY DVT-T : — DVT-T : 20124£6 B 30 H
77 7 EREH DVT-T : 2011 4E 10 H 26 A DVT-T : 20124E 7 H 2 A
= DVT-T : 201145 H 20 H DVT-T : 20124E7 H 5 H
PE-T : — PE-T : 201441 A 8 H
FTUEET T A NVEE DVT-T : 20124E3 B 27 H DVT-T : 201247 B 10 H
PE-T : 20134F 1 H 16 H PE-T : 201343 H 20 H
AT F DVT-T : 201242 B 15 H DVT-T : 20124E7 B 16 H
PE-T : — PE-T : 20124F 12 B 19 H
X o — DVT-T : 2011 4F 11 H 30 H DVT-T : 20124E 7 H 23 H
TN R L DVT-T : 20124E2 H 7 H DVT-T : 20124E 7 H 26 H
PE-T : — PE-T : 201342 A 25 H
Cx<wAh DVT-T : 201243 A 13 H DVT-T : 201247 B 31 H
PE-T : 200~ AP PE-T :
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F 1.6- 1 T[REEFIRMAZAE OVT) RUFERAE (PE) OBEBERUVUBEFRIMG ] (CBET 5308E -
BRIZOWTOYN—OFSNCOENAZHREE Q= IE B B1E#%E) °
(=)
- HiU 4 s b) @A b
—a—U—F5 R DVT-T : 201142 H 25 H DVT-T : 20124-8 H 2 H
PE-T : 201348 A 9 H PE-T : 201445 A 23 H
SRF DVT-T : 201242 H 6 H DVT-T : 201248 A 3 H
PE-T: 201341 A 11 H PE-T: 201341 A 31 H
NRF— DVT-T : 20124F 2 A 16 H DVT-T : 20124-8 A 3 H
~L— DVT-T : 20124F 1 A 17 A DVT-T : 20124E8 A 7 H
PE-T : — PE-T : 2013 4E 11 A 15 A
hRrvaT DVT-T : 20124E2 H 7 H DVT-T : 20124- 8 H 8 H
PE-T : — PE-T : 2012 4F 12 A 20 H
=HFIT DVT-T : 201242 H 8 H DVT-T : 201248 H 15 H
PE-T : 200l I A PE-T :
FY) = =R bR DVT-T : 2012 4E 2 A 24 H DVT-T : 201248 H 17 H
PE-T : 20l 17 B PE-T :
LN v DVT-T : 20124-2 A 6 H DVT-T : 2012 4F 8 A 22 H
PE-T : 2013 4E2 A 14 H PE-T : 2013 4E2 A 14 H
U DVT-T : 201242 H 10 H DVT-T : 201249 H 3 H
PE-T : 201341 A 8 H PE-T : 201349 A 18 H
NI TTA DVT-T : 201242 H 14 H DVT-T : 20124£9 H 4 H
PE-T : 201343 A 25 H PE-T : 201345 A 3 H
TNIT DVT-T : 2012 4F 6 A 20 H DVT-T : 20124F9 A 12 A
=7 DVT-T : 20124E1 A 9 H DVT-T : 20124F9 A 21 H
= DVT-T : 201244 H 24 H DVT-T : 2012 4 10 A 3 H
TFFET DVT-T : 20124E 3 H 12 H DVT-T : 2012410 A 5 H
7 z— k DVT-T : 2012 4F 3 A 11 A DVT-T : 2012 4F 10 A 18 H
NREARTT DVT-T : 20114E 3 A 11 A DVT-T : 2012 4F 10 H 30 H
PE-T : 20l 1 5 B PE-T :
RUe7r DVT-T : 2011 4F 10 A 15 H DVT-T : 2012 4E 10 A 30 H
PE-T : 201344 A 10 H PE-T : 201346 A 20 H
V28 DVT-T : 20124E2 H 2 H DVT-T : 20124F 11 A 1 B
PE-T : 200l I lH PE-T :
P3| DVT-T : 20124E5 A 2 H DVT-T : 20124F 11 A 2 A
PE-T : 201245 A 2 H PE-T : 2012411 A 2 H
vt DVT-T : 201148 A 4 H DVT-T : 201245 12 A 13 H
PE-T : 2013452 A 8 H PE-T : 2014 4 4 A 30 H
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F 1.6- 1 TFEEPFIRMARAE OVT) RUMERE (PE) OBERUCEHRIG ) (CEST 5305 -
BRIZOVWTOYN—OFN\CoENAZRREE 0= IE B 588R%) ?
(#E)
- s g H b) @A b
aRHF YD DVT-T : 2012 4E 2 A 23 H DVT-T : 2013 4E1 A 14 H
PE-T: 20l P PE-T :
T B =L DVT-T : 201244 A 5 H DVT-T : 2013 4E 1 A 24 H
PO TIET DVT-T : 201244 A 1 H DVT-T : 20134E2 A 3 H

K2 =% dFnE

DVI-T : 201242 A 7 H
PE-T : 200+ I -

DVT-T : 2013 4£2 A 3 H
PE-T :

PE-T : 20134-3 A 19 H

RNVAVA S DVT-T : 20124-3 H 5 H DVT-T : 201342 H 15 H
PE-T : — PE-T : 201342 A 21 H
G DVT-T : 201243 H 21 H DVT-T : 201342 H 28 H
=7k DVT-T : 20124F 11 H 12 H DVT-T : 20134F 2 H 28 H
INFRH DVT-T : 2011 4£ 8 H 29 H DVT-T : 20134-3 H 1 H
PE-T : — PE-T : 20144~ 2 H 28 H
FILF A DVT-T : — DVT-T : 201343 H 13 H
L ET DVT-T : 2011412 H 8 H DVT-T : 201343 H 19 H

PE-T : 20134F 3 A 29 H

a— FURT —b

DVT-T : 20124F 6 H 20 H

DVT-T : 201343 H 26 H

N R4 DVT-T : 201242 H 3 H DVT-T : 201344 H 1 H
PE-T : 2013 4-6 H 28 H PE-T : 2014 4-6 H 19 H
a YR DVT-T : 20134-3 H 8 H DVT-T : 201344 H 15 H
T DVT-T : 201242 H 13 H DVT-T : 20134F5 H 21 H
NA T DVT-T : 20124F 3 H 29 H DVT-T : 20134F 5 H 22 H
PE-T : 20124~ 3 H 29 H PE-T : 2013410 H 10 H
MV A=A DVT-T : — DVT-T : 20134F 5 H 30 H
ET—U T ¥R DVT-T : 20124F2 H 27 H DVT-T : 201346 H 6 H
TIVA=T DVT-T : — DVT-T : 201346 H 10 H
PE-T: — PE-T : 20134-6 A 10 H
=V DVT-T : 201344 H 17 H DVT-T : 201348 H 19 H
PE-T : 201344 H 17 H PE-T : 20134~ 8 H 19 H
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Xarelto 15 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 15 mg rivaroxaban.

Excipient with known effect:
Each film-coated tablet contains 24.13 mg lactose (as monohydrate), see section 4.4.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet (tablet).
Red, round biconvex tablets (6 mm diameter, 9 mm radius of curvature) marked with the
BAYER-cross on one side and “15” and a triangle on the other side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Prevention of stroke and systemic embolism in adult patients with non-valvular atrial fibrillation with
one or more risk factors, such as congestive heart failure, hypertension, age > 75 years, diabetes
mellitus, prior stroke or transient ischaemic attack.

Treatment of deep vein thrombosis (DVT) and pulmonary embolism (PE), and prevention of recurrent
DVT and PE in adults. (See section 4.4 for haemodynamically unstable PE patients.)

4.2 Posology and method of administration

Posology
Prevention of stroke and systemic embolism

The recommended dose is 20 mg once daily, which is also the recommended maximum dose.

Therapy with Xarelto should be continued long term provided the benefit of prevention of stroke and
systemic embolism outweighs the risk of bleeding (see section 4.4).

If a dose is missed the patient should take Xarelto immediately and continue on the following day with
the once daily intake as recommended. The dose should not be doubled within the same day to make
up for a missed dose.

Treatment of DVT, treatment of PE and prevention of recurrent DVT and PE

The recommended dose for the initial treatment of acute DVT or PE is 15 mg twice daily for the first
three weeks followed by 20 mg once daily for the continued treatment and prevention of recurrent
DVT and PE, as indicated in the table below.
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Dosing schedule Maximum daily dose

Day 1 —21 15 mg twice daily 30 mg

Day 22 and onwards 20 mg once daily 20 mg

The duration of therapy should be individualised after careful assessment of the treatment benefit
against the risk for bleeding (see section 4.4). Short duration of therapy (at least 3 months) should be
based on transient risk factors (e.g. recent surgery, trauma, immobilisation) and longer durations
should be based on permanent risk factors or idiopathic DVT or PE.

If a dose is missed during the 15 mg twice daily treatment phase (day 1 - 21), the patient should take
Xarelto immediately to ensure intake of 30 mg Xarelto per day. In this case two 15 mg tablets may be
taken at once. The patient should continue with the regular 15 mg twice daily intake as recommended
on the following day.

If a dose is missed during the once daily treatment phase (day 22 and onwards), the patient should take
Xarelto immediately, and continue on the following day with the once daily intake as recommended.
The dose should not be doubled within the same day to make up for a missed dose.

Converting from Vitamin K Antagonists (VKA) to Xarelto

For patients treated for prevention of stroke and systemic embolism, VKA treatment should be
stopped and Xarelto therapy should be initiated when the International Normalized Ratio (INR) is
<3.0.

For patients treated for DVT, PE and prevention of recurrence, VKA treatment should be stopped and
Xarelto therapy should be initiated once the INR is < 2.5.

When converting patients from VKAs to Xarelto, INR values will be falsely elevated after the intake
of Xarelto. The INR is not valid to measure the anticoagulant activity of Xarelto, and therefore should
not be used (see section 4.5).

Converting from Xarelto to Vitamin K antagonists (VKA)

There is a potential for inadequate anticoagulation during the transition from Xarelto to VKA.
Continuous adequate anticoagulation should be ensured during any transition to an alternate
anticoagulant. It should be noted that Xarelto can contribute to an elevated INR.

In patients converting from Xarelto to VKA, VKA should be given concurrently until the INR is > 2.0.
For the first two days of the conversion period, standard initial dosing of VKA should be used
followed by VKA dosing, as guided by INR testing. While patients are on both Xarelto and VKA the
INR should not be tested earlier than 24 hours after the previous dose but prior to the next dose of
Xarelto. Once Xarelto is discontinued INR testing may be done reliably at least 24 hours after the last
dose (see sections 4.5 and 5.2).

Converting from parenteral anticoagulants to Xarelto

For patients currently receiving a parenteral anticoagulant, discontinue the parenteral anticoagulant
and start Xarelto 0 to 2 hours before the time that the next scheduled administration of the parenteral
medicinal product (e.g. low molecular weight heparins) would be due or at the time of discontinuation
of a continuously administered parenteral medicinal product (e.g. intravenous unfractionated heparin).

Converting from Xarelto to parenteral anticoagulants
Give the first dose of parenteral anticoagulant at the time the next Xarelto dose would be taken.

Special populations

Renal impairment

Limited clinical data for patients with severe renal impairment (creatinine clearance 15 - 29 ml/min)
indicate that rivaroxaban plasma concentrations are significantly increased. Therefore, Xarelto is to be
used with caution in these patients. Use is not recommended in patients with creatinine clearance

< 15 ml/min (see sections 4.4 and 5.2).

In patients with moderate (creatinine clearance 30 - 49 ml/min) or severe (creatinine clearance
15 - 29 ml/min) renal impairment the following dosage recommendations apply:
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- For the prevention of stroke and systemic embolism in patients with non-valvular atrial
fibrillation, the recommended dose is 15 mg once daily (see section 5.2).

- For the treatment of DVT, treatment of PE and prevention of recurrent DVT and PE: Patients
should be treated with 15 mg twice daily for the first 3 weeks.
Thereafter, the recommended dose is 20 mg once daily. A reduction of the dose from 20 mg
once daily to 15 mg once daily should be considered if the patient’s assessed risk for bleeding
outweighs the risk for recurrent DVT and PE. The recommendation for the use of 15 mg is
based on PK modelling and has not been studied in this clinical setting (see sections 4.4, 5.1 and
5.2).

No dose adjustment is necessary in patients with mild renal impairment (creatinine clearance
50 - 80 ml/min) (see section 5.2).

Hepatic impairment
Xarelto is contraindicated in patients with hepatic disease associated with coagulopathy and clinically
relevant bleeding risk including cirrhotic patients with Child Pugh B and C (see sections 4.3 and 5.2).

Elderly population
No dose adjustment (see section 5.2).

Body weight
No dose adjustment (see section 5.2).

Gender
No dose adjustment (see section 5.2).

Paediatric population
The safety and efficacy of Xarelto in children aged 0 to 18 years have not been established. No data
are available. Therefore, Xarelto is not recommended for use in children below 18 years of age.

Method of administration
For oral use.
The tablets are to be taken with food (see section 5.2).

For patients who are unable to swallow whole tablets, Xarelto tablet may be crushed and mixed with
water or apple puree immediately prior to use and administered orally. After the administration of
crushed Xarelto 15 mg or 20 mg film-coated tablets, the dose should be immediately followed by
food.

The crushed Xarelto tablet may also be given through gastric tubes after confirmation of the correct
gastric placement of the tube. The crushed tablet should be administered in a small amount of water
via a gastric tube after which it should be flushed with water. After the administration of crushed
Xarelto15 mg or 20 mg film-coated tablets, the dose should then be immediately followed by enteral
feeding (see section 5.2).

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Active clinically significant bleeding.

Lesion or condition, if considered to be a significant risk for major bleeding. This may include current
or recent gastrointestinal ulceration, presence of malignant neoplasms at high risk of bleeding, recent
brain or spinal injury, recent brain, spinal or ophthalmic surgery, recent intracranial haemorrhage,

known or suspected oesophageal varices, arteriovenous malformations, vascular aneurysms or major
intraspinal or intracerebral vascular abnormalities.
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Concomitant treatment with any other anticoagulants e.g. unfractionated heparin (UFH), low
molecular weight heparins (enoxaparin, dalteparin, etc.), heparin derivatives (fondaparinux, etc.), oral
anticoagulants (warfarin, dabigatran etexilate, apixaban, etc.) except under specific circumstances of
switching anticoagulant therapy (see section 4.2) or when UFH is given at doses necessary to maintain
an open central venous or arterial catheter (see section 4.5).

Hepatic disease associated with coagulopathy and clinically relevant bleeding risk including cirrhotic
patients with Child Pugh B and C (see section 5.2).

Pregnancy and breast feeding (see section 4.6).
4.4 Special warnings and precautions for use

Clinical surveillance in line with anticoagulation practice is recommended throughout the treatment
period.

Haemorrhagic risk

As with other anticoagulants, patients taking Xarelto are to be carefully observed for signs of bleeding.
It is recommended to be used with caution in conditions with increased risk of haemorrhage. Xarelto
administration should be discontinued if severe haemorrhage occurs.

In the clinical studies mucosal bleedings (i.e. epistaxis, gingival, gastrointestinal, genito urinary) and
anaemia were seen more frequently during long term rivaroxaban treatment compared with VKA
treatment. Thus, in addition to adequate clinical surveillance, laboratory testing of
haemoglobin/haematocrit could be of value to detect occult bleeding, as judged to be appropriate.

Several sub-groups of patients, as detailed below, are at increased risk of bleeding. These patients are
to be carefully monitored for signs and symptoms of bleeding complications and anaemia after
initiation of treatment (see section 4.8).

Any unexplained fall in haemoglobin or blood pressure should lead to a search for a bleeding site.

Although treatment with rivaroxaban does not require routine monitoring of exposure, rivaroxaban
levels measured with a calibrated quantitative anti-factor Xa assay may be useful in exceptional
situations where knowledge of rivaroxaban exposure may help to inform clinical decisions, e.g.,
overdose and emergency surgery (see sections 5.1 and 5.2).

Renal impairment

In patients with severe renal impairment (creatinine clearance < 30 ml/min) rivaroxaban plasma levels
may be significantly increased (1.6 fold on average) which may lead to an increased bleeding risk.
Xarelto is to be used with caution in patients with creatinine clearance 15 - 29 ml/min. Use is not
recommended in patients with creatinine clearance < 15 ml/min (see sections 4.2 and 5.2).

Xarelto should be used with caution in patients with renal impairment concomitantly receiving other
medicinal products which increase rivaroxaban plasma concentrations (see section 4.5).

Interaction with other medicinal products

The use of Xarelto is not recommended in patients receiving concomitant systemic treatment with
azole-antimycotics (such as ketoconazole, itraconazole, voriconazole and posaconazole) or HIV
protease inhibitors (e.g. ritonavir). These active substances are strong inhibitors of both CYP3A4 and
P-gp and therefore may increase rivaroxaban plasma concentrations to a clinically relevant degree
(2.6 fold on average) which may lead to an increased bleeding risk (see section 4.5).

Care is to be taken if patients are treated concomitantly with medicinal products affecting haemostasis
such as non-steroidal anti-inflammatory medicinal products (NSAIDs), acetylsalicylic acid and
platelet aggregation inhibitors. For patients at risk of ulcerative gastrointestinal disease an appropriate
prophylactic treatment may be considered (see section 4.5).
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Other haemorrhagic risk factors
As with other antithrombotics, rivaroxaban is not recommended in patients with an increased bleeding
risk such as:

o congenital or acquired bleeding disorders
o uncontrolled severe arterial hypertension
o other gastrointestinal disease without active ulceration that can potentially lead to bleeding

complications (e.g. inflammatory bowel disease, oesophagitis, gastritis and gastroesophageal
reflux disease)

o vascular retinopathy

o bronchiectasis or history of pulmonary bleeding

Patients with prosthetic valves

Safety and efficacy of Xarelto have not been studied in patients with prosthetic heart valves; therefore,
there are no data to support that Xarelto 20 mg (15 mg in patients with moderate or severe renal
impairment) provides adequate anticoagulation in this patient population. Treatment with Xarelto is
not recommended for these patients.

Haemodynamically unstable PE patients or patients who require thrombolysis or pulmonary
embolectomy

Xarelto is not recommended as an alternative to unfractionated heparin in patients with pulmonary
embolism who are haemodynamically unstable or may receive thrombolysis or pulmonary
embolectomy since the safety and efficacy of Xarelto have not been established in these clinical
situations.

Dosing recommendations before and after invasive procedures and surgical intervention

If an invasive procedure or surgical intervention is required, Xarelto should be stopped at least

24 hours before the intervention, if possible and based on the clinical judgement of the physician.

If the procedure cannot be delayed the increased risk of bleeding should be assessed against the
urgency of the intervention.

Xarelto should be restarted after the invasive procedure or surgical intervention as soon as possible
provided the clinical situation allows and adequate haemostasis has been established as determined by
the treating physician (see section 5.2).

Elderly population
Increasing age may increase haemorrhagic risk (see section 5.2).

Information about excipients
Xarelto contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp
lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

CYP3A4 and P-gp inhibitors

Co-administration of rivaroxaban with ketoconazole (400 mg once a day) or ritonavir (600 mg twice a
day) led to a 2.6 fold / 2.5 fold increase in mean rivaroxaban AUC and a 1.7 fold / 1.6 fold increase in
mean rivaroxaban Cpax, With significant increases in pharmacodynamic effects which may lead to an
increased bleeding risk. Therefore, the use of Xarelto is not recommended in patients receiving
concomitant systemic treatment with azole-antimycotics such as ketoconazole, itraconazole,
voriconazole and posaconazole or HIV protease inhibitors. These active substances are strong
inhibitors of both CYP3A4 and P-gp (see section 4.4).

Active substances strongly inhibiting only one of the rivaroxaban elimination pathways, either
CYP3A4 or P-gp, are expected to increase rivaroxaban plasma concentrations to a lesser extent.
Clarithromycin (500 mg twice a day), for instance, considered as a strong CYP3A4 inhibitor and
moderate P-gp inhibitor, led to a 1.5 fold increase in mean rivaroxaban AUC and a 1.4 fold increase in
Crmax. This increase is not considered clinically relevant. (For patients with renal impairment: see
section 4.4).
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Erythromycin (500 mg three times a day), which inhibits CYP3A4 and P-gp moderately, led to a

1.3 fold increase in mean rivaroxaban AUC and Cpax. This increase is not considered clinically
relevant.

In subjects with mild renal impairment erythromycin (500 mg three times a day) led to a 1.8 fold
increase in mean rivaroxaban AUC and 1.6 fold increase in Cmax Wwhen compared to subjects with
normal renal function. In subjects with moderate renal impairment, erythromycin led to a 2.0 fold
increase in mean rivaroxaban AUC and 1.6 fold increase in Cmax Wwhen compared to subjects with
normal renal function. The effect of erythromycin is additive to that of renal impairment (see section
4.4).

Fluconazole (400 mg once daily), considered as a moderate CYP3A4 inhibitor, led to a 1.4 fold
increase in mean rivaroxaban AUC and a 1.3 fold increase in mean Cmax. This increase is not
considered clinically relevant. (For patients with renal impairment: see section 4.4).

Given the limited clinical data available with dronedarone, co-administration with rivaroxaban should
be avoided.

Anticoagulants
After combined administration of enoxaparin (40 mg single dose) with rivaroxaban (10 mg single

dose) an additive effect on anti-factor Xa activity was observed without any additional effects on
clotting tests (PT, aPTT). Enoxaparin did not affect the pharmacokinetics of rivaroxaban.

Due to the increased bleeding risk care is to be taken if patients are treated concomitantly with any
other anticoagulants (see sections 4.3 and 4.4).

NSAIDs/platelet aggregation inhibitors

No clinically relevant prolongation of bleeding time was observed after concomitant administration of
rivaroxaban (15 mg) and 500 mg naproxen. Nevertheless, there may be individuals with a more
pronounced pharmacodynamic response.

No clinically significant pharmacokinetic or pharmacodynamic interactions were observed when
rivaroxaban was co-administered with 500 mg acetylsalicylic acid.

Clopidogrel (300 mg loading dose followed by 75 mg maintenance dose) did not show a
pharmacokinetic interaction with rivaroxaban (15 mg) but a relevant increase in bleeding time was
observed in a subset of patients which was not correlated to platelet aggregation, P-selectin or
GPIIb/II1a receptor levels.

Care is to be taken if patients are treated concomitantly with NSAIDs (including acetylsalicylic acid)
and platelet aggregation inhibitors because these medicinal products typically increase the bleeding
risk (see section 4.4).

Warfarin

Converting patients from the vitamin K antagonist warfarin (INR 2.0 to 3.0) to rivaroxaban (20 mg) or
from rivaroxaban (20 mg) to warfarin (INR 2.0 to 3.0) increased prothrombin time/INR (Neoplastin)
more than additively (individual INR values up to 12 may be observed), whereas effects on aPTT,
inhibition of factor Xa activity and endogenous thrombin potential were additive.

If it is desired to test the pharmacodynamic effects of rivaroxaban during the conversion period, anti-
factor Xa activity, PiCT, and Heptest can be used as these tests were not affected by warfarin. On the
fourth day after the last dose of warfarin, all tests (including PT, aPTT, inhibition of factor Xa activity
and ETP) reflected only the effect of rivaroxaban.

If it is desired to test the pharmacodynamic effects of warfarin during the conversion period, INR
measurement can be used at the Ciouen Of rivaroxaban (24 hours after the previous intake of
rivaroxaban) as this test is minimally affected by rivaroxaban at this time point.

No pharmacokinetic interaction was observed between warfarin and rivaroxaban.

CYP3A4 inducers

Co-administration of rivaroxaban with the strong CYP3A4 inducer rifampicin led to an approximate
50 % decrease in mean rivaroxaban AUC, with parallel decreases in its pharmacodynamic effects. The
concomitant use of rivaroxaban with other strong CYP3A4 inducers (e.g. phenytoin, carbamazepine,
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phenobarbital or St. John’s Wort (Hypericum perforatum)) may also lead to reduced rivaroxaban
plasma concentrations. Therefore, concomitant administration of strong CYP3A4 inducers should be
avoided unless the patient is closely observed for signs and symptoms of thrombosis.

Other concomitant therapies

No clinically significant pharmacokinetic or pharmacodynamic interactions were observed when
rivaroxaban was co-administered with midazolam (substrate of CYP3A4), digoxin (substrate of P-gp),
atorvastatin (substrate of CYP3A4 and P-gp) or omeprazole (proton pump inhibitor). Rivaroxaban
neither inhibits nor induces any major CYP isoforms like CYP3A4.

Laboratory parameters
Clotting parameters (e.g. PT, aPTT, HepTest) are affected as expected by the mode of action of
rivaroxaban (see section 5.1).

4.6 Fertility, pregnancy and breast feeding

Pregnancy
Safety and efficacy of Xarelto have not been established in pregnant women. Studies in animals have

shown reproductive toxicity (see section 5.3). Due to the potential reproductive toxicity, the intrinsic
risk of bleeding and the evidence that rivaroxaban passes the placenta, Xarelto is contraindicated
during pregnancy (see section 4.3).

Women of child-bearing potential should avoid becoming pregnant during treatment with rivaroxaban.

Breast feeding
Safety and efficacy of Xarelto have not been established in breast feeding women. Data from animals

indicate that rivaroxaban is secreted into milk. Therefore Xarelto is contraindicated during breast
feeding (see section 4.3). A decision must be made whether to discontinue breast feeding or to
discontinue/abstain from therapy.

Fertility
No specific studies with rivaroxaban in humans have been conducted to evaluate effects on fertility. In
a study on male and female fertility in rats no effects were seen (see section 5.3).

4.7 Effects on ability to drive and use machines

Xarelto has minor influence on the ability to drive and use machines. Adverse reactions like syncope
(frequency: uncommon) and dizziness (frequency: common) have been reported (see section 4.8).
Patients experiencing these adverse reactions should not drive or use machines.

4.8 Undesirable effects

Summary of the safety profile

The safety of rivaroxaban has been evaluated in eleven phase 111 studies including 32,625 patients
exposed to rivaroxaban (see Table 1).
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Table 1: Number of patients studied, maximum daily dose and treatment duration in phase II1

studies
Indication Number Maximum daily Maximum
of dose treatment duration
patients*
Prevention of venous thromboembolism | 6,097 10 mg 39 days
(VTE) in adult patients undergoing
elective hip or knee replacement surgery
Prevention of venous thromboembolism | 3,997 10 mg 39 days
in medically ill patients
Treatment of DVT, PE and prevention 4,556 Day 1-21:30 mg 21 months
of recurrence Day 22 and onwards:
20 mg
Prevention of stroke and systemic 7,750 20 mg 41 months
embolism in patients with non-valvular
atrial fibrillation
Prevention of atherothrombotic events in | 10,225 5 mgor 10 mg 31 months

patients after an ACS

respectively, co-
administered with
either ASA or ASA
plus clopidogrel or
ticlopidine

*Patients exposed to at least one dose of rivaroxaban

The most commonly reported adverse reactions in patients receiving rivaroxaban were bleedings (see
section 4.4. and ‘Description of selected adverse reactions’ below). The most commonly reported
bleedings (>4 %) were epistaxis (5.9 %) and gastrointestinal tract haemorrhage (4.2 %).

In total about 67% of patients exposed to at least one dose of rivaroxaban were reported with treatment
emergent adverse events. About 22% of the patients experienced adverse events considered related to
treatment as assessed by investigators. In patients treated with 10 mg Xarelto undergoing hip or knee
replacement surgery and in hospitalised medically ill patients, bleeding events occurred in
approximately 6.8% and 12.6% of patients, respectively, and anaemia occurred in approximately 5.9%
and 2.1% of patients, respectively. In patients treated with either 15 mg twice daily Xarelto followed
by 20 mg once daily for treatment of DVT or PE, or with 20 mg once daily for prevention of recurrent
DVT and PE, bleeding events occurred in approximately 27.8% of patients and anaemia occurred in
approximately 2.2% of patients. In patients treated for prevention of stroke and systemic embolism,
bleeding of any type or severity was reported with an event rate of 28 per 100 patient years, and
anaemia with an event rate of 2.5 per 100 patient years. In patients treated for prevention of
cardiovascular death and myocardial infarction after an acute coronary syndrome (ACS), bleeding of
any type or severity was reported with an event rate of 22 per 100 patient years. Anaemia was reported
with an event rate of 1.4 per 100 patient years.

Tabulated list of adverse reactions

The frequencies of adverse reactions reported with Xarelto are summarised in table 2 below by system
organ class (in MedDRA) and by frequency.

Frequencies are defined as:

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)

not known (cannot be estimated from the available data)
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Table 2: All treatment-emergent adverse reactions reported in patients in phase I1II studies

Common Uncommon Rare Not known

Blood and lymphatic system disorders

Anaemia (incl. Thrombocythemia
respective (incl. platelet count
laboratory increased)®
parameters)

Immune system disorders

Allergic reaction,
dermatitis allergic

Nervous system disorders

Dizziness, headache |Cerebral and

intracranial
haemorrhage,
syncope

Eye disorders

Eye haemorrhage

(incl. conjunctival

haemorrhage)

Cardiac disorders
[Tachycardia

Vascular disorders

Hypotension,

haematoma

Respiratory, thoracic and mediastinal disorders

Epistaxis,

haemoptysis

Gastrointestinal disorders

Gingival bleeding, |Dry mouth
gastrointestinal tract
haemorrhage (incl.
rectal
haemorrhage),
gastrointestinal and
abdominal pains,
dyspepsia, nausea,
constipation®,
diarrhoea,
vomiting®

Hepatobiliary disorders

Hepatic function  |Jaundice

abnormal
Skin and subcutaneous tissue disorders
Pruritus (incl. Urticaria,
uncommon cases of
generalised
pruritus), rash,
ecchymosis,
cutaneous and
subcutaneous
haemorrhage
Musculoskeletal and connective tissue disorders
Pain in extremity” |Haemarthrosis Muscle haemorrhage Compartment syndrome

secondary to a bleeding

Renal and urinary disorders
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Common Uncommon Rare Not known

Urogenital tract Renal failure/acute renal
haemorrhage (incl. failure secondary to a
haematuria and bleeding sufficient to
menorrhagia®), cause hypoperfusion

renal impairment
(incl. blood
creatinine
increased, blood
urea increased)”
General disorders and administration site conditions

Fever®, peripheral |Feeling unwell Localised oedema®
oedema, decreased |(incl. malaise)
general strength and
energy (incl. fatigue
and asthenia)

Investigations
Increase in Increased bilirubin, |Bilirubin conjugated
transaminases increased blood increased (with or without
alkaline concomitant increase of
phosphatase®, ALT)
increased LDH”,
increased lipase®,
increased amylase®,
increased GGT*
Injury, poisoning and procedural complications
Postprocedural Vascular pseudoaneurysm®
haemorrhage (incl.
postoperative
anaemia, and
wound
haemorrhage),
contusion,

wound secretion”®
A: observed in prevention of venous thromboembolism (VTE) in adult patients undergoing elective
hip or knee replacement surgery

B: observed in treatment of DVT, PE and prevention of recurrence as very common in women

<55 years

C: observed as uncommon in prevention of atherothrombotic events in patients after an ACS
(following percutaneous coronary intervention)

Description of selected adverse reactions

Due to the pharmacological mode of action, the use of Xarelto may be associated with an increased
risk of occult or overt bleeding from any tissue or organ which may result in post haemorrhagic
anaemia. The signs, symptoms, and severity (including fatal outcome) will vary according to the
location and degree or extent of the bleeding and/or anaemia (see section 4.9 Management of
bleeding). In the clinical studies mucosal bleedings (i.e. epistaxis, gingival, gastrointestinal, genito
urinary) and anaemia were seen more frequently during long term rivaroxaban treatment compared
with VKA treatment. Thus, in addition to adequate clinical surveillance, laboratory testing of
haemoglobin/haematocrit could be of value to detect occult bleeding, as judged to be appropriate. The
risk of bleedings may be increased in certain patient groups e.g. those patients with uncontrolled
severe arterial hypertension and/or on concomitant treatment affecting haemostasis (see Haemorrhagic
risk in section 4.4). Menstrual bleeding may be intensified and/or prolonged. Haemorrhagic
complications may present as weakness, paleness, dizziness, headache or unexplained swelling,
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dyspnoea and unexplained shock. In some cases as a consequence of anaemia, symptoms of cardiac
ischaemia like chest pain or angina pectoris have been observed.

Known complications secondary to severe bleeding such as compartment syndrome and renal failure
due to hypoperfusion have been reported for Xarelto. Therefore, the possibility of haemorrhage is to
be considered in evaluating the condition in any anticoagulated patient.

Post-marketing observations

Angioedema and allergic oedema have been reported post-marketing in temporal association with the
use of Xarelto. The frequency of these adverse reactions reported from post-marketing experience
cannot be estimated. In the pooled phase III trials, these events were uncommon (> 1/1,000 to

< 1/100).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Rare cases of overdose up to 600 mg have been reported without bleeding complications or other
adverse reactions. Due to limited absorption a ceiling effect with no further increase in average plasma
exposure is expected at supratherapeutic doses of 50 mg rivaroxaban or above.

A specific antidote antagonising the pharmacodynamic effect of rivaroxaban is not available.

The use of activated charcoal to reduce absorption in case of rivaroxaban overdose may be considered.

Management of bleeding

Should a bleeding complication arise in a patient receiving rivaroxaban, the next rivaroxaban
administration should be delayed or treatment should be discontinued as appropriate. Rivaroxaban has
a half-life of approximately 5 to 13 hours (see section 5.2). Management should be individualised
according to the severity and location of the haemorrhage. Appropriate symptomatic treatment could
be used as needed, such as mechanical compression (e.g. for severe epistaxis), surgical haemostasis
with bleeding control procedures, fluid replacement and haemodynamic support, blood products
(packed red cells or fresh frozen plasma, depending on associated anaemia or coagulopathy) or
platelets.

If bleeding cannot be controlled by the above measures, administration of a specific procoagulant
reversal agent should be considered, such as prothrombin complex concentrate (PCC), activated
prothrombin complex concentrate (APCC) or recombinant factor VIla (r-FVIla). However, there is
currently very limited clinical experience with the use of these products in individuals receiving
rivaroxaban. The recommendation is also based on limited non-clinical data. Re-dosing of
recombinant factor VIla shall be considered and titrated depending on improvement of bleeding.
Depending on local availability, a consultation with a coagulation expert should be considered in case
of major bleedings.

Protamine sulfate and vitamin K are not expected to affect the anticoagulant activity of rivaroxaban.
There is no experience with antifibrinolytic agents (tranexamic acid, aminocaproic acid) in individuals
receiving rivaroxaban. There is neither scientific rationale for benefit nor experience with the use of
systemic haemostatics (desmopressin, aprotinin) in individuals receiving rivaroxaban. Due to the high
plasma protein binding rivaroxaban is not expected to be dialysable.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Direct factor Xa inhibitors, ATC code: BOIAFO01
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Mechanism of action

Rivaroxaban is a highly selective direct factor Xa inhibitor with oral bioavailability. Inhibition of
factor Xa interrupts the intrinsic and extrinsic pathway of the blood coagulation cascade, inhibiting
both thrombin formation and development of thrombi. Rivaroxaban does not inhibit thrombin
(activated Factor II) and no effects on platelets have been demonstrated.

Pharmacodynamic effects

Dose-dependent inhibition of factor Xa activity was observed in humans. Prothrombin time (PT) is
influenced by rivaroxaban in a dose dependent way with a close correlation to plasma concentrations
(r value equals 0.98) if Neoplastin is used for the assay. Other reagents would provide different results.
The readout for PT is to be done in seconds, because the INR (International Normalised Ratio) is only
calibrated and validated for coumarins and cannot be used for any other anticoagulant.

In patients receiving rivaroxaban for treatment of DVT and PE and prevention of recurrence, the 5/95
percentiles for PT (Neoplastin) 2 - 4 hours after tablet intake (i.e. at the time of maximum effect) for
15 mg rivaroxaban twice daily ranged from 17 to 32 s and for 20 mg rivaroxaban once daily from 15
to 30 s. At trough (8 - 16 h after tablet intake) the 5/95 percentiles for 15 mg twice daily ranged from
14 to 24 s and for 20 mg once daily (18 - 30 h after tablet intake) from 13 to 20 s.

In patients with non-valvular atrial fibrillation receiving rivaroxaban for the prevention of stroke and
systemic embolism, the 5/95 percentiles for PT (Neoplastin) 1 - 4 hours after tablet intake (i.e. at the
time of maximum effect) in patients treated with 20 mg once daily ranged from 14 to 40 s and in
patients with moderate renal impairment treated with 15 mg once daily from 10 to 50 s. At trough

(16 - 36 h after tablet intake) the 5/95 percentiles in patients treated with 20 mg once daily ranged
from 12 to 26 s and in patients with moderate renal impairment treated with 15 mg once daily from 12
to 26 s.

The activated partial thromboplastin time (aPTT) and HepTest are also prolonged dose-dependently;
however, they are not recommended to assess the pharmacodynamic effect of rivaroxaban. There is no
need for monitoring of coagulation parameters during treatment with rivaroxaban in clinical routine.
However, if clinically indicated rivaroxaban levels can be measured by calibrated quantitative anti-
factor Xa tests (see section 5.2).

Clinical efficacy and safety

Prevention of stroke and systemic embolism in patients with non-valvular atrial fibrillation

The Xarelto clinical program was designed to demonstrate the efficacy of Xarelto for the prevention of
stroke and systemic embolism in patients with non-valvular atrial fibrillation.

In the pivotal double-blind ROCKET AF study, 14,264 patients were assigned either to Xarelto 20 mg
once daily (15 mg once daily in patients with creatinine clearance 30 - 49 ml/min) or to warfarin
titrated to a target INR of 2.5 (therapeutic range 2.0 to 3.0). The median time on treatment was

19 months and overall treatment duration was up to 41 months.

34.9% of patients were treated with acetylsalicylic acid and 11.4% were treated with class I11
antiarrhythmic including amiodarone.

Xarelto was non-inferior to warfarin for the primary composite endpoint of stroke and non-CNS
systemic embolism. In the per-protocol population on treatment, stroke or systemic embolism occurred
in 188 patients on rivaroxaban (1.71% per year) and 241 on warfarin (2.16% per year) (HR 0.79;

95% CI, 0.66 — 0.96; P<0.001 for non-inferiority). Among all randomised patients analysed according
to ITT, primary events occurred in 269 on rivaroxaban (2.12% per year) and 306 on warfarin (2.42%
per year) (HR 0.88; 95% CI, 0.74 — 1.03; P<0.001 for non-inferiority; P=0.117 for superiority).
Results for secondary endpoints as tested in hierarchical order in the ITT analysis are displayed in
Table 3.

Among patients in the warfarin group, INR values were within the therapeutic range (2.0 to 3.0) a
mean of 55% of the time (median, 58%; interquartile range, 43 to 71). The effect of rivaroxaban did
not differ across the level of centre TTR (Time in Target INR Range of 2.0 - 3.0) in the equally sized
quartiles (P=0.74 for interaction). Within the highest quartile according to centre, the hazard ratio with
rivaroxaban versus warfarin was 0.74 (95% CI, 0.49 - 1.12).

The incidence rates for the principal safety outcome (major and non-major clinically relevant bleeding
events) were similar for both treatment groups (see Table 4).
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Table 3: Efficacy results from phase III ROCKET AF

Study population ITT analyses of efficacy in patients with non-valvular atrial fibrillation
Xarelto Warfarin
20 mg od . . titrated to a targe.t INR Hazard ratio (95%
(15 mg od in patients of 2.5 (therapeutic C)
Treatment dosage with moderate renal range 2.0 to 3.0)
) . p-value, test for
impairment) ..
superiority
Event rate (100 pt-yr) | Event rate (100 pt-yr)
Stroke and non-CNS 269 306 0.88
systemic embolism (2.12) (2.42) (0.74 - 1.03)
0.117
Stroke, non-CNS systemic 572 609 0.94
embolism and vascular (4.51) (4.81) (0.84 - 1.05)
death 0.265
Stroke, non-CNS systemic 659 709 0.93
embolism, vascular death (5.24) (5.65) (0.83 - 1.03)
and myocardial infarction 0.158
253 281 0.90
Stroke (1.99) (2.22) (0.76 - 1.07)
0.221
Non—CNS 20 27 0.74
systemic (0.16) (0.21) (0.42 - 1.32)
embolism 0.308
130 142 0.91
Myocardial infarction (1.02) (1.11) (0.72 - 1.16)
0.464
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Table 4: Safety results from phase III ROCKET AF

Study population Patients with non-valvular atrial fibrillation®
Xarelto Warfarin
20 mg once a day titrated to a target INR of
(15 mg once a day in 2.5 (therapeutic range Hazard ratio
Treatment dosage patients with moderate 2.0 to 3.0) (95% CI)
renal impairment) p-value

Event rate (100 pt-yr) Event rate (100 pt-yr)

Major and non-major

clinically relevant bleeding 1,475 1,449 1.03(0.96 - 1.11)
Major bleeding events 395 386 1.04 (0.90 - 1.20)
(3.60) (3.45) 0.576
. 27 55 0.50 (0.31-0.79)
*
Death due to bleeding (0.24) (0.48) 0.003
Critical organ 91 133 0.69 (0.53 - 0.91)
bleeding (0.82) (1.18) 0.007
Intracranial 55 84 0.67 (0.47 - 0.93)
haemorrhage™ (0.49) (0.74) 0.019
. 305 254 1.22 (1.03 - 1.44)
*
Haemoglobin drop 2.77) (2.26) 0019
Trgnsfusmn of 2 or more 183 149 1.25 (1.01 - 1.55)
units of packed red (1.65) (1.32) 0.044
blood cells or whole ’ ' '
blood™
Non-major clinically
relevant bleeding 1,185 1,151 1.04 (0.96 - 1.13)
events (11.80) (11.37) 0.345
All cause mortality 208 250 0.85(0.70 - 1.02)
(1.87) (2.21) 0.073

a) Safety population, on treatment

* Nominally significant

Treatment of DVT, PE and prevention of recurrent DVT and PE

The Xarelto clinical program was designed to demonstrate the efficacy of Xarelto in the initial and
continued treatment of acute DVT and PE and prevention of recurrence.

Over 9,400 patients were studied in three randomised controlled phase III clinical studies (Einstein
DVT, Einstein PE and Einstein Extension) and additionally a predefined pooled analysis of the
Einstein DVT and Einstein PE studies was conducted. The overall combined treatment duration in all
studies was up to 21 months.

In Einstein DVT 3,449 patients with acute DVT were studied for the treatment of DVT and the
prevention of recurrent DVT and PE (patients who presented with symptomatic PE were excluded
from this study). The treatment duration was for 3, 6 or 12 months depending on the clinical
judgement of the investigator.

For the initial 3 week treatment of acute DVT 15 mg rivaroxaban was administered twice daily. This
was followed by 20 mg rivaroxaban once daily.
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In Einstein PE, 4,832 patients with acute PE were studied for the treatment of PE and the prevention of
recurrent DVT and PE. The treatment duration was for 3, 6 or 12 months depending on the clinical
judgement of the investigator.

For the initial treatment of acute PE 15 mg rivaroxaban was administered twice daily for three weeks.
This was followed by 20 mg rivaroxaban once daily.

In both the Einstein DVT and the Einstein PE study, the comparator treatment regimen consisted of
enoxaparin administered for at least 5 days in combination with vitamin K antagonist treatment until
the PT/INR was in therapeutic range (= 2.0). Treatment was continued with a vitamin K antagonist
dose-adjusted to maintain the PT/INR values within the therapeutic range of 2.0 to 3.0.

In Einstein Extension 1,197 patients with DVT or PE were studied for the prevention of recurrent
DVT and PE. The treatment duration was for an additional 6 or 12 months in patients who had
completed 6 to 12 months of treatment for venous thromboembolism depending on the clinical
judgment of the investigator. Xarelto 20 mg once daily was compared with placebo.

All phase III studies used the same pre-defined primary and secondary efficacy outcomes. The
primary efficacy outcome was symptomatic recurrent VTE defined as the composite of recurrent DVT
or fatal or non-fatal PE. The secondary efficacy outcome was defined as the composite of recurrent
DVT, non-fatal PE and all cause mortality.

In the Einstein DVT study (see Table 5) rivaroxaban was demonstrated to be non-inferior to
enoxaparin/VKA for the primary efficacy outcome (p < 0.0001 (test for non-inferiority); hazard ratio:
0.680 (0.443 - 1.042), p=0.076 (test for superiority)). The prespecified net clinical benefit (primary
efficacy outcome plus major bleeding events) was reported with a hazard ratio of 0.67

((95% CI: 0.47 - 0.95), nominal p value p=0.027) in favour of rivaroxaban. INR values were within
the therapeutic range a mean of 60.3% of the time for the mean treatment duration of 189 days, and
55.4%, 60.1%, and 62.8% of the time in the 3-, 6-, and 12-month intended treatment duration groups,
respectively. In the enoxaparin/VKA group, there was no clear relation between the level of mean
centre TTR (Time in Target INR Range of 2.0 — 3.0) in the equally sized tertiles and the incidence of
the recurrent VTE (P=0.932 for interaction). Within the highest tertile according to centre, the hazard
ratio with rivaroxaban versus warfarin was 0.69 (95% CI: 0.35 - 1.35).

The incidence rates for the primary safety outcome (major or clinically relevant non-major bleeding
events) as well as the secondary safety outcome (major bleeding events) were similar for both

treatment groups.

Table 5: Efficacy and safety results from phase I1I Einstein DVT

Study population 3,449 patients with symptomatic acute deep vein thrombosis
Xarelto” Enoxaparin/VKA®
Treatment dosage and duration 3, 6 or 12 months 3, 6 or 12 months
N=1,731 N=1,718
. * 36 51
Symptomatic recurrent VTE (2.1%) (3.0%)
Symptomatic recurrent PE 20 18
(1.2%) (1.0%)
Symptomatic recurrent DVT 14 28
(0.8%) (1.6%)
. 1
Symptomatic PE and DVT (0.1%) 0
Fatal PE/Death where PE 4 6
cannot be ruled out (0.2%) (0.3%)
Major or clinically relevant non- 139 138
major bleeding (8.1%) (8.1%)
Major bleeding events (1(4)1 8%) ?10 29%)

a)  Rivaroxaban 15 mg twice daily for 3 weeks followed by 20 mg once daily
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b) Enoxaparin for at least 5 days, overlapped with and followed by VKA

* p <0.0001 (non-inferiority to a prespecified hazard ratio of 2.0); hazard ratio: 0.680

(0.443 - 1.042), p=0.076 (superiority)

In the Einstein PE study (see Table 6) rivaroxaban was demonstrated to be non-inferior to
enoxaparin/VKA for the primary efficacy outcome (p=0.0026 (test for non-inferiority); hazard

ratio: 1.123 (0.749 — 1.684)). The prespecified net clinical benefit (primary efficacy outcome plus
major bleeding events) was reported with a hazard ratio of 0.849 ((95% CI: 0.633 - 1.139), nominal

p value p=0.275). INR values were within the therapeutic range a mean of 63% of the time for the
mean treatment duration of 215 days, and 57%, 62%, and 65% of the time in the 3-, 6-, and 12-month
intended treatment duration groups, respectively. In the enoxaparin/VKA group, there was no clear
relation between the level of mean centre TTR (Time in Target INR Range of 2.0 — 3.0) in the equally
sized tertiles and the incidence of the recurrent VTE (p=0.082 for interaction). Within the highest
tertile according to centre, the hazard ratio with rivaroxaban versus warfarin was 0.642 (95% CI:
0.277 - 1.484).

The incidence rates for the primary safety outcome (major or clinically relevant non-major bleeding
events) were slightly lower in the rivaroxaban treatment group (10.3% (249/2412)) than in the
enoxaparin/VKA treatment group (11.4% (274/2405)). The incidence of the secondary safety outcome
(major bleeding events) was lower in the rivaroxaban group (1.1% (26/2412)) than in the
enoxaparin/VKA group (2.2% (52/2405)) with a hazard ratio 0.493 (95% CI: 0.308 - 0.789).

Table 6: Efficacy and safety results from phase I1I Einstein PE

Study population 4,832 patients with an acute symptomatic PE
Xarelto? Enoxaparin/VKA®
Treatment dosage and duration 3, 6 or 12 months 3, 6 or 12 months
N=2,419 N=2,413
. 50 44
Symptomatic recurrent VTE™® (2.1%) (1.8%)
. 23 20
Symptomatic recurrent PE (1.0%) (0.8%)
. 18 17
Symptomatic recurrent DVT (0.7%) (0.7%)
. 2
Symptomatic PE and DVT 0 (<0.1%)
Fatal PE/Death where PE 11 7
cannot be ruled out (0.5%) (0.3%)
Major or clinically relevant non- 249 274
major bleeding (10.3%) (11.4%)
. . 26 52
Major bleeding events (1.1%) (2.2%)

a) Rivaroxaban 15 mg twice daily for 3 weeks followed by 20 mg once daily

b) Enoxaparin for at least 5 days, overlapped with and followed by VKA

* p <0.0026 (non-inferiority to a prespecified hazard ratio of 2.0); hazard ratio: 1.123 (0.749 —
1.684)

A prespecified pooled analysis of the outcome of the Einstein DVT and PE studies was conducted (see
Table 7).
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Table 7: Efficacy and safety results from pooled analysis of phase I1I Einstein DVT and
Einstein PE

Study population 8,281 patients with an acute symptomatic DVT or PE
Xarelto” Enoxaparin/VKA®
Treatment dosage and duration 3, 6 or 12 months 3, 6 or 12 months
N=4,150 N=4,131
. 86 95
Symptomatic recurrent VTE™® (2.1%) (2.3%)
. 43 38
Symptomatic recurrent PE (1.0%) (0.9%)
. 32 45
Symptomatic recurrent DVT (0.8%) (1.1%)
. 1 2
Symptomatic PE and DVT (<0.1%) (<0.1%)
Fatal PE/Death where PE 15 13
cannot be ruled out (0.4%) (0.3%)
Major or clinically relevant non- 388 412
major bleeding (9.4%) (10.0%)
Major bleeding events 40 72
J & (1.0%) (1.7%)

a) Rivaroxaban 15 mg twice daily for 3 weeks followed by 20 mg once daily
b)  Enoxaparin for at least 5 days, overlapped with and followed by VKA

® p <0.0001 (non-inferiority to a prespecified hazard ratio of 1.75); hazard ratio: 0.886 (0.661 —
1.186)

The prespecified net clinical benefit (primary efficacy outcome plus major bleeding events) of the
pooled analysis was reported with a hazard ratio of 0.771 ((95% CI: 0.614 — 0.967), nominal p value
p=0.0244).

In the Einstein Extension study (see Table 8) rivaroxaban was superior to placebo for the primary and
secondary efficacy outcomes. For the primary safety outcome (major bleeding events) there was a
non-significant numerically higher incidence rate for patients treated with rivaroxaban 20 mg once
daily compared to placebo. The secondary safety outcome (major or clinically relevant non-major
bleeding events) showed higher rates for patients treated with rivaroxaban 20 mg once daily compared
to placebo.

Table 8: Efficacy and safety results from phase III Einstein Extension

Study population 1,197 patients continued treatment and prevention
of recurrent venous thromboembolism
Xarelto? Placebo
Treatment dosage and duration 6 or 12 months 6 or 12 months
N=602 N=59%4
. * 8 42
Symptomatic recurrent VTE (1.3%) (7.1%)
Symptomatic recurrent PE ?0.3% ) (123 2%)
Symptomatic recurrent DVT fO.S %) ?51 2%)
Fatal PE/Death where PE 1 1
cannot be ruled out (0.2%) (0.2%)
Major bleeding events ?0.7% ) ?O. 0%)
Clinically relevant non-major 32 7
bleeding (5.4%) (1.2%)

a) Rivaroxaban 20 mg once daily
* p <0.0001 (superiority), hazard ratio: 0.185 (0.087 - 0.393)
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Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Xarelto in one or more subsets of the paediatric population in the treatment of thromboembolic events.
The European Medicines Agency has waived the obligation to submit the results of studies with
Xarelto in all subsets of the paediatric population in the prevention of thromboembolic events (see
section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption
Rivaroxaban is rapidly absorbed with maximum concentrations (Cmax) appearing 2 - 4 hours after

tablet intake.

Oral absorption of rivaroxaban is almost complete and oral bioavailability is high (80 - 100%) for the
2.5 mg and 10 mg tablet dose, irrespective of fasting/fed conditions. Intake with food does not affect
rivaroxaban AUC or Cpay at the 2.5 mg and 10 mg dose.

Due to a reduced extent of absorption an oral bioavailability of 66% was determined for the 20 mg
tablet under fasting conditions. When Xarelto 20 mg tablets are taken together with food increases in
mean AUC by 39% were observed when compared to tablet intake under fasting conditions, indicating
almost complete absorption and high oral bioavailability. Xarelto 15 mg and 20 mg are to be taken
with food (see section 4.2).

Rivaroxaban pharmacokinetics are approximately linear up to about 15 mg once daily in fasting state.
Under fed conditions Xarelto 10 mg, 15 mg and 20 mg tablets demonstrated dose-proportionality. At
higher doses rivaroxaban displays dissolution limited absorption with decreased bioavailability and
decreased absorption rate with increased dose.

Variability in rivaroxaban pharmacokinetics is moderate with inter-individual variability (CV%)
ranging from 30% to 40%.

Absorption of rivaroxaban is dependent on the site of its release in the gastrointestinal tract. A 29%
and 56% decrease in AUC and Cuax compared to tablet was reported when rivaroxaban granulate is
released in the proximal small intestine. Exposure is further reduced when rivaroxaban is released in
the distal small intestine, or ascending colon. Therefore, administration of rivaroxaban distal to the
stomach should be avoided since this can result in reduced absorption and related rivaroxaban
exposure.

Bioavailability (AUC and Crmax) was comparable for 20 mg rivaroxaban administered orally as a
crushed tablet mixed in apple puree, or suspended in water and administered via a gastric tube
followed by a liquid meal, compared to a whole tablet. Given the predictable, dose-proportional
pharmacokinetic profile of rivaroxaban, the bioavailability results from this study are likely applicable
to lower rivaroxaban doses.

Distribution

Plasma protein binding in humans is high at approximately 92 % to 95 %, with serum albumin being
the main binding component. The volume of distribution is moderate with Vg being approximately
50 litres.

Biotransformation and elimination

Of the administered rivaroxaban dose, approximately 2/3 undergoes metabolic degradation, with half
then being eliminated renally and the other half eliminated by the faecal route. The final 1/3 of the
administered dose undergoes direct renal excretion as unchanged active substance in the urine, mainly
via active renal secretion.

Rivaroxaban is metabolised via CYP3A4, CYP2J2 and CYP-independent mechanisms. Oxidative
degradation of the morpholinone moiety and hydrolysis of the amide bonds are the major sites of
biotransformation. Based on in vitro investigations rivaroxaban is a substrate of the transporter
proteins P-gp (P-glycoprotein) and Berp (breast cancer resistance protein).

Unchanged rivaroxaban is the most important compound in human plasma, with no major or active
circulating metabolites being present. With a systemic clearance of about 10 I/h, rivaroxaban can be
classified as a low-clearance substance. After intravenous administration of a 1 mg dose the
elimination half-life is about 4.5 hours. After oral administration the elimination becomes absorption
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rate limited. Elimination of rivaroxaban from plasma occurs with terminal half-lives of 5 to 9 hours in
young individuals, and with terminal half-lives of 11 to 13 hours in the elderly.

Special populations

Gender

There were no clinically relevant differences in pharmacokinetics and pharmacodynamics between
male and female patients.

Elderly population

Elderly patients exhibited higher plasma concentrations than younger patients, with mean AUC values
being approximately 1.5 fold higher, mainly due to reduced (apparent) total and renal clearance. No
dose adjustment is necessary.

Different weight categories
Extremes in body weight (< 50 kg or > 120 kg) had only a small influence on rivaroxaban plasma
concentrations (less than 25 %). No dose adjustment is necessary.

Inter-ethnic differences

No clinically relevant inter-ethnic differences among Caucasian, African-American, Hispanic,
Japanese or Chinese patients were observed regarding rivaroxaban pharmacokinetics and
pharmacodynamics.

Hepatic impairment

Cirrhotic patients with mild hepatic impairment (classified as Child Pugh A) exhibited only minor
changes in rivaroxaban pharmacokinetics (1.2 fold increase in rivaroxaban AUC on average), nearly
comparable to their matched healthy control group. In cirrhotic patients with moderate hepatic
impairment (classified as Child Pugh B), rivaroxaban mean AUC was significantly increased by

2.3 fold compared to healthy volunteers. Unbound AUC was increased 2.6 fold. These patients also
had reduced renal elimination of rivaroxaban, similar to patients with moderate renal impairment.
There are no data in patients with severe hepatic impairment.

The inhibition of factor Xa activity was increased by a factor of 2.6 in patients with moderate hepatic
impairment as compared to healthy volunteers; prolongation of PT was similarly increased by a factor
of 2.1. Patients with moderate hepatic impairment were more sensitive to rivaroxaban resulting in a
steeper PK/PD relationship between concentration and PT.

Xarelto is contraindicated in patients with hepatic disease associated with coagulopathy and clinically
relevant bleeding risk, including cirrhotic patients with Child Pugh B and C (see section 4.3).

Renal impairment

There was an increase in rivaroxaban exposure correlated to decrease in renal function, as assessed via
creatinine clearance measurements. In individuals with mild (creatinine clearance 50 - 80 ml/min),
moderate (creatinine clearance 30 - 49 ml/min) and severe (creatinine clearance 15 - 29 ml/min) renal
impairment, rivaroxaban plasma concentrations (AUC) were increased 1.4, 1.5 and 1.6 fold
respectively. Corresponding increases in pharmacodynamic effects were more pronounced. In
individuals with mild, moderate and severe renal impairment the overall inhibition of factor Xa
activity was increased by a factor of 1.5, 1.9 and 2.0 respectively as compared to healthy volunteers;
prolongation of PT was similarly increased by a factor of 1.3, 2.2 and 2.4 respectively. There are no
data in patients with creatinine clearance < 15 ml/min.

Due to the high plasma protein binding rivaroxaban is not expected to be dialysable.

Use is not recommended in patients with creatinine clearance < 15 ml/min. Xarelto is to be used with
caution in patients with creatinine clearance 15 - 29 ml/min (see section 4.4).

Pharmacokinetic data in patients

In patients receiving rivaroxaban for treatment of acute DVT 20 mg once daily the geometric mean
concentration (90% prediction interval) 2 - 4 h and about 24 h after dose (roughly representing
maximum and minimum concentrations during the dose interval) was 215 (22 - 535) and

32 (6 - 239) ug/l, respectively.
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Pharmacokinetic/pharmacodynamic relationship

The pharmacokinetic/pharmacodynamic (PK/PD) relationship between rivaroxaban plasma
concentration and several PD endpoints (factor Xa inhibition, PT, aPTT, Heptest) has been evaluated
after administration of a wide range of doses (5 - 30 mg twice a day). The relationship between
rivaroxaban concentration and factor Xa activity was best described by an Emax model. For PT, the
linear intercept model generally described the data better. Depending on the different PT reagents
used, the slope differed considerably. When Neoplastin PT was used, baseline PT was about 13 s and
the slope was around 3 to 4 s/(100 ug/l). The results of the PK/PD analyses in Phase II and III were
consistent with the data established in healthy subjects.

Paediatric population
Safety and efficacy have not been established for children and adolescents up to 18 years.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, single dose toxicity, phototoxicity, genotoxicity, carcinogenic potential and juvenile
toxicity.

Effects observed in repeat-dose toxicity studies were mainly due to the exaggerated pharmacodynamic
activity of rivaroxaban. In rats, increased IgG and IgA plasma levels were seen at clinically relevant
exposure levels.

In rats, no effects on male or female fertility were seen. Animal studies have shown reproductive
toxicity related to the pharmacological mode of action of rivaroxaban (e.g. haemorrhagic
complications). Embryo-foetal toxicity (post-implantation loss, retarded/progressed ossification,
hepatic multiple light coloured spots) and an increased incidence of common malformations as well as
placental changes were observed at clinically relevant plasma concentrations. In the pre- and post-
natal study in rats, reduced viability of the offspring was observed at doses that were toxic to the dams.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:
Microcrystalline cellulose
Croscarmellose sodium
Lactose monohydrate
Hypromellose

Sodium laurilsulfate
Magnesium stearate

Film-coat:

Macrogol 3350
Hypromellose

Titanium dioxide (E171)
Iron oxide red (E172)
6.2 Incompatibilities
Not applicable.

6.3  Shelf life

3 years
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6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

PP/Aluminium foil blisters in cartons of 14, 28, 42 or 98 film-coated tablets or perforated unit dose
blisters in cartons of 10 x 1, or 100 x 1 or in multipacks containing 100 (10 packs of 10 x 1) film-
coated tablets.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal

No special requirements for disposal.

7. MARKETING AUTHORISATION HOLDER
Bayer Pharma AG

13342 Berlin

Germany

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/472/011-016, EU/1/08/472/023.

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 30 September 2008

Date of latest renewal: 22 May 2013

10. DATE OF REVISION OF THE TEXT

(MM/YYYY}

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Xarelto 20 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 20 mg rivaroxaban.

Excipient with known effect:
Each film-coated tablet contains 21.76 mg lactose (as monohydrate), see section 4.4.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet (tablet).
Brown-red, round biconvex tablets (6 mm diameter, 9 mm radius of curvature) marked with the
BAYER-cross on one side and “20” and a triangle on the other side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Prevention of stroke and systemic embolism in adult patients with non-valvular atrial fibrillation with
one or more risk factors, such as congestive heart failure, hypertension, age > 75 years, diabetes
mellitus, prior stroke or transient ischaemic attack.

Treatment of deep vein thrombosis (DVT) and pulmonary embolism (PE), and prevention of recurrent
DVT and PE in adults. (See section 4.4 for haemodynamically unstable PE patients.)

4.2 Posology and method of administration

Posology
Prevention of stroke and systemic embolism

The recommended dose is 20 mg once daily, which is also the recommended maximum dose.

Therapy with Xarelto should be continued long term provided the benefit of prevention of stroke and
systemic embolism outweighs the risk of bleeding (see section 4.4).

If a dose is missed the patient should take Xarelto immediately and continue on the following day with
the once daily intake as recommended. The dose should not be doubled within the same day to make
up for a missed dose.

Treatment of DVT, treatment of PE and prevention of recurrent DVT and PE

The recommended dose for the initial treatment of acute DVT or PE is 15 mg twice daily for the first
three weeks followed by 20 mg once daily for the continued treatment and prevention of recurrent
DVT and PE, as indicated in the table below.
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Dosing schedule Maximum daily dose

Day 1-21 15 mg twice daily 30 mg

Day 22 and onwards 20 mg once daily 20 mg

The duration of therapy should be individualised after careful assessment of the treatment benefit
against the risk for bleeding (see section 4.4). Short duration of therapy (at least 3 months) should be
based on transient risk factors (e.g. recent surgery, trauma, immobilisation) and longer durations
should be based on permanent risk factors or idiopathic DVT or PE.

If a dose is missed during the 15 mg twice daily treatment phase (day 1 - 21), the patient should take
Xarelto immediately to ensure intake of 30 mg Xarelto per day. In this case two 15 mg tablets may be
taken at once. The patient should continue with the regular 15 mg twice daily intake as recommended
on the following day.

If a dose is missed during the once daily treatment phase (day 22 and onwards), the patient should take
Xarelto immediately, and continue on the following day with the once daily intake as recommended.
The dose should not be doubled within the same day to make up for a missed dose.

Converting from Vitamin K Antagonists (VKA) to Xarelto

For patients treated for prevention of stroke and systemic embolism, VKA treatment should be
stopped and Xarelto therapy should be initiated when the International Normalized Ratio (INR) is
<3.0.

For patients treated for DVT, PE and prevention of recurrence, VKA treatment should be stopped and
Xarelto therapy should be initiated once the INR is < 2.5.

When converting patients from VKAs to Xarelto, INR values will be falsely elevated after the intake
of Xarelto. The INR is not valid to measure the anticoagulant activity of Xarelto, and therefore should
not be used (see section 4.5).

Converting from Xarelto to Vitamin K antagonists (VKA)

There is a potential for inadequate anticoagulation during the transition from Xarelto to VKA.
Continuous adequate anticoagulation should be ensured during any transition to an alternate
anticoagulant. It should be noted that Xarelto can contribute to an elevated INR.

In patients converting from Xarelto to VKA, VKA should be given concurrently until the INR is > 2.0.
For the first two days of the conversion period, standard initial dosing of VKA should be used
followed by VKA dosing, as guided by INR testing. While patients are on both Xarelto and VKA the
INR should not be tested earlier than 24 hours after the previous dose but prior to the next dose of
Xarelto. Once Xarelto is discontinued INR testing may be done reliably at least 24 hours after the last
dose (see sections 4.5 and 5.2).

Converting from parenteral anticoagulants to Xarelto

For patients currently receiving a parenteral anticoagulant, discontinue the parenteral anticoagulant
and start Xarelto 0 to 2 hours before the time that the next scheduled administration of the parenteral
medicinal product (e.g. low molecular weight heparins) would be due or at the time of discontinuation
of a continuously administered parenteral medicinal product (e.g. intravenous unfractionated heparin).

Converting from Xarelto to parenteral anticoagulants
Give the first dose of parenteral anticoagulant at the time the next Xarelto dose would be taken.

Special populations

Renal impairment

Limited clinical data for patients with severe renal impairment (creatinine clearance 15 - 29 ml/min)
indicate that rivaroxaban plasma concentrations are significantly increased. Therefore, Xarelto is to be
used with caution in these patients. Use is not recommended in patients with creatinine clearance

< 15 ml/min (see sections 4.4 and 5.2).

In patients with moderate (creatinine clearance 30 - 49 ml/min) or severe (creatinine clearance
15 - 29 ml/min) renal impairment the following dosage recommendations apply:
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- For the prevention of stroke and systemic embolism in patients with non-valvular atrial
fibrillation, the recommended dose is 15 mg once daily (see section 5.2).

- For the treatment of DVT, treatment of PE and prevention of recurrent DVT and PE: Patients
should be treated with 15 mg twice daily for the first 3 weeks.
Thereafter, the recommended dose is 20 mg once daily. A reduction of the dose from 20 mg
once daily to 15 mg once daily should be considered if the patient’s assessed risk for bleeding
outweighs the risk for recurrent DVT and PE. The recommendation for the use of 15 mg is
based on PK modelling and has not been studied in this clinical setting (see sections 4.4, 5.1 and
5.2).

No dose adjustment is necessary in patients with mild renal impairment (creatinine clearance
50 - 80 ml/min) (see section 5.2).

Hepatic impairment
Xarelto is contraindicated in patients with hepatic disease associated with coagulopathy and clinically
relevant bleeding risk including cirrhotic patients with Child Pugh B and C (see sections 4.3 and 5.2).

Elderly population
No dose adjustment (see section 5.2).

Body weight
No dose adjustment (see section 5.2).

Gender
No dose adjustment (see section 5.2).

Paediatric population
The safety and efficacy of Xarelto in children aged 0 to 18 years have not been established. No data
are available. Therefore, Xarelto is not recommended for use in children below 18 years of age.

Method of administration
For oral use.
The tablets are to be taken with food (see section 5.2).

For patients who are unable to swallow whole tablets, Xarelto tablet may be crushed and mixed with
water or apple puree immediately prior to use and administered orally. After the administration of
crushed Xarelto 15 mg or 20 mg film-coated tablets, the dose should be immediately followed by
food.

The crushed Xarelto tablet may also be given through gastric tubes after confirmation of the correct
gastric placement of the tube. The crushed tablet should be administered in a small amount of water
via a gastric tube after which it should be flushed with water. After the administration of crushed
Xarelto15 mg or 20 mg film-coated tablets, the dose should then be immediately followed by enteral
feeding (see section 5.2).

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Active clinically significant bleeding.

Lesion or condition, if considered to be a significant risk for major bleeding. This may include current
or recent gastrointestinal ulceration, presence of malignant neoplasms at high risk of bleeding, recent
brain or spinal injury, recent brain, spinal or ophthalmic surgery, recent intracranial haemorrhage,

known or suspected oesophageal varices, arteriovenous malformations, vascular aneurysms or major
intraspinal or intracerebral vascular abnormalities.
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Concomitant treatment with any other anticoagulants e.g. unfractionated heparin (UFH), low
molecular weight heparins (enoxaparin, dalteparin, etc.), heparin derivatives (fondaparinux, etc.), oral
anticoagulants (warfarin, dabigatran etexilate, apixaban, etc.) except under specific circumstances of
switching anticoagulant therapy (see section 4.2) or when UFH is given at doses necessary to maintain
an open central venous or arterial catheter (see section 4.5).

Hepatic disease associated with coagulopathy and clinically relevant bleeding risk including cirrhotic
patients with Child Pugh B and C (see section 5.2).

Pregnancy and breast feeding (see section 4.6).
4.4 Special warnings and precautions for use

Clinical surveillance in line with anticoagulation practice is recommended throughout the treatment
period.

Haemorrhagic risk

As with other anticoagulants, patients taking Xarelto are to be carefully observed for signs of bleeding.
It is recommended to be used with caution in conditions with increased risk of haemorrhage. Xarelto
administration should be discontinued if severe haemorrhage occurs.

In the clinical studies mucosal bleedings (i.e. epistaxis, gingival, gastrointestinal, genito urinary) and
anaemia were seen more frequently during long term rivaroxaban treatment compared with VKA
treatment. Thus, in addition to adequate clinical surveillance, laboratory testing of
haemoglobin/haematocrit could be of value to detect occult bleeding, as judged to be appropriate.

Several sub-groups of patients, as detailed below, are at increased risk of bleeding. These patients are
to be carefully monitored for signs and symptoms of bleeding complications and anaemia after
initiation of treatment (see section 4.8).

Any unexplained fall in haemoglobin or blood pressure should lead to a search for a bleeding site.

Although treatment with rivaroxaban does not require routine monitoring of exposure, rivaroxaban
levels measured with a calibrated quantitative anti-factor Xa assay may be useful in exceptional
situations where knowledge of rivaroxaban exposure may help to inform clinical decisions, e.g.,
overdose and emergency surgery (see sections 5.1 and 5.2).

Renal impairment

In patients with severe renal impairment (creatinine clearance < 30 ml/min) rivaroxaban plasma levels
may be significantly increased (1.6 fold on average) which may lead to an increased bleeding risk.
Xarelto is to be used with caution in patients with creatinine clearance 15 - 29 ml/min. Use is not
recommended in patients with creatinine clearance < 15 ml/min (see sections 4.2 and 5.2).

Xarelto should be used with caution in patients with renal impairment concomitantly receiving other
medicinal products which increase rivaroxaban plasma concentrations (see section 4.5).

Interaction with other medicinal products

The use of Xarelto is not recommended in patients receiving concomitant systemic treatment with
azole-antimycotics (such as ketoconazole, itraconazole, voriconazole and posaconazole) or HIV
protease inhibitors (e.g. ritonavir). These active substances are strong inhibitors of both CYP3A4 and
P-gp and therefore may increase rivaroxaban plasma concentrations to a clinically relevant degree
(2.6 fold on average) which may lead to an increased bleeding risk (see section 4.5).

Care is to be taken if patients are treated concomitantly with medicinal products affecting haemostasis
such as non-steroidal anti-inflammatory medicinal products (NSAIDs), acetylsalicylic acid and
platelet aggregation inhibitors. For patients at risk of ulcerative gastrointestinal disease an appropriate
prophylactic treatment may be considered (see section 4.5).
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Other haemorrhagic risk factors
As with other antithrombotics, rivaroxaban is not recommended in patients with an increased bleeding
risk such as:

o congenital or acquired bleeding disorders
o uncontrolled severe arterial hypertension
o other gastrointestinal disease without active ulceration that can potentially lead to bleeding

complications (e.g. inflammatory bowel disease, oesophagitis, gastritis and gastroesophageal
reflux disease)

o vascular retinopathy

o bronchiectasis or history of pulmonary bleeding

Patients with prosthetic valves

Safety and efficacy of Xarelto have not been studied in patients with prosthetic heart valves; therefore,
there are no data to support that Xarelto 20 mg (15 mg in patients with moderate or severe renal
impairment) provides adequate anticoagulation in this patient population. Treatment with Xarelto is
not recommended for these patients.

Haemodynamically unstable PE patients or patients who require thrombolysis or pulmonary
embolectomy

Xarelto is not recommended as an alternative to unfractionated heparin in patients with pulmonary
embolism who are haemodynamically unstable or may receive thrombolysis or pulmonary
embolectomy since the safety and efficacy of Xarelto have not been established in these clinical
situations.

Dosing recommendations before and after invasive procedures and surgical intervention

If an invasive procedure or surgical intervention is required, Xarelto should be stopped at least

24 hours before the intervention, if possible and based on the clinical judgement of the physician.

If the procedure cannot be delayed the increased risk of bleeding should be assessed against the
urgency of the intervention.

Xarelto should be restarted after the invasive procedure or surgical intervention as soon as possible
provided the clinical situation allows and adequate haemostasis has been established as determined by
the treating physician (see section 5.2).

Elderly population
Increasing age may increase haemorrhagic risk (see section 5.2).

Information about excipients
Xarelto contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp
lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

CYP3A4 and P-gp inhibitors

Co-administration of rivaroxaban with ketoconazole (400 mg once a day) or ritonavir (600 mg twice a
day) led to a 2.6 fold / 2.5 fold increase in mean rivaroxaban AUC and a 1.7 fold / 1.6 fold increase in
mean rivaroxaban Cmax, With significant increases in pharmacodynamic effects which may lead to an
increased bleeding risk. Therefore, the use of Xarelto is not recommended in patients receiving
concomitant systemic treatment with azole-antimycotics such as ketoconazole, itraconazole,
voriconazole and posaconazole or HIV protease inhibitors. These active substances are strong
inhibitors of both CYP3A4 and P-gp (see section 4.4).

Active substances strongly inhibiting only one of the rivaroxaban elimination pathways, either
CYP3A4 or P-gp, are expected to increase rivaroxaban plasma concentrations to a lesser extent.
Clarithromycin (500 mg twice a day), for instance, considered as a strong CYP3A4 inhibitor and
moderate P-gp inhibitor, led to a 1.5 fold increase in mean rivaroxaban AUC and a 1.4 fold increase in
Crmax. This increase is not considered clinically relevant. (For patients with renal impairment: see
section 4.4).
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Erythromycin (500 mg three times a day), which inhibits CYP3A4 and P-gp moderately, led to a

1.3 fold increase in mean rivaroxaban AUC and Cpax. This increase is not considered clinically
relevant.

In subjects with mild renal impairment erythromycin (500 mg three times a day) led to a 1.8 fold
increase in mean rivaroxaban AUC and 1.6 fold increase in Cmax Wwhen compared to subjects with
normal renal function. In subjects with moderate renal impairment, erythromycin led to a 2.0 fold
increase in mean rivaroxaban AUC and 1.6 fold increase in Cmax Wwhen compared to subjects with
normal renal function. The effect of erythromycin is additive to that of renal impairment (see section
4.4).

Fluconazole (400 mg once daily), considered as a moderate CYP3A4 inhibitor, led to a 1.4 fold
increase in mean rivaroxaban AUC and a 1.3 fold increase in mean Cmax. This increase is not
considered clinically relevant. (For patients with renal impairment: see section 4.4).

Given the limited clinical data available with dronedarone, co-administration with rivaroxaban should
be avoided.

Anticoagulants
After combined administration of enoxaparin (40 mg single dose) with rivaroxaban (10 mg single

dose) an additive effect on anti-factor Xa activity was observed without any additional effects on
clotting tests (PT, aPTT). Enoxaparin did not affect the pharmacokinetics of rivaroxaban.

Due to the increased bleeding risk care is to be taken if patients are treated concomitantly with any
other anticoagulants (see sections 4.3 and 4.4).

NSAIDs/platelet aggregation inhibitors

No clinically relevant prolongation of bleeding time was observed after concomitant administration of
rivaroxaban (15 mg) and 500 mg naproxen. Nevertheless, there may be individuals with a more
pronounced pharmacodynamic response.

No clinically significant pharmacokinetic or pharmacodynamic interactions were observed when
rivaroxaban was co-administered with 500 mg acetylsalicylic acid.

Clopidogrel (300 mg loading dose followed by 75 mg maintenance dose) did not show a
pharmacokinetic interaction with rivaroxaban (15 mg) but a relevant increase in bleeding time was
observed in a subset of patients which was not correlated to platelet aggregation, P-selectin or
GPIIb/II1a receptor levels.

Care is to be taken if patients are treated concomitantly with NSAIDs (including acetylsalicylic acid)
and platelet aggregation inhibitors because these medicinal products typically increase the bleeding
risk (see section 4.4).

Warfarin

Converting patients from the vitamin K antagonist warfarin (INR 2.0 to 3.0) to rivaroxaban (20 mg) or
from rivaroxaban (20 mg) to warfarin (INR 2.0 to 3.0) increased prothrombin time/INR (Neoplastin)
more than additively (individual INR values up to 12 may be observed), whereas effects on aPTT,
inhibition of factor Xa activity and endogenous thrombin potential were additive.

If it is desired to test the pharmacodynamic effects of rivaroxaban during the conversion period, anti-
factor Xa activity, PiCT, and Heptest can be used as these tests were not affected by warfarin. On the
fourth day after the last dose of warfarin, all tests (including PT, aPTT, inhibition of factor Xa activity
and ETP) reflected only the effect of rivaroxaban.

If it is desired to test the pharmacodynamic effects of warfarin during the conversion period, INR
measurement can be used at the Ciouen Of rivaroxaban (24 hours after the previous intake of
rivaroxaban) as this test is minimally affected by rivaroxaban at this time point.

No pharmacokinetic interaction was observed between warfarin and rivaroxaban.

CYP3A4 inducers

Co-administration of rivaroxaban with the strong CYP3A4 inducer rifampicin led to an approximate
50 % decrease in mean rivaroxaban AUC, with parallel decreases in its pharmacodynamic effects. The
concomitant use of rivaroxaban with other strong CYP3A4 inducers (e.g. phenytoin, carbamazepine,
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phenobarbital or St. John’s Wort (Hypericum perforatum)) may also lead to reduced rivaroxaban
plasma concentrations. Therefore, concomitant administration of strong CYP3A4 inducers should be
avoided unless the patient is closely observed for signs and symptoms of thrombosis.

Other concomitant therapies

No clinically significant pharmacokinetic or pharmacodynamic interactions were observed when
rivaroxaban was co-administered with midazolam (substrate of CYP3A4), digoxin (substrate of P-gp),
atorvastatin (substrate of CYP3A4 and P-gp) or omeprazole (proton pump inhibitor). Rivaroxaban
neither inhibits nor induces any major CYP isoforms like CYP3A4.

Laboratory parameters
Clotting parameters (e.g. PT, aPTT, HepTest) are affected as expected by the mode of action of
rivaroxaban (see section 5.1).

4.6 Fertility, pregnancy and breast feeding

Pregnancy
Safety and efficacy of Xarelto have not been established in pregnant women. Studies in animals have

shown reproductive toxicity (see section 5.3). Due to the potential reproductive toxicity, the intrinsic
risk of bleeding and the evidence that rivaroxaban passes the placenta, Xarelto is contraindicated
during pregnancy (see section 4.3).

Women of child-bearing potential should avoid becoming pregnant during treatment with rivaroxaban.

Breast feeding
Safety and efficacy of Xarelto have not been established in breast feeding women. Data from animals

indicate that rivaroxaban is secreted into milk. Therefore Xarelto is contraindicated during breast
feeding (see section 4.3). A decision must be made whether to discontinue breast feeding or to
discontinue/abstain from therapy.

Fertility
No specific studies with rivaroxaban in humans have been conducted to evaluate effects on fertility. In
a study on male and female fertility in rats no effects were seen (see section 5.3).

4.7 Effects on ability to drive and use machines

Xarelto has minor influence on the ability to drive and use machines. Adverse reactions like syncope
(frequency: uncommon) and dizziness (frequency: common) have been reported (see section 4.8).
Patients experiencing these adverse reactions should not drive or use machines.

4.8 Undesirable effects

Summary of the safety profile

The safety of rivaroxaban has been evaluated in eleven phase 111 studies including 32,625 patients
exposed to rivaroxaban (see Table 1).
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Table 1: Number of patients studied, maximum daily dose and treatment duration in phase II1

studies
Indication Number Maximum daily Maximum
of dose treatment duration
patients*
Prevention of venous thromboembolism | 6,097 10 mg 39 days
(VTE) in adult patients undergoing
elective hip or knee replacement surgery
Prevention of venous thromboembolism | 3,997 10 mg 39 days
in medically ill patients
Treatment of DVT, PE and prevention 4,556 Day 1-21:30 mg 21 months
of recurrence Day 22 and onwards:
20 mg
Prevention of stroke and systemic 7,750 20 mg 41 months
embolism in patients with non-valvular
atrial fibrillation
Prevention of atherothrombotic events in | 10,225 5 mgor 10 mg 31 months

patients after an ACS

respectively, co-
administered with
either ASA or ASA
plus clopidogrel or
ticlopidine

*Patients exposed to at least one dose of rivaroxaban

The most commonly reported adverse reactions in patients receiving rivaroxaban were bleedings (see
section 4.4. and ‘Description of selected adverse reactions’ below). The most commonly reported
bleedings (>4 %) were epistaxis (5.9 %) and gastrointestinal tract haemorrhage (4.2 %).

In total about 67% of patients exposed to at least one dose of rivaroxaban were reported with treatment
emergent adverse events. About 22% of the patients experienced adverse events considered related to
treatment as assessed by investigators. In patients treated with 10 mg Xarelto undergoing hip or knee
replacement surgery and in hospitalised medically ill patients, bleeding events occurred in
approximately 6.8% and 12.6% of patients, respectively, and anaemia occurred in approximately 5.9%
and 2.1% of patients, respectively. In patients treated with either 15 mg twice daily Xarelto followed
by 20 mg once daily for treatment of DVT or PE, or with 20 mg once daily for prevention of recurrent
DVT and PE, bleeding events occurred in approximately 27.8% of patients and anaemia occurred in
approximately 2.2% of patients. In patients treated for prevention of stroke and systemic embolism,
bleeding of any type or severity was reported with an event rate of 28 per 100 patient years, and
anaemia with an event rate of 2.5 per 100 patient years. In patients treated for prevention of
cardiovascular death and myocardial infarction after an acute coronary syndrome (ACS), bleeding of
any type or severity was reported with an event rate of 22 per 100 patient years. Anaemia was reported
with an event rate of 1.4 per 100 patient years.

Tabulated list of adverse reactions

The frequencies of adverse reactions reported with Xarelto are summarised in table 2 below by system
organ class (in MedDRA) and by frequency.

Frequencies are defined as:

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)

not known (cannot be estimated from the available data)

Table 2: All treatment-emergent adverse reactions reported in patients in phase III studies
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Common

Uncommon

Rare

Not known

Blood and lymphatic system disorders

Anaemia (incl. Thrombocythemia
respective (incl. platelet count
laboratory increased)®
parameters)

Immune system disorders

Allergic reaction,
dermatitis allergic

Nervous system disorders

Dizziness, headache

Cerebral and

intracranial
haemorrhage,
syncope
Eye disorders
Eye haemorrhage
(incl. conjunctival
haemorrhage)
Cardiac disorders
| Tachycardia
Vascular disorders
Hypotension,
haematoma
Respiratory, thoracic and mediastinal disorders
Epistaxis,
haemoptysis
Gastrointestinal disorders
Gingival bleeding, |Dry mouth

gastrointestinal tract
haemorrhage (incl.
rectal
haemorrhage),
gastrointestinal and
abdominal pains,
dyspepsia, nausea,
constipation®,
diarrhoea,
vomiting®

Hepatobiliary disorders

Hepatic function
abnormal

Jaundice

Skin and subcutaneous tissue disorders

Pruritus (incl.
uncommon cases of
generalised
pruritus), rash,
ecchymosis,
cutaneous and
subcutaneous
haemorrhage

Urticaria

Musculoskeletal and connective tissue disorders

Pain in extremity”

Haemarthrosis

Muscle haemorrhage

Compartment syndrome
secondary to a bleeding

Renal and urinary disorders
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Common Uncommon Rare Not known

Urogenital tract Renal failure/acute renal
haemorrhage (incl. failure secondary to a
haematuria and bleeding sufficient to
menorrhagia®), cause hypoperfusion

renal impairment
(incl. blood
creatinine
increased, blood
urea increased)”
General disorders and administration site conditions

Fever®, peripheral |Feeling unwell Localised oedema®
oedema, decreased |(incl. malaise)
general strength and
energy (incl. fatigue
and asthenia)

Investigations
Increase in Increased bilirubin, |Bilirubin conjugated
transaminases increased blood increased (with or without
alkaline concomitant increase of
phosphatase®, ALT)
increased LDH”,
increased lipase®,
increased amylase®,
increased GGT*
Injury, poisoning and procedural complications
Postprocedural Vascular pseudoaneurysm®
haemorrhage (incl.
postoperative
anaemia, and
wound
haemorrhage),
contusion,

wound secretion”®
A: observed in prevention of venous thromboembolism (VTE) in adult patients undergoing elective
hip or knee replacement surgery

B: observed in treatment of DVT, PE and prevention of recurrence as very common in women

<55 years

C: observed as uncommon in prevention of atherothrombotic events in patients after an ACS
(following percutaneous coronary intervention)

Description of selected adverse reactions

Due to the pharmacological mode of action, the use of Xarelto may be associated with an increased
risk of occult or overt bleeding from any tissue or organ which may result in post haemorrhagic
anaemia. The signs, symptoms, and severity (including fatal outcome) will vary according to the
location and degree or extent of the bleeding and/or anaemia (see section 4.9 Management of
bleeding). In the clinical studies mucosal bleedings (i.e. epistaxis, gingival, gastrointestinal, genito
urinary) and anaemia were seen more frequently during long term rivaroxaban treatment compared
with VKA treatment. Thus, in addition to adequate clinical surveillance, laboratory testing of
haemoglobin/haematocrit could be of value to detect occult bleeding, as judged to be appropriate. The
risk of bleedings may be increased in certain patient groups e.g. those patients with uncontrolled
severe arterial hypertension and/or on concomitant treatment affecting haemostasis (see Haemorrhagic
risk in section 4.4). Menstrual bleeding may be intensified and/or prolonged. Haemorrhagic
complications may present as weakness, paleness, dizziness, headache or unexplained swelling,
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dyspnoea and unexplained shock. In some cases as a consequence of anaemia, symptoms of cardiac
ischaemia like chest pain or angina pectoris have been observed.

Known complications secondary to severe bleeding such as compartment syndrome and renal failure
due to hypoperfusion have been reported for Xarelto. Therefore, the possibility of haemorrhage is to
be considered in evaluating the condition in any anticoagulated patient.

Post-marketing observations

Angioedema and allergic oedema have been reported post-marketing in temporal association with the
use of Xarelto. The frequency of these adverse reactions reported from post-marketing experience
cannot be estimated. In the pooled phase III trials, these events were uncommon (> 1/1,000 to

< 1/100).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Rare cases of overdose up to 600 mg have been reported without bleeding complications or other
adverse reactions. Due to limited absorption a ceiling effect with no further increase in average plasma
exposure is expected at supratherapeutic doses of 50 mg rivaroxaban or above.

A specific antidote antagonising the pharmacodynamic effect of rivaroxaban is not available.

The use of activated charcoal to reduce absorption in case of rivaroxaban overdose may be considered.

Management of bleeding

Should a bleeding complication arise in a patient receiving rivaroxaban, the next rivaroxaban
administration should be delayed or treatment should be discontinued as appropriate. Rivaroxaban has
a half-life of approximately 5 to 13 hours (see section 5.2). Management should be individualised
according to the severity and location of the haemorrhage. Appropriate symptomatic treatment could
be used as needed, such as mechanical compression (e.g. for severe epistaxis), surgical haemostasis
with bleeding control procedures, fluid replacement and haemodynamic support, blood products
(packed red cells or fresh frozen plasma, depending on associated anaemia or coagulopathy) or
platelets.

If bleeding cannot be controlled by the above measures, administration of a specific procoagulant
reversal agent should be considered, such as prothrombin complex concentrate (PCC), activated
prothrombin complex concentrate (APCC) or recombinant factor VIla (r-FVIla). However, there is
currently very limited clinical experience with the use of these products in individuals receiving
rivaroxaban. The recommendation is also based on limited non-clinical data. Re-dosing of
recombinant factor VIla shall be considered and titrated depending on improvement of bleeding.
Depending on local availability, a consultation with a coagulation expert should be considered in case
of major bleedings.

Protamine sulfate and vitamin K are not expected to affect the anticoagulant activity of rivaroxaban.
There is no experience with antifibrinolytic agents (tranexamic acid, aminocaproic acid) in individuals
receiving rivaroxaban. There is neither scientific rationale for benefit nor experience with the use of
systemic haemostatics (desmopressin, aprotinin) in individuals receiving rivaroxaban. Due to the high
plasma protein binding rivaroxaban is not expected to be dialysable.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Direct factor Xa inhibitors, ATC code: BOIAFO01
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Mechanism of action

Rivaroxaban is a highly selective direct factor Xa inhibitor with oral bioavailability. Inhibition of
factor Xa interrupts the intrinsic and extrinsic pathway of the blood coagulation cascade, inhibiting
both thrombin formation and development of thrombi. Rivaroxaban does not inhibit thrombin
(activated factor II) and no effects on platelets have been demonstrated.

Pharmacodynamic effects

Dose-dependent inhibition of factor Xa activity was observed in humans. Prothrombin time (PT) is
influenced by rivaroxaban in a dose dependent way with a close correlation to plasma concentrations
(r value equals 0.98) if Neoplastin is used for the assay. Other reagents would provide different results.
The readout for PT is to be done in seconds, because the INR (International Normalised Ratio) is only
calibrated and validated for coumarins and cannot be used for any other anticoagulant.

In patients receiving rivaroxaban for treatment of DVT and PE and prevention of recurrence, the 5/95
percentiles for PT (Neoplastin) 2 - 4 hours after tablet intake (i.e. at the time of maximum effect) for
15 mg rivaroxaban twice daily ranged from 17 to 32 s and for 20 mg rivaroxaban once daily from 15
to 30 s. At trough (8 - 16 h after tablet intake) the 5/95 percentiles for 15 mg twice daily ranged from
14 to 24 s and for 20 mg once daily (18 - 30 h after tablet intake) from 13 to 20 s.

In patients with non-valvular atrial fibrillation receiving rivaroxaban for the prevention of stroke and
systemic embolism, the 5/95 percentiles for PT (Neoplastin) 1 - 4 hours after tablet intake (i.e. at the
time of maximum effect) in patients treated with 20 mg once daily ranged from 14 to 40 s and in
patients with moderate renal impairment treated with 15 mg once daily from 10 to 50 s. At trough

(16 - 36 h after tablet intake) the 5/95 percentiles in patients treated with 20 mg once daily ranged
from 12 to 26 s and in patients with moderate renal impairment treated with 15 mg once daily from 12
to 26 s.

The activated partial thromboplastin time (aPTT) and HepTest are also prolonged dose-dependently;
however, they are not recommended to assess the pharmacodynamic effect of rivaroxaban. There is no
need for monitoring of coagulation parameters during treatment with rivaroxaban in clinical routine.
However, if clinically indicated rivaroxaban levels can be measured by calibrated quantitative anti-
factor Xa tests (see section 5.2).

Clinical efficacy and safety

Prevention of stroke and systemic embolism in patients with non-valvular atrial fibrillation

The Xarelto clinical program was designed to demonstrate the efficacy of Xarelto for the prevention of
stroke and systemic embolism in patients with non-valvular atrial fibrillation.

In the pivotal double-blind ROCKET AF study, 14,264 patients were assigned either to Xarelto 20 mg
once daily (15 mg once daily in patients with creatinine clearance 30 - 49 ml/min) or to warfarin
titrated to a target INR of 2.5 (therapeutic range 2.0 to 3.0). The median time on treatment was

19 months and overall treatment duration was up to 41 months.

34.9% of patients were treated with acetylsalicylic acid and 11.4% were treated with class I11
antiarrhythmic including amiodarone.

Xarelto was non-inferior to warfarin for the primary composite endpoint of stroke and non-CNS
systemic embolism. In the per-protocol population on treatment, stroke or systemic embolism occurred
in 188 patients on rivaroxaban (1.71% per year) and 241 on warfarin (2.16% per year) (HR 0.79;

95% CI, 0.66 — 0.96; P<0.001 for non-inferiority). Among all randomised patients analysed according
to ITT, primary events occurred in 269 on rivaroxaban (2.12% per year) and 306 on warfarin (2.42%
per year) (HR 0.88; 95% CI, 0.74 — 1.03; P<0.001 for non-inferiority; P=0.117 for superiority).
Results for secondary endpoints as tested in hierarchical order in the ITT analysis are displayed in
Table 3.

Among patients in the warfarin group, INR values were within the therapeutic range (2.0 to 3.0) a
mean of 55% of the time (median, 58%; interquartile range, 43 to 71). The effect of rivaroxaban did
not differ across the level of centre TTR (Time in Target INR Range of 2.0 - 3.0) in the equally sized
quartiles (P=0.74 for interaction). Within the highest quartile according to centre, the hazard ratio with
rivaroxaban versus warfarin was 0.74 (95% CI, 0.49 - 1.12).

The incidence rates for the principal safety outcome (major and non-major clinically relevant bleeding
events) were similar for both treatment groups (see Table 4).
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Table 3: Efficacy results from phase III ROCKET AF

Study population

ITT analyses of efficacy in patients with non-valvular atrial fibrillation

Xarelto Warfarin
20 mg od titrated to a target INR
(1 §hmg (zid in patienlts of 2.5 étgerage(l)l;ic Hazard ratio (95%
th moderate rena range 2.0 to 3. CI
Treatment dosage Wit ] )
& impairment) p-value, test for
superiority
Event rate (100 pt-yr) | Event rate (100 pt-yr)
Stroke and non-CNS 269 306 0.88
systemic embolism (2.12) (2.42) (0.74 - 1.03)
0.117
Stroke, non-CNS systemic 572 609 0.94
embolism and vascular (4.51) (4.81) (0.84 - 1.05)
death 0.265
Stroke, non-CNS systemic 659 709 0.93
embolism, Vgscqlar degth (5.24) (5.65) (0.83 - 1.03)
and myocardial infarction 0.158
253 281 0.90
Stroke (1.99) (2.22) (0.76 - 1.07)
0.221
Non-CNS 20 27 0.74
systenrpc (0.16) (0.21) (0.42 - 1.32)
embolism 0.308
130 142 0.91
Myocardial infarction (1.02) (1.11) (0.72 - 1.16)
0.464
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Table 4: Safety results from phase III ROCKET AF

Study population Patients with non-valvular atrial fibrillation®
Xarelto Warfarin
20 mg once a day titrated to a target INR of
(15 mg once a day in 2.5 (therapeutic range Hazard ratio
Treatment dosage patients with moderate 2.0 to 3.0) (95% CI)
renal impairment) p-value

Event rate (100 pt-yr) Event rate (100 pt-yr)

Major and non-major

clinically relevant bleeding 1,475 1,449 1.03 (0.96 - 1.11)
Major bleeding events 395 386 1.04 (0.90 - 1.20)
(3.60) (3.45) 0.576
2 . 31-0.
Death due to bleeding™® (0724) 5548) 8 (5)83(0 31-0.79)
Critic.al oﬂfgan 91 133 0.69 (0.53 - 0.91)
bleeding (0.82) (1.18) 0.007
Intracranial 55 84 0.67 (0.47 - 0.93)
haemorrhage™ (0.49) (0.74) 0.019
. 305 254 1.22 (1.03 - 1.44)
*
Haemoglobin drop 2.77) (2.26) 0.019
Transfusion of 2 or more
units of packed red (11825) (11422) (1)'324(1'01 - 1.55)
blood cells or whole ' ' '
blood*
Non-major clinically
relevant bleeding 1,185 1,151 1.04 (0.96 - 1.13)
events (11.80) (11.37) 0.345
All cause mortality 208 250 0.85(0.70 - 1.02)
(1.87) (2.21) 0.073

a) Safety population, on treatment

* Nominally significant

Treatment of DVT, PE and prevention of recurrent DVT and PE

The Xarelto clinical program was designed to demonstrate the efficacy of Xarelto in the initial and
continued treatment of acute DVT and PE and prevention of recurrence.

Over 9,400 patients were studied in three randomised controlled phase III clinical studies (Einstein
DVT, Einstein PE and Einstein Extension) and additionally a predefined pooled analysis of the
Einstein DVT and Einstein PE studies was conducted. The overall combined treatment duration in all
studies was up to 21 months.

In Einstein DVT 3,449 patients with acute DVT were studied for the treatment of DVT and the
prevention of recurrent DVT and PE (patients who presented with symptomatic PE were excluded
from this study). The treatment duration was for 3, 6 or 12 months depending on the clinical
judgement of the investigator.

For the initial 3 week treatment of acute DVT 15 mg rivaroxaban was administered twice daily. This
was followed by 20 mg rivaroxaban once daily.
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In Einstein PE, 4,832 patients with acute PE were studied for the treatment of PE and the prevention of
recurrent DVT and PE. The treatment duration was for 3, 6 or 12 months depending on the clinical
judgement of the investigator.

For the initial treatment of acute PE 15 mg rivaroxaban was administered twice daily for three weeks.
This was followed by 20 mg rivaroxaban once daily.

In both the Einstein DVT and the Einstein PE study, the comparator treatment regimen consisted of
enoxaparin administered for at least 5 days in combination with vitamin K antagonist treatment until
the PT/INR was in therapeutic range (= 2.0). Treatment was continued with a vitamin K antagonist
dose-adjusted to maintain the PT/INR values within the therapeutic range of 2.0 to 3.0.

In Einstein Extension 1,197 patients with DVT or PE were studied for the prevention of recurrent
DVT and PE. The treatment duration was for an additional 6 or 12 months in patients who had
completed 6 to 12 months of treatment for venous thromboembolism depending on the clinical
judgment of the investigator. Xarelto 20 mg once daily was compared with placebo.

All phase III studies used the same pre-defined primary and secondary efficacy outcomes. The
primary efficacy outcome was symptomatic recurrent VTE defined as the composite of recurrent DVT
or fatal or non-fatal PE. The secondary efficacy outcome was defined as the composite of recurrent
DVT, non-fatal PE and all cause mortality.

In the Einstein DVT study (see Table 5) rivaroxaban was demonstrated to be non-inferior to
enoxaparin/VKA for the primary efficacy outcome (p < 0.0001 (test for non-inferiority); hazard ratio:
0.680 (0.443 - 1.042), p=0.076 (test for superiority)). The prespecified net clinical benefit (primary
efficacy outcome plus major bleeding events) was reported with a hazard ratio of 0.67

((95% CI: 0.47 — 0.95), nominal p value p=0.027) in favour of rivaroxaban. INR values were within
the therapeutic range a mean of 60.3% of the time for the mean treatment duration of 189 days, and
55.4%, 60.1%, and 62.8% of the time in the 3-, 6-, and 12-month intended treatment duration groups,
respectively. In the enoxaparin/VKA group, there was no clear relation between the level of mean
centre TTR (Time in Target INR Range of 2.0 — 3.0) in the equally sized tertiles and the incidence of
the recurrent VTE (P=0.932 for interaction). Within the highest tertile according to centre, the hazard
ratio with rivaroxaban versus warfarin was 0.69 (95% CI: 0.35 - 1.35).

The incidence rates for the primary safety outcome (major or clinically relevant non-major bleeding
events) as well as the secondary safety outcome (major bleeding events) were similar for both

treatment groups.

Table 5: Efficacy and safety results from phase I1I Einstein DVT

Study population 3,449 patients with symptomatic acute deep vein thrombosis
Xarelto” Enoxaparin/VKA®
Treatment dosage and duration 3, 6 or 12 months 3, 6 or 12 months
N=1,731 N=1,718
. * 36 51
Symptomatic recurrent VTE (2.1%) (3.0%)
Symptomatic recurrent PE 20 18
(1.2%) (1.0%)
Symptomatic recurrent DVT 14 28
(0.8%) (1.6%)
. 1
Symptomatic PE and DVT (0.1%) 0
Fatal PE/Death where PE 4 6
cannot be ruled out (0.2%) (0.3%)
Major or clinically relevant non- 139 138
major bleeding (8.1%) (8.1%)
Major bleeding events (1(4)1 8%) ?10 29%)

a)  Rivaroxaban 15 mg twice daily for 3 weeks followed by 20 mg once daily
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b) Enoxaparin for at least 5 days, overlapped with and followed by VKA

* p <0.0001 (non-inferiority to a prespecified hazard ratio of 2.0); hazard ratio: 0.680

(0.443 - 1.042), p=0.076 (superiority)

In the Einstein PE study (see Table 6) rivaroxaban was demonstrated to be non-inferior to
enoxaparin/VKA for the primary efficacy outcome (p=0.0026 (test for non-inferiority); hazard

ratio: 1.123 (0.749 — 1.684)). The prespecified net clinical benefit (primary efficacy outcome plus
major bleeding events) was reported with a hazard ratio of 0.849 ((95% CI: 0.633 - 1.139), nominal

p value p=0.275). INR values were within the therapeutic range a mean of 63% of the time for the
mean treatment duration of 215 days, and 57%, 62%, and 65% of the time in the 3-, 6-, and 12-month
intended treatment duration groups, respectively. In the enoxaparin/VKA group, there was no clear
relation between the level of mean centre TTR (Time in Target INR Range of 2.0 — 3.0) in the equally
sized tertiles and the incidence of the recurrent VTE (p=0.082 for interaction). Within the highest
tertile according to centre, the hazard ratio with rivaroxaban versus warfarin was 0.642 (95% CI:
0.277 - 1.484).

The incidence rates for the primary safety outcome (major or clinically relevant non-major bleeding
events) were slightly lower in the rivaroxaban treatment group (10.3% (249/2412)) than in the
enoxaparin/VKA treatment group (11.4% (274/2405)). The incidence of the secondary safety outcome
(major bleeding events) was lower in the rivaroxaban group (1.1% (26/2412)) than in the
enoxaparin/VKA group (2.2% (52/2405)) with a hazard ratio 0.493 (95% CI: 0.308 - 0.789).

Table 6: Efficacy and safety results from phase I1I Einstein PE

Study population 4,832 patients with an acute symptomatic PE
Xarelto? Enoxaparin/VKA®
Treatment dosage and duration 3, 6 or 12 months 3, 6 or 12 months
N=2,419 N=2,413
. 50 44
Symptomatic recurrent VTE™® (2.1%) (1.8%)
. 23 20
Symptomatic recurrent PE (1.0%) (0.8%)
. 18 17
Symptomatic recurrent DVT (0.7%) (0.7%)
. 2
Symptomatic PE and DVT 0 (<0.1%)
Fatal PE/Death where PE 11 7
cannot be ruled out (0.5%) (0.3%)
Major or clinically relevant non- 249 274
major bleeding (10.3%) (11.4%)
. . 26 52
Major bleeding events (1.1%) (2.2%)

a) Rivaroxaban 15 mg twice daily for 3 weeks followed by 20 mg once daily

b) Enoxaparin for at least 5 days, overlapped with and followed by VKA

* p <0.0026 (non-inferiority to a prespecified hazard ratio of 2.0); hazard ratio: 1.123 (0.749 —
1.684)

A prespecified pooled analysis of the outcome of the Einstein DVT and PE studies was conducted (see
Table 7).
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Table 7: Efficacy and safety results from pooled analysis of phase I1I Einstein DVT and
Einstein PE

Study population 8,281 patients with an acute symptomatic DVT or PE
Xarelto” Enoxaparin/VKA®
Treatment dosage and duration 3, 6 or 12 months 3, 6 or 12 months
N=4,150 N=4,131
. 86 95
Symptomatic recurrent VTE™® (2.1%) (2.3%)
. 43 38
Symptomatic recurrent PE (1.0%) (0.9%)
. 32 45
Symptomatic recurrent DVT (0.8%) (1.1%)
. 1 2
Symptomatic PE and DVT (<0.1%) (<0.1%)
Fatal PE/Death where PE 15 13
cannot be ruled out (0.4%) (0.3%)
Major or clinically relevant non- 388 412
major bleeding (9.4%) (10.0%)
Major bleeding events 40 72
J & (1.0%) (1.7%)

a) Rivaroxaban 15 mg twice daily for 3 weeks followed by 20 mg once daily
b)  Enoxaparin for at least 5 days, overlapped with and followed by VKA

® p <0.0001 (non-inferiority to a prespecified hazard ratio of 1.75); hazard ratio: 0.886 (0.661 —
1.186)

The prespecified net clinical benefit (primary efficacy outcome plus major bleeding events) of the
pooled analysis was reported with a hazard ratio of 0.771 ((95% CI: 0.614 — 0.967), nominal p value
p=0.0244).

In the Einstein Extension study (see Table 8) rivaroxaban was superior to placebo for the primary and
secondary efficacy outcomes. For the primary safety outcome (major bleeding events) there was a
non-significant numerically higher incidence rate for patients treated with rivaroxaban 20 mg once
daily compared to placebo. The secondary safety outcome (major or clinically relevant non-major
bleeding events) showed higher rates for patients treated with rivaroxaban 20 mg once daily compared
to placebo.

Table 8: Efficacy and safety results from phase III Einstein Extension

Study population 1,197 patients continued treatment and prevention
of recurrent venous thromboembolism
Xarelto” Placebo
Treatment dosage and duration 6 or 12 months 6 or 12 months
N=602 N=59%4
. * 8 42
Symptomatic recurrent VTE (1.3%) (7.1%)
Symptomatic recurrent PE ?0.3% ) (123 2%)
Symptomatic recurrent DVT fO.S %) ?51 2%)
Fatal PE/Death where PE 1 1
cannot be ruled out (0.2%) (0.2%)
Major bleeding events ?0.7% ) ?O. 0%)
Clinically relevant non-major 32 7
bleeding (5.4%) (1.2%)

a) Rivaroxaban 20 mg once daily
* p <0.0001 (superiority), hazard ratio: 0.185 (0.087 - 0.393)
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Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Xarelto in one or more subsets of the paediatric population in the treatment of thromboembolic events.
The European Medicines Agency has waived the obligation to submit the results of studies with
Xarelto in all subsets of the paediatric population in the prevention of thromboembolic events (see
section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption
Rivaroxaban is rapidly absorbed with maximum concentrations (Cmax) appearing 2 - 4 hours after

tablet intake.

Oral absorption of rivaroxaban is almost complete and oral bioavailability is high (80 - 100%) for the
2.5 mg and 10 mg tablet dose, irrespective of fasting/fed conditions. Intake with food does not affect
rivaroxaban AUC or Cpay at the 2.5 mg and 10 mg dose.

Due to a reduced extent of absorption an oral bioavailability of 66% was determined for the 20 mg
tablet under fasting conditions. When Xarelto 20 mg tablets are taken together with food increases in
mean AUC by 39% were observed when compared to tablet intake under fasting conditions, indicating
almost complete absorption and high oral bioavailability. Xarelto 15 mg and 20 mg are to be taken
with food (see section 4.2).

Rivaroxaban pharmacokinetics are approximately linear up to about 15 mg once daily in fasting state.
Under fed conditions Xarelto 10 mg, 15 mg and 20 mg tablets demonstrated dose-proportionality. At
higher doses rivaroxaban displays dissolution limited absorption with decreased bioavailability and
decreased absorption rate with increased dose.

Variability in rivaroxaban pharmacokinetics is moderate with inter-individual variability (CV%)
ranging from 30% to 40%.

Absorption of rivaroxaban is dependent on the site of its release in the gastrointestinal tract. A 29%
and 56% decrease in AUC and Cuax compared to tablet was reported when rivaroxaban granulate is
released in the proximal small intestine. Exposure is further reduced when rivaroxaban is released in
the distal small intestine, or ascending colon. Therefore, administration of rivaroxaban distal to the
stomach should be avoided since this can result in reduced absorption and related rivaroxaban
exposure.

Bioavailability (AUC and Crmax) was comparable for 20 mg rivaroxaban administered orally as a
crushed tablet mixed in apple puree, or suspended in water and administered via a gastric tube
followed by a liquid meal, compared to a whole tablet. Given the predictable, dose-proportional
pharmacokinetic profile of rivaroxaban, the bioavailability results from this study are likely applicable
to lower rivaroxaban doses.

Distribution

Plasma protein binding in humans is high at approximately 92 % to 95 %, with serum albumin being
the main binding component. The volume of distribution is moderate with Vg being approximately
50 litres.

Biotransformation and elimination

Of the administered rivaroxaban dose, approximately 2/3 undergoes metabolic degradation, with half
then being eliminated renally and the other half eliminated by the faecal route. The final 1/3 of the
administered dose undergoes direct renal excretion as unchanged active substance in the urine, mainly
via active renal secretion.

Rivaroxaban is metabolised via CYP3A4, CYP2J2 and CYP-independent mechanisms. Oxidative
degradation of the morpholinone moiety and hydrolysis of the amide bonds are the major sites of
biotransformation. Based on in vitro investigations rivaroxaban is a substrate of the transporter
proteins P-gp (P-glycoprotein) and Berp (breast cancer resistance protein).

Unchanged rivaroxaban is the most important compound in human plasma, with no major or active
circulating metabolites being present. With a systemic clearance of about 10 I/h, rivaroxaban can be
classified as a low-clearance substance. After intravenous administration of a 1 mg dose the
elimination half-life is about 4.5 hours. After oral administration the elimination becomes absorption
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rate limited. Elimination of rivaroxaban from plasma occurs with terminal half-lives of 5 to 9 hours in
young individuals, and with terminal half-lives of 11 to 13 hours in the elderly.

Special populations

Gender

There were no clinically relevant differences in pharmacokinetics and pharmacodynamics between
male and female patients.

Elderly population

Elderly patients exhibited higher plasma concentrations than younger patients, with mean AUC values
being approximately 1.5 fold higher, mainly due to reduced (apparent) total and renal clearance. No
dose adjustment is necessary.

Different weight categories
Extremes in body weight (< 50 kg or > 120 kg) had only a small influence on rivaroxaban plasma
concentrations (less than 25 %). No dose adjustment is necessary.

Inter-ethnic differences

No clinically relevant inter-ethnic differences among Caucasian, African-American, Hispanic,
Japanese or Chinese patients were observed regarding rivaroxaban pharmacokinetics and
pharmacodynamics.

Hepatic impairment

Cirrhotic patients with mild hepatic impairment (classified as Child Pugh A) exhibited only minor
changes in rivaroxaban pharmacokinetics (1.2 fold increase in rivaroxaban AUC on average), nearly
comparable to their matched healthy control group. In cirrhotic patients with moderate hepatic
impairment (classified as Child Pugh B), rivaroxaban mean AUC was significantly increased by

2.3 fold compared to healthy volunteers. Unbound AUC was increased 2.6 fold. These patients also
had reduced renal elimination of rivaroxaban, similar to patients with moderate renal impairment.
There are no data in patients with severe hepatic impairment.

The inhibition of factor Xa activity was increased by a factor of 2.6 in patients with moderate hepatic
impairment as compared to healthy volunteers; prolongation of PT was similarly increased by a factor
of 2.1. Patients with moderate hepatic impairment were more sensitive to rivaroxaban resulting in a
steeper PK/PD relationship between concentration and PT.

Xarelto is contraindicated in patients with hepatic disease associated with coagulopathy and clinically
relevant bleeding risk, including cirrhotic patients with Child Pugh B and C (see section 4.3).

Renal impairment

There was an increase in rivaroxaban exposure correlated to decrease in renal function, as assessed via
creatinine clearance measurements. In individuals with mild (creatinine clearance 50 - 80 ml/min),
moderate (creatinine clearance 30 - 49 ml/min) and severe (creatinine clearance 15 - 29 ml/min) renal
impairment, rivaroxaban plasma concentrations (AUC) were increased 1.4, 1.5 and 1.6 fold
respectively. Corresponding increases in pharmacodynamic effects were more pronounced. In
individuals with mild, moderate and severe renal impairment the overall inhibition of factor Xa
activity was increased by a factor of 1.5, 1.9 and 2.0 respectively as compared to healthy volunteers;
prolongation of PT was similarly increased by a factor of 1.3, 2.2 and 2.4 respectively. There are no
data in patients with creatinine clearance < 15 ml/min.

Due to the high plasma protein binding rivaroxaban is not expected to be dialysable.

Use is not recommended in patients with creatinine clearance < 15 ml/min. Xarelto is to be used with
caution in patients with creatinine clearance 15 - 29 ml/min (see section 4.4).

Pharmacokinetic data in patients

In patients receiving rivaroxaban for treatment of acute DVT 20 mg once daily the geometric mean
concentration (90% prediction interval) 2 - 4 h and about 24 h after dose (roughly representing
maximum and minimum concentrations during the dose interval) was 215 (22 - 535) and

32 (6 - 239) ug/l, respectively.
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Pharmacokinetic/pharmacodynamic relationship

The pharmacokinetic/pharmacodynamic (PK/PD) relationship between rivaroxaban plasma
concentration and several PD endpoints (factor Xa inhibition, PT, aPTT, Heptest) has been evaluated
after administration of a wide range of doses (5 - 30 mg twice a day). The relationship between
rivaroxaban concentration and factor Xa activity was best described by an Emax model. For PT, the
linear intercept model generally described the data better. Depending on the different PT reagents
used, the slope differed considerably. When Neoplastin PT was used, baseline PT was about 13 s and
the slope was around 3 to 4 s/(100 ug/l). The results of the PK/PD analyses in Phase II and III were
consistent with the data established in healthy subjects.

Paediatric population
Safety and efficacy have not been established for children and adolescents up to 18 years.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, single dose toxicity, phototoxicity, genotoxicity, carcinogenic potential and juvenile
toxicity.

Effects observed in repeat-dose toxicity studies were mainly due to the exaggerated pharmacodynamic
activity of rivaroxaban. In rats, increased IgG and IgA plasma levels were seen at clinically relevant
exposure levels.

In rats, no effects on male or female fertility were seen. Animal studies have shown reproductive
toxicity related to the pharmacological mode of action of rivaroxaban (e.g. haemorrhagic
complications). Embryo-foetal toxicity (post-implantation loss, retarded/progressed ossification,
hepatic multiple light coloured spots) and an increased incidence of common malformations as well as
placental changes were observed at clinically relevant plasma concentrations. In the pre- and post-
natal study in rats, reduced viability of the offspring was observed at doses that were toxic to the dams.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:
Microcrystalline cellulose
Croscarmellose sodium
Lactose monohydrate
Hypromellose

Sodium laurilsulfate
Magnesium stearate

Film-coat:

Macrogol 3350
Hypromellose

Titanium dioxide (E 171)
Iron oxide red (E 172)
6.2 Incompatibilities
Not applicable.

6.3  Shelf life

3 years
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6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

PP/Aluminium foil blisters in cartons of 14, 28 or 98 film-coated tablets or perforated unit dose
blisters in cartons of 10 x 1, or 100 x 1 or in multipacks containing 100 (10 packs of 10 x 1) film-
coated tablets.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

No special requirements for disposal.

7. MARKETING AUTHORISATION HOLDER
Bayer Pharma AG

13342 Berlin

Germany

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/472/017-021, EU/1/08/472/024.

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 30 September 2008

Date of latest renewal: 22 May 2013

10. DATE OF REVISION OF THE TEXT

(MM/YYYY}

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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EARFE DO EIZ LV | BHRENS BT BRI TR O A a2 b LT G6 L ik LT
UR—m 20D AUC 1T 2. 0 fi%, G 1 1.6 15 EH- L7,

TV aF S — VIR CYP3A4 ZPHET SN, Zra)F Y —) (400mg 1 A 1 [A) &R
KIOGERAEGIZLY . U R—aXxH "D AICIE 1. 4%, Con X 1.3 (5 LR LT, DR
VEERRAICRIRE L 13 SN (BEEBREIC OV T M4, 4 Bl K OE o)
DIEEHM) |

Dronedarone & ARKIOGEHIZEET 5T — X IZR SN TWAH DT, dronedarone & AA|DHH
VTRET D Z b,

DUEE A

T/ FYPNRY T U T L (40mg Him) LA (10mg H[) Z %G LIcga, U8
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Xa K TIEMETFMECRIN L-25, BERE (Fa ke s e ur il e . IEME sy
fa U R7 7 AF U (aPTT) ) QI BITREO b iRhote, = TP /30 IARHA
DY NI B A RIE S 2 hr o T2,

M OFEEE K & AK 2T 2581, HiloEmEN KT rB8FN0nH 50T, [EE
WZEET AL (14,3 B2 KON T4, 4 BRI G OME R EOEE ] OESBMH) |

NSATDs K Ovin /M EEAE B VE A 2 A 3 5 384l

F7r ¥t 500mg & AK] 15mg OHFHEGRHZIBWT, FERAICRIE & 72 5 H i RE o
ERNTBD B> T2, LU, — 0 BE CIXEE NP RN iR 5 Z & n
H5D,

7' F YU FOLEE 500mg & AAIOGEHBEGRIZRBWL T, SR EIHE & 3K R L
THERAIZRE & 72 DF AAERITRE D STV,

Ja e RZ L)L (PIEfEGR 300mg 1 H 1A, ZOHOHERE T5mg) & AAl 15mg & D
(CERBENRE AR AERNITR D SR o 1o, —EROYBRE 1235\ T H L IREE o FE K 237
D BT, I EEER & i/ MREEERE, P& L 7 T2 T Gpllb/Mla ZHFAED L1
& ORNZFERIMEITERD iR o Tz,

T2 F YD FMRZ G e NSAIDs K OV IMREEESNHIVE] 2 A9 2 AN 3 H i o fa i
EEARSELZENHDLOT, T DOHFEARF LT LEE1F, HEICKRSETDZ
& (T4 4 FepllES LM EoER] oHESBHR) |

oy

IN7 7 Y (PT-INR 2.0~3.0) 5AHK 20mg ~DOY) 0 2B, B 5 WIEAA] 20mg 5>
HUNT 7 U (PT-INR2.0~3.0) ~DOYJVFEZFFZIBWT, aPTT, % Xa K IEMHAE
K OWNTEME b v o e EEAZRR (ETP) (IR INA 722 28 A F8 8 B 4172 23 PT/INR (Neoplastin®
) FAIMER 2 ERIZDMER 2R Uz GEBNZ K- Tl PT-INR VL 12 £ TEA L) .
U)X RRICARBIOIE N ZHIN R AL Z ENLEENDGA. PiFEXa KIEE, 7 e
h ey e — B MEEE R (PiCT) KON Hep Test™@, U7 7 U OEBEEZIT 2
WA WA Z &, UNT 7 U Ui 5% 4 B BIZIE, PT, aPTT, i Xa [K7iGM:
KOVETP HDOFEOWT G2, U N—a TP R ORI RO % K3 D & 7
-7,

IO BEZXRCT N T 7 U o OITJFREIREZHRD Z EREENLHGE, UV 3—a XA
Y OIMBEFYRED T 7 (Coown) & 72 DT (ATEI OG22 6 24 FifflffHE) Th
AUE, PT-INR IZKIETAFOLBEITBEMTHY . U7 7 U OITJFHIROREIC
PT-INR Z T Xy,



AFNE U7 7 U OIS EREAH 2 A AR,

CYP3A4 #5354

CYP3A4 Z 58 CHEET D) 77 B EDOPFHRGIZE Y | U A—m F P30 AUC 73
) B0%IRT L. ZAUTPEWNFES ) FR0h R b igs Lz, 587172 CYP3AL FE/EH 2 F 3 2 th
DK (7= 2 IR BE L, 7= ) 2L EX—/L_ St. John' s Wort (Hypericum
perforatum) %) & DOHFHEGIZE>TH, VA= X AU OMEFRENMET T 58
ENNDH D, 8172 CYP3M FHENEM AT 23M 2 T 25613, ARz O & Ot
FERATEERSBIE L, IO DOBIRELITORVWEEIIHFHEA#ERZ D Z &,

fth D FEHN 5 & OFH AAEH

REY T A (CYP3M OIE) | VaF Ly (P-gp OIE) | 7 FARARZF L (CYP3M &
P-gp OWFOIEE) . XiE7 v h R THERA AT T — L& Y x—a X o
MC, SR EhRE K OS2 AAERITREO DL Ty, U x—a 3303 CYP3A4 X
V3D FZE CYP 2y FHE ISR T D FHEE & 2 WITEFEEH 2/ S 720,

N A
AANE, TOEAMF PO TSNS XIS, BEERE (PT, aPTT, Hep Test'S) %
Kazs (16,1 Johdkel) omBH) |

4.6 XARHE. AR K O ELIR

3%/}

TR OF 5B D R R OE IR STV RV, BIEROT — X 05| Al
FIEDOAREMES R SN TWD (153 FERFIRZ M) OIS , 6T, WNRMEO H
UR7 | ROARAN @BV RSN TN D 2 E D, HRF O LI IIARITEE=TH
% (4.3 25 OHEBH) |

PERS 2 PTRETED & D s NI, AAM G-Ikt 2 S ¥ 5 2 &,

B3

IR XET 2 ARAN DL MR CFIEITHESL STV, BIEROT — 26 KA
DI FBATHEDR RSN TN D DT, AFNIFEAPFOLMEIITFEZTH D (14.3 Fz) ©
HEZH) o BILMOKARRGONTrz PS5 Z &I2o50 T, HWrds 2 L,

=M ke

AFIDOZNGREIZ T THEIT, & P TIIME S Th 2Ry, MET v MIBT 23R T,
AHNDOZ (%) BRRICKIZTTREITFED b Ty (16,3 ERRZ M) OHEBR) .
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4.7 B BhHOEE & OB IRIEIC 3 58

JA (BEFE : uncommon) M ONDFEY (BAFE : common) DOFHENHEINTEY, HEIHEOE
#in IR OB ERE B2 R TTBZN 0B 5 (T4.8 BIWEH] OEER) . Zhbo
BIEA Z 3Bl Lo O & 5 BEITIX, BB HEOER L O OB EEZ SEanz &,

4.8 EIVERA
ﬁéﬁfﬂ774»@%%

AAID Rt 11 RBRO B IFHRER THET S L. &t 32, 625 BlOPERF 126 L TR
ﬁﬂ&%éﬂt(§1)o

e

= 1 FOMRRRICETL2XFHEOHRBREN. | BREAE. K5HM
e - A WA Sk 1 H s s P 5451

TR P 5 BE B AT S A RO ARG | 6, 097 45 10mg 39 H i
EHHEIT B 2B T 5 Bk IFe 22k
JE (VTE) OFEHEHH

WEHEBREBZ T 5 VIE O3IENNE] | 3, 997 4 10 mg 39 H
DVT K O8N PE DIRIEN ONC B34 DVT & | 4, 556 4] 5 1~21 HA : 30mg 21 % HH
wm@%fmﬂ Be 522 A BHLARE @ 20mg

NVAF BEIZEB T D Maed ke 5P | 7, 750 44 20mg 41 » A
FERRIE D FEIE PN

AV EERSOBREICB TS5 7T 1 | 10,225 5mg X 1% 10mg 31 » HM
— At A < M)iﬂfﬂﬁ%u (ZEhEFENn7EF LTV

FOEE 1 AT T EFL
FUFLEEEIaE RS
LAV ETFr7aery o2
FIGEH T)

k  UN—nx PN REEDRS LS L EZITEE

AFINBG- SN E TR O ZHESINZATERIZHM TH D (T4, 4 FERIJES KO
fEH EOEE] OISR, FETRZEWEHIZOW T, IToORBEEZER) , Hilo 9
b BEBEEZ4% Lk b E<WESN-FRL, SHMm (5.9%) . &ML (4.2%)
ThoTz,

TR T OB EFEREGN, AFIDRAK 1 B SN O3 L Z 67%I1C8W\TH
EN, FDHHOBLE 22%I1%, RIS EIC X 0 IRBEEE S & ORIEEGRS 0 &k
EavTo, W BEEN S B R E AN AR T R S OVRE N R B X 0 AR L 72 R AR
10mg Z %5 L= 546 Tk, T2 i g8 6. 8% & TN 12. 6%, &Y 5. 9% & TN 2. 1%
DOYERE RO BTz, DVT X PE DIRIRDO T2 DIZAHK] 156mg 1 B 2 [A#F5- 0%, 20mg 1 H
1 [BlOB 25215 72 83, L OFZME DVT J OY PE OFIEMNH] O 72 HIZAAK 20mg 1 H 1 [A]
D5 %% T2 A IR W TE, ISR 27. 8% &2 2. 2% DHEERE RO B iz,
25 R e OV B P SERRE D FETE BN O 7o DICARFN OB F- % 52 F 12 BF T B T 5 5

,13,




(Z A7, EIEEZRMDR) ROREIMOBE T, L4 28/100 BFEF KN 2. 5/100
BEETH T, BMEREIEGEREE 00 M 58 K OV R ZEFEIE O] D 72 O I AR D -
T REICBIT A HMES (¥4 7, HBEEZMDRV) RORIMOFEIRIX, i

Fi22/100 BEHFEKL 1. 4/100 BEFETH -7,

AIEM (—F3)

AFNTHEE SIVCRITER OB Z . MedDRA 2B BIRE K

BEDERIILLTOEBY THD,

OBHEERNCER 2 1ITRT,

Very common: =1/10
Common : 1/100 ~ <1/10
Uncommon : 1/1,000 ~ <1/100
Rare : 1/10,000 ~ <1/1,000
Very rare: <1/10, 000
Not known : BIEODHE LN TWET —Z G ITHEE TE 20,
= 2 FONHARICE T ERERETTREL-IRTOEIEA
HERXSE Common Uncommon Rare Not known
(MedDRA) 1 ~<10% 0.1 ~<1% 0.01 ~<0.1% (BEEFRR)
MERRY > 5% &l (BT 28R /WWaE (o
[ HEORHE &) WA EEe) A
L REE WHE, 7 LLE—PE
R 9%
HRRREE FEMEO E . BHE R 1 K OVEEZE N H
i,
IRk AR Hf iR i % &
o)
LgEE HAR
mEEE AR )£, 1
MERER ERE Y i, wEi
HEREE
BIREE R, R O
(EpHimsade) |
AL 28 K OMETR ., 1M
(ERE., Bl A,
T, g
FFEERIEE FF Rk e B HE
KERCE THEE * e (&8> =S
EE FED F N IRIER % &
Te) | FB, BRIKHIm,
F2 i H i K OV T 1
HEHR, A DURDE HH i B 75 AT PN HE T, HCPE S S OHE & L
BEOEEE THOAL =R AT
EAGERE
BRORKEE PR HH . K OV 25 HE 1 IR & & 729 i
(MR, AR b % S ABHES LTOR
Ete) | BEHEREREE (ifn REXTaMB R4
LT F=r R
M R LR %2 &T) *
LHBEERVESE A RIE CGRRME) . R (BEKE2ET) #E (R °
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x® 2 FMAERARICE T RBREK ST TRELEIATORIEA

BEMNKRDE Common Uncommon Rare Not known
(MedDRA) 1 ~<10% 0.1 ~<1% 0.01 ~<0.1% (SRR BR)
JRFTERRE BB ORI NE ) D
KT GFY. BIPEE
i)
ERRRA FFoATIF—F¥LE vUAES LR, gy ey
5 i Al-P RS54, 5 (ALT R5-%
LDH &, 5 ALT FHZfED
Ui—8 EH A ASAY
TIT—Y R
v=GTP E&H-*
BE, BFREEUW ki (it i, 1 & A B IRIE T Ak ©
BAPHE AT I 2 & de) |

A5, ARG

A RN RS B ST SO B B A AN HETT S N7 R N BE TR D VIE OFIEMFH & B & 4 AR K o I
BOWTHE SN ZER

B : DVT 2 OY PE ORI ONZ F381ME DVT K OF PE OFRJEMHI 2 B I & U CTRFID B S X duiz 55 s O P
BT, HE 10%LLE (very common) THE I L/-%4:

C:ACS # DEBE (REZBHEINNRA &2 —_ T a UiafTik) 2857 7 r—AlettA <2 F oMz 31
LT AAFOFEFICBWTIE SN-FS

R XEIEH

AAFNOFEEERIZ LY . BilOJRA & 722 B IARBEME O Qa2 & O o
FERIEDNE R T DB 2NN b 5, BlE, EREOEEE (BEENRiRRLIls 56 %2 5T)
X, MM oEAL, FRESUIEH, H25WVIFEMOFERIC L > TR S ( [4.9 @EREE,
HiOEE | OESE) , AFISEMES S BERRBRICB W T, ARFIBHIR O ORI
PR (R, s, R i, PRE& ., PEgR i) ROEmA VKAFEL D b
VB CRRO b LTz, L7edi o> T, BRRIEROBIZZ@EUNATS L L blo, ~E/RrE
VEXIE AN 27Uy MEORIEIZAREMEO I AR RS2 E TR 50T, .,
FEhid 5 Z &, HiofERRMEIL, =2 b o — LS 2R B & L SE 0O B K QMR IS 5
Br RIETTHEANHEE SN TV L EEE, —HMOMEMTHKRT S ( T4.4 FeRlEs

OEH EoEE] oE2R) . ARSI IVERE T2 Z L2355, HIEAIHET
B, AE, FEEDE W, S, KA OERE, PR, FERAROY 2 v 7 b
LThobidZ b, —HMOMEMTIX, BlOfRE L TR I ED & 9 72
DEMERN S 5oNDZ EBH D,

FEOHIMIZE ) AOHEE LT, a2 /3— A2 MEBREER OMEFETRIC L 2 BAEN A
ENTW5, ZDO7H, FEEERIEEZZIT T EHEICE VLTI, HitoERtEE2 & T
WHEZFHm 2 2 &,

iR R AR

,15,



TR HEIZ BV T, METRIE R VT LB — i B . AHI O A & IR B 23 50
DOHNTZFERE L THEINTWD, ikt O ARBRICES S MEIC L D72, BT
RAHTH D, FMHRBROKEET — X ICB T2 HBHHEE T, 1/1,000 ~ <1/100
(Uncommon) T -7,

VDB L RWERIZ DWW T O

EIMDORXRKT 4y e URTDONRT R EfGHINIE=2 Y 7 LT\ BT, &K#%
IZBIT 2%V OHLRERHOFRIZERE CThH L, EREFEIL, BWVobHEITEHIZ O
. national reporting system Z U CHETHZ ENROHND,

4.9 WERE

FIUCAHA] 600mg £ TOWMERENHRE SN TWDHA, HlEAGHE D 2 VI o BIVEA
TR HIL TR, AAIDTEE &% LA 5 50mg L EOHETIE, WA R S D729,
U nR—ax A OEIREE LT 5 B 6D,

U S—na o8 OHUEEER & T 5 72O ORRIZ2 AL 220,

ARHNOWEL GRFE, VA= XN OWRINAEMZ 5 e OITIER O G2 ZET 5
e,

H i O PR

MRS OHENGRD B DEEIT, M H., RIEl OG5 A2+ 20 52 F 1352 &,
AR O L 6~ 13 K TH 5 ( [5.2 FpERE ) OWESW) , JEF Z & o .o HiE
JER OGNS CTo L@ 23 U A 2 &, T (EEOSHME) | HIEEO D
ONFHOIE L, iR OATENREDZ BE, ik BA] (G0F3 2 & i U E FEE IS U T
PRIE AR M ER G L, 97 REEORS MOERE 217 © ) S Nl ifn. 55 o3 B 7 ke IR O Bl bt %
BETDHI L,

FREOME THIM DB BN TERWIGEIE, 7w ba AR (PCO) | IRMEIEME
ft7'm hr B UEER (APCC) | ML X HVIa KEDEMIRERDOE G E2EET D,
=72 L. B S TIIAHIA R G- SN - BE kT 5 2 S 3RFI o BRI TR b
TEY., ZOHEENR SN TZIERIKT —Z I HESNW-b DO THLZ LICHEETHZ &,
iz HVIa KFOFEGEZEZ/ L TRV, HiLoREBIS U THEZREG T2 L, &
KA A BN 5E81E, MEEEEEME OB RN TRERRE CHIUL, TD%ZBR a5
ETHZ L,

Ta X I URBER O E X X 2 KIIAKIOPURBEER I EZ RIF S W EE L, K
FIN G- SN BE BT PR (73X V 4k, 7/ 07008 OfHRR
X7, Fo. AFIBNEBEEIN-EEICH L TREMIEnEE (FAEeS Ly, T aTF
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=) WD Z & OFREMEITHT DR ZRARILL O OF AR 2w, g7 A
Fifi &R Em WO T, AANZMIBIETIZ &> TFRETE ey,

5. K

5.1 -y B

SRS - FOMobnieE]. ATC Code :  BO1AFO1
YERBEF

AFNL, BIRADOEHENE Xa JH T HEAICTH Y . RO THRERT, NEZRLUS
KR MR EERE 7 A r— R OF Xa K2 AR HEST 2 2 & T be e EE KDL
eI En D, AFlT her ey (Fllaf+) ZHEEFET, E7l/MRISH§ 5 EE
EHRZA IR0,

PRI

bt MU N—a YN R L LGS B Xa ARSI EERFOICEES D, U
—RFPANCFEICLY, e ho B R (PT) IR A ST AR I
ERIEITIE U TR 573, Neoplastin"i3E A H 3 5 MIE TIL, PT IZAAI O MAEHRE &
EVERIMEZ T (r=0.98) . PT-INRIZZ < U v REAZNC DWW TOHIEIE L N F— 3
VINRENTHOTH Y MOPEEEFNCH WD Z & IL@EU TIE ARV 2D, PTGl
ET %, DVT J OV PE OJREHEW N FRHEME DVT KON PE OFJEMHI 2 B & U CARFID B G- &
IR Tl S RER ORBIR M Th 2 5% 2~4 FfilIZ3817 5 PT (Neopslastin“ild)
I%. 16mg 1 H 2 [E#5HT 17~32 b, 20mg 1 H 1 [E# 5T 15~30 B Th-7= (\WTh
t 5~95%fH) .

NS Z71281F A PT I, 15mg 1 H 2 B 5R (B 51% 8~16 BffH) T 14~24 >, 20mg 1 H
1 B (B2 5% 18~30 IEf]) T 13~20 W Tho7= (T 5~95%1H) .

JibdzE i R OV B PR SERRSE O FIEINH 2 H ) & L CARINES S 7z NVAF B CIk, fieKfE
ORI T 5% 515 1~4 FEIZEIT 5 PT (Neopslastinikd) 1%, 4K 20mg 23 1 H
1 B 5 ST B T 14~40 #. AHI 15mg 28 1 B 1 [ElEG S - P EERFEEBRE T 10
~50 ) (WTIud 5~95%fiH) THo7m, bT 7 (Fehik 16~36 i) (2315 PTIX, K
#) 20mg 23 1 H 1 B 5 S N7 B8 T 12~26 Fb, AA| 16mg 23 1 A 1[5 Sz R
[EERHE T I12~26 W Th-o7= (T b 5~95%H)

aPTT & (N Hep Test™ & AF|O# G2 L 0 HEKFINIEE T 5725, ARFN OIS FHzh R DR
WD Z S HERE S 2, AFIOR SIS, BEANT A —ZIZETE=41

,17,



TIIARECTH DN, BRARIERZED LI ALEIZIE, BRIE SV E | 7ETHE Xa K1
EEAZRETA LI VRN EEL ML LNTEX S,

B R B4 i M OVZ2 4k
NVAF FBE B 1T D I AE i e OV By PR ZERRE O FEAE I

INVAF BB\ H1) 2 ash J OV B PR JERSE O FSIEHNHI )\ CPE 2BRIRBISE 7 1 75 AT
X, CEERIEGABR ROCKET-AF SRERICEB WO CTAFIOGRMMES KR &, 14, 264 FlOHEER
FTHRE LA 20mg 1 B 18] (CLx30~49mL/min OAFIZIX 15mg 1 B 1[0]) XiXU L7 7
Uy (BEEPT-INR : 2.5, VB¥EIK : 2.0~3.0) OWT I &h Iivlz, 1RBREER G-I
kR4l # HTho7e (TRIE: 19 % F) o B D 34. 9% X7 £ F YU FAROEK G % |
11. 4% 7 I A # a %D Class MIOHIAENRIEK DO 5252 1F T,

BRMEFERHMIE R & U7, Ias i SUTFEPIR AR R RS P ERIEOE G T R A MC
BAL T, U757 U ATkt d 2 KK OIELEDKRGE S e, TRBRIEMEH M2 A L 7= fisT
KBHEM (per protocol MENTIREEM) TRV TIL, AAIRED 188 fil (1. 71/100 BFE4E)
KU NT 7 U RO 241 B (2.16/100 FBFAF) (ZHE2E A SUTIE PR R 2 B P ZERRIE
OFRBINED LIz P — R :0.79 (95%(FHEXH : 0.66~0.96) . p<0.001 (FELHHE
WagE) . BB 5 T) . Intention—to—treat (ITT) MAMTRIREMIZIBWNTIX, AAFED
269 5 (2.12/100 HBEHAE) ROU LT 7 U UBED 306 ] (2.42/100 HBEAE) (TR T
XA R A B R FERRE DI BLSFERO DALz I — R @ 0.88 (95%1E#HX R : 0. 74
~1.03) . p<0.001 GELPEMFE) . p=0.117 (BSEMEREE) ) o ITT ST SREERNITS L
TREBHIZIRE ST RIKEIRHmEE B IR D i a . & 31T

U7 7 U REOPERE IV TiE, PT-INR fEANEWEL (2. 0~3.0) ([T A>TV IZHiREE
& (TTR) 1X55% THh -7 (PRIE : 58%. 25~T5%1H : 43~T1%) . AHIOEZPECEI L
T, IBBRBIERE % TTR QPR Z &2/ 725 T, ftigk TTR OKUEIZ X D 21350
LT (RAEAEH : p=0.74) | TTR A7 25% DRis%IZBRE L7 FHMiC 31 A AA#EO U L
77 U URHIRT DN — REIZ 0. 74 (95% (5 HEX R : 0. 49~1.12) TH o7z,

LAV EERMAE A ( TEARZRHMSES) ST TERTIRZR WA R & 72 2 Hin
R OEEGT Y RRA Y b) ORFRIEETRRTH 72 (R 4)
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% 3 ZEII48 ROCKET-AF EXBRIC & 1T 5 BFHNMED A&

RIRBE FERBEEELEMEIRE  QIT BT RER)
Xarelto Warfarin
20mg 1 H 1 [ERROESE | HEEPT-INR % 2.5 (J& NP— Rp
A - A& (PEEERPREDORE | 2.0~3.0) & LT| (95%(54EXHH)
IZ1% 15mg 1 H 1[E[#E5) FH &R p il (B RRGE)
FEE (/100 BEE) | HBEE (/100 BFEE)
RAZE TR SR SR AR 2 269 306 0.1 03
PEZEARIE (2.12) (2. 42) ‘0‘ 17
MAZSER, SRR R 2t 572 609 0 8141.05)
FRRRE LD M EFE (4.51) (4.81) : 0 265
fMzEH | FEHIE AR R 2P 659 709 0.93
EiefE, OHBEE T OLE (5. 24) (5. 65) (0.83~1.03)
BE. ' : 0. 158
0. 90
N 253 281
ARz (1.99) (2.22) (0. 3622}. 07)
20 - 0.74
FE PR AR R 2 B AR E ©. 16) 0. 21) (0. zg;(; 32)
0.91
N 130 142
DR (1. 02) (1.11) (©. 70? 4614' 16)
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x 4

S5 IM4H ROCKET-AF HERICH 1T 2 R &M D AR

XIRBE FEFEEME OB R E
Xarelto Warfarin
20mg 1 H 1 [EEEOES | HEZPT-INR % 2.5 (I8 NP— RLp
A - A& (hEsEBpEEBE | 2.0~3.0) L LT| (O5%EEXM)
1Z1% 16mg 1 B 1A 5) FH &R p fE
FEIE (/100 BEF) | BIIFE (/100 BFF)
BERHMIZERTHER 1 475 L 449 1.03
WHAEERMICE L 725 H (1’4 91) (1’4 52) (0.96~1.11)
ik : : 0. 442
1.04
395 386
BERAHM (0. 90~1. 20)
(3. 60) (3. 45) 0.576
0. 50
27 55
BOERH M * (0.31~0.79)
(0. 24) (0. 48) 0. 003
BERBERICHT S 91 133 o 5333 o)
Hiffn * (0.82) (1. 18) 0.007
0.67
_ 55 84
CEE ik (0. 47~0. 93)
(0. 49) (0.74) 0.019
2g/dL P ED~NES B 305 254 (1 01?;321 44)
BEDIRT 245 Hi. * 2.77) (2.26) '0 019‘
2 BT F OB AN LB 183 149 0 O}ff 55
7o Hfn * (1. 65) (1.32) ) )
0. 044
BEATIRAVRERIC 1,185 1,151 o géf‘f .
RORE & 72 2 Hiifn (11. 80) (11.37) ‘ :
0. 345
0.85
208 250
oy A (0. 70~1. 02)
(1.87) (2.21) 0.073

a) RWEMMITHREN ., BBREER LT

* 40 ETH DN,

HAEDY,

DVT J% QY PE OIREEIF ONZF3EME DVT & OF PE O3 JE Al

DVT & OF PE ORI ONZ M DVT & O PE OFAEMSI ) (ZBET 2K 7 v 7' F ATl
EINSTEIN-DVT 5%, EINSTEIN-PE 5{5# % OY EINSTEIN-Extension iBRD 3 DD MEAE Z{b Lhig
RERDIAEE 9,400 FlAHE 2 5 BF LXFGIATONTC, ZHHITMA T, EINSTEIN-DVT KT
-PE @ 2 G BRIZHOW T OMAEMNT & . FRTOBEICE ST FEhi 7, EHEHIFIE, 3 7R
BbETHRE 2l » AR Th o172,

EINSTEIN-DVT

SRER I, JEMENE PE 2722 A DVT BB 3, 449 il 2 %1512, #5811

TBRERAE Y ERT OIS T T3, 6 XX 12 » A E LT, DVT OIBPEN ONZHFM4: DVT KON
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PE DFEFESNHN RSS2 2RI S iz,

EINSTEIN-PE 5Bk Tl%, 2k PE B 4, 832 il & %14, BeHHIMITIRERIA Y AR O H]#r 2
JE LT3, 6 XL 12 » A E LT, PE ORI QN 5 DVT KON PE OFIEIHNZ K95
BRI ST,

EINSTEIN-DVT & OPE @ 2 #ERIZIUVN T, AFIFETIEL, 15mg 1 A 2 [IA32ME DVT X% PE %8
JEf% 3 R G- SN71RIT, 20mg 231 A 1 [EG-Siu7z, HRREECIX, PT-INR=2. 0 DIRj#
WICERT 2 E T,/ V30 b VKA AKX 5 BRGEAE G S 712, VKA 23, PT-INR
DIFFIZ 2.0~3.0 &2 HEMEI O b &kt b Sz,

—J7. EINSTEIN-Extension XBR i, #RMIEIERTE (VIE : DVT X% PE DWW HA0) R
%6 XU 12 » A OIBIRZ 21 7B 1, 197 Fl 2580402, A 20mg 1 B 1 [8] % A5 Y 2
BB ES % 6 XL 12 % A5 L7354 DVT & OVPE O FFFNHEN 53 220 Fas 7
TR REIZ X0 RS nT,

ZID 3 ODOFEMARRERIC BV TIL, ARMEIZEI L T, A U FEFHE B & ORIR AR IE
H 23 RNHRE S, A0 SR B EGPE R VIE (F81E DVT, BFER) PE X3
B PE DG T RARA ) o AEREIREFHGE B 13584 DVT, FEEGER) PE X
IR COEEGT L RRA b &Sz,

EINSTEIN-DVT &% (& 5) Tix. ARMEFERMEHEBICB L T/ %30 2 /VKA 12X
HARFNDOIEEVENKFES L (Y — FE 0,680 (95%1EHEX M : 0. 443~1.042) | p<<0.0001
GEHMRREE) . p=0.076 (BEEMERRGE) ) | FANCHE S NomE A AERHniEts (G%)
PEEZRHIE A UL TERARENER) OBEGT 2 RARA U8 ITE L THRARECKIT 54
HEABEZRBBEOK TN RSN (NN — R 1 0.67 (95%FHHXH : 0.47~0.95) | p
=0.027) , XTHREEOFLFEGHIMIL 189 A TH Y, PT-INR EDARK (2.0~3.0) IZA
S TWHIEHRIG (TTR) 134T 60. 3%, HGMIM 3, 6 KON 12 » HEOY 7 7 —7F
IZBWTENLI 55, 4%, 60. 1% KT 62.8% Tih o7, 1BERSINR%Z TTR O IU4 \Mﬁ*
ENTH T TR TR, RHRBEIC I C, gk TTR & FRE8ME VIE OFEBUAERE |12 B 22 BIfRIZ
bRt (REAER - p=0.932) , TTR I 25% D MEECFRE L 7= 5HIC 7‘%.62!:%'
DU NT 7 U URECHT 2 — RHIE 0. 69 (95% 1 5#EX [ @ 0.35~1.35) Th -7z,

ZAMEIZB L Tid, BERHEEA ( TERZ2 MR ST TERTIERWAEKRIIZRE
LR DM FG ) OEET FRA ) RORRRGHEEH o THEARZR MR OV
NG | MR TR TH - 72,
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& 5 SEII4E EINSTEIN-DVT BRERICHE 1T 5B R UL M DRI

RIRBE SEREMEDOEM DVT BE (3, 449 fi)
Xarel to® T ) YR 2 /VKAY
A - A& 3. 6 XX 12 » HR 3. 6 XX 12 » AR
N=1, 731 N=1, 718
36 51
FEGRPERSERE VIE 2. 1%) (3. 0%)
20 18
AEARHE P SEAE PE (1.2%) (1. 0%)
14 28
AERIE R REAE DVT (0. 8%) (1. 6%)
SEEE PE R O DVT O PF3% o 1% : 0
E3CHY PE, Xid PE DFIE 4 6
EPEETEXRWVWIEL (0. 2%) (0.3%)
BEXAHDL X IZERTIH RN 139 138
BEERANCIRE L 72 5 Hifn (8.1%) (8.1%)
14 20
EX2 i (0.8%) (1.2%)

a) Y \—umFxHP N 16mg 1 H 2 [\ 3K G%IC 20mg 1 H 1 [Flfkkeie 5

b) =/ FH XY L VKA Z AKX 5 HREIOFH L7212 VKA O B flkfe % 5

* p<0.0001 (NH— RED ERRE 2.0 & HATNCHE LIZIELMEMEE) .~ — FE . 0.680(95%

{EHEIXH] 0. 443~1.042) , p=0.076 ({EEMEMRGE)

BINSTEIN-PE #AB% (% 6) Tid, APMEEZRHHIHEICE L T2 X930 2 /VRA K5
AENDIELYENBGE S T2 (NP — RE 1,123 (95%/5HE XM ¢ 0. 749~1. 684) | p<<0. 0026

GELMERRGE) ) . FRNCEE SNTomE A AMERHMEfEEE (A2 E S Hms E U TER
7 ESR ) OEAE T RARA > &) O/~ — REIE 0. 849 (95% (5 #E X H] 1 0. 633~1. 139) |
p=0.275] Th 7=, XBEEOFEEGHFIL 215 B TH Y . PT-INR E VAR (2. 0~
3.0) ICAS T =HIRIEIS (TTR) 13T 63%, #HE5HIN 3, 6 XN 12 » Ao~
T N—FIZBNTENTIN 57%., 62% M 66% T -7z, 1BBRSB M %Z TTR O A s
T EATH T TR I, RRREEIZ IV T, iR TTR & PR VIE O BUEE S | BB 72 AR I
R BN otz (RHAEA : p=0.082) , TTR AT 25% D i\ Z[RE L 7= Hlc BT 5 A
FIRED T VT 7 U URECKT D — REIE 0. 642 (95% (5 4EXH @ 0.277~1.484) TH -
77
ZAMIZE LTk, FEFHMEEE ( TERAMMFESR) L TER TRV ERRIIC -
LD ESR] OBEGT Y RARA 8 OFBIRIT, AFIEE (10.3% (249/2,412) 1 @
FINT ) x93 VKA BE (11.4% (274/2,405) 1 X0 &b 0Ici&r -7, BIRAIEHE
HHO THERRMNFESR] OFRIERS . AHHE (1.1% (26/2,412) ] OFRxT ) FHRY
v /VKA B [2.2% (52/2,405) ] LV HAR<, ~H— REIT 0.493 (95%1EHEXH @ 0. 308
~0.789) Th -7,
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& 6 S48 EINSTEIN-PE FHERICH T H2FHMER VR LHDMKE

RIRBE SEMEMEDAM: PE BE (4, 832 )
Xarel to® T ) YR 2 /VKAY
A - A& 3. 6 XX 12 » HR 3. 6 XX 12 » AR
N=2,419 N=2,413
50 44
FEGRPERSERE VIE 2. 1%) (1.8%)
23 20
AEARIEFT RN PE (1.0%) (0.8%)
18 17
AEARRIEFT R E DVT 0. 7%) 0.7%)
R 2
FEfBEME PE &R OYDVT D36 0 (<0.1%)
E3CHY PE, Xid PE DFIE 11 7
EEETERWEL 0. 5%) (0. 3%)
BEXAHDL X IZERTIH RN 249 274
D ERRFIC R & 72 5 il (10. 3%) (11.4%)
26 52
X7 i (1. 1%) (2.2%)

a) U N—m Y% 16mg 1 H 2 [l 3 BG4I 20mg 1 H 1 [AlHkgER -

b) =/ %% ,NY & VKA & fAK 5 HREIPEH L7212 VKA O ikl 5-

% p=0.0026 (NF— RO EREZ 2.0 & EHICHE L2 ESMERZE) . A~ — FE : 1. 123(95%
{ZHE X 0. 749~1. 684)

EINSTEIN-DVT }2 OPE @ 2 iBROD T — X Ik D AT OFE R AR TIR-T,
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& 7 ZEI04H EINSTEIN-DVT R U-PE SHERDREMITICE T 2 AMER VR EMEDRAE

RIRBE SEBEME &AM DVT 0% PE B (8, 281 £i)
Xarel to® T ) YR 2 /VKAY
A - A& 3. 6 XX 12 » HR 3. 6 XX 12 » AR
N=4, 150 N=4, 131
86 95
FEGRPERSERE VIE 2. 1%) (2. 3%)
43 38
AEARIEFT RN PE (1.0%) (0. 9%)
32 45
AEARRIEFT R E DVT (0.8%) (1. 1%)
R 1 2
AEGERE PE B R DVT O fF%E (<0.1%) (<0.1%)
E3CHY PE, Xid PE DFIE 15 13
EEETERWEL (0. 4%) (0.3%)
BEXAHDL X IZERTIH RN 388 412
D ERRFIC R & 72 5 il (9. 4%) (10.0%)
40 72
X7 i (1. 0%) (1. 7%)

a) U/N—nmFdH3 15mg 1 A 2 [E 3 @M L%IC 20mg 1 H 1 ARk S

b) =/ FH /XY L VKA ZiAK 5 HRDFH L7212 VKA O Ak it 5-

* p<0.0001 (W= RED RRE 1.75 & HERNCHE LIZIEATERGE) .~ — FH: 0.886(95%
{EHEX[E 0. 661~1. 186)

FANIHE SN E A MRS (A2 MM B X TR HInES) o4

TV RIRA 2 R) O — REGI 0. 771 (95% [EHH X ] : 0. 614~0. 967,44 H L. p fE: 0. 0244)

Tholz,

EINSTEIN-Extension #iR (& 8) TI&. AMEDFEFHMIEH &K ORIRAIRHmIE H OV
FUZOWTHARFN O T T B RICKT 2 EEENRGES N, REMEEEFEER & Shi-
MR HIMSES: ) ORBIET, AH 20mg FEOF N T T vREEL D L@ 7203, et
HINCHE TR o T, ZRMEORIKIFHIEE ( TERZHMmES) X TER TR0V
BRRANCRIE L 72 DI FS: ) OBEEGT L RARA U h) OFBLEIL, AH 20mg BEDOFH N
TERELD bEmroT,
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& 8 SEIM4H EINSTEIN-Extension BHERICH (T HEMMER VR LMD RIE

RIRBE VTE DR O\BERIG O 72 D Icftmiai b o B (1, 197 $1)
Xarelto @ 7SR
A - A& 6 Xix 12 » AMES 6 it 12 » AMES
N=602 N=594
8 42
FEGRPERSERE VIE (1.3%) (7.1%)
2 13
AEARIEF A PE (0. 3%) (2. 2%)
5 31
AERRHEFESENE DVT (0.8%) (5. 2%)
FERI PE, XU PE DFIE 1 1
EPHRETERVET (0. 2%) (0.2%)
4 0
EX2 i 0. 7%) (0. 0%)
BER TRV EERAC R 32 7
Ry fiiil (5. 4%) (1. 2%)

a) UN—aXH N 20mg 1 B 1 [EFES
* p<0.0001 (EBEVEMGGE), W — FE : 0.185  (95%fZHEIX [ : 0. 087~0. 393)

RN EEZE ST (BMA) 1, AAIDIMARZERRMEA X2 N OIREORIGIZE LT, —fo/h s
Mizd 1T HRBRAGE DI FH I L Ol T2 5 2T d, £70, EMA X, mARZERMEA ~
¥ N OFRFEIHIOWIN B LT, T _XTO/NERIZ I T 2RBREGE DfEH 2 R D2 &
IZLTWg (4.2 AERUHE] OHESH)

5.2 KyEhE
P

AFNDOPMUTHLNT, 55 2~4 B ICaem M (Cu) (ZBIEET S,

AHN 2. 5mg FEX N 10mg FER O ERFICBWT, BFOFEIZ DL, XM AT AT
VT 4 13E < (80~100%) . WINIXIZIEZETH -7, BYOEBEUL, AA) 2. bmg $EM
O 10mg FERE 3R 515D AUC LN Coax {5228 2 AT S 7200,

AAl 20mg FEDOHERE TREAF SR W TIE, BINOEKTIZED , N AT A TEY T ¢
1% 66% % TIKTF L7225, 20mg DOBEHFGHED AUC 1%, #ol THEIRICE T 39% 7L,
FITFERRWIN & EASAFT A Z VT 4 PRSI, KA 15mg #E & O 20mg FE1L, B
BIRASESZE (142 FIEROHE] OESHR) |

AR OM A TR OB GRS 23 ENREIL, 15mg 1 H 1 BIOHEE T, Mtz s
4, B%HETIT, AK 10mg £, 15mg £, 20mg SEORNTITHEEBIERTZD Hirb, L0
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EBWHE TORFRGEHZIL, BHEIZRY N 5720, AEOHEINIEN, XA 4T A
FEVT 4 /RINEOK T NRED NS,

U x—ua XY OIYENREIZ X EEOEENH D . EIRZSE) (CV%) 1 30~40%T
HoT,

AANOWIMUL, HLENTY N—m TR SN DI L - TR 5, KA
b % NBOUALES TR S35 £ 912G UT2BS AR OFER| 248 N5 U7-BS & b T
AUC J2 R Cuax TEALEA 29% M O} 56% DIV 58D B ivlz, —JF7 . RKHFNDS NGO X
I EATHREIG TR SN D XD IT G LB, BEBEEN S BDITIE T Le, B X @A~
OFHIL, VA—a X AN ORINE NREEZIK T SEHDT, #iFHZ &,

AH| 20mg BEAZ KL . applesauce & & HITREOFG- L2, & LIIKICEE L CHE
ZHWUTHE L., FORISRIBFRZELIEBEONRL T T AT T 4 (AUC KR Cuy) 1.
BRI ZFDOF FROBE LB L RBETChH-T-, KK OTHIFEET, AELGIMED & % 3
RS, Z OB TRENTZAA AT XA T T 11, KRR TAFZHKE LZEEe
WCHUTCITELLEEZLND,

aiitl

t METOTZAABERIIN 92~B% EEm<, BTNV T IV EHEET D, DABME
(Vo) 138 50L THYH, HEETH 5,

AR K Ok

U= F PN O GREOR 2/3 1T 2521, TONETON R K OFEF I HE S
5o BEEOK 1/3IIREAEDE F, T8 L TREEDWNZ L 0 BRIt & D,

UoR—m Y800, CYP 3M4 JLONCYP 2]2, WTNZTF k27 v— A PA50 23BE 5. L 72V VRER I
L RB SN, FEARERNEHUIELRY J VEOBIESENR YT 2 RiEE OIKSET
HbD, Invitro®BRTIX, U AA—a XU RIBERZAHTH S P-gp LTOVBCRP (FLyE it
M-AH) OREETHD Z LRIV,

ARl O E% O e MiSEFRIZIT 2 EER ML, REETH O | EEE R OVEHE
REMIIEAE LR, B2F 7 VT T A 13K 10L/h TH Y | AFNHEZ V7 T o AFKIZHHE
END, Img DFARETEHARNEES LTz & & OIEIEEINERN 4. 5 B CTH 5, AR O
B TR, THRIIWINGEEE (2 HIPR S v, AR ORI T DL, AR A T
5~9 B, ElE T 1I~13 il CTh o7,

kA ]
PER]
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SR EHRE K OS2 B R R I RS & 72 D PEZEITERD H AL TR,

R

EETIE, I (ATD) 2527 V750 AR OEZ VT I ZAOKTFICERK LT, FE
R LV AR GREO MAERREN ERH L, AUC I 1.5 5@ -7z, s AR
Th D,

JENES

AFRE G- O M h i R (69 DR O8I E RIAE (<50kg) ST MR E (>120ke)
DERFNZBNTHDOLTNTH D 25%KN) . HEMEIIRETH D,

PN 2=

FWENRE N O 2R RICBE LT, AN 77V ART AV AN, E A=y 7 HARA
AFHEADORHT, BRRANCHIE & 722 D AEAITRED HIR N> 72,

IR

B OFRED & 5 A BE (Child-Pugh 3% A) Tk, AFlOFEYEREOZ(LIT T <
T (AUCIE 1. 25 B5) | xPHREE S L7 ERepiRa & i L CIRERER Ch o7z, FEE
DOIFEED & 5 IFEAEF (Child-Pugh /3% B) Tix, HERHHERTE & bl LT AUC 13 2. 3 fi%
DERER EAEZRL, IFHBEMD AUCIL 2.6 f5IZ EFH-Lc, Zh oD@ T, PEEDE
b D B 5 B & RBRICABI ORI KT LT, EEOMREERE BT DEHRT —
A ECAAN

HHAEFE DATREE D & 5 BE Tl SRS & ik LT, FXa K- EEORESRTL 2.6 %
WZHEAN, PT & 2.1 fFICHER LTz, HEEOHFEEDH 2 BE LY N—a X\ Ixtd 5
S PED E <, BERE L PT ORNCAIER7: PK/PD BIRA A H L5,

Child-Pugh 7338 B & U* C OFFEZEDEA b ETe, MR R & OWRA RIS B2 i o
falRMEZfF 5 IR D & 2 BEIIIAFNIERTH 5, (143 Fig) OEEMR) |

BB

VR—a XN OEGEEIT, 7 V7 F=0 7 V7 7 R E LB RO T IZ -
ThHAT 5, BE (CLg 50~80mL/min) | H5ERE (CL 30~49mL/min) K OVEEE (CLe 15
~29mL/min) DOEFEFEDH 2 BH T, EFEHEERE & ik LT, AFlo i (AUC)
IFENZEI 14, 1.5 KON L6 fFI B Uiz, ZOBBEREOBEIMIEN REIOFES)F09%)
RbIoITmsns, BE, FEEROCEEOHEEDO D HHBEF TIE, FXa K FIHED
PR SRIE, e & i L CEN A L5, 1L 9 LU 2. 0fFIZHIN L .PT b ZnEh 1. 3,
2.2 R 2. 4 fHIER L=, CLa <15mL/min OBEF BT DEKT —Z 1E720,
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EEH 72 A ARG ERAE OO T, AANTMIEEATIC &> TFRETE 2w,

CLx<16mL/min OBF I, AFIOMEAITHELE S 72V, CLe 23 156~29mL/min D HE DR
EERZ I AFI A EEICHERGT S 2L (4.4 ERREs RO FOEE | OEBR)

BEBT 2 pERET — &

BE DVT DIRIEDTZDIZARA 20mg 1 A 1 FEE2ZITTEZICBIT 2 A= X400
MAER AL R LAME (90%HEE XH) ) 1%, 5% 2~4 Rt L7212 T 215 n g/L (&
I MAEFREE - 22~535ug/L) | HEHK 24 KERIRGE L7212 T 32 g/l (IMAEFRED k
7 7fE : 6~239ug/L) Thoiz,

HPENRE L HT) 0950 R D BAAR

ARANBE G- O IR BN RS/ 3T 0 F (PK/PD) (ZBI L Cid, a7 =#ipH (5~30mg 1 H
2 \#G) IZBNWT, U ANA—mF PN DMBERIRAE & 8D O PD NT A —4% (FXa K+
TEPEREE ., PT, aPTT, Hep Test®) & DOPBIRIZOWTHRI SN TS, IMIETHE &5 Xa
TIEMEDBIFRIL, B BT /MC K VFBIREETH V| PT & OBIRIFIFIEEIFET L (linear
intercept model) IZX<HEAET 5, MEEFIRE & PT OBROM X IXRIEFIKIT)S U TR
%73, Neoplastin®k3E A4 W2 PT DGAEITT, N—A T4 O PT I3 13 BT, HE L 3~4
B/ (100 ug/L) Tholz, HNMHELOHEMAHRERIZISIT 5 PK/PD T DR & PR
(BT D EGE & ORI —EMERRD bz,

o

/N

18 FEAiH D A N9~ 2 AHN D22 M f OB NEIIHESL S TR,

5.3 FEERR R M

VRSB B 5N, BB, et S ARE R OSE BN RT3 D eI B
T 58 OZEMFBRICB T, B ORI L TRIE L 72 2T FRUTERO H L TU e
U,

SR mMERABR TR SN T BIT RIS, AFOBREDOKEERIC L 26D ThH T,
7 v bR, M Te6 KON 1gA O EFDBERKANCEENED & 5 RFE R TR b,

MERED ~ ooz (%) TRREICKIETREITRED S TWawy, AHIOIEEDOFEIIER O &
S LIRS D AFRFEERT AL (MRS PHES) 2l S Tnd, Ik IpliEaEHEE Gf
IRBRIETEL, BALDBIESITHET, AFIROLRMRENE) | warBiEHE oM, kO
AR ZAL D IR IR D & IR IR B TRl bz, 7 v ORI L OHAER OIS
B9 o BRTIE, RHAEIEORD b 5 HE THAR DA G0 b,
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6. A

6.1 wimy
YIEY)

fEmtre—R JuAB N Aa—RAF N UL HBEKFIY, B0 Ao —R 5P, T
T UM R UL, AT TV Uig~ TR T A

T AN TaA—F T

~ 7 u=—/3350 (HE~Za2—/14000) . &7 XA a—=A15cP, ffbF &>, =
7S

6.2 [ Y=

b

T D HDOITE BTN,

6.3 i AR

34 ]

6.4 FriEBIC BT B A LR

AFNCIE, BEE, W I ORI B 2 RERI 22 IR IE 220,
6.5 BaOWHERORNE

PTPALEE 15mg#E 14, 28, 423013985E/ %
20mgHE : 14, 28X 1398%E/78

—EET oD I HAYPTPELEE ! L08E/F5 . XIX1008E /54

< )VF R 7 aldE 1088/ /N> 7 1023y 7 A D

7L, TRTOWEN, TGRSRV ATREIED B D,
6.6 BEZER ORBIRER
PEFEICER L. FFRIZR S RIT R,

7. BRI M RAR G E

Bayer Pharma AG

13342 Berlin

Germany
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8. =R TR AR A B 5
15mg i : EU/1/08/472/011-016, EU/1/08/472/023

20mg B : EU/1/08/472/017-021, EU/1/08/472/024
9. AR B /ARELSH

PEAFH - 200849 H 30 H

HRGRHEHTH 201345 H 22 H

10. HETHAH

YYYY 45 MM A

RANZ BT B EE 7 G HIL, BOINEESLTO Y = 7% A ~ (http://www. ema. europa. eu)

 ZZRTEE N,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
XARELTO® (rivaroxaban) safely and effectively. See full prescribing
information for XARELTO.

XARELTO (rivaroxaban) tablets, for oral use
Initial U.S. Approval: 2011

WARNING: (A) PREMATURE DISCONTINUATION OF XARELTO
INCREASES THE RISK OF THROMBOTIC EVENTS, and
(B) SPINAL/EPIDURAL HEMATOMA
See full prescribing information for complete boxed warning

(A) PREMATURE DISCONTINUATION OF XARELTO INCREASES
THE RISK OF THROMBOTIC EVENTS

Premature discontinuation of any oral anticoagulant, including
XARELTO, increases the risk of thrombotic events. To reduce this risk,
consider coverage with another anticoagulant if XARELTO is
discontinued for a reason other than pathological bleeding or completion
of a course of therapy (2.2, 2.6, 5.1, 14.1).

(B) SPINAL/EPIDURAL HEMATOMA

Epidural or spinal hematomas have occurred in patients treated with
XARELTO who are receiving neuraxial anesthesia or undergoing spinal
puncture. These hematomas may result in long-term or permanent
paralysis (5.2, 5.3, 6.2).

Monitor patients frequently for signs and symptoms of neurological
impairment and if observed, treat urgently. Consider the benefits and
risks before neuraxial intervention in patients who are or who need to be
anticoagulated (5.3).

RECENT MAJOR CHANGES-----==-==snmunmenmanaanne
Boxed Warning 03/2014
Dosage and Administration (2.5) 01/2014
Warnings and Precautions (5.2, 5.6, 5.9) 01/2014
Warnings and Precautions (5.3) 03/2014

INDICATIONS AND USAGE-------------=n==mmemmmemem

XARELTO is a factor Xa inhibitor indicated:

o to reduce the risk of stroke and systemic embolism in patients with
nonvalvular atrial fibrillation (1.1)

o for the treatment of deep vein thrombosis (DVT), pulmonary embolism
(PE), and for the reduction in the risk of recurrence of DVT and of PE (1.2,
1.3,1.4)

o for the prophylaxis of DVT, which may lead to PE in patients undergoing
knee or hip replacement surgery (1.5)

. Take 15 mg and 20 mg tablets with food; take 10 mg tablets with or
without food (2.1)

e Nonvalvular Atrial Fibrillation:

o  For patients with CrC] >50 mL/min: 20 mg orally, once daily with
the evening meal (2.3)

o  For patients with CrCl 15 - 50 mL/min: 15 mg orally, once daily
with the evening meal (2.3)

e  Treatment of DVT, PE, and Reduction in the Risk of Recurrence of
DVT and of PE: 15 mg orally twice daily with food for the first 21 days
for the initial treatment of acute DVT or PE. After the initial treatment
period, 20 mg orally once daily with food for the remaining treatment
and the long-term reduction in the risk of recurrence of DVT and of PE.
2.4

e  Prophylaxis of DVT Following Hip or Knee Replacement Surgery:

10 mg orally, once daily with or without food (2.5)

Tablets: 10 mg, 15 mg, and 20 mg (3)

CONTRAINDICATIONS
. Active pathological bleeding (4)
. Severe hypersensitivity reaction to XARELTO (4)

WARNINGS AND PRECAUTIONS--------=======--~-

e  Risk of bleeding: XARELTO can cause serious and fatal bleeding.
Promptly evaluate signs and symptoms of blood loss. (5.2)

. Pregnancy-related hemorrhage: Use XARELTO with caution in
pregnant women due to the potential for obstetric hemorrhage and/or
emergent delivery. Promptly evaluate signs and symptoms of blood loss.
5.7

. Prosthetic heart valves: XARELTO use not recommended (5.8)

ADVERSE REACTIONS
The most common adverse reaction (>5%) was bleeding. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Janssen
Pharmaceuticals, Inc. at 1-800-526-7736 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

e  Combined P-gp and strong CYP3A4 inhibitors and inducers: Avoid
concomitant use (7.1, 7.2)

. Anticoagulants: Avoid concomitant use (7.3)

e Nursing mothers: discontinue drug or discontinue nursing (8.3)
Renal impairment: Avoid or adjust dose based on CrCl (8.7)

e  Hepatic impairment: Avoid use in patients with Child-Pugh B and C
hepatic impairment or with any degree of hepatic disease associated with
coagulopathy (8.8)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 09/2014

FULL PRESCRIBING INFORMATION: CONTENTS*

WARNING: (A) PREMATURE DISCONTINUATION OF
XARELTO INCREASES THE RISK OF THROMBOTIC
EVENTS, (B) SPINAL/EPIDURAL HEMATOMA

1 INDICATIONS AND USAGE
1.1 Reduction of Risk of Stroke and Systemic
Embolism in Nonvalvular Atrial Fibrillation
Treatment of Deep Vein Thrombosis
Treatment of Pulmonary Embolism
Reduction in the Risk of Recurrence of Deep
Vein Thrombosis and of Pulmonary Embolism
1.5 Prophylaxis of Deep Vein Thrombosis Following
Hip or Knee Replacement Surgery
2 DOSAGE AND ADMINISTRATION
2.1 Important Food Effect Information
2.2 Switching to and from XARELTO
2.3 Nonvalvular Atrial Fibrillation
2.4 Treatment of Deep Vein Thrombosis (DVT),
Pulmonary Embolism (PE), and Reduction in the
Risk of Recurrence of DVT and of PE
2.5 Prophylaxis of Deep Vein Thrombosis Following
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FULL PRESCRIBING INFORMATION

WARNING: (A) PREMATURE DISCONTINUATION OF XARELTO INCREASES THE
RISK OF THROMBOTIC EVENTS,
(B) SPINAL/EPIDURAL HEMATOMA

A. PREMATURE DISCONTINUATION OF XARELTO INCREASES THE RISK OF
THROMBOTIC EVENTS

Premature discontinuation of any oral anticoagulant, including XARELTO, increases the
risk of thrombotic events. If anticoagulation with XARELTO is discontinued for a reason
other than pathological bleeding or completion of a course of therapy, consider coverage
with another anticoagulant [see Dosage and Administration (2.2, 2.6), Warnings and
Precautions (5.1), and Clinical Studies (14.1)].

B. SPINAL/EPIDURAL HEMATOMA

Epidural or spinal hematomas have occurred in patients treated with XARELTO who 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, other anticoagulants

e a history of traumatic or repeated epidural or spinal punctures

e a history of spinal deformity or spinal surgery

e optimal timing between the administration of XARELTO and neuraxial procedures is
not known

[see Warnings and Precautions (5.2, 5.3) and Adverse Reactions (6.2)].

Monitor patients frequently for signs and symptoms of neurological impairment. If
neurological compromise is noted, urgent treatment is necessary [see Warnings and
Precautions (5.3)].

Consider the benefits and risks before neuraxial intervention in patients anticoagulated or
to be anticoagulated for thromboprophylaxis [see Warnings and Precautions (5.3)].

1 INDICATIONS AND USAGE
1.1 Reduction of Risk of Stroke and Systemic Embolism in Nonvalvular Atrial
Fibrillation

XARELTO is indicated to reduce the risk of stroke and systemic embolism in patients with
nonvalvular atrial fibrillation.
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There are limited data on the relative effectiveness of XARELTO and warfarin in reducing the

risk of stroke and systemic embolism when warfarin therapy is well-controlled [see Clinical
Studies (14.1)].

1.2 Treatment of Deep Vein Thrombosis
XARELTO is indicated for the treatment of deep vein thrombosis (DVT).

1.3 Treatment of Puimonary Embolism
XARELTO is indicated for the treatment of pulmonary embolism (PE).

1.4 Reduction in the Risk of Recurrence of Deep Vein Thrombosis and of
Pulmonary Embolism

XARELTO is indicated for the reduction in the risk of recurrence of deep vein thrombosis and of
pulmonary embolism following initial 6 months treatment for DVT and/or PE.

1.5 Prophylaxis of Deep Vein Thrombosis Following Hip or Knee Replacement
Surgery
XARELTO is indicated for the prophylaxis of DVT, which may lead to PE in patients

undergoing knee or hip replacement surgery.

2 DOSAGE AND ADMINISTRATION

| Indication Dosage

Reduction in Risk of Stroke in CrCl >50 mL/min: 20 mg once daily with the evening meal
Nonvalvular Atrial Fibrillation ] ]

(2.3) CrCl 15 to 50 mL/min: 15 mg once daily with the evening meal
Treatment of DVT (2.4) 15 mg twice daily with food, for first 21 days

Treatment of PE (2.4) V after 21 days, transition to ¥

20 mg once daily with food, for remaining treatment

Reduction in the Risk of

Recurrence of DVT and of PE (2.4) 20 mg once daily with food

Prophylaxis of DVT Following Hip |Hip replacement: 10 mg once daily for 35 days
or Knee Replacement Surgery (2.5)

Knee replacement: 10 mg once daily for 12 days

2.1 Important Food Effect Information

The 15 mg and 20 mg XARELTO tablets should be taken with food, while the 10 mg tablet can
be taken with or without food /see Clinical Pharmacology (12.3)].
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In the nonvalvular atrial fibrillation efficacy study XARELTO was taken with the evening meal.

2.2 Switching to and from XARELTO

Switching from Warfarin to XARELTO - When switching patients from warfarin to XARELTO,
discontinue warfarin and start XARELTO as soon as the International Normalized Ratio (INR) is
below 3.0 to avoid periods of inadequate anticoagulation.

Switching from XARELTO to Warfarin - No clinical trial data are available to guide converting
patients from XARELTO to warfarin. XARELTO affects INR, so INR measurements made
during coadministration with warfarin may not be useful for determining the appropriate dose of
warfarin. One approach is to discontinue XARELTO and begin both a parenteral anticoagulant
and warfarin at the time the next dose of XARELTO would have been taken.

Switching from XARELTO to Anticoagulants other than Warfarin - For patients currently taking
XARELTO and transitioning to an anticoagulant with rapid onset, discontinue XARELTO and
give the first dose of the other anticoagulant (oral or parenteral) at the time that the next
XARELTO dose would have been taken [see Drug Interactions (7.3)].

Switching from Anticoagulants other than Warfarin to XARELTO - For patients currently
receiving an anticoagulant other than warfarin, start XARELTO 0 to 2 hours prior to the next
scheduled evening administration of the drug (e.g., low molecular weight heparin or non-
warfarin oral anticoagulant) and omit administration of the other anticoagulant. For
unfractionated heparin being administered by continuous infusion, stop the infusion and start
XARELTO at the same time.

2.3 Nonvalvular Atrial Fibrillation

For patients with creatinine clearance (CrCl) >50 mL/min, the recommended dose of XARELTO
is 20 mg taken orally once daily with the evening meal. For patients with CrCl 15 to 50 mL/min,
the recommended dose is 15 mg once daily with the evening meal [see Use in Specific
Populations (8.7)] .

2.4 Treatment of Deep Vein Thrombosis (DVT), Pulmonary Embolism (PE), and
Reduction in the Risk of Recurrence of DVT and of PE

The recommended dose of XARELTO for the initial treatment of acute DVT and/or PE is 15 mg
taken orally twice daily with food for the first 21 days. After this initial treatment period, the
recommended dose of XARELTO is 20 mg taken orally once daily with food, at approximately
the same time each day. The recommended dose of XARELTO for reduction in the risk of
recurrence of DVT or PE is 20 mg taken orally once daily with food at approximately the same
time each day /see Clinical Studies (14.2)].
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2.5 Prophylaxis of Deep Vein Thrombosis Following Hip or Knee Replacement
Surgery

The recommended dose of XARELTO is 10 mg taken orally once daily with or without food.

The initial dose should be taken 6 to 10 hours after surgery provided that hemostasis has been

established [see Dosage and Administration (2.6)].

e For patients undergoing hip replacement surgery, treatment duration of 35 days is
recommended.

e For patients undergoing knee replacement surgery, treatment duration of 12 days is
recommended.

2.6 Discontinuation for Surgery and other Interventions

If anticoagulation must be discontinued to reduce the risk of bleeding with surgical or other
procedures, XARELTO should be stopped at least 24 hours before the procedure to reduce the
risk of bleeding [see Warnings and Precautions (5.2)]. In deciding whether a procedure should
be delayed until 24 hours after the last dose of XARELTO, the increased risk of bleeding should
be weighed against the urgency of intervention. XARELTO should be restarted after the surgical
or other procedures as soon as adequate hemostasis has been established, noting that the time to
onset of therapeutic effect is short [see Warnings and Precautions (5.1)]. If oral medication
cannot be taken during or after surgical intervention, consider administering a parenteral

anticoagulant.

2.7 Missed Dose

If a dose of XARELTO is not taken at the scheduled time, administer the dose as soon as
possible on the same day as follows:

e For patients receiving 15mg twice daily: The patient should take XARELTO
immediately to ensure intake of 30 mg XARELTO per day. In this particular instance,
two 15 mg tablets may be taken at once. The patient should continue with the regular
15 mg twice daily intake as recommended on the following day.

e For patients receiving 20 mg, 15 mg or 10 mg once daily: The patient should take the
missed XARELTO dose immediately.

2.8 Administration Options

For patients who are unable to swallow whole tablets, 15 mg or 20 mg XARELTO tablets may
be crushed and mixed with applesauce immediately prior to use and administered orally. After
the administration of a crushed XARELTO 15mg or 20 mg tablet, the dose should be
immediately followed by food [see Dosage and Administration (2.1, 2.3, 2.4) and Clinical
Pharmacology (12.3)].
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Administration via nasogastric (NG) tube or gastric feeding tube: After confirming gastric
placement of the tube, 15 mg or 20 mg XARELTO tablets may be crushed and suspended in
50 mL of water and administered via an NG tube or gastric feeding tube. Since rivaroxaban
absorption is dependent on the site of drug release, avoid administration of XARELTO distal to
the stomach which can result in reduced absorption and thereby, reduced drug exposure. After
the administration of a crushed XARELTO 15 mg or 20 mg tablet, the dose should then be
immediately followed by enteral feeding /see Clinical Pharmacology (12.3)].

Crushed 15 mg or 20 mg XARELTO tablets are stable in water and in applesauce for up to 4
hours. An in vitro compatibility study indicated that there is no adsorption of rivaroxaban from a
water suspension of a crushed XARELTO tablet to PVC or silicone nasogastric (NG) tubing.

3 DOSAGE FORMS AND STRENGTHS

e 10 mg tablets: Round, light red, biconvex and film-coated with a triangle pointing down
above a “10” marked on one side and “Xa” on the other side

e 15 mg tablets: Round, red, biconvex, and film-coated with a triangle pointing down above a
“15” marked on one side and “Xa” on the other side

e 20 mg tablets: Triangle-shaped, dark red, and film-coated with a triangle pointing down
above a “20” marked on one side and “Xa” on the other side

4 CONTRAINDICATIONS
XARELTO is contraindicated in patients with:

e active pathological bleeding [see Warnings and Precautions (5.2)]

e severe hypersensitivity reaction to XARELTO (e.g., anaphylactic reactions) [see Adverse
Reactions (6.2)]

5 WARNINGS AND PRECAUTIONS
5.1 Increased Risk of Thrombotic Events after Premature Discontinuation

Premature discontinuation of any oral anticoagulant, including XARELTO, in the absence of
adequate alternative anticoagulation increases the risk of thrombotic events. An increased rate of
stroke was observed during the transition from XARELTO to warfarin in clinical trials in atrial
fibrillation patients. If XARELTO is discontinued for a reason other than pathological bleeding
or completion of a course of therapy, consider coverage with another anticoagulant /see Dosage
and Administration (2.2, 2.6) and Clinical Studies (14.1)].

5.2 Risk of Bleeding

XARELTO increases the risk of bleeding and can cause serious or fatal bleeding. In deciding
whether to prescribe XARELTO to patients at increased risk of bleeding, the risk of thrombotic
events should be weighed against the risk of bleeding.
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Promptly evaluate any signs or symptoms of blood loss and consider the need for blood
replacement. Discontinue XARELTO in patients with active pathological hemorrhage. The
terminal elimination half-life of rivaroxaban is 5 to 9 hours in healthy subjects aged 20 to
45 years.

Concomitant use of other drugs that impair hemostasis increases the risk of bleeding. These
include aspirin, P2Y; platelet inhibitors, other antithrombotic agents, fibrinolytic therapy, and
non-steroidal anti-inflammatory drugs (NSAIDs) [see Drug Interactions (7.3)].

Concomitant use of drugs that are combined P-gp and CYP3A4 inhibitors (e.g., ketoconazole
and ritonavir) increases rivaroxaban exposure and may increase bleeding risk [see Drug
Interactions (7.1)].

Reversal of Anticoagulant Effect:

A specific antidote for rivaroxaban is not available. Because of high plasma protein binding,
rivaroxaban is not expected to be dialyzable [see Clinical Pharmacology (12.3)]. Protamine
sulfate and vitamin K are not expected to affect the anticoagulant activity of rivaroxaban. Partial
reversal of prothrombin time prolongation has been seen after administration of prothrombin
complex concentrates (PCCs) in healthy volunteers. The use of other procoagulant reversal
agents like activated prothrombin complex concentrate (APCC) or recombinant factor VlIla
(rFVIIa) has not been evaluated.

5.3 Spinal/Epidural Anesthesia or Puncture

When neuraxial anesthesia (spinal/epidural anesthesia) or spinal puncture is employed, patients
treated with anticoagulant agents for prevention of thromboembolic complications are at risk of
developing an epidural or spinal hematoma which can result in long-term or permanent paralysis
[see Boxed Warning].

To reduce the potential risk of bleeding associated with the concurrent use of rivaroxaban and
epidural or spinal anesthesia/analgesia or spinal puncture, consider the pharmacokinetic profile
of rivaroxaban [see Clinical Pharmacology (12.3)]. Placement or removal of an epidural catheter
or lumbar puncture is best performed when the anticoagulant effect of rivaroxaban is low;
however, the exact timing to reach a sufficiently low anticoagulant effect in each patient is not
known.

An epidural catheter should not be removed earlier than 18 hours after the last administration of
XARELTO. The next XARELTO dose is not to be administered earlier than 6 hours after the
removal of the catheter. If traumatic puncture occurs, the administration of XARELTO is to be
delayed for 24 hours.
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Should the physician decide to administer anticoagulation in the context of epidural or spinal
anesthesia/analgesia or lumbar puncture, monitor frequently to detect any signs or symptoms of
neurological impairment, such as midline back pain, sensory and motor deficits (numbness,
tingling, or weakness in lower limbs), bowel and/or bladder dysfunction. Instruct patients to
immediately report if they experience any of the above signs or symptoms. If signs or symptoms
of spinal hematoma are suspected, initiate urgent diagnosis and treatment including consideration
for spinal cord decompression even though such treatment may not prevent or reverse

neurological sequelae.

5.4 Use in Patients with Renal Impairment

Nonvalvular Atrial Fibrillation

Avoid the use of XARELTO in patients with CrCl <15 mL/min since drug exposure is increased.
Periodically assess renal function as clinically indicated (i.e., more frequently in situations in
which renal function may decline) and adjust therapy accordingly. Discontinue XARELTO in
patients who develop acute renal failure while on XARELTO [see Use in Specific Populations

(8.7)].

Treatment of Deep Vein Thrombosis (DVT), Pulmonary Embolism (PE), and Reduction
in the Risk of Recurrence of DVT and of PE

Avoid the use of XARELTO in patients with CrCl <30 mL/min due to an expected increase in
rivaroxaban exposure and pharmacodynamic effects in this patient population [see Use in
Specific Populations (8.7)].

Prophylaxis of Deep Vein Thrombosis Following Hip or Knee Replacement Surgery
Avoid the use of XARELTO in patients with CrCl <30 mL/min due to an expected increase in
rivaroxaban exposure and pharmacodynamic effects in this patient population. Observe closely
and promptly evaluate any signs or symptoms of blood loss in patients with CrCl 30 to
50 mL/min. Patients who develop acute renal failure while on XARELTO should discontinue the
treatment [see Use in Specific Populations (8.7)].

5.5 Use in Patients with Hepatic Impairment

No clinical data are available for patients with severe hepatic impairment.

Avoid use of XARELTO in patients with moderate (Child-Pugh B) and severe (Child-Pugh C)
hepatic impairment or with any hepatic disease associated with coagulopathy since drug
exposure and bleeding risk may be increased [see Use in Specific Populations (8.8)].
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5.6 Use with P-gp and Strong CYP3A4 Inhibitors or Inducers

Avoid concomitant use of XARELTO with combined P-gp and strong CYP3A4 inhibitors (e.g.,
ketoconazole, itraconazole, lopinavir/ritonavir, ritonavir, indinavir, and conivaptan) [see Drug
Interactions (7.1)].

Avoid concomitant use of XARELTO with drugs that are combined P-gp and strong CYP3A4

inducers (e.g., carbamazepine, phenytoin, rifampin, St. John’s wort) [see Drug Interactions

(7.2)].

5.7 Risk of Pregnancy-Related Hemorrhage

In pregnant women, XARELTO should be used only if the potential benefit justifies the potential
risk to the mother and fetus. XARELTO dosing in pregnancy has not been studied. The
anticoagulant effect of XARELTO cannot be monitored with standard laboratory testing nor
readily reversed. Promptly evaluate any signs or symptoms suggesting blood loss (e.g., a drop in
hemoglobin and/or hematocrit, hypotension, or fetal distress).

5.8 Patients with Prosthetic Heart Valves

The safety and efficacy of XARELTO have not been studied in patients with prosthetic heart
valves. Therefore, use of XARELTO is not recommended in these patients.

5.9 Acute PE in Hemodynamically Unstable Patients or Patients Who Require
Thrombolysis or Pulmonary Embolectomy

Initiation of XARELTO is not recommended acutely as an alternative to unfractionated heparin

in patients with pulmonary embolism who present with hemodynamic instability or who may

receive thrombolysis or pulmonary embolectomy.

6 ADVERSE REACTIONS
The following adverse reactions are also discussed in other sections of the labeling:

e Increased risk of stroke after discontinuation in nonvalvular atrial fibrillation /see Boxed
Warning and Warnings and Precautions (5.1)]
e Bleeding risk /see Warnings and Precautions (5.2, 5.4, 5.5, 5.6, 5.7)]
e Spinal/epidural hematoma /see Boxed Warning and Warnings and Precautions (5.3)]
6.1 Clinical Trials Experience

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 clinical practice.
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During clinical development for the approved indications, 16326 patients were exposed to
XARELTO. These included 7111 patients who received XARELTO 15 mg or 20 mg orally once
daily for a mean of 19 months (5558 for 12 months and 2512 for 24 months) to reduce the risk of
stroke and systemic embolism in nonvalvular atrial fibrillation (ROCKET AF); 4728 patients
who received either XARELTO 15 mg orally twice daily for three weeks followed by 20 mg
orally once daily (EINSTEIN DVT, EINSTEIN PE) or 20 mg orally once daily (EINSTEIN
Extension) to treat DVT, PE, and to reduce the risk of recurrence of DVT and of PE; and 4487
patients who received XARELTO 10 mg orally once daily for prophylaxis of DVT following hip
or knee replacement surgery (RECORD 1-3).

Hemorrhage
The most common adverse reactions with XARELTO were bleeding complications /see
Warnings and Precautions (5.2)].

Nonvalvular Atrial Fibrillation
In the ROCKET AF trial, the most frequent adverse reactions associated with permanent drug

discontinuation were bleeding events, with incidence rates of 4.3% for XARELTO vs. 3.1% for
warfarin. The incidence of discontinuations for non-bleeding adverse events was similar in both
treatment groups.

Table 1 shows the number of patients experiencing various types of bleeding events in the
ROCKET AF trial.

Table 1: Bleeding Events in ROCKET AF*

Parameter XARELTO Event Rate Warfarin Event Rate
N=7111 (per 100 Pt-yrs) N =7125 (per 100 Pt-yrs)
n (%) n (%)

Major bleeding’ 395 (5.6) 3.6 386 (5.4) 3.5
Bleeding into a critical organ1 91 (1.3) 0.8 133 (1.9) 1.2
Fatal bleeding 27(0.4) 0.2 55(0.8) 0.5
Bleeding resulting in 183 (2.6) 1.7 149 (2.1) 1.3
transfusion of >2 units of whole
blood or packed red blood cells

Gastrointestinal bleeding 221 (3.1) 2.0 140 (2.0) 1.2

*  For all sub-types of major bleeding, single events may be represented in more than one row, and individual

patients may have more than one event.

Defined as clinically overt bleeding associated with a decrease in hemoglobin of >2 g/dL, transfusion of >2
units of packed red blood cells or whole blood, bleeding at a critical site, or with a fatal outcome.
Hemorrhagic strokes are counted as both bleeding and efficacy events. Major bleeding rates excluding
strokes are 3.3 per 100 Pt-yrs for XARELTO vs. 2.9 per 100 Pt-yrs for warfarin.

The majority of the events were intracranial, and also included intraspinal, intraocular, pericardial, intra-
articular, intramuscular with compartment syndrome, or retroperitoneal.

+
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Treatment of Deep Vein Thrombosis (DVT), Pulmonary Embolism (PE), and to Reduce
the Risk of Recurrence of DVT and of PE

EINSTEIN DVT and EINSTEIN PE Studies

In the pooled analysis of the EINSTEIN DVT and EINSTEIN PE clinical studies, the most
frequent adverse reactions leading to permanent drug discontinuation were bleeding events, with
XARELTO vs. enoxaparin/Vitamin K antagonist (VKA) incidence rates of 1.7% vs. 1.5%,
respectively. The mean duration of treatment was 208 days for XARELTO-treated patients and
204 days for enoxaparin/VKA-treated patients.

Table 2 shows the number of patients experiencing major bleeding events in the pooled analysis
of the EINSTEIN DVT and EINSTEIN PE studies.

Table 2: Bleeding Events* in the Pooled Analysis of EINSTEIN DVT and EINSTEIN PE Studies

Parameter XARELTO' Enoxaparin/
N =4130 VKA’
n (%) N =4116
n (0/0)
Major bleeding event 40 (1.0) 72 (1.7)
Fatal bleeding 3 (<0.1) 8(0.2)
Intracranial 2 (<0.1) 4 (<0.1)
Non-fatal critical organ bleeding 10 (0.2) 29 (0.7)
Intracranial® 3 (<0.1) 10 (0.2)
Retroperitoneal* 1 (<0.1) 8(0.2)
Intraocular* 3 (<0.1) 2 (<0.1)
Intra-articular* 0 4 (<0.1)
Non-fatal non-critical organ bleeding’ 27 (0.7) 37 (0.9)
Decrease in Hb > 2g/dL 28 (0.7) 42 (1.0)
Transfusion of >2 units of whole blood or packed red 18 (0.4) 25(0.6)
blood cells
Clinically relevant non-major bleeding 357 (8.6) 357 (8.7)
Any bleeding 1169 (28.3) 1153 (28.0)

*  Bleeding event occurred after randomization and up to 2 days after the last dose of study drug. Although a
patient may have had 2 or more events, the patient is counted only once in a category.

¥ Treatment schedule in EINSTEIN DVT and EINSTEIN PE studies: XARELTO 15 mg twice daily for 3
weeks followed by 20 mg once daily; enoxaparin/VKA [enoxaparin: 1 mg/kg twice daily, VKA: individually
titrated doses to achieve a target INR of 2.5 (range: 2.0-3.0)]

' Treatment-emergent major bleeding events with at least >2 subjects in any pooled treatment group

¥ Major bleeding which is not fatal or in a critical organ, but resulting in a decrease in Hb > 2 g/dL and/or
transfusion of >2 units of whole blood or packed red blood cells

EINSTEIN Extension Study
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In the EINSTEIN Extension clinical study, the most frequent adverse reactions associated with

permanent drug discontinuation were bleeding events, with incidence rates of 1.8% for

XARELTO vs. 0.2% for placebo treatment groups. The mean duration of treatment was 190 days

for both XARELTO and placebo treatment groups.

Table 3 shows the number of patients experiencing bleeding events in the EINSTEIN Extension

study.
Table 3: Bleeding Events* in EINSTEIN Extension Study
Parameter XARELTO' Placebo’
20 mg N =590
N =598 n (%)
n (%)

Major bleeding event* 4(0.7) 0
Decrease in Hb >2 g/dL. 4(0.7) 0
Transfusion of >2 units of whole blood or packed red 2(0.3) 0
blood cells
Gastrointestinal 3(0.5) 0
Menorrhagia 1(0.2) 0

Clinically relevant non-major bleeding 32 (5.4) 7(1.2)

Any bleeding 104 (17.4) 63 (10.7)

* Bleeding event occurred after the first dose and up to 2 days after the last dose of study drug. Although a
patient may have had 2 or more events, the patient is counted only once in a category.
Treatment schedule: XARELTO 20 mg once daily; matched placebo once daily

! There were no fatal or critical organ bleeding events.

Prophylaxis of Deep Vein Thrombosis Following Hip or Knee Replacement Surgery

In the RECORD clinical trials, the overall incidence rate of adverse reactions leading to

permanent treatment discontinuation was 3.7% with XARELTO.

The rates of major bleeding events and any bleeding events observed in patients in the RECORD

clinical trials are shown in Table 4.
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Table 4: Bleeding Events” in Patients Undergoing Hip or Knee Replacement Surgeries

(RECORD 1-3)

XARELTO 10 mg Enoxaparin’
Total treated patients N = 4487 N =4524
n (%) n (%)
Major bleeding event 14 (0.3) 9(0.2)
Fatal bleeding 1(<0.1) 0
Bleeding into a critical organ 2 (<0.1) 3(0.1)
Bleeding that required re-operation 7(0.2) 5(0.1)
Extra-surgical site bleeding 4(0.1) 1 (<0.1)
requiring transfusion of >2 units of
whole blood or packed cells
Any bleeding event’ 261 (5.8) 251 (5.6)
Hip Surgery Studies N =3281 N =3298
n (0/0) n (0/0)
Major bleeding event 7(0.2) 3(0.1)
Fatal bleeding 1(<0.1) 0
Bleeding into a critical organ 1(<0.1) 1(<0.1)
Bleeding that required re-operation 2 (0.1) 1 (<0.1)
Extra-surgical site bleeding 3(0.1) 1 (<0.1)
requiring transfusion of >2 units of
whole blood or packed cells
Any bleeding event* 201 (6.1) 191 (5.8)
Knee Surgery Study N=1206 N =1226
n (%) n (%)
Major bleeding event 7 (0.6) 6 (0.5)
Fatal bleeding 0 0
Bleeding into a critical organ 1(0.1) 2(0.2)
Bleeding that required re-operation 5(0.4) 4(0.3)
Extra-surgical site bleeding 1(0.1) 0
requiring transfusion of >2 units of
whole blood or packed cells
Any bleeding event* 60 (5.0) 60 (4.9)

* Bleeding events occurring any time following the first dose of double-blind study medication (which may
have been prior to administration of active drug) until two days after the last dose of double-blind study

medication. Patients may have more than one event.

1-3)
Includes major bleeding events

Following XARELTO treatment, the majority of major bleeding complications (=60%) occurred

during the first week after surgery.

Other Adverse Reactions

Non-hemorrhagic adverse reactions reported in >1% of XARELTO-treated patients in the

EINSTEIN Extension study are shown in Table 5.
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Table 5: Other Adverse Reactions’ Reported by >1% of XARELTO-Treated Patients in EINSTEIN
Extension Study

System Organ Class XARELTO Placebo

Preferred Term N =598 N =590

n (0/0) n (0/0)

Gastrointestinal disorders

Abdominal pain upper 10 (1.7) 1(0.2)

Dyspepsia 8(1.3) 4(0.7)

Toothache 6 (1.0) 0
General disorders and administration site conditions

Fatigue 6 (1.0) 3(0.5)
Infections and infestations

Sinusitis 7(1.2) 3(0.5)

Urinary tract infection 7(1.2) 3(0.5)
Musculoskeletal and connective tissue disorders

Back pain 22 (3.7) 7(1.2)

Osteoarthritis 10 (1.7) 5(0.8)
Respiratory, thoracic and mediastinal disorders

Oropharyngeal pain 6 (1.0) 2(0.3)

*  Adverse reaction (with Relative Risk >1.5 for XARELTO versus placebo) occurred after the first dose and
up to 2 days after the last dose of study drug. Incidences are based on the number of patients, not the number
of events. Although a patient may have had 2 or more clinical adverse reactions, the patient is counted only
once in a category. The same patient may appear in different categories.

Non-hemorrhagic adverse reactions reported in >1% of XARELTO-treated patients in RECORD
1-3 studies are shown in Table 6.

Table 6: Other Adverse Drug Reactions” Reported by >1% of XARELTO-Treated Patients in
RECORD 1-3 Studies

System/Organ Class XARELTO Enoxaparin’
Adverse Reaction 10 mg
N = 4487 N =4524
n (%) n (%)
Injury, poisoning and procedural
complications
Wound secretion 125 (2.8) 89 (2.0)
Musculoskeletal and connective tissue
disorders
Pain in extremity 74 (1.7) 55 (1.2)
Muscle spasm 52(1.2) 32 (0.7)
Nervous system disorders
Syncope 55(1.2) 32 (0.7)
Skin and subcutaneous tissue disorders
Pruritus 96 (2.1) 79 (1.8)
Blister 63 (1.4) 40 (0.9)

*  Adverse reaction occurring any time following the first dose of double-blind medication, which may have
been prior to administration of active drug, until two days after the last dose of double-blind study
medication

Includes the placebo-controlled period of RECORD 2, enoxaparin dosing was 40 mg once daily (RECORD
1-3)
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Other clinical trial experience: In an investigational study of acute medically ill patients being
treated with XARELTO 10 mg tablets, cases of pulmonary hemorrhage and pulmonary
hemorrhage with bronchiectasis were observed.

6.2 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of rivaroxaban.
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.

Blood and lymphatic system disorders: agranulocytosis
Gastrointestinal disorders: retroperitoneal hemorrhage
Hepatobiliary disorders: jaundice, cholestasis, cytolytic hepatitis

Immune system disorders: hypersensitivity, anaphylactic reaction, anaphylactic shock,

angioedema

Nervous system disorders: cerebral hemorrhage, subdural hematoma, epidural hematoma,

hemiparesis

Skin and subcutaneous tissue disorders: Stevens-Johnson syndrome

7 DRUG INTERACTIONS

Rivaroxaban is a substrate of CYP3A4/5, CYP2J2, and the P-gp and ATP-binding cassette G2
(ABCQG?2) transporters. Inhibitors and inducers of these CYP450 enzymes or transporters (e.g.,
P-gp) may result in changes in rivaroxaban exposure.

7.1 Drugs that Inhibit Cytochrome P450 3A4 Enzymes and Drug Transport
Systems

In drug interaction studies evaluating the concomitant use with drugs that are combined P-gp and
CYP3A4 inhibitors (ketoconazole, ritonavir, clarithromycin, erythromycin and fluconazole),
increases in rivaroxaban exposure and pharmacodynamic effects (i.e., factor Xa inhibition and
PT prolongation) were observed. The increases in exposure ranged from 30% to 160%.
Significant increases in rivaroxaban exposure may increase bleeding risk [see Clinical
Pharmacology (12.3)].

When data suggest a change in exposure is unlikely to affect bleeding risk (e.g., clarithromycin,
erythromycin), no precautions are necessary during coadministration with drugs that are
combined P-gp and CYP3A4 inhibitors.
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Avoid concomitant administration of XARELTO with combined P-gp and strong CYP3A4
inhibitors [see Warnings and Precautions (5.6)] .

7.2 Drugs that Induce Cytochrome P450 3A4 Enzymes and Drug Transport
Systems

Results from drug interaction studies and population PK analyses from clinical studies indicate
coadministration of XARELTO with a combined P-gp and strong CYP3A4 inducer (e.g.,
rifampicin, phenytoin) decreased rivaroxaban exposure by up to 50%. Similar decreases in
pharmacodynamic effects were also observed. These decreases in exposure to rivaroxaban may
decrease efficacy [see Clinical Pharmacology (12.3)].

Avoid concomitant use of XARELTO with drugs that are combined P-gp and strong CYP3A4
inducers (e.g., carbamazepine, phenytoin, rifampin, St. John’s wort) [see Warnings and
Precautions (5.6)].

7.3 Anticoagulants and NSAIDs/Aspirin

Single doses of enoxaparin and XARELTO given concomitantly resulted in an additive effect on
anti-factor Xa activity. Single doses of warfarin and XARELTO resulted in an additive effect on
factor Xa (FXa) inhibition and PT. Concomitant aspirin use has been identified as an
independent risk factor for major bleeding in efficacy trials. NSAIDs are known to increase
bleeding, and bleeding risk may be increased when NSAIDs are used concomitantly with
XARELTO. Coadministration of the platelet aggregation inhibitor clopidogrel and XARELTO
resulted in an increase in bleeding time for some subjects /see Clinical Pharmacology (12.3)].

Avoid concurrent use of XARELTO with other anticoagulants due to increased bleeding risk
unless benefit outweighs risk. Promptly evaluate any signs or symptoms of blood loss if patients
are treated concomitantly with aspirin, other platelet aggregation inhibitors, or NSAIDs /[see
Warnings and Precautions (5.2)].

7.4 Drug-Disease Interactions with Drugs that Inhibit Cytochrome P450 3A4
Enzymes and Drug Transport Systems

Results from a pharmacokinetic trial with erythromycin indicated that patients with renal
impairment coadministered XARELTO with drugs classified as combined P-gp and moderate
CYP3A4 inhibitors (e.g., diltiazem, verapamil, dronedarone, and erythromycin) have increased
exposure compared with patients with normal renal function and no inhibitor use. Significant

increases in rivaroxaban exposure may increase bleeding risk.

While increases in rivaroxaban exposure can be expected under such conditions, results from an
analysis in the ROCKET AF trial, which allowed concomitant use with combined P-gp and weak
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or moderate CYP3A4 inhibitors (e.g., amiodarone, diltiazem, verapamil, chloramphenicol,
cimetidine, and erythromycin), did not show an increase in bleeding in patients with CrCl 30 to
<50 mL/min [Hazard Ratio (95% CI): 1.05 (0.77, 1.42)] [see Use in Specific Populations (8.7)].

XARELTO should not be used in patients with CrCl 15 to 80 mL/min who are receiving
concomitant combined P-gp and moderate CYP3A4 inhibitors unless the potential benefit
justifies the potential risk /see Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C

There are no adequate or well-controlled studies of XARELTO in pregnant women, and dosing
for pregnant women has not been established. Use XARELTO with caution in pregnant patients
because of the potential for pregnancy related hemorrhage and/or emergent delivery with an
anticoagulant that is not readily reversible. The anticoagulant effect of XARELTO cannot be
reliably monitored with standard laboratory testing. Animal reproduction studies showed no
increased risk of structural malformations, but increased post-implantation pregnancy loss
occurred in rabbits. XARELTO should be used during pregnancy only if the potential benefit
justifies the potential risk to mother and fetus [see Warnings and Precautions (5.7)].

Rivaroxaban crosses the placenta in animals. Animal reproduction studies have shown
pronounced maternal hemorrhagic complications in rats and an increased incidence of
post-implantation pregnancy loss in rabbits. Rivaroxaban increased fetal toxicity (increased
resorptions, decreased number of live fetuses, and decreased fetal body weight) when pregnant
rabbits were given oral doses of >10 mg/kg rivaroxaban during the period of organogenesis. This
dose corresponds to about 4 times the human exposure of unbound drug, based on AUC
comparisons at the highest recommended human dose of 20 mg/day. Fetal body weights
decreased when pregnant rats were given oral doses of 120 mg/kg. This dose corresponds to
about 14 times the human exposure of unbound drug.

8.2 Labor and Delivery
Safety and effectiveness of XARELTO during labor and delivery have not been studied in

clinical trials. However, in animal studies maternal bleeding and maternal and fetal death
occurred at the rivaroxaban dose of 40 mg/kg (about 6 times maximum human exposure of the

unbound drug at the human dose of 20 mg/day).
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8.3 Nursing Mothers

It is not known if rivaroxaban is excreted in human milk. Rivaroxaban and/or its metabolites
were excreted into the milk of rats. Because many drugs are excreted in human milk and because
of the potential for serious adverse reactions in nursing infants from rivaroxaban, a decision
should be made whether to discontinue nursing or discontinue XARELTO, taking into account
the importance of the drug to the mother.

8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

8.5 Geriatric Use

Of the total number of patients in the RECORD 1-3 clinical studies evaluating XARELTO, about
54% were 65 years and over, while about 15% were >75 years. In ROCKET AF, approximately
77% were 65 years and over and about 38% were >75 years. In the EINSTEIN DVT, PE and
Extension clinical studies approximately 37% were 65 years and over and about 16% were
>75 years. In clinical trials the efficacy of XARELTO in the elderly (65 years or older) was
similar to that seen in patients younger than 65 years. Both thrombotic and bleeding event rates
were higher in these older patients, but the risk-benefit profile was favorable in all age groups
[see Clinical Pharmacology (12.3) and Clinical Studies (14)].

8.6 Females of Reproductive Potential

Females of reproductive potential requiring anticoagulation should discuss pregnancy planning
with their physician.

8.7 Renal Impairment
In a pharmacokinetic study, compared to healthy subjects with normal creatinine clearance,

rivaroxaban exposure increased by approximately 44 to 64% in subjects with renal impairment.
Increases in pharmacodynamic effects were also observed [see Clinical Pharmacology (12.3)].

Nonvalvular Atrial Fibrillation
In the ROCKET AF trial, patients with CrCl 30 to 50 mL/min were administered XARELTO

15 mg once daily resulting in serum concentrations of rivaroxaban and clinical outcomes similar

to those in patients with better renal function administered XARELTO 20 mg once daily.
Patients with CrCl 15 to 30 mL/min were not studied, but administration of XARELTO 15 mg
once daily is also expected to result in serum concentrations of rivaroxaban similar to those in

patients with normal renal function [see Dosage and Administration (2.3)].

Reference ID: 3628121



Treatment of DVT and/or PE, and Reduction in the Risk of Recurrence of DVT and of
PE

In the EINSTEIN trials, patients with CrCl values <30 mL/min at screening were excluded from
the studies. Avoid the use of XARELTO in patients with CrCl <30 mL/min.

Prophylaxis of DVT Following Hip or Knee Replacement Surgery
The combined analysis of the RECORD 1-3 clinical efficacy studies did not show an increase in

bleeding risk for patients with CrCl 30 to 50 mL/min and reported a possible increase in total
venous thromboemboli in this population. Observe closely and promptly evaluate any signs or
symptoms of blood loss in patients with CrCl 30 to 50 mL/min. Avoid the use of XARELTO in
patients with CrCl <30 mL/min.

8.8 Hepatic Impairment

In a pharmacokinetic study, compared to healthy subjects with normal liver function, AUC
increases of 127% were observed in subjects with moderate hepatic impairment (Child-Pugh B).

The safety or PK of XARELTO in patients with severe hepatic impairment (Child-Pugh C) has
not been evaluated [see Clinical Pharmacology (12.3)].

Avoid the use of XARELTO in patients with moderate (Child-Pugh B) and severe (Child-Pugh
C) hepatic impairment or with any hepatic disease associated with coagulopathy.

10 OVERDOSAGE

Overdose of XARELTO may lead to hemorrhage. Discontinue XARELTO and initiate
appropriate therapy if bleeding complications associated with overdosage occur. A specific
antidote for rivaroxaban is not available. Rivaroxaban systemic exposure is not further increased
at single doses >50 mg due to limited absorption. The use of activated charcoal to reduce
absorption in case of XARELTO overdose may be considered. Due to the high plasma protein
binding, rivaroxaban is not expected to be dialyzable [see Warnings and Precautions (5.2) and
Clinical Pharmacology (12.3)]. Partial reversal of laboratory anticoagulation parameters may be
achieved with use of plasma products.

11 DESCRIPTION

Rivaroxaban, a FXa inhibitor, is the active ingredient in XARELTO Tablets with the chemical
name 5-Chloro-N-({(5S)-2-0x0-3-[4-(3-0x0-4-morpholinyl)phenyl]-1,3-oxazolidin-5-
yl}methyl)-2-thiophenecarboxamide. The molecular formula of rivaroxaban is C;oH;3CIN;OsS
and the molecular weight is 435.89. The structural formula is:
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Rivaroxaban is a pure (S)-enantiomer. It is an odorless, non-hygroscopic, white to yellowish
powder. Rivaroxaban is only slightly soluble in organic solvents (e.g., acetone, polyethylene
glycol 400) and is practically insoluble in water and aqueous media.

Each XARELTO tablet contains 10 mg, 15mg, or 20 mg of rivaroxaban. The inactive
ingredients of XARELTO are: croscarmellose sodium, hypromellose, lactose monohydrate,
magnesium stearate, microcrystalline cellulose, and sodium lauryl sulfate. Additionally, the
proprietary film coating mixture used for XARELTO 10 mg tablets is Opadry® Pink and for
XARELTO 15 mg tablets is Opadry® Red, both containing ferric oxide red, hypromellose,
polyethylene glycol 3350, and titanium dioxide, and for XARELTO 20 mg tablets is Opadry® II
Dark Red, containing ferric oxide red, polyethylene glycol 3350, polyvinyl alcohol (partially
hydrolyzed), talc, and titanium dioxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

XARELTO is a selective inhibitor of FXa. It does not require a cofactor (such as Anti-thrombin
IIT) for activity. Rivaroxaban inhibits free FXa and prothrombinase activity. Rivaroxaban has no
direct effect on platelet aggregation, but indirectly inhibits platelet aggregation induced by
thrombin. By inhibiting FXa, rivaroxaban decreases thrombin generation.

12.2 Pharmacodynamics

Dose-dependent inhibition of FXa activity was observed in humans and the Neoplastin®
prothrombin time (PT), activated partial thromboplastin time (aPTT) and HepTest® are
prolonged dose-dependently. Anti-factor Xa activity is also influenced by rivaroxaban.

12.3 Pharmacokinetics

Absorption

The absolute bioavailability of rivaroxaban is dose-dependent. For the 10 mg dose, it is estimated
to be 80% to 100% and is not affected by food. XARELTO 10 mg tablets can be taken with or
without food. For the 20 mg dose in the fasted state, the absolute bioavailability is approximately
66%. Coadministration of XARELTO with food increases the bioavailability of the 20 mg dose
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(mean AUC and Cyx increasing by 39% and 76% respectively with food). XARELTO 15 mg
and 20 mg tablets should be taken with food /see Dosage and Administration (2.1)].

The maximum concentrations (Cyax) of rivaroxaban appear 2 to 4 hours after tablet intake. The
pharmacokinetics of rivaroxaban were not affected by drugs altering gastric pH.
Coadministration of XARELTO (30 mg single dose) with the H,-receptor antagonist ranitidine
(150 mg twice daily), the antacid aluminum hydroxide/magnesium hydroxide (10 mL) or
XARELTO (20 mg single dose) with the PPI omeprazole (40 mg once daily) did not show an
effect on the bioavailability and exposure of rivaroxaban.

Absorption of rivaroxaban is dependent on the site of drug release in the GI tract. A 29% and
56% decrease in AUC and C,,,x compared to tablet was reported when rivaroxaban granulate is
released in the proximal small intestine. Exposure is further reduced when drug is released in the
distal small intestine, or ascending colon. Avoid administration of rivaroxaban distal to the
stomach which can result in reduced absorption and related drug exposure.

In a study with 44 healthy subjects, both mean AUC and C,,,x values for 20 mg rivaroxaban
administered orally as a crushed tablet mixed in applesauce were comparable to that after the
whole tablet. However, for the crushed tablet suspended in water and administered via an NG
tube followed by a liquid meal, only mean AUC was comparable to that after the whole tablet,
and C,.x was 18% lower.

Distribution

Plasma protein binding of rivaroxaban in human plasma is approximately 92% to 95%, with
albumin being the main binding component. The steady-state volume of distribution in healthy
subjects is approximately 50 L.

Metabolism

Approximately 51% of an orally administered ['*C]-rivaroxaban dose was recovered as inactive
metabolites in urine (30%) and feces (21%). Oxidative degradation catalyzed by CYP3A4/5 and
CYP2J2 and hydrolysis are the major sites of biotransformation. Unchanged rivaroxaban was the

predominant moiety in plasma with no major or active circulating metabolites.

Excretion

Following oral administration, approximately one-third of the absorbed dose is excreted
unchanged in the urine, with the remaining two-thirds excreted as inactive metabolites in both
the urine and feces. In a Phase 1 study, following the administration of a ['*C]-rivaroxaban dose,
66% of the radioactive dose was recovered in urine (36% as unchanged drug) and 28% was
recovered in feces (7% as unchanged drug). Unchanged drug is excreted into urine, mainly via
active tubular secretion and to a lesser extent via glomerular filtration (approximate 5:1 ratio).
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Rivaroxaban is a substrate of the efflux transporter proteins P-gp and ABCG?2 (also abbreviated
Berp). Rivaroxaban’s affinity for influx transporter proteins is unknown.

Rivaroxaban is a low-clearance drug, with a systemic clearance of approximately 10 L/hr in
healthy volunteers following intravenous administration. The terminal elimination half-life of
rivaroxaban is 5 to 9 hours in healthy subjects aged 20 to 45 years.

Specific Populations

Gender
Gender did not influence the pharmacokinetics or pharmacodynamics of XARELTO.

Race

Healthy Japanese subjects were found to have 20 to 40% on average higher exposures compared
to other ethnicities including Chinese. However, these differences in exposure are reduced when
values are corrected for body weight.

Elderly

In clinical studies, elderly subjects exhibited higher rivaroxaban plasma concentrations than
younger subjects with mean AUC values being approximately 50% higher, mainly due to
reduced (apparent) total body and renal clearance. Age related changes in renal function may

play a role in this age effect. The terminal elimination half-life is 11 to 13 hours in the elderly
[see Use in Specific Populations (8.5)].

Body Weight
Extremes in body weight (<50 kg or >120 kg) did not influence (less than 25%) rivaroxaban
exposure.

Renal Impairment

The safety and pharmacokinetics of single-dose XARELTO (10 mg) were evaluated in a study in
healthy subjects [CrCl >80 mL/min (n=8)] and in subjects with varying degrees of renal
impairment (see Table 7). Compared to healthy subjects with normal creatinine clearance,
rivaroxaban exposure increased in subjects with renal impairment. Increases in
pharmacodynamic effects were also observed.
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Table 7: Percent Increase of Rivaroxaban PK and PD Parameters from Normal in Subjects with

Renal Insufficiency from a Dedicated Renal Impairment Study

CrCl (mL/min)
Parameter 50 to 79 30 to 49 15 to 29
N=8 N=8 N=8
Exposure AUC 44 52 64
(% increase relative to normal)  C,,, 28 12 26
FXa Inhibition AUC 50 86 100
(% increase relative to normal) E,,, 9 10 12
PT Prolongation AUC 33 116 144
(% increase relative to normal) E_ ., 4 17 20

PT = Prothrombin time; FXa = Coagulation factor Xa; AUC = Area under the concentration or effect curve;
Cax = maximum concentration; E ., = maximum effect; and CrCl = creatinine clearance

Hepatic Impairment

The safety and pharmacokinetics of single-dose XARELTO (10 mg) were evaluated in a study in
healthy subjects (n=16) and subjects with varying degrees of hepatic impairment (see Table 8).
No patients with severe hepatic impairment (Child-Pugh C) were studied. Compared to healthy
subjects with normal liver function, significant increases in rivaroxaban exposure were observed
in subjects with moderate hepatic impairment (Child-Pugh B). Increases in pharmacodynamic
effects were also observed.

Table 8: Percent Increase of Rivaroxaban PK and PD Parameters from Normal in Subjects with
Hepatic Insufficiency from a Dedicated Hepatic Impairment Study
Hepatic Impairment Class
(Child-Pugh Class)
Parameter Mild Moderate
(Child-Pugh A) (Child-Pugh B)
N=8§ N=8

Exposure AUC 15 127
(% increase relative to normal)  C.. 0 27
FXa Inhibition AUC 8 159
(% increase relative to normal)  E ., 0 24
PT Prolongation AUC 6 114
(% increase relative to normal) E .. 2 41

PT = Prothrombin time; FXa = Coagulation factor Xa; AUC = Area under the concentration or effect curve;

Cax = maximum concentration; E, ., = maximum effect

Drug Interactions

In vitro studies indicate that rivaroxaban neither inhibits the major cytochrome P450 enzymes

CYP1A2, 2C8, 2C9, 2C19, 2D6, 2J2, and 3A4 nor induces CYP1A2, 2B6, 2C19, or 3A4. In
vitro data also indicates a low rivaroxaban inhibitory potential for P-gp and ABCG2 transporters.
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Drugs that Inhibit Cytochrome P450 3A4 Enzymes and Drug Transport Systems

In drug interaction studies evaluating the concomitant use with drugs that are combined P-gp and
CYP3A4 inhibitors the following increases in rivaroxaban exposure were observed. Similar
increases in pharmacodynamic effects (i.e., factor Xa inhibition and PT prolongation) were also
observed. Significant increases in rivaroxaban exposure may increase bleeding risk.

e Ketoconazole (combined P-gp and strong CYP3A4 inhibitor): Steady-state rivaroxaban AUC
and Cp,x increased by 160% and 70%, respectively. Similar increases in pharmacodynamic
effects were also observed.

e Ritonavir (combined P-gp and strong CYP3A4 inhibitor): Single-dose rivaroxaban AUC and
Cmax increased by 150% and 60%, respectively. Similar increases in pharmacodynamic
effects were also observed.

o Clarithromycin (combined P-gp and strong CYP3A4 inhibitor): Single-dose rivaroxaban
AUC and Cyux increased by 50% and 40%, respectively. The smaller increases in exposure
observed for clarithromycin compared to ketoconazole or ritonavir may be due to the relative
difference in P-gp inhibition.

o Erythromycin (combined P-gp and moderate CYP3A4 inhibitor): Both the single-dose
rivaroxaban AUC and C,,x increased by 30%.

o Fluconazole (moderate CYP3A4 inhibitor): Single-dose rivaroxaban AUC and Cix
increased by 40% and 30%, respectively.

Drugs that Induce Cytochrome P450 3A4 Enzymes and Drug Transport Systems

In a drug interaction study, coadministration of XARELTO (20 mg single dose with food) with a
drug that is a combined P-gp and strong CYP3A4 inducer (rifampicin titrated up to 600 mg once
daily) led to an approximate decrease of 50% and 22% in AUC and Cy.x, respectively. Similar
decreases in pharmacodynamic effects were also observed. These decreases in exposure to

rivaroxaban may decrease efficacy.

Anticoagulants

In a drug interaction study, single doses of enoxaparin (40 mg subcutaneous) and XARELTO
(10 mg) given concomitantly resulted in an additive effect on anti-factor Xa activity. Enoxaparin
did not affect the pharmacokinetics of rivaroxaban. In another study, single doses of warfarin
(15 mg) and XARELTO (5 mg) resulted in an additive effect on factor Xa inhibition and PT.
Warfarin did not affect the pharmacokinetics of rivaroxaban.
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NSAIDs/Aspirin

In ROCKET AF, concomitant aspirin use (almost exclusively at a dose of 100 mg or less) during
the double-blind phase was identified as an independent risk factor for major bleeding. NSAIDs
are known to increase bleeding, and bleeding risk may be increased when NSAIDs are used
concomitantly with XARELTO. In a single-dose drug interaction study there were no
pharmacokinetic or pharmacodynamic interactions observed after concomitant administration of
naproxen or aspirin (acetylsalicylic acid) with XARELTO.

Clopidogrel

In two drug interaction studies where clopidogrel (300 mg loading dose followed by 75 mg daily
maintenance dose) and XARELTO (15 mg single dose) were coadministered in healthy subjects,
an increase in bleeding time to 45 minutes was observed in approximately 45% and 30% of
subjects in these studies, respectively. The change in bleeding time was approximately twice the
maximum increase seen with either drug alone. There was no change in the pharmacokinetics of
either drug.

Drug-Disease Interactions with Drugs that Inhibit Cytochrome P450 3A4 Enzymes and
Drug Transport Systems

In a pharmacokinetic trial, XARELTO was administered as a single dose in subjects with mild
(CrCl1 =50 to 79 mL/min) or moderate renal impairment (CrCl=30 to 49 mL/min) receiving
multiple doses of erythromycin (a combined P-gp and moderate CYP3A4 inhibitor). Compared
to XARELTO administered alone in subjects with normal renal function (CrCl >80 mL/min),
subjects with mild and moderate renal impairment concomitantly receiving erythromycin
reported a 76% and 99% increase in AUCj,r and a 56% and 64% increase in Cp,y, respectively.
Similar trends in pharmacodynamic effects were also observed.

Drugs that are Substrates of CYP3A4 and/or Drug Transport Systems

In addition, there were no significant pharmacokinetic interactions observed in studies
comparing concomitant rivaroxaban 20 mg and 7.5 mg single dose of midazolam (substrate of
CYP3A4), 0.375 mg once-daily dose of digoxin (substrate of P-gp), or 20 mg once daily dose of
atorvastatin (substrate of CYP3A4 and P-gp) in healthy volunteers.

12.6 QT/QTc Prolongation

In a thorough QT study in healthy men and women aged 50 years and older, no QTc prolonging
effects were observed for XARELTO (15 mg and 45 mg, single-dose).
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13 NON-CLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Rivaroxaban was not carcinogenic when administered by oral gavage to mice or rats for up to
2 years. The systemic exposures (AUCs) of unbound rivaroxaban in male and female mice at the
highest dose tested (60 mg/kg/day) were 1- and 2-times, respectively, the human exposure of
unbound drug at the human dose of 20 mg/day. Systemic exposures of unbound drug in male and
female rats at the highest dose tested (60 mg/kg/day) were 2- and 4-times, respectively, the

human exposure.

Rivaroxaban was not mutagenic in bacteria (Ames-Test) or clastogenic in V79 Chinese hamster

lung cells in vitro or in the mouse micronucleus test in vivo.

No impairment of fertility was observed in male or female rats when given up to 200 mg/kg/day
of rivaroxaban orally. This dose resulted in exposure levels, based on the unbound AUC, at least
13 times the exposure in humans given 20 mg rivaroxaban daily.

14 CLINICAL STUDIES

14.1 Stroke Prevention in Nonvalvular Atrial Fibrillation

The evidence for the efficacy and safety of XARELTO was derived from ROCKET AF, a
multi-national, double-blind study comparing XARELTO (at a dose of 20 mg once daily with the
evening meal in patients with CrCl >50 mL/min and 15 mg once daily with the evening meal in
patients with CrCl 30 to <50 mL/min) to warfarin (titrated to INR 2.0 to 3.0) to reduce the risk of
stroke and non-central nervous system (CNS) systemic embolism in patients with nonvalvular
atrial fibrillation (AF). Patients had to have one or more of the following additional risk factors
for stroke:

e a prior stroke (ischemic or unknown type), transient ischemic attack (TIA) or
non-CNS systemic embolism, or

e 2 or more of the following risk factors:

(@)

age >75 years,

o hypertension,

o heart failure or left ventricular ejection fraction <35%, or
o diabetes mellitus

ROCKET AF was a non-inferiority study designed to demonstrate that XARELTO preserved
more than 50% of warfarin’s effect on stroke and non-CNS systemic embolism as established by

previous placebo-controlled studies of warfarin in atrial fibrillation.
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A total of 14264 patients were randomized and followed on study treatment for a median of 590
days. The mean age was 71 years and the mean CHADS,; score was 3.5. The population was
60% male, 83% Caucasian, 13% Asian and 1.3% Black. There was a history of stroke, TIA, or
non-CNS systemic embolism in 55% of patients, and 38% of patients had not taken a vitamin K
antagonist (VKA) within 6 weeks at time of screening. Concomitant diseases of patients in this
study included hypertension 91%, diabetes 40%, congestive heart failure 63%, and prior
myocardial infarction 17%. At baseline, 37% of patients were on aspirin (almost exclusively at a
dose of 100 mg or less) and few patients were on clopidogrel. Patients were enrolled in Eastern
Europe (39%); North America (19%); Asia, Australia, and New Zealand (15%); Western Europe
(15%); and Latin America (13%). Patients randomized to warfarin had a mean percentage of
time in the INR target range of 2.0 to 3.0 of 55%, lower during the first few months of the study.

In ROCKET AF, XARELTO was demonstrated non-inferior to warfarin for the primary
composite endpoint of time to first occurrence of stroke (any type) or non-CNS systemic
embolism [HR (95% CI): 0.88 (0.74, 1.03)], but superiority to warfarin was not demonstrated.
There is insufficient experience to determine how XARELTO and warfarin compare when
warfarin therapy is well-controlled.

Table 9 displays the overall results for the primary composite endpoint and its components.

Table 9: Primary Composite Endpoint Results in ROCKET AF Study

XARELTO Warfarin XARELTO vs.
Warfarin
N =7081 Event Rate N=17090 Event Rate Hazard Ratio
Event n (%) (per 100 Pt- n (%) (per 100 Pt- (95% CI)
yrs) yrs)
Primary Composite
En dpozl o P 269 (3.8) 2.1 306 (4.3) 2.4 0.88 (0.74, 1.03)
Stroke 253 (3.6) 2.0 281 (4.0) 2.2
Hemorrhagic Stroke 33 (0.5) 0.3 57 (0.8) 0.4
Ischemic Stroke 206 (2.9) 1.6 208 (2.9) 1.6
Unknown Stroke Type 19 (0.3) 0.2 18 (0.3) 0.1
Non-CNS Systemic
Enbolion y 20 (0.3) 0.2 27 (0.4) 0.2

* The primary endpoint was the time to first occurrence of stroke (any type) or non-CNS systemic embolism.

Data are shown for all randomized patients followed to site notification that the study would end.

Figure 1 is a plot of the time from randomization to the occurrence of the first primary endpoint
event in the two treatment arms.
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Figure 1:
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The efficacy of XARELTO was generally consistent across major subgroups.

The protocol for ROCKET AF did not stipulate anticoagulation after study drug discontinuation,

but warfarin patients who completed the study were generally maintained on warfarin.

XARELTO patients were generally switched to warfarin without a period of coadministration of
warfarin and XARELTO, so that they were not adequately anticoagulated after stopping
XARELTO until attaining a therapeutic INR. During the 28 days following the end of the study,
there were 22 strokes in the 4637 patients taking XARELTO vs. 6 in the 4691 patients taking

warfarin.

Few patients in ROCKET AF underwent electrical cardioversion for atrial fibrillation. The utility
of XARELTO for preventing post-cardioversion stroke and systemic embolism is unknown.
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14.2 Treatment of Deep Vein Thrombosis (DVT), Pulmonary Embolism (PE), and
Reduction in the Risk of Recurrence of DVT and of PE

EINSTEIN Deep Vein Thrombosis and EINSTEIN Pulmonary Embolism Studies

XARELTO for the treatment of DVT and/or PE and for the reduction in the risk of recurrence of
DVT and of PE was studied in EINSTEIN DVT and EINSTEIN PE, multi-national, open-label,
non-inferiority studies comparing XARELTO (at an initial dose of 15 mg twice daily with food
for the first three weeks, followed by XARELTO 20 mg once daily with food) to enoxaparin
1 mg/kg twice daily for at least five days with VKA and then continued with VKA only after the
target INR (2.0-3.0) was reached. Patients who required thrombectomy, insertion of a caval
filter, or use of a fibrinolytic agent and patients with creatinine clearance <30 mL/min,
significant liver disease, or active bleeding were excluded from the studies. The intended
treatment duration was 3, 6, or 12 months based on investigator's assessment prior to

randomization.

A total of 8281 (3449 in EINSTEIN DVT and 4832 in EINSTEIN PE) patients were randomized
and followed on study treatment for a mean of 208 days in the XARELTO group and 204 days in
the enoxaparin/VKA group. The mean age was approximately 57 years. The population was 55%
male, 70% Caucasian, 9% Asian and about 3% Black. About 73% and 92% of XARELTO-
treated patients in the EINSTEIN DVT and EINSTEIN PE studies, respectively, received initial
parenteral anticoagulant treatment for a median duration of 2 days. Enoxaparin/VKA-treated
patients in the EINSTEIN DVT and EINSTEIN PE studies received initial parenteral
anticoagulant treatment for a median duration of 8 days. Aspirin was taken as on treatment
concomitant antithrombotic medication by approximately 12% of patients in both treatment
groups. Patients randomized to VKA had an unadjusted mean percentage of time in the INR
target range of 2.0 to 3.0 of 58% in EINSTEIN DVT study and 60% in EINSTEIN PE study,
with the lower values occurring during the first month of the study.

In the EINSTEIN DVT and EINSTEIN PE studies, 49% of patients had an idiopathic DVT/PE at
baseline. Other risk factors included previous episode of DVT/PE (19%), recent surgery or
trauma (18%), immobilization (16%), use of estrogen-containing drug (8%), known
thrombophilic conditions (6%), or active cancer (5%).

In the EINSTEIN DVT and EINSTEIN PE studies, XARELTO was demonstrated to be non-
inferior to enoxaparin/VKA for the primary composite endpoint of time to first occurrence of
recurrent DVT or non-fatal or fatal PE [EINSTEIN DVT HR (95% CI): 0.68 (0.44, 1.04);
EINSTEIN PE HR (95% CI): 1.12 (0.75, 1.68)]. In each study the conclusion of non-inferiority
was based on the upper limit of the 95% confidence interval for the hazard ratio being less than
2.0.
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Table 10 displays the overall results for the primary composite endpoint and its components for
EINSTEIN DVT and EINSTEIN PE studies.

Table 10: Primary Composite Endpoint Results* in EINSTEIN DVT and EINSTEIN PE Studies —
Intent-to-Treat Population

XARELTO 20 mg’  Enoxaparin/VKA' XARELTO vs.
Event Enoxaparin/VKA
Hazard Ratio
95% CI)
=1731 =171
EINSTEIN DVT Study Nn ("/‘Z ;’ Nn (°/Z ) 8
Primary Composite Endpoint 36 (2.1) 51 (3.0) 0.68 (0.44, 1.04)
Death (PE) 1 (<0.1) 0
Death (PE cannot be excluded) 3(0.2) 6 (0.3)
Symptomatic PE and DVT 1 (<0.1) 0
Symptomatic recurrent PE only 20 (1.2) 18 (1.0)
Symptomatic recurrent DVT 14 (0.8) 28 (1.6)
only
=241 =241
EINSTEIN PE Study Nn (%) 2 Nn (%) =
Primary Composite Endpoint 50 (2.1) 44 (1.8) 1.12 (0.75, 1.68)
Death (PE) 3(0.1) 1(<0.1)
Death (PE cannot be excluded) 8(0.3) 6 (0.2)
Symptomatic PE and DVT 0 2 (<0.1)
Symptomatic recurrent PE only 23 (1.0) 20 (0.8)
gl}lllr;ptomatic recurrent DVT 18.(0.7) 17.(0.7)

*  For the primary efficacy analysis, all confirmed events were considered from randomization up to the end of

intended treatment duration (3, 6 or 12 months) irrespective of the actual treatment duration. If the same
patient had several events, the patient may have been counted for several components.

Treatment schedule in EINSTEIN DVT and EINSTEIN PE studies: XARELTO 15 mg twice daily for 3
weeks followed by 20 mg once daily; enoxaparin/VKA [enoxaparin: 1 mg/kg twice daily, VKA: individually
titrated doses to achieve a target INR of 2.5 (range: 2.0-3.0)]

Figures 2 and 3 are plots of the time from randomization to the occurrence of the first primary
efficacy endpoint event in the two treatment groups in EINSTEIN DVT and EINSTEIN PE
studies, respectively.
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Figure 2:

Reference ID: 3628121

Time to First Occurrence of the Composite of Recurrent DVT or Non-fatal or Fatal PE by
Treatment Group (Intent-to-Treat Population) — EINSTEIN DVT Study

40—

35—

32



Figure 3: Time to First Occurrence of the Composite of Recurrent DVT or Non-fatal or Fatal PE by
Treatment Group (Intent-to-Treat Population) — EINSTEIN PE Study
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EINSTEIN Extension Study

XARELTO for reduction in the risk of recurrence of DVT and of PE was studied in the
EINSTEIN Extension study, a multi-national, double-blind, superiority study comparing
XARELTO (20 mg once daily with food) to placebo in patients who had completed 6 to
14 months of treatment for DVT and/or PE following the acute event. The intended treatment

duration was 6 or 12 months based on investigator's assessment prior to randomization.

A total of 1196 patients were randomized and followed on study treatment for a mean of
190 days for both XARELTO and placebo treatment groups. The mean age was approximately
58 years. The population was 58% male, 78% Caucasian, 8% Asian and about 2% Black. Aspirin
was taken as on-treatment concomitant antithrombotic medication by approximately 12% of
patients in both treatment groups. In the EINSTEIN Extension study about 60% of patients had a

33

Reference ID: 3628121



history of proximal index DVT without PE event and 29% of patients had a PE without
symptomatic DVT event. About 59% of patients had an idiopathic DVT/PE. Other risk factors
included previous episode of DVT/PE (16%), immobilization (14%), known thrombophilic
conditions (8%), or active cancer (5%).

In the EINSTEIN Extension study XARELTO was demonstrated to be superior to placebo for
the primary composite endpoint of time to first occurrence of recurrent DVT or non-fatal or fatal
PE [HR (95% CI): 0.18 (0.09, 0.39)].

Table 11 displays the overall results for the primary composite endpoint and its components.

Table 11: Primary Composite Endpoint Results* in EINSTEIN Extension Study — Intent-to-Treat

Population
XARELTO 20 mg Placebo XARELTO vs. Placebo
Event N =602 N =594 Hazard Ratio
n (%) n (%) (95% CI)

Primary Composite Endpoint 8(1.3) 42 (7.1) I())-\lfill(l(;fz(’)%ggi

Death (PE) 0 1(0.2)

Death (PE cannot be excluded) 1(0.2) 0

Symptomatic recurrent PE 2(0.3) 13 (2.2)

Symptomatic recurrent DVT 5(0.8) 31(5.2)

* For the primary efficacy analysis, all confirmed events were considered from randomization up to the end of
intended treatment duration (6 or 12 months) irrespective of the actual treatment duration.

Figure 4 is a plot of the time from randomization to the occurrence of the first primary efficacy
endpoint event in the two treatment groups.
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Figure 4: Time to First Occurrence of the Composite of Recurrent DVT or Non-fatal or Fatal PE by
Treatment Group (Intent-to-Treat Population) — EINSTEIN Extension Study
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14.3 Prophylaxis of Deep Vein Thrombosis Following Hip or Knee Replacement
Surgery

XARELTO was studied in 9011 patients (4487 XARELTO-treated, 4524 enoxaparin-treated

patients) in the RECORD 1, 2, and 3 studies.

The two randomized, double-blind, clinical studies (RECORD 1 and 2) in patients undergoing
elective total hip replacement surgery compared XARELTO 10 mg once daily starting at least
6 to 8 hours (about 90% of patients dosed 6 to 10 hours) after wound closure versus enoxaparin
40 mg once daily started 12 hours preoperatively. In RECORD 1 and 2, a total of 6727 patients
were randomized and 6579 received study drug. The mean age [£ standard deviation (SD)] was
63 £12.2 (range 18 to 93) years with 49% of patients >65 years and 55% of patients were
female. More than 82% of patients were White, 7% were Asian, and less than 2% were Black.
The studies excluded patients undergoing staged bilateral total hip replacement, patients with
severe renal impairment defined as an estimated creatinine clearance <30 mL/min, or patients
with significant liver disease (hepatitis or cirrhosis). In RECORD 1, the mean exposure duration
(£ SD) to active XARELTO and enoxaparin was 33.3 + 7.0 and 33.6 + 8.3 days, respectively. In
RECORD 2, the mean exposure duration to active XARELTO and enoxaparin was 33.5 + 6.9
and 12.4 + 2.9 days, respectively. After Day 13, oral placebo was continued in the enoxaparin
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group for the remainder of the double-blind study duration. The efficacy data for RECORD 1

and 2 are provided in Table 12.

Table 12: Summary of Key Efficacy Analysis Results for Patients Undergoing Total Hip Replacement
Surgery - Modified Intent-to-Treat Population
RECORD 1 RECORD 2
Treatment Dosage XARELTO Enoxaparin XARELTO | Enoxaparin’
and Duration 10 mg once 40 mg once RRR’, 10 mg once 40 mg once RRR’,
daily daily p-value daily daily p-value
Number of Patients N =1513 N =1473 N =834 N =835
Total VTE 17 (1.1%) 57 (3.9%) 71% 17 (2.0%) 70 (8.4%) 76%
(95% CI: 50, (95% CI: 59,
83), 86),
p<0.001 p<0.001
Components of Total VTE
Proximal DVT 1 (0.1%) 31 (2.1%) 5 (0.6%) 40 (4.8%)
Distal DVT 12 (0.8%) 26 (1.8%) 11 (1.3%) 43 (5.2%)
Non-fatal PE 3 (0.2%) 1 (0.1%) 1 (0.1%) 4 (0.5%)
Death (any 4 (0.3%) 4 (0.3%) 2 (0.2%) 4 (0.5%)
cause)
Number of Patients N =1600 N = 1587 N =928 N =929
Major VTE?* 3(0.2%) 33 (2.1%) 91% (95% 6 (0.7%) 45 (4.8%) 87% (95%
CIL: 71, 97), CI: 69, 94),
p<0.001 p<0.001
Number of Patients N=2103 N=2119 N=1178 N=1179
Symptomatic VTE 5(0.2%) 11 (0.5%) 3 (0.3%) 15 (1.3%)

* Relative Risk Reduction; CI=confidence interval

" Includes the placebo-controlled period of RECORD 2

Y Proximal DVT, nonfatal PE or VTE-related death

One randomized, double-blind, clinical study (RECORD 3) in patients undergoing elective total

knee replacement surgery compared XARELTO 10 mg once daily started at least 6 to 8 hours

(about 90% of patients dosed 6 to 10 hours) after wound closure versus enoxaparin. In

RECORD 3, the enoxaparin regimen was 40 mg once daily started 12 hours preoperatively. The

mean age (£ SD) of patients in the study was 68 £ 9.0 (range 28 to 91) years with 66% of

patients >65 years. Sixty-eight percent (68%) of patients were female. Eighty-one percent (81%)

of patients were White, less than 7% were Asian, and less than 2% were Black. The study

excluded patients with severe renal impairment defined as an estimated creatinine clearance

<30 mL/min or patients with significant liver disease (hepatitis or cirrhosis). The mean exposure
duration (£ SD) to active XARELTO and enoxaparin was 11.9+2.3 and 12.5 £3.0 days,
respectively. The efficacy data are provided in Table 13.
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Table 13: Summary of Key Efficacy Analysis Results for Patients Undergoing Total Knee Replacement
Surgery - Modified Intent-to-Treat Population

RECORD 3
Treatment Dosage and XARELTO Enoxaparin RRR’,
Duration 10 mg once daily 40 mg once daily p-value
Number of Patients N=813 N=871
Total VTE 79 (9.7%) 164 (18.8%) 48%
(95% CI: 34, 60),
p<0.001
Components of events contributing to Total VTE
Proximal DVT 9 (1.1%) 19 (2.2%)
Distal DVT 74 (9.1%) 154 (17.7%)
Non-fatal PE 0 4 (0.5%)
Death (any cause) 0 2 (0.2%)
Number of Patients N =895 N=917
Major VTE' 9 (1.0%) 23 (2.5%) 60% (95% CI: 14, 81),
p=0.024
Number of Patients N =1206 N =1226
§ympt0matic VTE 8 (0.7%) 24 (2.0%)

Relative Risk Reduction; CI=confidence interval
T Proximal DVT, nonfatal PE or VTE-related death

16 HOW SUPPLIED/STORAGE AND HANDLING
XARELTO (rivaroxaban) Tablets are available in the strengths and packages listed below:

e 10 mg tablets are round, light red, biconvex film-coated tablets marked with a triangle
pointing down above a “10” on one side, and “Xa” on the other side. The tablets are supplied

in the packages listed:
NDC 50458-580-30 Bottle containing 30 tablets

NDC 50458-580-10 Blister package containing 100 tablets (10 blister cards
containing 10 tablets each)

e 15mg tablets are round, red, biconvex film-coated tablets with a triangle pointing down
above a “15” marked on one side and “Xa” on the other side. The tablets are supplied in the

packages listed:

NDC 50458-578-30 Bottle containing 30 tablets
NDC 50458-578-90 Bottle containing 90 tablets
NDC 50458-578-10 Blister package containing 100 tablets (10 blister cards

containing 10 tablets each)
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e 20 mg tablets are triangle-shaped, dark red film-coated tablets with a triangle pointing down

above a “20” marked on one side and “Xa” on the other side. The tablets are supplied in the

packages listed:

NDC 50458-579-30 Bottle containing 30 tablets

NDC 50458-579-90 Bottle containing 90 tablets

NDC 50458-579-10 Blister package containing 100 tablets (10 blister cards

containing 10 tablets each)

e Starter Pack for treatment of deep vein thrombosis and treatment of pulmonary embolism:

NDC 50458-584-51 30-day starter blister pack containing 51 tablets: 42 tablets

of 15 mg and 9 tablets of 20 mg

Store at 25°C (77°F) or room temperature; excursions permitted to 15°-30°C (59°-86°F)
[see USP Controlled Room Temperature].

Keep out of the reach of children.

17 PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Medication Guide).

17.1 Instructions for Patient Use

Advise patients to take XARELTO only as directed.

Remind patients to not discontinue XARELTO without first talking to their healthcare
professional.

Advise patients with atrial fibrillation to take XARELTO once daily with the evening
meal.

Advise patients with DVT and/or PE to take XARELTO 15 mg or 20 mg tablets with
food at approximately the same time every day /see Dosage and Administration (2.4)].

Advise patients who cannot swallow the tablet whole to crush XARELTO and combine
with a small amount of applesauce followed by food [see Dosage and Administration

2.8)].

For patients requiring an NG tube or gastric feeding tube, instruct the patient or caregiver
to crush the XARELTO tablet and mix it with a small amount of water before
administering via the tube [see Dosage and Administration (2.8)].

If a dose is missed, advise the patient to take XARELTO as soon as possible on the same
day and continue on the following day with their recommended daily dose regimen.
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17.2 Bleeding Risks

e Advise patients to report any unusual bleeding or bruising to their physician. Inform
patients that it might take them longer than usual to stop bleeding, and that they may
bruise and/or bleed more easily when they are treated with XARELTO [see Warnings
and Precautions (5.2)].

e If patients have had neuraxial anesthesia or spinal puncture, and particularly, if they are
taking concomitant NSAIDs or platelet inhibitors, advise patients to watch for signs and
symptoms of spinal or epidural hematoma, such as back pain, tingling, numbness
(especially in the lower limbs), muscle weakness, and stool or urine incontinence. If any
of these symptoms occur, advise the patient to contact his or her physician immediately
[see Boxed Warning].

17.3 Invasive or Surgical Procedures

Instruct patients to inform their healthcare professional that they are taking XARELTO before
any invasive procedure (including dental procedures) is scheduled.

17.4 Concomitant Medication and Herbals

Advise patients to inform their physicians and dentists if they are taking, or plan to take, any
prescription or over-the-counter drugs or herbals, so their healthcare professionals can evaluate
potential interactions /see Drug Interactions (7)].

17.5 Pregnancy and Pregnancy-Related Hemorrhage

e Advise patients to inform their physician immediately if they become pregnant or intend
to become pregnant during treatment with XARELTO [see Use in Specific Populations

8.1)].

e Advise pregnant women receiving XARELTO to immediately report to their physician
any bleeding or symptoms of blood loss [see Warnings and Precautions (5.7)].

17.6 Nursing

Advise patients to discuss with their physician if they are nursing or intend to nurse during
anticoagulant treatment [see Use in Specific Populations (8.3)].

17.7 Females of Reproductive Potential

Advise patients who can become pregnant to discuss pregnancy planning with their physician
[see Use in Specific Populations (8.6)].

Active Ingredient Made in Germany
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Finished Product Manufactured by:
Janssen Ortho, LLC
Gurabo, PR 00778

or
Bayer Pharma AG
51368 Leverkusen, Germany

Manufactured for:

Janssen Pharmaceuticals, Inc.
Titusville, NJ 08560
Licensed from:

Bayer HealthCare AG

51368 Leverkusen, Germany

© Janssen Pharmaceuticals, Inc. 2011
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MEDICATION GUIDE
XARELTO® (zah-REL-toe)
(rivaroxaban)
tablets

Read this Medication Guide before you start taking XARELTO and each time you get
a refill. There may be new information. This Medication Guide does not take the
place of talking with your doctor about your medical condition or your treatment.

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

e For people taking XARELTO for atrial fibrillation:

People with atrial fibrillation (an irregular heart beat) are at an increased risk
of forming a blood clot in the heart, which can travel to the brain, causing a
stroke, or to other parts of the body. XARELTO lowers your chance of having
a stroke by helping to prevent clots from forming. If you stop taking
XARELTO, you may have increased risk of forming a clot in your blood.

Do not stop taking XARELTO without talking to the doctor who
prescribes it for you. Stopping XARELTO increases your risk of having
a stroke.

If you have to stop taking XARELTO, your doctor may prescribe another
blood thinner medicine to prevent a blood clot from forming.

e XARELTO can cause bleeding which can be serious, and rarely may lead to
death. This is because XARELTO is a blood thinner medicine that reduces
blood clotting. While you take XARELTO you are likely to bruise more easily
and it may take longer for bleeding to stop.

You may have a higher risk of bleeding if you take XARELTO and take other
medicines that increase your risk of bleeding, including:

aspirin or aspirin containing products
non-steroidal anti-inflammatory drugs (NSAIDs)
warfarin sodium (Coumadin®, Jantoven®)

any medicine that contains heparin

clopidogrel (Plavix®)

other medicines to prevent or treat blood clots

Tell your doctor if you take any of these medicines. Ask your doctor or
pharmacist if you are not sure if your medicine is one listed above.

Call your doctor or get medical help right away if you develop any of
these signs or symptoms of bleeding:
e unexpected bleeding or bleeding that lasts a long time, such as:
o nose bleeds that happen often
o unusual bleeding from the gums
o menstrual bleeding that is heavier than normal or vaginal
bleeding
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bleeding that is severe or you cannot control

red, pink or brown urine

bright red or black stools (looks like tar)

cough up blood or blood clots

vomit blood or your vomit looks like “coffee grounds”
headaches, feeling dizzy or weak

pain, swelling, or new drainage at wound sites

e Spinal or epidural blood clots (hematoma). People who take a blood
thinner medicine (anticoagulant) like XARELTO, and have medicine injected
into their spinal and epidural area, or have a spinal puncture have a risk of
forming a blood clot that can cause long-term or permanent loss of the ability
to move (paralysis). Your risk of developing a spinal or epidural blood clot is
higher if:

o a thin tube called an epidural catheter is placed in your back to
give you certain medicine.

o Yyou take NSAIDs or a medicine to prevent blood from clotting

o Yyou have a history of difficult or repeated epidural or spinal
punctures

o Yyou have a history of problems with your spine or have had
surgery on your spine.

If you take XARELTO and receive spinal anesthesia or have a spinal puncture, your
doctor should watch you closely for symptoms of spinal or epidural blood clots. Tell
your doctor right away if you have back pain, tingling, numbness, muscle weakness
(especially in your legs and feet), loss of control of the bowels or bladder
(incontinence).

e XARELTO is not for patients with artificial heart valves.

See “"What are the possible side effects of XARELTO?"” for more information
about side effects.

What is XARELTO?
e XARELTO is a prescription medicine used to:

o reduce the risk of stroke and blood clots in people who have a medical
condition called atrial fibrillation. With atrial fibrillation, part of the heart
does not beat the way it should. This can lead to the formation of blood
clots, which can travel to the brain, causing a stroke, or to other parts of
the body.

o treat blood clots in the veins of your legs (deep vein thrombosis) or lungs
(pulmonary embolism) and reduce the risk of them occurring again.

o reduce the risk of forming a blood clot in the legs and lungs of people who
have just had hip or knee replacement surgery.

It is not known if XARELTO is safe and effective in children.
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Who should not take XARELTO?

Do not take XARELTO if you:

e currently have certain types of abnormal bleeding. Talk to your doctor before
taking XARELTO if you currently have unusual bleeding.

e are allergic to rivaroxaban or any of the ingredients in XARELTO. See the end
of this leaflet for a complete list of ingredients in XARELTO.

What should I tell my doctor before taking XARELTO?

Before you take XARELTO, tell your doctor if you:
e have ever had bleeding problems

e have liver or kidney problems
e have any other medical condition

e are pregnant or plan to become pregnant. It is not known if XARELTO will
harm your unborn baby. Tell your doctor right away if you become pregnant
while taking XARELTO. If you take XARELTO during pregnancy tell your
doctor right away if you have any bleeding or symptoms of blood loss.

e are breastfeeding or plan to breastfeed. It is not known if XARELTO passes
into your breast milk. You and your doctor should decide if you will take
XARELTO or breastfeed.

Tell all of your doctors and dentists that you are taking XARELTO. They should talk
to the doctor who prescribed XARELTO for you before you have any surgery,
medical or dental procedure.

Tell your doctor about all the medicines you take, including prescription
and nonprescription medicines, vitamins, and herbal supplements. Some of
your other medicines may affect the way XARELTO works. Certain medicines may
increase your risk of bleeding. See “What is the most important information I
should know about XARELTO?"”

Especially tell your doctor if you take:

e ketoconazole (Nizoral®)

e itraconazole (Onmel”, Sporanox®)

e ritonavir (Norvir®)

e lopinavir/ritonavir (Kaletra®)

e indinavir (Crixivan®)

e carbamazepine (Carbatrol®, Equetro®, Tegretol®, Tegretol®-XR, Teril™,
Epitol®)

e phenytoin (Dilantin-125®, Dilantin®)

e phenobarbital (Solfoton™)

e rifampin (Rifater®, Rifamate®, Rimactane®, Rifadin®)

e St. John’s wort (Hypericum perforatum)

Ask your doctor if you are not sure if your medicine is one listed above.
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Know the medicines you take. Keep a list of them to show your doctor and
pharmacist when you get a hew medicine.

How should I take XARELTO?

Take XARELTO exactly as prescribed by your doctor.

Do not change your dose or stop taking XARELTO unless your doctor tells you
to.

Your doctor will tell you how much XARELTO to take and when to take it.
Your doctor may change your dose if needed.
If you take XARELTO for:
o atrial fibrillation:
» Take XARELTO 1 time a day with your evening meal.

= If you miss a dose of XARELTO, take it as soon as you
remember on the same day. Take your next dose at your
regularly scheduled time.

o blood clots in the veins of your legs or lungs:
» Take XARELTO once or twice a day as prescribed by your doctor.
= Take XARELTO with food at the same time each day.
» If you miss a dose of XARELTO:

e and take XARELTO 2 times a day: Take XARELTO as
soon as you remember on the same day. You may take 2
doses at the same time to make up for the missed dose.
Take your next dose at your regularly scheduled time.

¢ and take XARELTO 1 time a day: Take XARELTO as
soon as you remember on the same day. Take your next
dose at your regularly scheduled time.

o hip or knee replacement surgery:
= Take XARELTO 1 time a day with or without food.

= If you miss a dose of XARELTO, take it as soon as you
remember on the same day. Take your next dose at your
regularly scheduled time.

If you have difficulty swallowing the tablet whole, talk to your doctor about
other ways to take XARELTO.

Your doctor will decide how long you should take XARELTO. Do not stop
taking XARELTO without talking with your doctor first.

Your doctor may stop XARELTO for a short time before any surgery, medical
or dental procedure. Your doctor will tell you when to start taking XARELTO
again after your surgery or procedure.
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e Do not run out of XARELTO. Refill your prescription of XARELTO before you
run out. When leaving the hospital following a hip or knee replacement, be
sure that you will have XARELTO available to avoid missing any doses.

e If you take too much XARELTO, go to the nearest hospital emergency room
or call your doctor right away.

What are the possible side effects of XARELTO?

e See “"What is the most important information I should know about
XARELTO?"”

Tell your doctor if you have any side effect that bothers you or that does not go
away.

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

How should I store XARELTO?
e Store XARELTO at room temperature between 68°F to 77°F (20° to 25° C).
Keep XARELTO and all medicines out of the reach of children.

General information about XARELTO.

Medicines are sometimes prescribed for purposes other than those listed in a
Medication Guide. Do not use XARELTO for a condition for which it was not
prescribed. Do not give XARELTO to other people, even if they have the same
condition. It may harm them.

This Medication Guide summarizes the most important information about XARELTO.
If you would like more information, talk with your doctor. You can ask your
pharmacist or doctor for information about XARELTO that is written for health
professionals.

For more information call 1-800-526-7736 or go to www.XARELTO-US.com.
What are the ingredients in XARELTO?
Active ingredient: rivaroxaban

Inactive ingredients: croscarmellose sodium, hypromellose, lactose monohydrate,
magnesium stearate, microcrystalline cellulose, and sodium lauryl sulfate.

The proprietary film coating mixture for XARELTO 10 mg tablets is Opadry® Pink
and contains: ferric oxide red, hypromellose, polyethylene glycol 3350, and
titanium dioxide.

The proprietary film coating mixture for XARELTO 15 mg tablets is Opadry® Red and
contains: ferric oxide red, hypromellose, polyethylene glycol 3350, and titanium
dioxide.
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The proprietary film coating mixture for XARELTO 20 mg tablets is Opadry® II Dark
Red and contains: ferric oxide red, polyethylene glycol 3350, polyvinyl alcohol
(partially hydrolyzed), talc, and titanium dioxide.

This Medication Guide has been approved by the U.S. Food and Drug
Administration.

Finished Product Manufactured by:
Janssen Ortho, LLC
Gurabo, PR 00778

or

Bayer Pharma AG
51368 Leverkusen, Germany

Manufactured for:
Janssen Pharmaceuticals, Inc.
Titusville, NJ 08560

Licensed from:
Bayer HealthCare AG
51368 Leverkusen, Germany

Revised: August 2014
© Janssen Pharmaceuticals, Inc. 2011

Trademarks are property of their respective owners.
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NN F1T D ARFN ORI X 5~9 R Th 5,

IR 5228 2 RAF A (7 A > PaYy, SRR ERL OFl M, ofiimiesl, fa
W, AT A RUEMEGERIERA (NSAIDs) ) EOHFIC LY HilnofBEES KT S
( HEAEM (7.3) | OHEZM)

P/ A (P-gp) KONF b2 m—2 P450 3A4 (CYP3A4) DOWEIIKT HRESR] (7 b=+
—L. U R FELE) LogFHICEY, U AN—a Yo oRZEENEMNL., il fERRME
HRT5 ( TFHHAEERH (7.1) OEZBE)

PUEERE 1B O A

U =1 Y8 OFUEEENE R 2 RS 5 72 O ORI A B AN L 22, g 72 A B A RN
WO T, U= FHoNIMIEENTIC L » TERETE 20 ( THARZEE (12.3) | ©HES
M) o 7r¥ZIURBEROEZ I K IIARFOFEREERICEEL RIS RN EEZbND,
R ANICBNWT, B e he B EAEER (PCC) &EICLD, 7'r bu e URFHER
DI FHNHINRFED LTV D, BREEMHL Y 7 o v e AR (APCC) | FHif % 5 VIa K
- (rFVIa) %, MLoEEmfEEAl O 5135Hl S 41TV R0,

5.3 FHE/ TS RER I3 2R R

Az ZERRMEA OHE O FIEIMH 2 B & L THMRFINE LG ST 5 BT, 6 56 R
(FHE - BECONERIY) SUIBHEZRRN 21T 5 5t BHE - SRS R A2 4 U REIMkET 5.

SATAKBEI RN S| SR Z SndBENNH D ( [E4E (Boxed Warning) | OHZM) |

FHE - BEBESMFRER SUR RIS SOIFHELZER 2 A & 0P L2 a0t ) 27 282 572012
X, AFOEYBEEZZE L ( TEHRRER (12.3) | oHESR) | AR OPLEEBRERME T
L R IS 2 7 — 7 VOB I E S U ITEHEZRRI 21T 5 2 &, L LAanb, %
B THUREIEE R 23 40 IS 3 2 REfR A 130 5 2Ty,

TEHESN F7 T — T AIARAN O Fe #&Pe 5% 18 WEffdla L7=% kBT 2 2 &, T D% OARHFPEE 1T
BT —T VRS, 6 RRILLERGE L741297 5 Z &, BN £ 0 MAERER0 b Haic
13, AFIOPe %2 24 BERESH B L,

FEHE - RSN FRER SR R IE SO EHE 2R D FEfE T CHUREEIRIE 21T 2 Beiid. EPEEE.
G - EENEE (TSR, PRSI RS | B ST D BERE R F D1l o O
FERDOFIIZONWTHIEAHENCAT ) Z &, O OEBEXITIER BB b= HEITIE, #
RMTERNZERET D X O ICHET 5 2 &, FHiEZ % O Bl SUIER NGB0 5 NG/



I, RN 2TV, FHRENOBEZZLAEZITO 2 &, ok, FHRIENRZ1T-
ThH, MR EIEIH ST SN2 e D D,

5.4 BREEOHDZBEICRITHEH

FEFR B M Lo BB A ED

CLaxy <15mL/min OBF TITIAFIORBZERENIEINT 5D T, RENOEGITRET 52 &, BRER
IR U T, EHMICBHIEZRE L, IREFIEOREEZITY Z L, BEIEDKTAEZ VT
WERLNDIRITIE, REZ L VHEBNITY 2 &, RAIOEGFICR R E2%E2RIE L BEI
. Ao 2RSS 2 L ( TRBRERICBT 26/ (8.7) | OEBM) |

EEERIRILARIEE (DVT) KR OMHZERIE (PE) OIBEEKOERY X 7 OKH

BHEDOREE (CLe <30mL/min) D& 5 HEETIL, AAIOBBEESIN L., )20 E 1A
BT HBEINNH L0, KAIOFE LTS 2L ( BERERICBITAHH (8.7) | OES
)

o

i BE S A S 1 3 IR B BT HEA T BB 2 81T B DVT D FEFEHNAHI

HEOHEREE (CLe <30ml/min) D& 2 EE TiX, RAIOBREENEINL, PR R 08
BT HRBENNDH LD, RO ITEET S Z &, TEEOFREE (CLg 30~50mL/min)
b D BFETIE, BIEE 01TV, R OBIE SUTIER DGR 6 V725 B I FH 3
5L, AROFERICEAREERIE LIZEEICIE, AFORLEEZHRIET S 2 L ( THEREM
BT AR (8.7) | OHEEBR) |

5.5 FFEEDHDBEICHTHMEH
HEDORFEED H D BEICRBIT DAFNOERT —Z 13720,

HEERE (Child-Pugh 7328 B ICAHY) ~EE (Child-Pugh 7048 C IZAHY) OFREERE . RO
[ B2 2 ) PR B O BE TIT., AFIOBRBEENML, HifL) 27 BT IBE10H 5
DT, AFNOEEILEET A2 & ( TRERERICBIT 64 (8.8) | OEESM) |

5.6 F hZ m—2A P450 3A4 (CYP3A4) %FEANCRHEL. PHE-A A (P-gp) b FHEd 5 IRH,
B ONCYP3A4 2 A)ICHEE L, P-gp bFEET 5 KA

F ~ 7 m—L P450 3A4 (CYP3A4) ZagJNZFHFE L. P-¥E-A B (P-gp) HFIAFET LA (7 k

af—n, A hTaFry—, v FEN/Y FFENL, U RFENL, ST ENL, =N

TR LOFRERET S ( TFHHEMER (7.1) | OEBME) |

CYP3A4 Z 58 JIZFHE L, P-gp HFEET HHEAK| (I "~wBEY, TJz=bhAfY, U772V
>, St. John's Wort %) L ofFHZET S Z L ( THHAEER (7.2) | OEHMR)

_10_



5.7 MHRICEETHHEMY X2

AR ORI, TBE EOBRMED AL ORI XT L TR& S b falitt % Eal 2 & HEr
ENDLEEICDI, REEHRGT 52 L, RTOLMEICHT 2R B O G2 OV TORFHE
ITHOI TR, REIOTUEEIEH Z EENRERRELECE=2 ) 7352 L, RUEHR
PICHIF S H D Z LIETE RV, RILOBEL OYER (NEZ7 v B i I~~~ b7 U v M
OIET, MECK T, BRI A L R%E) BRDONIGAITIEL, BN 52 &,

5.8 ATLBFERNIEITRE
N LD SR B A 1T B 2B W TARF DL R OE M IImE ST no T, KF O
fEFIIHERE S L7,

5.9 MATENENARLRERMERIE (PE) BE K OCMARTEMRRIE I ERTEERITIS ML B2 PE
BE

MATENREN AL E 7 PE B K OVMARTA AR E ST SRR BRI N B 7 PE ABE T 5~

2R OREFEE L L TORF O HITHELE X uzeu,

6 EIEH
PR OBIWERIZOWTIR, ENENRIBMALEFOMOE Y > a BT HAT 5,

o JERPEREME L EMBIEZ BT AARB OB R IER S 7= 5T INAEFIRE Y 2 7 O
( 245 (Boxed Warning) | . [EEROMEH EOEE (5.1) | OESMH)

o MY Rz (T

o HHE/MEMEAMAE ( %45 (Boxed Warning) | KON MG R OMEH EoEE (5.3) |
DIEZ )

6.1 ERRARBRICIT D AEER

FRARRBRIIZIRIC DT 2R T CEMIND 12D, FFEDFEHNEET 2 MR TR btz
RIVEM O FESBPL L, o0 HA O BEARFABRIZ 31 2 BITEH O FEHSAE & BRI $ 5 Z L 13T
ST, RER T CTORBBELXBRL RN L3 H D,

HKFRANEE - 2RI D EEIRBAFE TN T, 16, 326 BIOPBRE DA OG- 22Tz, 2D 9
B 7,111 BiliE. NVAF (B3 2 *RICIMZE T R OV B HEFERRE D FIE U A 7 DR RIS\ T
fiEt L 72 ROCKET AF GBROYLERE TH D . AHAl 15mg % 20mg D 1 H 1 FIRRAELG 25T 7,
VR G 19 » A TH -7z (12 » ML B G S fEBE 5, 558 #i, 24 » AL E
B G- SITERNZ 2,512 f) . 4, 728 FlOHERE X, DVT % PE (T D16 R LA ME LT-
EINSTEIN-DVT & J (Y EINSTEIN-PE FREROHEERFE TH Y . AH 15mg 1 A 2 [A] 3 JHH#E 1%

B

e OMER s (5.2, 5.4, 5.5, 5.6, 5.7) | OIEZBM)

il

_11_



HoO%IZ 20mg @ 1 H 1 AIRAOFG 2207285, b LIE, DVT L PE OFFE Y A 7 KHEZ)
RERGTT D= OICARA] 20mg D 1 H 1 [AFR O #5252 1F 7= EINSTEIN-Extension RABR D BE T
bole, Flo. 4,487 FIOPERE 1L, IxBIEHERIT IR S EHITATZ 1T 5 DVT D%
JiELZ RE3 % 3NN 5 & fET L 7= RECORD 1~RECORD 3 #RBRIZHVNT, A 10mg ® 1 H 1 FHFRM
Beh %% 7,

Hi i

AFNOFEHIZHEN R L Z RO LNHEWEHIZ., HIESIHETH S ( EEROEEH EoiE
B (5.2) | oEZHW) ,

_12_



NVAF

ROCKET AF HRERICEBW T, 1GBEEEOHIEICES>T-BEHOF TRt £ < D - FH8T
HIMEFERTHY | FREMEEIIAFFET4.3%., VL7 7Y UBET3 1% ThoTl-, IBBRIEE 5D

T o 2 IR MM E A E R O R AL XM CRBETH - 7=,
% 112, ROCKET AF #RBRIZEHIT A HMESLOREFE LY, HiEShT ) — L I1TRT,

% 1 ROCKET AF IZHITAHMEZR"
Xarelto ¥ 27y 4 V4
Wil =Y— N=7, 111 RHR N=7, 125 FRER
n (%) (/100 BBEHE) n (%) (/100 BRFE )
ERAHMES T 395 (5.6) 3.6 389 (5.4) 3.5
EE e BT D 91 (1.3) 0.8 133 (1.9) 1.2
FeHEHg H 27 (0.4) 0.2 55 (0.8) 0.5
2 AL B oA TR E 183 (2.6) 1.7 149 (2.1) 1.3
R MLER O Tigi 11 23 4 B 7 HH 1fn.
THAbAE H ifn. 221 (3.1) 2.0 140 (2.0) 1.2

* Al -OFEREZNEBOHMFRDT TV —ITEGENLHE.

S anh %,
T TERRHMESR] 3,

ERSND, HM LR

M2g/dl. L ED~EZ a8 F A5 i)
VI R I BR oD g fn. AS A B R L

B OVl — DFEGI D3O H i S5 2 FEH L

2 AL B od4xifn
TN ST 2 i) & TESERY M) OWwFhne
. HILFERROCEIMEA R FOWFIZEEND, WMETLSo TEHX

T ESR ) ORBERIT, RFIRETS.3/100 BEFE, UL T 7 U UEET2.9/100 BEFETH -T2,
I AO7I) —CEEZIHMFLIFEEANHMCTHY . Z0i1F), FRANLM, BRANHM, 08 (O
f) PNHm, BEEIN., 2o R— b A v MEBEREEZ AL O RN E ML OB ERE N E N5,

_13_




DVT J& X PE DJESER ONFFRE Y X 2 DIER
EINSTEIN-DVT #&f% & TN EINSTEIN-PE 35k

EINSTEIN-DVT 7t Je U8 EINSTEIN-PE BROFAMNTT — 212\ T IR GO IEIZE -
“EIEHOHR TR L Z RO LN FHLITHNFEL TH Y | FHEBEEIIAAHET 1L.7%., =/
FH Y /e H I K AR (VKA) BET 1L.5% Thoiz, TFAREMIMIZ, AFEET 208 A,
T ) PR /VKABET 204 H TH o7,

& 212, EINSTEIN-DVT 5B M OF EINSTEIN-PE 5B DA 7 — Z 128 1T B E A7 il 50
B 2”7,

#& 2 EINSTEIN-DVT FE& R Uf EINSTEIN-PE SRERO#M S T — R [CH T HHMOER"

Xarelto? = %% Y L /VKAT
Hifnh s =Y — N=4, 130 N=4, 116
n (%) n (%)
RS 40 (1.0) 72 (1.7)
HAERY H 3 (<0.1) 8 (0.2)
SR H 1 2 (<0.1) 4 (<0.1)
B L7 il g D FEEBER H 1. 10 (0.2) 29 (0.7)
SHZEPN H it 3 (<0.1) 10 (0.2)
4 REE H . * 1 (<0.1) 8 (0.2)
AR PN o 3 (<0.1) 2 (<0.1)
BE#f PN 1 0 4 (<0.1)
B 2 g LA O FEEFERY Hi I S 27 (0.7) 37 (0.9)
2¢/dL UL FD~F 7 1 v LR 28 (0.7) 42 (1.0)
2 BN LL o4 TR R i ER 18 (0.4) 25 (0.6)
Oy 73 B 7 HH 1.
BHRTIER WK & 72 5 H 357 (8.6) 357 (8.7)
M5
A F 5 1,169 (28.3) 1,153 (28.0)

* MEEAEID AT D REEG% 2 HH £ TICREBL LI $F5, [l— ORI LR o H i 55 %
R LTGERS LN, TOHEIE, -7V =T 1FloRILE LTEFHF LR,

T EINSTEIN-DVT #B& & (N EINSTEIN-PE 3RERIC IS A MaHE - HE

AFIFETIL, AHK 16mg 1 A 2 [\ 3BEEEEOH%IC, 20mg 1 A 1 [EFESG™MTbhiz, =/ %93

> /VKA BETIE, PT-INR O FRAMEZ 2.5 (#ilH : 2.0~3.0) & L CTHEFME VKA OGN Tbh,

PT-INR 2NEHHIEIZIET D2 F T, =/ %9 %) > img/ke 1 B 2 B S- BT,

WTNNORET, IRBRIEEE G T CORIZ KK 2 BlERD 7= THARZR HIMmFL)

MESER ML) X TEE 2SS OIEBSEAHIM ] OWTIICHEEY L, [2g/dL Lo~

B a R T T2 BALLL E o4 SOFTIRIESR MER Ol 23 4 E e i) OV iz

3% TEK7ZHimFEE

[V7aRE o

_14_



EINSTEIN-Extension &

EINSTEIN-Extension sABRIZIWT, {BBREEGOFILICES>T-EWEHOF TR L ZE O LN
FHESIIHMFERTHY . REMEEIIAKEET1.8%., T BRET0.2% ThoT-, L
HIfIL, AKBELE O SEREEE 12190 H CThoT7,

%+ 312, EINSTEIN-Extension :RERDIZI 1T 5 HMFS OIHHIH A R~

#& 3 EINSTEIN-Extension BAERICH T HHIMBR"

Xarelto 20 mg' FS5ERT
Hifnh s =Y — N=598 N=590
n (%) n (%)
RS 4 (0.7) 0
2¢/dL L FD~F 7 1 v LR 4 (0.7) 0
2 HAr DL B o4 i TR E SR ek o 2 (0.3) 0
i 1L 208 DA T 72 HH I
VAL S H 1 3 (0.5) 0
Ak 1 (0.2) 0
BERTITRWRERKRIICHEE 725 H 32 (5.4) 7 (1.2)
I 5
A F5R 104 (17.4) 63 (10.7)

* BB OPIEER G NS, B E% 2 A B E TICRR LEHINES, [F— OREF A EEE o i 34
ERBLIZEEND DN, TOHEIE. F—h 73V —TIZ 1 HORBE L LTEH LT,

T AFEETIE, 20mg 1 B 1EESENTONZ, 77 BRETIE, Xarelto D7 T BAREN 1 A 1 A
BExnr-,

I TEgtrgtin) X3 TEE g o) 38O L nRho Tz,
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SR BTETE AT X 121 BB A M/ TIB 2 A= F547 S DVI DFEIEHHY

RECORD FRERIZIWNNT, 1RBRIESR G- OH ILIZE o T2 BWERIIAFIFED 3. 1% DHRE RO B

7’*7
—o

= 412, RECORD REriIcB 1T 5 [ERAHMEFESR] KO M ESEORRGEEZ T,

x® 4 REHESESRMXIIREHEERNTRTEZICE (T HHMESR" (RECORD 1~RECORD 3)

Hifths I Y — Xarelto 10mg EE S PaVIVal
N=4, 487 N=4, 524
B2 n (%) n (%)
i A antiilR: == 14 (0.3) 9 (0.2)
FIEHY H . 1 (<0.1) 0
o B 7 figias O H . 2 (<0.1) 3 (0.1)
AR 2 3 L7z i 7 (0.2) 5 (0.1)
2 BN DL E o> A i S iR R R fER 0O #i 4 (0.1) 1 (<0.1)
M2 EE e FTEAL LA O H i
A gt 261 (5.8) 251 (5.6)
B BB 2 B BT AT AR N=3, 281 N=3, 298
n (%) n (%)
R 72 1 S5 7 (0.2) 3 (0.1)
FIEHY H . 1 (<0.1) 0
BB 2 e O H i 1 (<0.1) 1 (<0.1)
AR 2 3 L7z i 2 (0.1) 1 (<0.1)
2 BEANZLL_E oAl T =R i ER 0O i 3 (0.1) 1 (<0.1)
M2 EE T FTEAL LA O H i
g 201 (6.1) 191 (5.8)
T B 2 B MR M T N"1, 206 N-1, 226
n (%) n (%)
R 72 i S5 7 (0.6) 6 (0.5)
FHE A H i, 0 0
T 272 figlars O HA 1 1 (0.1) 2 (0.2)
AR 2 3 L7z i 5 (0.4) 4 (0.3)
2 BN DL E o> A i S TR R IR fER 0O #i 1 (0.1) 0
M2 EE T FTEAL LA O H i
A gg ! 60 (5.0) 60 (4.9)

* CEEREET EEEGATZET) TORREOYER LGNGO, k5% 2P ETICERLL

iS5, F—OEFAPEBROHLFREREILIBERH D,

T RECORD 2 RBRIZEIT B 7 7 AR GHMEIFICRELL-F% %2 &, F7=. RECORD 1~RECORD 3 7B

ONWTHICBW T, = %330 o fE - HEIT 40mg 1 B 1 [E#E,

I TEXZHMFSR) NEELD,

KA G2 ITFEB LTz TERARHMES) @ 60%LL Ei%, & 1 A

_16_

WCRBLIEFERTH T,




HLORIEA

= 5 12, EINSTEIN-Extension FRERIZI W TARKINE G ST #BRE D 1%L EIZE D HivicIE
O EIWEH 2 7~7,

& 5 EINSTEIN-Extension BHER TEHEF = NI-EBI{EA" (Xarelto D FEIRLERE : 1%L L)

HEMRSE Xarelto TR
e N=598 N=590

A n (%) n (%)
BIBES

g 10 (1.7) 1 (0.2)

HIEAR R 8 (1.3) 4 (0.7)

B IR 6 (1.0) 0
—i% - 2HEER L ORSEMOIRE

I 57 6 (1.0) 3 (0.5)
RYLER I OVFA |

EIE S 7 (1.2) 3 (0.5)

R I Sk Y 7 (1.2) 3 (0.5)
B R L O ARk E

R 22 (3.7) 7 (1.2)

I B HE 10 (1.7) 5 (0.8)
TR 2S, FIERES X OWERREE

11 PENHBE YR 6 (1.0) 2 (0.3)

* RBREOHEIR GG, ok E% 2 B E TICRBLLZEEN O 5 b KRRED T T 2 ARFETHR
DAY A7 8 15 A TH - TZRIEN, BEIBEZ, FRORBIA X MTR FRFEHL
BR LTIERI OIS < [l —DIEGI DRI ORWER 2RI LG A8 H 508, £ O5EE, [F—
AT AV =TF 1FORERHAL UTES Lz, RCEHD, BOAT T —THEIHSNTNDLZLRH
o

& 6 (2. RECORD 1~RECORD 3 FRERIZISWNTARAKIMNEE G ST gBRE D 1%L EIZFEO btz
i O EIVEH 2 777,
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& 6 RECORD 1~RECORD 3 EXEX CHiE SN 7=BIEMA™ (Xarelto D FIFMEE : 1%LIE)

e IR AR Xarelto 10mg SVE AVl
. N=4, 487 N=4, 524

A n (%) n (%)
BE, PERXONEAPHE

B 53W6 125 (2.8) 89 (2.0)
HEERE L O A HmEE

)] 74 (1.7) 55 (1.2)

A e 52 (1.2) 32 (0.7)
MRERES

SKpd 55 (1.2) 32 (0.7)
B R & O AR =

) FEIE 96 (2.1) 79 (1.8)

K 63 (1.4) 40 (0.9)

*  “HERIIRS (EERHGRIEET) TOERBREOYREIE NS, BEES5% 2 BE ETICRBE LR
EIVEH,

T RECORD 2 RBRIZEIT B 7 7R GHMEIFICHEL L-F% %2 5T, F72. RECORD 1~RECORD 3 7RE#
ONWTHICBWTE, = %330 o MEE - HEiT 40mg 1 B 1 [FE#E,

L DR FABR THF & A 7SR

SENFHREBOBE 23R & LT BRAER T, AA 10mg SEOH G252 1 TeRF (TR VT, i
I SCEAUVE SCHRSRAE 2 £ 5 ffi i 23 iy S 70T %,

6.2 TEREICIIT %Ak
PITORIWERN, AFOHRZIZHRESI N TWD,

INOHORIERIZ, MBRBELEMOBENRHTH 2 BRBEICHESL -0, BEHEEOHEE,
K OSRKINRETE & OREEROF MR TE RN 08 d 5,

MmigEs LY S REE TR BRI iE

B E % RERG H i

JIFREIE R B 5 TOE, MRV O oW, AR AL R AR AT 2

reEdiaes WBIE, 7T 747X —UR, TF 74 T7F v —vay
7, Mg MEIE

PR R 1 A VLR 0 W ER 0 -y 1 SO N

FERE xR OV T Ak AT 4 —T R e Vg NEERE

_18_



7 FMEMEHR

U —ua 3038, CYP3A4/5, CYP2J2, P-gp TN ATP-binding cassette G2 (ABCG2) K7 >
AR—Z—DOHETHY, ZHHDF b7 m—L4 P450 KOMEARZAH (P-gp %) ITXT5
PLEA L OFEEARNL, U A= PN OREBICHEL RITTZ 8B D,

7.1 CYP3A4 R UMmakfi= A RIZxt3 % FHLEHA

R HAERRER I\ T, P-gp KN CYP3AM OF Tk AHER] (X haFY—, Uk
FEN, sV RSV, AT, Y RNTva Sty =) EOfFAICED, U
— XY N OBREREIN L OEIFERE (FXa WTEE. e b e’ (PT) IE
] ORI &mﬁmfb\ . BREEMINOKE S1F 30~160%TH 5, UV AA—aFHh 00

REERIENPEE THL56, HiL) A7 BRI s82nnd 5 ( THRARSKE (12.3) | ©
HZW)

FERT —2mb, 77 ) Au~vA Y ROz ) 2n~ A UL OFN L5 TIRBEOE
LT Y 27 ZHEREERNZ EDURIBEINTWS, P-gp & CYP3A4 Ofi#E 2% 5 HE
KITHoTh, ZHHDOHEF EAFOHIZONTIZ, TEEIZAETH S,

CYP3A4 Z 38 JICPHE L, P-gp bIHET LM E R ZBET 5 2 & ( MEEROMEH ForE
(5.6) | DIEESM)

7.2 CYP3A4 R UMmnkfi= A RIZx$ 5 HEHA
HMMHBEAERRBRIZBNT, V77 BV RN == b A % CYP3A4 Z 3R JIZFFE L P-gp
HLAET DA EAFN O LB, U A= X R ORERENS R 50%E L, 5N
HEROWHTHHLRO LN TS, BBEORDICEIY, VAA—aFH XU 0FMENME T 58
%ﬂﬂ%é(r%f%ﬁ(M3)J®ﬁﬁ%)o

CYP3A4 Z 58 JIZFHE L, P-gp HFEET HHEAK| (I "~wBEY, TJz=hAfY, U772V
. St. John's Wort %) L offHAMEITAZ L ( MEHEEKOEH FoRrE (5.6) | OHES
)

o

7.3 HLéEERA|. NSAIDs K OXT AE Y o~
i/%%ﬂuy&$ﬁ%%h%h$@?ﬁ%&ﬁbk% #%Xal%%é®ﬁm%@ﬁMﬁ
WO, TNVT 7 ) e RElZZNERREITHAERE LB, £Xa KFHEELD
7uku/t/ﬁ%(m);mM%ﬁ%@ AwEMtOJA~H%#A/®ﬁm$%ﬁﬂL
TeREIREBR IR W T, 7 A Y ok, THERZRHMFES] OFBUTKT M7 BRI+
ThHhHIEPRINTND, NSAIDs [FHMAHMSE L Z ML TEY . AF EDFFHIC
EOHImMY 27 MR TL2BENR DD, M/MREEMTEHERZHFE T2 7 rE K7 LL & KA
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O G LB iR O E & 2 R REF 25580 b ( TERIRERE (12.3) | OES
M)

ARF LA OFUEEEA & OO, KLY 27 BNEERT 20T, IEE LA GERYEZ LA
5 EHIM SNADBEAE LS TIE, BEFTHZ L, 7 AU 2 NSAIDs IAthod i/ B A S
AT HEHE OPFHRFHZIN T, KOs & OYER TR D B 7o GG IR D RT3
HZ & (MEEROEH EoEE (6.2) ) OHEZBR) |

7.4 CYP3A4 R OMmrtfk7= A RIZx3 5 HEA L OFKWH AR LEBDO» DY

T 2u~A v PR OEYEN OGO, BEEELEEIZBWT, P-gp ZH%E L CYP3A
b HFEEFICHET DA (PLFTE L, XT3 )L, dronedarone KT U A~ A v
55) L ARFNE DG Lo aIs, BHBEE R BTk L CRERIJEDHE T eARIZ S Lz
BA LT, U A—a TN OIRFEENINT 2 2 LR ST, BREREOA R R
2L, Wil A7 BRI LHBLENUNH D,

BIEEBFICBWTINOER L LTSS ORFOGREEHEMAB R I TWND —T,
ROCKET AF GRERTIX, P-gp ZFHFE L CYP3AM4 HIRE~FEEIZIHET LHEH (T IFF v,
NNFTEL, RINRI), /radghdz=a—)L YRAFV AU Lk
B L OPFHPTFR SN TR Y . S0 LMY OREEN S I1X, Cley 30~<50mL/min DHERE LR
HICH T, ZHHIEAE OHFHIC L 2 HMFLOWIMIRD 5o Tc (N — R
1.05 (95% 154X : 0.77~1.42) ] ( MReBREERNC IR T 2460 (8.7) J 0IHEBMH) |

BEE R (CLa 15~80mL/min) 1ZxF L CiE, P-gp &P L CYP3A4 & Hh%5 B\ BHE - 2 3l

EARFNE OPEAE. WBR OGRS GRREE RS & SN A5 E DO RITT
REEFE (12.3) | OIHEZBMR) .

DY

8 REHEHIZKITAMHEH
8.1 IR
AR FE C

PR OIS T 2 AFI O AT, BE I N @R ERRBRICBWL TR S TR LT,
TERRTP DL R T 5 TR - BRI SA TOAR, HeCER 2B sS85 Z LN T
ROVPTEEE SR A TR P O VI G L2 A . IR & BT 5 i R OBzt a2 b 7o 67356
ZNRHLOT, HRFOLMEIITEEICRS T 52 L, £io, REIOGUEEEEH & HER 72
BEERAETE=4Y 73252 LIETE RV, AEEMEICBET 28HEBRICIB VT, RFD
B TEMEER TR O B TWRNA, U FICEBWTHEREZIE CHOBEMMRRD LTV 5,
TR DL, 16 EOFEIEN AR ORISR L TS S D EME 2 ER 5 &k
ENDHEHEICOH, KEEEGT 28 ( EBEROER EOEE (6.7) ) oS |
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FYBRIZ BT, U A= A OB RSN TV D, AEEEER T, FE)
MBI 2 LWHIIESDHE (F > F) ROERZIECEOEN (THF) @O LT
%, BRROIREEAMNCD D4R HIzk LT, VY x—a X4 % 10mg/kg UL EOHET
EOfh LizgGaic, BIREME (WU, AFREEORD . KORIREEORD) M5
oM EOWMENRDH D, ZOFAORKBAEIL, FEZAAREEEO Y N—a X U ORE
& (AUC) THATGE . AFIORREHER (k@R EO 20mg/ AR DGR DB LZ 4
fFICHYE T 5, HET v MR L TU AN—axHh 0% 120mg/kg TG LTZGEITRIZIAED
WOBRDENTWDER, ZOFTROFEHEZ, H-AARKEEDO U N—a XV 30 OlEE
BCHARESA. RO LZ 14 51285,

8.2 HE

JEEERNC 31T 2 AR OR MR OEDMEL, BIRRERICB O TRE S v Tniany, Biiliiic
BWT, U A—axP 0% 40mg/kg THE LIZGEIC, BEWO I, REW R O E DO
CRRBDOONTWNWD, ZOFAORBEMEIT. FZAARERO Y N—a X N OIREE
(AUC) THAT3A . AFI OGRS IR (20mg/ R O#5H) DB LZ 6 {FI0F Y15,
8.3 I

U= X e NOIHFFITBITT 2D OWTIBH L TRY, Ty MZBWTU A
— XY H B NNTFE ORI OIIT T A~DZWHRFRD BN TS, B MO FITIF%L
DEKNPBAITT D LA, U A—a X H AN B2 L CALIRICEERBERZ L5

HE2RET 50, B eaPlESE5Z &,
8.4 /NR
NIRRT B 2 e VE R OB IR IS S Tu7eny,

8.5 TmlE

RECORD 1~RECORD 3 FXBROWEERE D 5 B, 65 Ll FIFHK 54%. 75 k& #8 2 DR E 1349 15%
Td o7z, ROCKET AF #RERTIE, 65 kbl LOYBRE 1TH) T7%. 75 a2 DA 134 38%
T&H Y., EINSTEIN-DVT 3%k, EINSTEIN-PE 7B} U EINSTEIN-Extension #BRTiL, 65 mkll E
DWEREINIH 3T%., 75 a2 HWEREITHR 16% ThH 72, Mg (65 mLl k) 2B 54k
FOBGIET, 65 MAMOWHRELELA L FRETH 7=, ZNDOFEEE T, MmAeMEA <> k
KO MFEZOFBRITIWNT NS @mNoTd, RKFDOY X7 « X2 7 ¢y MIFERBIZEDL L
TR TH-7 ( TERREH (12.3) J KO THRREBR (14) | OHEZH) |

8.6 LRI HFHEMD H DL

PERS 2 ATREVEDN & 5 VEDS . PLBEEIRIE 2 LB & 55818, IEIREHEIZ DWW TERD & AR
THZ L,
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8.7 BEE
R BB T A ARKI O E R A R L7 B T, BHSRE N IR Ak BRE L i LT K

44~64% DOIFFZ RN, K OENZLRIDROWERBFBO TV D ( THRARFKE (12.3) | ©
HZW)

NVAF

ROCKET AF #RBRIZFUVNT, CLip 30~50mL/min OHEEREITIIAA] 15mg 1 B 1 [BFERGR(ITHN,
TR E D BHEREDS BB I IEARE 20mg 1 B 1 R EA THOILZN, U o= o Dl
TN OERIRT U R AEWE TRBETH o7, CLe 15~30mL/min @ NVAF B IX[ERAERIZHE
ANBNR DTN, T DHBRENAA] 156mg 1 A 1 5 2ZF 2580 ) N"—a
OIFFEEIT, BHEEFESTLAEThHLIEEZLNS ( THIEAOHE (2.3) | OESM) |

DVT & O PE DIEEEOFR Y X 7 O

EINSTEIN 7’11 7' F ADZRERIZB W TIE, A7 UV —=U 7D CLx 2% 30mL/min K TH - 7=
BFIIFRIN SN TUNVD, CLer 30mL/