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BEBLCRABOER K
5 - FfE EBRLTVRVWRAZLIIABOESR
AF atrial fibrillation : .05l E)
APTT activated partial thromboplastin time : {EPEALES b v R 7T 2 F R
BID Twice daily : 1 H 2 [H]
BMS Bristol-Myers Squibb : 7Y A hJL « = A ¥ —X R A 7tk
CEC clinical event committee : { X2 MNEELZ B
CI confidence interval : {5 fH[X [H]
CRNM cinically relevant non-major bleeding : i FRAJIC B Z 22 FE R H
CSR clinical study report : #&FE#H
CUS compression ultrasound : FAH I (L) A
9% cardiovascular : /[l %
DVT deep vein thrombosis : A& &R AR AE
EU European Union : PR # &
FXa factor Xa : MLIREEETE AL Xa K+
GCP Good Clinical Practice : [% 35 O KR D Fhis O ELEIZEH+ 281
ICAC Independent Central Adjudication Committee : N H A X FEETE B2
ICH International Conference on Harmonization :
ERGHEIN—T A = 3 VEEAHE
INR international normalized ratio : [E|BFAE#ELL 38
ISTH International Society on Thrombosis and Hemostasis :
[l B Ag 1k i 522 238 K D Hii S 4B
I\ intravenous : # kN
JCS Japan Circulation Society : H AJGER #7722
LFT liver function test : FE¥RE A fE
LMWH low molecular weight heparin : {57~/
MI myocardial infarction : /[ FH Z€
PE pulmonary embolism : fifi . #2 ZEA2E
PMDA Pharmaceuticals and Medical Devices Agency : [ 38 5 R HE a8 18 A 1%
QD once daily : 1 H 1 [A]
RD risk difference : U X7 75
RR relative risk : FA%} U 2 7
SC subcutaneous : £ T
SCE Summary of Clinical Efficacy : iR 201
UFH unfractionated heparin : A4y E~/NY >
VKA vitamin K antagonist : £ 4 I > K i3
VTE venous thromboembolism : FffJk A2 FEFRIE
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1. 1%

TEXH AL (U F2—2%; PF-04652577, BMS-562247) 1%, I ik ke EIE ML Xa
KT (FXa) I L CEWERREZLORAOEERTH D, 7TEXH N 0E, FXa OfF
PN ICE R OIS L, Ya bbb rhd ba s B ~0Z28 A4
LHZ Ly igEEEAB SO ERZRT, TEXS T RO, TV A RL.
~A Y —R A7 47 (BMS) th& 7 7AW —tNEFETHED TV D,

IRETIE, TEF T AUERMNES (EU) 2 & TR 45 » ELL LT, Eliquis® (EN :
TYFa2—2RY) LLTEBINTWS, TEIFF AN UL, KE, BU, IF%, BLO
Z DML D FEENT 33U T U REAR IO B BE i WA IN F 7o 1L 70 1 1 B &1 18 11T 2 52 1 72 RN AR
BB D ERIMAS FERRTE O FIEMH (VTEp) , 726 NCAH A &te, KE, EU, &
FHEBLOZFOMEEEIZEB O CIEIERBUENE O EMBEN EE BT S MAEh B X O H Mk
FERRIE O RIEIH] (AF) OBEE - DR TEARINTWVD, X HIZ, KERBIOEU TIX
2013 4 10 ACAFRHFE 21TV, EU TiX 2014 45 7 A2, KETIX 2014 45 8 H 1Tk A #&
FIZBT DS EIRMEGE (DVT) 3 X O ERE (PE) ORER L OHREMmE %
BWhs& LTENENARBEZZ T 0D,

A, WRIRMKSSEARE  (EES IR AR 5 & OV LR SEARAE) 1AM & OV R I
DOWTHETL7ZZEWNACTEM L 7ZERRBROEE, 7SR ofF9ME XL et
PHERBSNTZ LMD, TR bOME - BREBMT 2 ERFGHEIT I,

2. # AR AR AR AE DR IR & R F

MmARSE &%, MmARAEIAR, IR, FRIXDBNECTER SN Z LIk TAELUDHRET
HD, DVTIZFIRIEER 2B T 5, T, B8, F723X o KRERO MRETH D, DVT
Db % < RIET DS FHIMAIL TR OFNRRE T, fIRMIES, MO &2, Histk
T C O MBRBEERASERIT I VLD, BERTHLZEBEW, LaL,

DVTIC K W B S /o imAe 2 ieiE L, MERZPAZEST 52 & TCPEAXRIET HHE6HH D,
PEIXZERE 28 & RICEE £ 0 Wit 2 BHZE & &, MKOMEBEMABZHD ST 2 LT,
DIE O AR Z IS, BEY A7 OFmWLIHEELZ S &R+, K& Amenig
WM EREAEIED L, BRIEDERIREZT-E25Z X%, PEOL XN O T B
WRIZFEAE L7-DVT ORISR KT 2 i E RN O MRIETHLHZ &2, PEEDVT
X —EORRRE & L CHIRIMAR ZERIE (VTE) &M EN D,

ARTIE, Wbhbwwdxza /) I—7 7 REFERELT, BFE~vAaITHEINDI LI
2o 7o Z LT A, 20044 O FR R P E RIS W T, R OREER ICPER RN E T 5
L, mAMEDVINEBD LN E T, VIEORMER LN 722, nblE, Wi
NHLERMO 7 74 bRoERPIZE Y, FEROPKER IS X OCERFMOEMIZ X2 FRO
FAREENE Z D, D 5> s ENKEOBEICER Lz D EZ 20N, ZUb
DM EH, VIEO Y 27 K+ & LTiX, B, BEMER, Rz monTtnsd, 223,
VIED 56, Z O X5 72iBl al G o r[ Wiy 72 U A 7 [N & B3 5 55 1L B EVTEIC
DHEEN, VAJRHRFNEFETCERWEAITEFEMEVIECOES NS,
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LD XD RVTEDERMERIAS MO D L2772 2 b, VIEOJRESS TRH I
TOHEBEEDNRESIND LI TE e, AARTERZTS (JCS) Moix, [l sE
FRE 3 X ORI EF IR MARIE OZWr, 169, THICET 204 R4 BEFISh, £
20044F O Z RN SOE TiE, Tl iAe ZE AR E TR E BREH ) DNRBRINE S TR 0, ERIKBL
GZB T HDVIEOHERB L O TPHICK T A2WMVEAFIRKEL M ELTND,

KKKk ClE, VIEIZ A L < RO N2 HKA T, KE TIZHER00,0001: % # 2 5 VTEN FIE
L, 77V A, AV, 42V 7, ALV, AU =z—T UVBIOEEZGDED &AM
1005 fE &2 5 LSS TWS, PEICBIT 2L TiE, KETIZEFEQY
300,000 3 A SN TE Y, T LHEZE (MD (170,00014: 7 4) 35 KX Oz H (158,000
th /) TR DMK E B> Ty, EAREEREL RS TS,

THICTHR L, AFIZEB T HVIEREERIL, BRKEHET L LML EVZ TRV E SN
TW5, ERNEBEEREZ X RIC20060FICEENTT o 7r— MEICEL D &, DVITB L)
PEDRAEME L, T TN KREOR/4B IO/ TH D, DVTDIEIELL T4 M 14,6741
ThHO, FBEMEIFEMIOT AN 126] L #HF I TWD, LL, 19974FI2FEE S v
72 BARFFAIRE ST L DA R CIX, YEEORIEFFIIEMS6H TH Y, Z D104
FIBOMEHE ML TV D b D EE XIS, FT-PEDIRIEL H 20065 12Kl S Ni=7 47— b
A TITHFR7,86401 TH VD, FAEMEITFERI1007 A7 62f] L HEFH N TE Y, 1996
RS ORBER R L IRT 5 L, 10EMTIZIER[BUEHENL T2 ERHRESATY
%, PEICET R ERITEELM L THY, 2005 TITRL900N LHESATND?
(Figure 1) , fAMIZ, PEB L ODVTOR L HEEL L ORFERIT, @bzt nwE KR E
WEOMBERD ETHENTEYY, KBITBWTH EE oA FEEORKK, 2k
Rom b, PFHRCREICHES VA7 OBINZR EDOEIZFEV, DVT, PEORRBEIA N E <
o TWAHIM B A BN D,

Figure 1. AMIZEBITS PE LD THERDOHER
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. EHIRMAREREDCHRENDHRLEER =—X

VTE OG¥ICIE, F2aiys, Emys, b — T iEE, BXOFEHRNSH 5, VIE K
HORBEEEIIRD 2 SIWCENEIND, Thbb, GMRERCIIMeErZESIE, N
RMERIBERIC L DDA RET S, BEETH T ZLIChD,

EROBHEIED 5 B, WPREIT AR MR & Uk SRR KB S, AR
BeEWRIED VIETRIROH —BIRE SN TWD, —J7, MATENREN RZEREF TR LT
(X, PAZE L7-#lR 2 VRIS BT 2 B b i EARIER AN L Sh T,

AFICEBWTS, VIEBRRITIEDIC X DHEEERENETH Y, gk e L TRy
Ej~s%Y > [UFH, &ML bR 7 T 2F M (APTT) BNy bo—/LfEd
1.5~25fFICif®] = 5~7 AMoOERAKELE, Zne L7y Uy [EBREREESR
(INR) 1.5~2.5Z7%] o0ffH, b LIZUFH#&E#%, v 77 ) o5 o
WRISFEYETRIR E L CICS A R4 CIIHERINL TS, U7 7 U O 51X, VIE
FRYAZPBMHMY 27 % ERIZGEICIEMET s nTEBY, VAIZREFN
FHHMEDOLG AT 3 v A, FEFREOHEOLE RMERE R FE bbb 35 A (U
A7 ERXT 4y MEWEL THRZRE) , BEFELCHELE L LEEAICITEIVE
W EBHESN TS DD, WTFNDEAETHEWDSETHEHT 2020 TIERIER
FITH TV 2

ONTZ7 7 U raHWEREETIEVVESINEZ LT 2 G, iR iz o T
ITOhN TWAERER R PLEBEEETH D, L LHIIMY 27 B3EN 2 L0, BN EM
b7 E, LTICARTWSODNORENDH 5,

. B (INR 2.0~3.0, AFTiX 1.5~2.5) 2396<, 1B Z F B ke Z 40
DU AT, BEEEZ FERIVEERARHMY A7 035728, INRODEZE/LRE=X
Vo Ik ABEROEBNAGCa L T4 T v AN EE 2 ET

. HRZ2EDHEERNBL O EOMEERRZ N, JFHEOHEH, 5L O
BEICOVWTOMGNREREZET 5

. PUEE[E 1EH OB BRI~ DR 2T B GBI MG7> DA BRI 5 72, FERR D HUEE [
HMEBEHIZX DR ENLELE D

. BME VTE O W IER O PriE@E K 26 H 3 2120, ABE, FESH OO O EENE
FHEICLDWENLE 72D 2 ERE N

HIL Y 27 ICEIBRICED ATREMED & 5 VTE O3 TR 5 2 BE I+ 20, H 5
WIEZE DY A7 ERIET D70 P& G 2P IET 500k, ERRGICE W CRE
Wb~ ein, iU A7 ZR/NRICMZ 2 Z ENAET, 2OoBFMMEOHGF T
LPBEEN DL, VAT RRXT 4y bNNT U RAEHEFT D ENAREE D, &
DX ORBF LWHIEEESE T, BABREKRARHMDY 27 07-oEEE2TIELTHNDEEL DR
FIZX LT, VIERRETHOMBENARERDLLDEEZ TS,
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4. TEXRH R OB ORNME
T EFY N DBHFE O % Table 1123 LT,

T EXH N UDVTEIZX T 5 A8t L OvZaetkid, AEFEIHERABR2ER (CVI850567t
B [AMPLIFY®, 20084E8H ~20134E3H ] ¥ L 1'CV185057# 5 [AMPLIFY-EXT’, 2008

FESH~201248H ] ) BLXOENEIMABRIFAE (CV18516075 [AMPLIFY-J, 20134F1
H~201449H] ) &, #EFE2HRAER (CVI85017: B, 2005412H ~20074£2H) »n 645
ST AE RIS XA L, ok, LERE3MERBIC LT L CEM LAE B2k R

(CVI85017:A8R) X AMIEMEMEDVTHBRE DIRRICH T 57T EXF AN OHE [Smgl
H2F (BID) , 10 mg BID, 353X 020mg 1H 1A (QD) 1 ZaL7=%24H, HIELAIL,

WATHE O HER ERBR TH 5,

AKHEEITESND, 7EFH AN ODVTE L PEDIEEE /2 & N IR0 H| o 8 )5 0E s 2 B

& L7 L,
HIZHSAATEOE N EIE A R SRR O S (PMDA)

o< DR
* I ) %M L7,

Z DR,

I
-
ropszsz, 27, R

I, - B & AT

e, [ ]
B 0SS X, 201341 A X ERNGE 3R (CVI85160
AR ZAERBREFRCHECER L,

T EXH N D VTE DIRER X O EREIME NS S\ TRl S L 7= 4 E S 3 3B 2 35
CENEIHAR I ABROBMK A LD, TO0BERBRO ETARBRT VA o ORM
% Table 2 IZ/~x L 7=,

4.1. AEE 3 HRBR 2 KRB (CV185056 REEB X U CV185057 RER)

RESS 3 FEEER 2 BBR (CVI185056 R E L N CV185057 ki) <Tix, VTE O 2MEHIA
AR AEROZ ) XY RO vuLr 7y ) U (=390 v /O 7 5
V) &, VIE OFEMEIZRE 77 e REERFLEKR L, 7D 27 /X
X7 4w hTa Ty A NVEBFLE,

AMPLIFY B (CV185056 #kk)

M FEFEAMIE B 1L, ML X2 FEEMEAE S (ICAC) XV ERTFCHESN
72IEMEYE VTE (GEESEYE DVT, FEESENE PE) OF 3, 721X VIE BHEENS R 28 H
EEH (VTE,/VTE B#E) ORBFEE L L-, et EEIME R L ICACIT LD
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EM T CHESN KM ORBEEES L L-, KRBOGIMEL XL MICET 55
RELTIZRT,

DVT/PE ®iE#E LT, 7TEFH N 10mgBID7 AjO%, SmgBID % 6 #%
AW 28 (TESFY ANV O, = %30 /U7 7 ) oBEICHT
5HIELYE [VTE/VTE BHEE D A <> M RBEE {95% FHXM (C) :0.0226
(0.0169~0.0283) % 0.0269 (0.0208~0.0331) } , #xV x 2~ {RR (95% CI)
0.8390 (0.5965~1.1802) }, U A7 # {RD (95% CI) :-0.0044 (-0.0128~0.0040) },

EBITIELMED p EIX p<0.0001] AHFES N7,

T )XY RSO T Y B LET BRSO FMEN DVT BB X
DMPERBOKZETHL/REN, DVTEBLOPE B & HICHANICHTE L2 ABRaSK
DIELMEILAEZET- LT,

ZEVEO FHFHMIEE CThH L RHMIZE LT, TEXH Aoz ) 48 )/
T 7 7 U ATkT D EBE [RR (95% CI) : 0.3070 (0.1728, 0.5452) {CV185056
S A = (CSR) Table 14.2.4.1} ] (p<0.0001) 23R &7z,

TEXHARACoOHM T 7 A F )XY R S UL T ) b LT
Birchy, Lo+ XToh T IV — [KH /6K &2 IE K i
(CRNM) , CRNM, /NI, &HMm] i2B8WTZEoEmIE—E8 L T\,

AMPLIFY-EXT &8t (CV185057 &)

BMEEERARE B IX, ICACICX Y BEM T CHIE I NTEMM VIE (FEESEM: DVT,
FEBIENE PE) OFF, T EL2E LR LIEARFMIEE (VIE/ &) ORIEE
L7z, BEMFEFMEEILICACIZEY ERFCHE SN RHMOBEE S E L
oo ARBBROAIMEL L OLE2MICET /R EZ L TIZRT,

VTE IZxt9 5 6~12 » AW OPEEERIEZK T LegREICBWT, 7%
#3225 mg BID [RR (95% CI) =0.3283 (0.2225~0.4844) ] ¥} LU 5 mg BID [RR
(95% CI) =0.3615 (0.2475~0.5281) ] OFIEZ, WInb 7 TR E LT
EBEN RS (WD p<0.0001)

KD ARy FREEITVERL, TEFHARAUEEBI RS TEREETREE T
&)07)‘:0

i U 2 7 oL, 7 EX Y80 25 mgBID BEIZ S T RBEL B L TIE & A
ERwond, HEsniztimy 7 =Y — (Kitifi,/CRNM, CRNM, /hHifi,
i) TIET EXRH N 25mgBID B L 7T B ARFEORIZH A LA EZE TR
oMo T,

FERHMDOU 271, TEFH AN 5mgBID BEIZ 7 7R &L TEWI &
MR STz, KL,/ CRNM OFBEITIZT X430 5mgBID ff L 7T &
REEORICHF 2 A EZITRD N o724, CRNM, /NI, 2o A
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Ny MBEEBICEL UL, TESH A SmgBID#E 77 B ARBEORICH
RHEEBENRD LN,

4.2. ENE 3 HRBR 1 KRB (CV185160 RBR)
AMPLIFY-J 3B (CV185160 k)

Ao E BRI B LA X MHEZBS (CEC) ICX VY EMR FCHE I VIE
/VTE BEAE T o 72, 72, CVI85160 ikBr D& M Tix, BHRMEA X b aEfh

X+ ThNZ End, TSN OFHENEEIBFICE LRI L2 5
mm:, Lm&pﬂﬂﬁ (0 HIF & Lble L72iRBrEE B 5% 2, 12, 24 HEFIZE T 2 ifte o EAL
DA ICBT D E(MERIRADERMMEA & Uiz, ZeMEEEFMEE X CEC Tk Y
Mﬁ?f# E SN KHIM,/CRNM ORBLEIA L LT, KoL L OZ2MIc B
TOHRERELUTICRT,

e Intended Treatment Period & VTE B EHEIXFR D b7z o72, VIEODHRIIT E
FHNCBETIIRD LNT, UFH/‘7}I/77 UUBETIXIPEREED 1 HIZRD S
7.

e DVITEBBIUOPEREOWTNIZBWTY, 7 EXH N0 O MmieiEl ok £ UFH
SUOUNT Y EREETHST,

o THHFAHIAR & L T E L7z Treatment Period D EE AR EMFESSFHEIC L 5 H
% (ISTH) (2 X % K, CRNM O3 HEIAIXZ UFH,/ VL7 7 U VB
(0.2821 : 11739 f3) L0 &7 XY N8 (0.0750 : 3/40 f5]) TIK2»> 7z, EIK
FHETE E CTH D KHIf, CRNM ¥ X OV I 2 & e iz T, EEFEM
HEE B LEEERN SO,

5. KBHEBCAVWDT—F v =V

FRo@m Y, SEE 3 FHEE 2 R B (CV185056 3 L TN CVI185057 #BR) B L OEWNE 3
FHERBE (CVI85160 HER) 7n6, T EXH N ® DVT B LW PE OIS & BFRANH I
WTANTHD Z ENERINT,

25458 X1U255.6 IE\&UT L7V ,CVI185160 3Bk & CV185056 B % hifs L 7= it 4,

RS IO B R Iz, Lo T, Lﬁ@.._*ﬁ%&
R E 2, EELEE AT AT —2 g VEESE (ICH) O A K5 4 > ICH-ES
FREHZHEV, SAES 2 AHRER (CV185017 iABR) I L OVWME 3 fHEER 2 3Bk (CV185056
ABR B LN CVIS5057 iBR) R B G, Figure 2 ICRTRRE T — # /X w r — U ORESE

MARETH D EEZ, KHFEICE- T,
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Figure 2. BRIRT—F R r—¥

BAA B o
| 2 [ {REEE 558 (CV185013) |
EAE I fARiEia5aE £ [ 1850 Rigins5uE
(CV185046) (CV185001/002 Part A)
T OO T FRGER"

EilEhSREE T S A 7o HE (ARISTOTLE-J, ARISTOTLE)
- ipShEs T HEEER (CV185010)

VTEp. 128, 1217 pts. Enox, War
= — «<2.5, 5,10 mg BID, 5, 10, 20 mgQD,>
FERFERNT—2 <:~} — —
BSEE 11+ AR (CV185017)
DWT-tx, 1228 520 pts, Enox/VWar
=5 mg BID, 10 mg BID, 20 mg QD>

ERE L ' ESE TR 5
(CV185160AMPLIFY-J) (CV185056, AMPLIFY)
VTE-tx 65 7. 80 pts(B1E) VIE:Ax 6n A. 5400 pts
<10= 5mg BID, } .77 = - <10= 5 mg BID, )L ZF7!).w»
T T T T @ vt 28 T FECES
| EEE BERESMET -8 (CV185057, AMPLIFY-ext)

VTE-tx. 121 7, 2486 pts
=2 5mg BID. 5 mg BID, 7517k

[ :eO0iesmTist FEOHES

SO0 AGRRFE Tied d 255 2 LI T D &8
CV185001 L EE|D BAGHES CV185111 1 iEH, fittr D BAGLES
CV185073: 752 1L )LD DDIERES CVA85087 i EfTEES

6. TEXUNVOBRER L CEREMAME ST
TEXVARUOBERB I OHBERMOMESITIZUTO XIS ons,

T VXYL, PUEBEREOWES & 72D VTE OFIHIHRE, 72 b I E D% O EHTRR
TlE, HEHEREE L EBREOHFEEZ R LoD, KHIMOBEAE % KIBIZE D &, 2o,
TR EORBIZE WD TRHIME X OKHIM,/ CRNMO IR 2FEICHENIES 2
ER L HRAMH R EZRTHATH D Z ENERINT-, I5I1Z, TEXFF T8
Mo ROBGIZLDIBENAREETHY, BEREEZHE-0D0E=4 1 VIO &R
HBARETHDLZ &b, RFITHBWTH FLEEEEIEO®IS & 725 VIE BE 2B T 5 411
B, RENEEB L OEBME E TCoREEZE L TG, B LWIREOSRRE
W02 EZD, £72, TV AU0L, HRMEIEFEME, HDHVIEDVT,PE
O ER DT, F—HEHETORENATRETH D,

MZTT TN UL, WRA R MIxt L CHITER & L THW B X7 th o B [ % 1k
DREBIIRD LT, DOMOPEBEBFRENL OV EZNAIETH D, TEXFH
ZHW72 VIEJREICE W T, o HtEgEEE & OFH IV T OEKRBR THMRE s
TELT, TOEHAEENOHMOBRENE KT L2 ENTFHREINDIZEND, o
PlgEEE L O HITHRLTB LT, TEFHAAUHATOBRELAHELTWDS, -
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L, 7R AN OEFHITH 12 T D 2 & B X O E AL A% 45 B3 fli <0 i 44 48 7
JEVED ERABTIRE LB GEREBRARWN T &5, SVEFRY ke 48 5 AR <0 i 42 v fR 9 75
Fh & e & 32 B SN D R OBV RSB ASRY CORBEE L ToOMA
ITHELE S L7,

7. HETIVRBLIUHE

A E I TE IR A ZEARE (TR0 5 IR A% i R OV ke ZERRIE) D VG K OVE S Il )
DOEERGEE B E Lz, HEOHEBIOHELZ U TIZRT ¢

AEROCHE (R)

o WE, MAIIEXTEXH AN ELTIEI10mgZE 1 H2E, 7HMEO#EE L%,
1 Smga 1 H2EREO&EET S,
8. ERMDOBERRBROEBOEREIZETI44 (GCP) DOFSF

AHFFEERHNTHWBIRRBRIL, ~ v X EF B L OEENORKRROEH O
RAHEIZPHT 58S (GCP) Z#sT LT,
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Table2.  CV185056, CV185057 3L}t CV185160 RERDEE 27 A L D&

HER/ W RER RBT VA v BIOEE FAEE H
CV185056 T )XY/ VD INRD>2 L5 ET 1 mgkg & 12 B 2 | A btk o0 SN B  EGENE VTE O F
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

ELIQUIS® (apixaban) tablets for oral use
Initial U.S. Approval: 2012

WARNING: (A) PREMATURE DISCONTINUATION OF ELIQUIS

INCREASES THE RISK OF THROMBOTIC EVENTS

(B) SPINAL/EPIDURAL HEMATOMA
See full prescribing information for complete boxed warning.

(A) PREMATURE DISCONTINUATION OF ELIQUIS INCREASES
THE RISK OF THROMBOTIC EVENTS: Premature discontinuation
of any oral anticoagulant, including ELIQUIS, increases the risk of
thrombotic events. To reduce this risk, consider coverage with another
anticoagulant if ELIQUIS is discontinued for a reason other than
pathological bleeding or completion of a course of therapy. (2.5, 5.1,
14.1)
(B) SPINAL/EPIDURAL HEMATOMA: Epidural or spinal
hematomas may occur in patients treated with ELIQUIS 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. (5.3)

--------------------------- RECENT MAJOR CHANGES

Boxed Warning 8/2014
Indications and Usage (1.2) 3/2014
Indications and Usage (1.3, 1.4, 1.5) 8/2014
Dosage and Administration (2.1) 8/2014
Dosage and Administration (2.8) 3/2014
Warnings and Precautions (5.1) 8/2014
Warnings and Precautions (5.3) 3/2014
Warnings and Precautions (5.5) 8/2014

E

------------------------- INDICATIONS AND USAGE
LIQUIS is a factor Xa inhibitor anticoagulant indicated:
to reduce the risk of stroke and systemic embolism in patients with
nonvalvular atrial fibrillation. (1.1)
for the prophylaxis of deep vein thrombosis (DVT), which may lead to
pulmonary embolism (PE), in patients who have undergone hip or knee
replacement surgery. (1.2)
for the treatment of DVT and PE, and for the reduction in the risk of
recurrent DVT and PE following initial therapy. (1.3, 1.4, 1.5)

Reduction of risk of stroke and systemic embolism in nonvalvular atrial

fibrillation:

e The recommended dose is 5 mg orally twice daily. (2.1)

e In patients with at least 2 of the following characteristics: age >80
years, body weight <60 kg, or serum creatinine >1.5 mg/dL, the
recommended dose is 2.5 mg orally twice daily. (2.2)

Prophylaxis of DVT following hip or knee replacement surgery:

e The recommended dose is 2.5 mg orally twice daily. (2.1)

Treatment of DVT and PE:

e The recommended dose is 10 mg taken orally twice daily for 7 days,
followed by 5 mg taken orally twice daily. (2.1)

Reduction in the risk of recurrent DVT and PE following initial therapy:

o The recommended dose is 2.5 mg taken orally twice daily. (2.1)

Tablets: 2.5 mgand 5 mg (3)

CONTRAINDICATIONS
Active pathological bleeding (4)
Severe hypersensitivity to ELIQUIS (4)

ELIQUIS can cause serious, potentially fatal bleeding. Promptly evaluate
signs and symptoms of blood loss. (5.2)
Prosthetic heart valves: ELIQUIS use not recommended. (5.4)

ADVERSE REACTIONS

Most common adverse reactions (>1%) are related to bleeding. (6.1)
To report SUSPECTED ADVERSE REACTIONS, contact Bristol-Myers

Squibb  at

1-800-721-5072 or FDA at 1-800-FDA-1088 or

www.fda.gov/medwatch.

DRUG INTERACTIONS

Strong dual inhibitors of CYP3A4 and P-gp increase blood levels of
apixaban. Reduce dose or avoid coadministration. (2.2, 7.1, 12.3)
Simultaneous use of strong dual inducers of CYP3A4 and P-gp reduces
blood levels of apixaban: Avoid concomitant use. (2.2, 7.2, 12.3)

Pregnancy: Not recommended. (8.1)
Nursing Mothers: Discontinue drug or discontinue nursing. (8.3)
Severe Hepatic Impairment: Not recommended. (12.2)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 8/2014

F

ULL PRESCRIBING INFORMATION: CONTENTS*

WARNING: (A) PREMATURE DISCONTINUATION OF ELIQUIS

INCREASES THE RISK OF THROMBOTIC EVENTS

(B) SPINAL/EPIDURAL HEMATOMA

g b w

INDICATIONS AND USAGE

11 Reduction of Risk of Stroke and Systemic Embolism in
Nonvalvular Atrial Fibrillation

1.2 Prophylaxis of Deep Vein Thrombosis Following Hip or
Knee Replacement Surgery

1.3 Treatment of Deep Vein Thrombosis

14 Treatment of Pulmonary Embolism

15 Reduction in the Risk of Recurrence of DVT and PE

DOSAGE AND ADMINISTRATION

2.1 Recommended Dose

2.2 Dosage Adjustments

2.3 Missed Dose

2.4 Temporary Interruption for Surgery and Other

Interventions
2.5 Converting from or to ELIQUIS
2.6 Hepatic Impairment

2.7 Renal Impairment

2.8 Administration Options

DOSAGE FORMS AND STRENGTHS

CONTRAINDICATIONS

WARNINGS AND PRECAUTIONS

5.1 Increased Risk of Thrombotic Events after Premature
Discontinuation

Reference ID: 3614224

5.2 Bleeding

5.3 Spinal/Epidural Anesthesia or Puncture

5.4 Patients with Prosthetic Heart Valves

55 Acute PE in Hemodynamically Unstable Patients or
Patients who Require Thrombolysis or Pulmonary
Embolectomy

ADVERSE REACTIONS

6.1 Clinical Trials Experience

DRUG INTERACTIONS

7.1 Strong Dual Inhibitors of CYP3A4 and P-gp

7.2 Strong Dual Inducers of CYP3A4 and P-gp

7.3 Anticoagulants and Antiplatelet Agents

USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

8.2 Labor and Delivery

8.3 Nursing Mothers

8.4 Pediatric Use

8.5 Geriatric Use

8.6 End-Stage Renal Disease Patients Maintained with
Hemodialysis

OVERDOSAGE

DESCRIPTION

CLINICAL PHARMACOLOGY

12.1  Mechanism of Action

12.2  Pharmacodynamics

12.3  Pharmacokinetics



13 NONCLINICAL TOXICOLOGY 14.3  Treatment of DVT and PE and Reduction in the Risk of

13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility Recurrence of DVT and PE
14 CLINICAL STUDIES 16 HOW SUPPLIED/STORAGE AND HANDLING
14.1  Reduction of Risk of Stroke and Systemic Embolism in 17 PATIENT COUNSELING INFORMATION
Nonvalvular Atrial Fibrillation
14.2  Prophylaxis of Deep Vein Thrombosis Following Hip or * Sections or subsections omitted from the full prescribing information
Knee Replacement Surgery are not listed.
2

Reference ID: 3614224



FULL PRESCRIBING INFORMATION

WARNING: (A) PREMATURE DISCONTINUATION OF ELIQUIS INCREASES THE
RISK OF THROMBOTIC EVENTS

(B) SPINAL/EPIDURAL HEMATOMA

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

Premature discontinuation of any oral anticoagulant, including ELIQUIS, increases the
risk of thrombotic events. If anticoagulation with ELIQUIS 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 (2.5), Warnings and Precautions
(5.1), and Clinical Studies (14.1)].

(B) SPINAL/EPIDURAL HEMATOMA

Epidural or spinal hematomas may occur in patients treated with ELIQUIS 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 nonsteroidal anti-
inflammatory drugs (NSAIDs), platelet inhibitors, other anticoagulants

e ahistory of traumatic or repeated epidural or spinal punctures
e a history of spinal deformity or spinal surgery

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

[see Warnings and Precautions (5.3)]

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

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

3
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1 INDICATIONS AND USAGE

1.1 Reduction of Risk of Stroke and Systemic Embolism in
Nonvalvular Atrial Fibrillation

ELIQUIS® (apixaban) is indicated to reduce the risk of stroke and systemic embolism in patients
with nonvalvular atrial fibrillation.

1.2 Prophylaxis of Deep Vein Thrombosis Following Hip or Knee
Replacement Surgery

ELIQUIS is indicated for the prophylaxis of deep vein thrombosis (DVT), which may lead to
pulmonary embolism (PE), in patients who have undergone hip or knee replacement surgery.

1.3 Treatment of Deep Vein Thrombosis
ELIQUIS is indicated for the treatment of DVT.

14 Treatment of Pulmonary Embolism
ELIQUIS is indicated for the treatment of PE.

1.5 Reduction in the Risk of Recurrence of DVT and PE

ELIQUIS is indicated to reduce the risk of recurrent DVT and PE following initial therapy.
2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dose

Reduction of Risk of Stroke and Systemic Embolism in Patients with Nonvalvular Atrial
Fibrillation

The recommended dose of ELIQUIS for most patients is 5 mg taken orally twice daily.

Reference ID: 3614224



Prophylaxis of Deep Vein Thrombosis Following Hip or Knee Replacement Surgery
The recommended dose of ELIQUIS is 2.5 mg taken orally twice daily. The initial dose should
be taken 12 to 24 hours after surgery.

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

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

Treatment of DVT and PE

The recommended dose of ELIQUIS is 10 mg taken orally twice daily for 7 days, followed by
5 mg taken orally twice daily.

Reduction in the Risk of Recurrence of DVT and PE

The recommended dose of ELIQUIS is 2.5 mg taken orally twice daily after at least 6 months of
treatment for DVT or PE [see Clinical Studies (14.3)].

2.2 Dosage Adjustments

In patients with nonvalvular atrial fibrillation: The recommended dose of ELIQUIS is 2.5 mg
twice daily in patients with any 2 of the following characteristics:

e age >80 years
e  body weight <60 kg
e serum creatinine >1.5 mg/dL

Coadministration with strong dual CYP3A4 and P-gp inhibitors: For patients receiving
ELIQUIS doses greater than 2.5 mg twice daily, reduce the dose by 50% when ELIQUIS is
coadministered with drugs that are strong dual inhibitors of cytochrome P450 3A4 (CYP3A4)
and P-glycoprotein (P-gp) (e.g., ketoconazole, itraconazole, ritonavir, clarithromycin) [see
Clinical Pharmacology (12.3)].

In patients already taking 2.5 mg twice daily, avoid coadministration of ELIQUIS with strong
dual inhibitors of CYP3A4 and P-gp [see Drug Interactions (7.1)].
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2.3 Missed Dose

If a dose of ELIQUIS is not taken at the scheduled time, the dose should be taken as soon as
possible on the same day and twice-daily administration should be resumed. The dose should not
be doubled to make up for a missed dose.

2.4 Temporary Interruption for Surgery and Other Interventions

ELIQUIS should be discontinued at least 48 hours prior to elective surgery or invasive
procedures with a moderate or high risk of unacceptable or clinically significant bleeding.
ELIQUIS should be discontinued at least 24 hours prior to elective surgery or invasive
procedures with a low risk of bleeding or where the bleeding would be non-critical in location
and easily controlled. Bridging anticoagulation during the 24 to 48 hours after stopping
ELIQUIS and prior to the intervention is not generally required. ELIQUIS should be restarted
after the surgical or other procedures as soon as adequate hemostasis has been established.

2.5 Converting from or to ELIQUIS

Switching from warfarin to ELIQUIS: Warfarin should be discontinued and ELIQUIS started
when the international normalized ratio (INR) is below 2.0.

Switching from ELIQUIS to warfarin: ELIQUIS affects INR, so that initial INR measurements
during the transition to warfarin may not be useful for determining the appropriate dose of
warfarin. If continuous anticoagulation is necessary, discontinue ELIQUIS and begin both a
parenteral anticoagulant and warfarin at the time the next dose of ELIQUIS would have been
taken, discontinuing the parenteral anticoagulant when INR reaches an acceptable range.

Switching between ELIQUIS and anticoagulants other than warfarin: Discontinue one being
taken and begin the other at the next scheduled dose.

2.6 Hepatic Impairment

No dose adjustment is required in patients with mild hepatic impairment.

Because patients with moderate hepatic impairment may have intrinsic coagulation abnormalities
and there is limited clinical experience with ELIQUIS in these patients, dosing recommendations
cannot be provided [see Clinical Pharmacology (12.2)].
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ELIQUIS is not recommended in patients with severe hepatic impairment [see Clinical
Pharmacology (12.3)].

2.7 Renal Impairment

The dosing adjustment for patients with moderate renal impairment and nonvalvular atrial
fibrillation is described above [see Dosage and Administration (2.2)]. The recommended dose
for nonvalvular atrial fibrillation patients with end-stage renal disease (ESRD) maintained on
hemodialysis is 5 mg twice daily. Reduce dose to 2.5 mg twice daily if one of the following
patient characteristics (age >80 years or body weight <60 kg) is present [see Use in Specific
Populations (8.6) and Clinical Pharmacology (12.3)].

No dose adjustment is required for the following indications:

e for the prophylaxis of DVT, which may lead to PE, in patients who have undergone hip or
knee replacement surgery.

e for the treatment of DVT and PE, and for the reduction in the risk of recurrent DVT and PE.
2.8 Administration Options

For patients who are unable to swallow whole tablets, 5 mg and 2.5 mg ELIQUIS tablets may be
crushed and suspended in 60 mL D5W and immediately delivered through a nasogastric tube
(NGT) [see Clinical Pharmacology (12.3)]. Information regarding the administration of crushed
and suspended ELIQUIS tablets swallowed by mouth is not available.

3 DOSAGE FORMS AND STRENGTHS

e 2.5 mg, yellow, round, biconvex, film-coated tablets with “893” debossed on one side and
“2Y%” on the other side.

e 5 mg, pink, oval-shaped, biconvex, film-coated tablets with “894” debossed on one side and
“5” on the other side.

4 CONTRAINDICATIONS

ELIQUIS is contraindicated in patients with the following conditions:
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e Active pathological bleeding [see Warnings and Precautions (5.2) and Adverse Reactions
(6.1)]

e Severe hypersensitivity reaction to ELIQUIS (e.g., anaphylactic reactions) [see Adverse
Reactions (6.1)]

) WARNINGS AND PRECAUTIONS

51 Increased Risk of Thrombotic Events after Premature
Discontinuation

Premature discontinuation of any oral anticoagulant, including ELIQUIS, in the absence of
adequate alternative anticoagulation increases the risk of thrombotic events. An increased rate of
stroke was observed during the transition from ELIQUIS to warfarin in clinical trials in atrial
fibrillation patients. If ELIQUIS 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 (2.5) and Clinical Studies (14.1)].

5.2 Bleeding

ELIQUIS increases the risk of bleeding and can cause serious, potentially fatal, bleeding [see
Dosage and Administration (2.2) and Adverse Reactions (6.1)].

Concomitant use of drugs affecting hemostasis increases the risk of bleeding. These include
aspirin and other antiplatelet agents, other anticoagulants, heparin, thrombolytic agents, selective
serotonin reuptake inhibitors, serotonin norepinephrine reuptake inhibitors, and nonsteroidal
anti-inflammatory drugs (NSAIDs) [see Drug Interactions (7.3)].

Advise patients of signs and symptoms of blood loss and to report them immediately or go to an
emergency room. Discontinue ELIQUIS in patients with active pathological hemorrhage.

There is no established way to reverse the anticoagulant effect of apixaban, which can be
expected to persist for at least 24 hours after the last dose, i.e., for about two drug half-lives. A
specific antidote for ELIQUIS is not available. Hemodialysis does not appear to have a
substantial impact on apixaban exposure [see Clinical Pharmacology (12.3)]. Protamine sulfate
and vitamin K are not expected to affect the anticoagulant activity of apixaban. There is no
experience with antifibrinolytic agents (tranexamic acid, aminocaproic acid) in individuals
receiving apixaban. There is neither scientific rationale for reversal nor experience with systemic
hemostatics (desmopressin and aprotinin) in individuals receiving apixaban. Use of procoagulant

8
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reversal agents such as prothrombin complex concentrate, activated prothrombin complex
concentrate, or recombinant factor Vlla may be considered but has not been evaluated in clinical
studies. Activated oral charcoal reduces absorption of apixaban, thereby lowering apixaban
plasma concentration [see Overdosage (10)].

5.3 Spinal/Epidural Anesthesia or Puncture

When neuraxial anesthesia (spinal/epidural anesthesia) or spinal/epidural puncture is employed,
patients treated with antithrombotic 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.

The risk of these events may be increased by the postoperative use of indwelling epidural
catheters or the concomitant use of medicinal products affecting hemostasis. Indwelling epidural
or intrathecal catheters should not be removed earlier than 24 hours after the last administration
of ELIQUIS. The next dose of ELIQUIS should not be administered earlier than 5 hours after the
removal of the catheter. The risk may also be increased by traumatic or repeated epidural or
spinal puncture. If traumatic puncture occurs, delay the administration of ELIQUIS for 48 hours.

Monitor patients frequently for signs and symptoms of neurological impairment (e.g., numbness
or weakness of the legs, bowel, or bladder dysfunction). If neurological compromise is noted,
urgent diagnosis and treatment is necessary. Prior to neuraxial intervention the physician should
consider the potential benefit versus the risk in anticoagulated patients or in patients to be
anticoagulated for thromboprophylaxis.

5.4 Patients with Prosthetic Heart Valves

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

5.5 Acute PE in Hemodynamically Unstable Patients or Patients
who Require Thrombolysis or Pulmonary Embolectomy

Initiation of ELIQUIS is not recommended as an alternative to unfractionated heparin for the
initial treatment of patients with PE who present with hemodynamic instability or who may
receive thrombolysis or pulmonary embolectomy.
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6 ADVERSE REACTIONS

The following serious adverse reactions are discussed in greater detail in other sections of the
prescribing information.

e Increased risk of thrombotic events after premature discontinuation [see Warnings and
Precautions (5.1)]
e Bleeding [see Warnings and Precautions (5.2)]

e Spinal/epidural anesthesia or puncture [see 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 practice.

Reduction of Risk of Stroke and Systemic Embolism in Nonvalvular Atrial Fibrillation

The safety of ELIQUIS was evaluated in the ARISTOTLE and AVERROES studies [see
Clinical Studies (14)], including 11,284 patients exposed to ELIQUIS 5 mg twice daily and 602
patients exposed to ELIQUIS 2.5 mg twice daily. The duration of ELIQUIS exposure was >12
months for 9375 patients and >24 months for 3369 patients in the two studies. In ARISTOTLE,
the mean duration of exposure was 89 weeks (>15,000 patient-years). In AVERROES, the mean
duration of exposure was approximately 59 weeks (>3000 patient-years).

The most common reason for treatment discontinuation in both studies was for bleeding-related
adverse reactions; in ARISTOTLE this occurred in 1.7% and 2.5% of patients treated with
ELIQUIS and warfarin, respectively, and in AVERROES, in 1.5% and 1.3% on ELIQUIS and
aspirin, respectively.

Bleeding in Patients with Nonvalvular Atrial Fibrillation in ARISTOTLE and AVERROES

Tables 1 and 2 show the number of patients experiencing major bleeding during the treatment
period and the bleeding rate (percentage of subjects with at least one bleeding event per year) in
ARISTOTLE and AVERROES.
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Major bleeding was defined as clinically overt bleeding that was accompanied by one or more of
the following: a decrease in hemoglobin of 2 g/dL or more; a transfusion of 2 or more units of
packed red blood cells; bleeding that occurred in at least one of the following critical sites:
intracranial, intraspinal, intraocular, pericardial, intra-articular, intramuscular with compartment
syndrome, retroperitoneal; or bleeding that was fatal. Intracranial hemorrhage included
intracerebral (hemorrhagic stroke), subarachnoid, and subdural bleeds.

Table 1: Bleeding Events in Patients with Nonvalvular Atrial Fibrillation in
ARISTOTLE
ELIQUIS Warfarin Hazard Ratio P-value
N=9088 N=9052 (95% CI*)
n (Yo/year) n (Yolyear)

Major' 327 (2.13) 462 (3.09) 0.69 (0.60, 0.80) <0.0001
Gastrointestinal (GI)* 128 (0.83) 141 (0.93) 0.89(0.70, 1.14) -
Intracranial 52 (0.33) 125 (0.82) 0.41 (0.30, 0.57) -
Intraocular® 32 (0.21) 22 (0.14) 1.42 (0.83, 2.45) -
Fatal! 10 (0.06) 37 (0.24) 0.27 (0.13, 0.53) -

CRNM** 318 (2.08) 444 (3.00) 0.70 (0.60, 0.80) <0.0001

* Confidence interval.

" International Society on Thrombosis and Hemostasis (ISTH) major bleed assessed by sequential testing strategy
for superiority designed to control the overall type | error in the trial.

Gl bleed includes upper GI, lower GlI, and rectal bleeding.

Intraocular bleed is within the corpus of the eye (a conjunctival bleed is not an intraocular bleed).

Fatal bleed is an adjudicated death because of bleeding during the treatment period and includes both fatal
extracranial bleeds and fatal hemorrhagic stroke.

**CRNM = clinically relevant nonmajor bleeding.

Events associated with each endpoint were counted once per subject, but subjects may have contributed events to
multiple endpoints.

In ARISTOTLE, the results for major bleeding were generally consistent across most major
subgroups including age, weight, CHADS, score (a scale from 0 to 6 used to estimate risk of
stroke, with higher scores predicting greater risk), prior warfarin use, geographic region,
ELIQUIS dose, type of atrial fibrillation (AF), and aspirin use at randomization (Figure 1).
Subjects treated with apixaban with diabetes bled more (3.0% per year) than did subjects without
diabetes (1.9% per year).
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Figure 1:

Subgroup
All Patients
Prior Warfarin/VKA Status
Experienced
Naive
Age
<65 yrs old
>65 to <75 yrs old
>75yrs old
Gender
Male
Female
Weight
<60 kg
>60 kg
Type of Atrial Fibrillation
Permanent/Persistent
Paroxysmal
Prior Stroke or TIA
Yes
No
Diabetes Mellitus
Yes
No
Heart Failure
Yes
No
CHADS, Score
<1
=2
>3
Level of Renal Impairment
Severe or Moderate
Mild
Normal
Apixaban Dose
2.5 mg BID or placebo
5 mg BID or placebo
Geographic Region
North America
Latin America
Europe
Asia/Pacific
Aspirin at Randomization
Yes
No
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Major Bleeding Hazard Ratios by Baseline Characteristics —

ARISTOTLE Study
No. of No. of Events (% per yr)
Patients  Apixaban Warfarin
18140 327 (2.13) 462 (3.09)
10376 185(2.1) 274(3.2)
7764 142 (2.2) 188 (3.0)
5455 56 (1.2) 72 (1.5)
7030 120 (2.0) 166 (2.8)
5655 151 (3.3) 224 (5.2)
11747 225(2.3) 294 (3.0)
6393 102 (1.9) 168 (3.3)
1978 36 (2.3) 62 (4.3)
16102 290 (2.1) 398 (3.0)
15361 283 (2.2) 402 (3.2)
2776 44(1.9) 60 (2.6)
3422 77 (2.8) 106 (3.9)
14718 250 (2.0 356 (2.9)
4526 112 (3.0) 114 (3.1)
13614 215(1.9) 348 (3.1)
5527 87(1.9) 137 (3.1)
12613 240 (2.2) 325(3.1)
6169 76 (1.4) 126 (2.3)
6492 125(2.3) 163 (3.0)
5479 126 (2.9) 173 (4.2)
3005 73(3.2) 142 (6.4)
7565 157 (2.5) 199 (3.2)
7496 96 (1.5) 119(1.8)
826 20 (3.3) 37 (6.7)
17314 307 (2.1) 425 (3.0)
4463 106 (2.8) 137 (3.6)
3460 60 (2.1) 94 (3.5)
7313 110(1.7) 135(2.2)
2904 51(2.1) 96 (4.1)
5608 129 (2.7) 164 (3.7)
12532 198 (1.9) 298 (2.8)
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Table 2: Bleeding Events in Patients with Nonvalvular Atrial Fibrillation in

AVERROES
ELIQUIS Aspirin Hazard Ratio P-value
N=2798 N=2780 (95% ClI)
n (Yo/year) n (Yo/year)
Major 45 (1.41) 29 (0.92) 1.54 (0.96, 2.45) 0.07
Fatal 5(0.16) 5(0.16) 0.99 (0.23, 4.29) -
Intracranial 11 (0.34) 11 (0.35) 0.99 (0.39, 2.51) -

Events associated with each endpoint were counted once per subject, but subjects may have contributed events to
multiple endpoints.

Other Adverse Reactions

Hypersensitivity reactions (including drug hypersensitivity, such as skin rash, and anaphylactic
reactions, such as allergic edema) and syncope were reported in <1% of patients receiving
ELIQUIS.

Prophylaxis of Deep Vein Thrombosis Following Hip or Knee Replacement Surgery

The safety of ELIQUIS has been evaluated in 1 Phase Il and 3 Phase 11 studies including 5924
patients exposed to ELIQUIS 2.5 mg twice daily undergoing major orthopedic surgery of the
lower limbs (elective hip replacement or elective knee replacement) treated for up to 38 days.

In total, 11% of the patients treated with ELIQUIS 2.5 mg twice daily experienced adverse
reactions.

Bleeding results during the treatment period in the Phase Ill studies are shown in Table 3.
Bleeding was assessed in each study beginning with the first dose of double-blind study drug.
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Table 3: Bleeding During the Treatment Period in Patients Undergoing
Elective Hip or Knee Replacement Surgery
Bleeding ADVANCE-3 ADVANCE-2 ADVANCE-1
Endpoint* Hip Replacement Surgery Knee Replacement Surgery | Knee Replacement Surgery
ELIQUIS Enoxaparin ELIQUIS Enoxaparin ELIQUIS Enoxaparin
25mgpobid | 40mgscqd | 2.5mgpobid | 40mgscqd | 2.5 mg po bid 30 mg sc
35+3 days 35+3 days 12+2 days 12+2 days 12+2 days g12h
12+2 days
First dose First dose First dose First dose First dose First dose
12to 24 9to 15 12to 24 9to 15 12 to 24 12to 24
hours post hours prior hours post hours prior hours post hours post
surgery to surgery surgery to surgery surgery surgery
All treated N=2673 N=2659 N=1501 N=1508 N=1596 N=1588
Major 22 (0.82%) 18 (0.68%) 9 (0.60%)" 14 (0.93%) 11 (0.69%) 22 (1.39%)
(including
surgical site)
Fatal 0 0 0 0 0 1 (0.06%)
Hgb 13 (0.49%) 10 (0.38%) 8 (0.53%) 9 (0.60%) 10 (0.63%) 16 (1.01%)
decrease
>2 g/dL
Transfusion 16 (0.60%) 14 (0.53%) 5 (0.33%) 9 (0.60%) 9 (0.56%) 18 (1.13%)
of >2 units
RBC
Bleed at 1 (0.04%) 1 (0.04%) 1 (0.07%) 2 (0.13%) 1 (0.06%) 4 (0.25%)
critical site®
Major 129 (4.83%) | 134 (5.04%) 53 (3.53%) 72 (4.77%) 46 (2.88%) 68 (4.28%)
+ CRNM'
All 313 (11.71%) | 334 (12.56%) | 104 (6.93%) | 126 (8.36%) | 85 (5.33%) 108 (6.80%)
jr‘ All bleeding criteria included surgical site bleeding.

Includes 13 subjects with major bleeding events that occurred before the first dose of apixaban (administered 12
to 24 hours post surgery).

Includes 5 subjects with major bleeding events that occurred before the first dose of apixaban (administered 12 to
24 hours post surgery).

Intracranial, intraspinal, intraocular, pericardial, an operated joint requiring re-operation or intervention,
intramuscular with compartment syndrome, or retroperitoneal. Bleeding into an operated joint requiring re-
operation or intervention was present in all patients with this category of bleeding. Events and event rates include
one enoxaparin-treated patient in ADVANCE-1 who also had intracranial hemorrhage.

CRNM = clinically relevant nonmajor.

Adverse reactions occurring in >1% of patients undergoing hip or knee replacement surgery in
the 1 Phase Il study and the 3 Phase Il studies are listed in Table 4.
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Table 4: Adverse Reactions Occurring in 21% of Patients in Either Group
Undergoing Hip or Knee Replacement Surgery

ELIQUIS, n (%) Enoxaparin, n (%)
2.5 mg po bid 40 mg sc qd or
30 mg sc q12h
N=5924 N=5904
Nausea 153 (2.6) 159 (2.7)
Anemia (including postoperative and hemorrhagic anemia, 153 (2.6) 178 (3.0)
and respective laboratory parameters)
Contusion 83 (1.4) 115 (1.9)
Hemorrhage (including hematoma, and vaginal and urethral 67 (1.1) 81 (1.4)
hemorrhage)
Postprocedural hemorrhage (including postprocedural 54 (0.9) 60 (1.0)
hematoma, wound hemorrhage, vessel puncture site
hematoma and catheter site hemorrhage)
Transaminases increased (including alanine aminotransferase 50 (0.8) 71(1.2)
increased and alanine aminotransferase abnormal)
Aspartate aminotransferase increased 47 (0.8) 69 (1.2)
Gamma-glutamyltransferase increased 38 (0.6) 65 (1.1)

Less common adverse reactions in apixaban-treated patients undergoing hip or knee replacement
surgery occurring at a frequency of >0.1% to <1%:

Blood and lymphatic system disorders: thrombocytopenia (including platelet count decreases)
Vascular disorders: hypotension (including procedural hypotension)
Respiratory, thoracic, and mediastinal disorders: epistaxis

Gastrointestinal disorders: gastrointestinal hemorrhage (including hematemesis and melena),
hematochezia

Hepatobiliary disorders: liver function test abnormal, blood alkaline phosphatase increased,
blood bilirubin increased

Renal and urinary disorders: hematuria (including respective laboratory parameters)

Injury, poisoning, and procedural complications: wound secretion, incision-site hemorrhage
(including incision-site hematoma), operative hemorrhage
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Less common adverse reactions in apixaban-treated patients undergoing hip or knee replacement
surgery occurring at a frequency of <0.1%:

Gingival bleeding, hemoptysis, hypersensitivity, muscle hemorrhage, ocular hemorrhage
(including conjunctival hemorrhage), rectal hemorrhage

Treatment of DVT and PE and Reduction in the Risk of Recurrence of DVT or PE

The safety of ELIQUIS has been evaluated in the AMPLIFY and AMPLIFY-EXT studies,
including 2676 patients exposed to ELIQUIS 10 mg twice daily, 3359 patients exposed to
ELIQUIS 5 mg twice daily, and 840 patients exposed to ELIQUIS 2.5 mg twice daily.

Common adverse reactions (>1%) were gingival bleeding, epistaxis, contusion, hematuria, rectal
hemorrhage, hematoma, menorrhagia, and hemoptysis.

AMPLIFY Study

The mean duration of exposure to ELIQUIS was 154 days and to enoxaparin/warfarin was 152
days in the AMPLIFY study. Adverse reactions related to bleeding occurred in 417 (15.6%)
ELIQUIS-treated patients compared to 661 (24.6%) enoxaparin/warfarin-treated patients. The
discontinuation rate due to bleeding events was 0.7% in the ELIQUIS-treated patients compared
to 1.7% in enoxaparin/warfarin-treated patients in the AMPLIFY study.

In the AMPLIFY study, ELIQUIS was statistically superior to enoxaparin/warfarin in the
primary safety endpoint of major bleeding (relative risk 0.31, 95% CI [0.17, 0.55], P-value
<0.0001).

Bleeding results from the AMPLIFY study are summarized in Table 5.
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Table 5: Bleeding Results in the AMPLIFY Study

ELIQUIS Enoxaparin/Warfarin Relative Risk (95% CI)
N=2676 N=2689
n (%) n (%)
Major 15 (0.6) 49 (1.8) 0.31(0.17, 0.55)
p<0.0001
CRNM* 103 (3.9) 215 (8.0)
Major + CRNM 115 (4.3) 261 (9.7)
Minor 313 (11.7) 505 (18.8)
All 402 (15.0) 676 (25.1)

* CRNM = clinically relevant nonmajor bleeding.
Events associated with each endpoint were counted once per subject, but subjects may have contributed events to
multiple endpoints.

Adverse reactions occurring in >1% of patients in the AMPLIFY study are listed in Table 6.

Table 6: Adverse Reactions Occurring in 21% of Patients Treated for DVT
and PE in the AMPLIFY Study
ELIQUIS Enoxaparin/Warfarin
N=2676 N=2689
n (%) n (%)

Epistaxis 77 (2.9) 146 (5.4)
Contusion 49 (1.8) 97 (3.6)
Hematuria 46 (1.7) 102 (3.8)
Menorrhagia 38 (1.4) 30 (1.1)
Hematoma 35 (1.3) 76 (2.8)
Hemoptysis 32 (1.2) 31(1.2)
Rectal hemorrhage 26 (1.0) 39 (1.5)
Gingival bleeding 26 (1.0) 50 (1.9)

AMPLIFY-EXT Study

The mean duration of exposure to ELIQUIS was approximately 330 days and to placebo was 312
days in the AMPLIFY-EXT study. Adverse reactions related to bleeding occurred in 219
(13.3%) ELIQUIS-treated patients compared to 72 (8.7%) placebo-treated patients. The
discontinuation rate due to bleeding events was approximately 1% in the ELIQUIS-treated
patients compared to 0.4% in those patients in the placebo group in the AMPLIFY-EXT study.

Bleeding results from the AMPLIFY-EXT study are summarized in Table 7.
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Table 7: Bleeding Results in the AMPLIFY-EXT Study

ELIQUIS 2.5 mg ELIQUIS5 mg Placebo

N=840 N=811 N=826

n (%) n (%) n (%)

Major 2(0.2) 1(0.1) 4 (0.5)
CRNM* 25 (3.0 34 (4.2) 19 (2.3)
Major + CRNM 27 (3.2) 35 (4.3) 22 (2.7)
Minor 75 (8.9) 98 (12.1) 58 (7.0)
All 94 (11.2) 121 (14.9) 74 (9.0)

* CRNM = clinically relevant nonmajor bleeding.

Events associated with each endpoint were counted once per subject, but subjects may have contributed events to

multiple endpoints.

Adverse reactions occurring in >1% of patients in the AMPLIFY-EXT study are listed in

Table 8.
Table 8: Adverse Reactions Occurring in 21% of Patients Undergoing
Extended Treatment for DVT and PE in the AMPLIFY-EXT Study
ELIQUIS 2.5 mg ELIQUIS5 mg Placebo
N=840 N=811 N=826
n (%) n (%) n (%)
Epistaxis 13 (1.5) 29 (3.6) 9(1.1)
Hematuria 12 (1.4) 17 (2.2) 9(1.1)
Hematoma 13 (1.5) 16 (2.0) 10 (1.2)
Contusion 18 (2.1) 18 (2.2) 18 (2.2)
Gingival bleeding 12 (1.4) 9(1.1) 3(0.4)

Other Adverse Reactions

Less common adverse reactions in ELIQUIS-treated patients in the AMPLIFY or AMPLIFY-

EXT studies occurring at a frequency of >0.1% to <1%:
Blood and lymphatic system disorders: hemorrhagic anemia

Gastrointestinal ~ disorders: hematochezia, hemorrhoidal hemorrhage,
hemorrhage, hematemesis, melena, anal hemorrhage

Injury, poisoning, and procedural complications: wound hemorrhage,
hemorrhage, traumatic hematoma, periorbital hematoma

Musculoskeletal and connective tissue disorders: muscle hemorrhage
18
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Reproductive  system and breast disorders: vaginal hemorrhage, metrorrhagia,
menometrorrhagia, genital hemorrhage

Vascular disorders: hemorrhage
Skin and subcutaneous tissue disorders: ecchymosis, skin hemorrhage, petechiae
Eye disorders: conjunctival hemorrhage, retinal hemorrhage, eye hemorrhage

Investigations: blood urine present, occult blood positive, occult blood, red blood cells urine
positive

General disorders and administration-site conditions: injection-site hematoma, vessel puncture-
site hematoma

7 DRUG INTERACTIONS

Apixaban is a substrate of both CYP3A4 and P-gp. Inhibitors of CYP3A4 and P-gp increase
exposure to apixaban and increase the risk of bleeding. Inducers of CYP3A4 and P-gp decrease
exposure to apixaban and increase the risk of stroke and other thromboembolic events.

7.1 Strong Dual Inhibitors of CYP3A4 and P-gp

For patients receiving ELIQUIS doses greater than 2.5 mg twice daily, the dose of ELIQUIS
should be decreased by 50% when it is coadministered with drugs that are strong dual inhibitors
of CYP3A4 and P-gp (e.g., ketoconazole, itraconazole, ritonavir, or clarithromycin) [see Dosage
and Administration (2.2) and Clinical Pharmacology (12.3)].

For patients receiving ELIQUIS at a dose of 2.5 mg twice daily, avoid coadministration with
strong dual inhibitors of CYP3A4 and P-gp [see Dosage and Administration (2.2) and Clinical
Pharmacology (12.3)].

7.2 Strong Dual Inducers of CYP3A4 and P-gp

Avoid concomitant use of ELIQUIS with strong dual inducers of CYP3A4 and P-gp (e.g.,
rifampin, carbamazepine, phenytoin, St. John’s wort) because such drugs will decrease exposure
to apixaban [see Clinical Pharmacology (12.3)].
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7.3 Anticoagulants and Antiplatelet Agents

Coadministration of antiplatelet agents, fibrinolytics, heparin, aspirin, and chronic NSAID use
increases the risk of bleeding.

APPRAISE-2, a placebo-controlled clinical trial of apixaban in high-risk, post-acute coronary
syndrome patients treated with aspirin or the combination of aspirin and clopidogrel, was
terminated early due to a higher rate of bleeding with apixaban compared to placebo. The rate of
ISTH major bleeding was 2.77% per year with apixaban versus 0.62% per year with placebo in
patients receiving single antiplatelet therapy and was 5.91% per year with apixaban versus
2.50% per year with placebo in those receiving dual antiplatelet therapy.

In ARISTOTLE, concomitant use of aspirin increased the bleeding risk on ELIQUIS from 1.8%
per year to 3.4% per year and the bleeding risk on warfarin from 2.7% per year to 4.6% per year.
In this clinical trial, there was limited (2.3%) use of dual antiplatelet therapy with ELIQUIS.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category B

There are no adequate and well-controlled studies of ELIQUIS in pregnant women. Treatment is
likely to increase the risk of hemorrhage during pregnancy and delivery. ELIQUIS should be
used during pregnancy only if the potential benefit outweighs the potential risk to the mother and
fetus.

Treatment of pregnant rats, rabbits, and mice after implantation until the end of gestation resulted
in fetal exposure to apixaban, but was not associated with increased risk for fetal malformations
or toxicity. No maternal or fetal deaths were attributed to bleeding. Increased incidence of
maternal bleeding was observed in mice, rats, and rabbits at maternal exposures that were 19, 4,
and 1 times, respectively, the human exposure of unbound drug, based on area under plasma-
concentration time curve (AUC) comparisons at the maximum recommended human dose
(MRHD) of 10 mg (5 mg twice daily).
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8.2 Labor and Delivery

Safety and effectiveness of ELIQUIS during labor and delivery have not been studied in clinical
trials. Consider the risks of bleeding and of stroke in using ELIQUIS in this setting [see
Warnings and Precautions (5.2)].

Treatment of pregnant rats from implantation (gestation Day 7) to weaning (lactation Day 21)
with apixaban at a dose of 1000 mg/kg (about 5 times the human exposure based on unbound
apixaban) did not result in death of offspring or death of mother rats during labor in association
with uterine bleeding. However, increased incidence of maternal bleeding, primarily during
gestation, occurred at apixaban doses of >25 mg/kg, a dose corresponding to >1.3 times the
human exposure.

8.3 Nursing Mothers

It is unknown whether apixaban or its metabolites are excreted in human milk. Rats excrete
apixaban in milk (12% of the maternal dose).

Women should be instructed either to discontinue breastfeeding or to discontinue ELIQUIS
therapy, 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 subjects in the ARISTOTLE and AVERROES clinical studies, >69% were 65 and
older, and >31% were 75 and older. In the ADVANCE-1, ADVANCE-2, and ADVANCE-3
clinical studies, 50% of subjects were 65 and older, while 16% were 75 and older. In the
AMPLIFY and AMPLIFY-EXT clinical studies, >32% of subjects were 65 and older and >13%
were 75 and older. No clinically significant differences in safety or effectiveness were observed
when comparing subjects in different age groups.
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8.6 End-Stage Renal Disease Patients Maintained with
Hemodialysis

Patients with ESRD with or without hemodialysis were not studied in clinical efficacy and safety
studies with ELIQUIS; therefore, the dosing recommendation for patients with nonvalvular atrial
fibrillation is based on pharmacokinetic and pharmacodynamic (anti-Factor Xa activity) data in
subjects with ESRD maintained on dialysis. The recommended dose for ESRD patients
maintained with hemodialysis is 5 mg orally twice daily. For ESRD patients maintained with
hemodialysis with one of the following patient characteristics, age >80 years or body weight
<60 kg, reduce dose to 2.5 mg twice daily [see Dosage and Administration (2.7) and Clinical
Pharmacology (12.2, 12.3)].

10 OVERDOSAGE

There is no antidote to ELIQUIS. Overdose of ELIQUIS increases the risk of bleeding [see
Warnings and Precautions (5.2)].

In controlled clinical trials, orally administered apixaban in healthy subjects at doses up to 50 mg
daily for 3 to 7 days (25 mg twice daily for 7 days or 50 mg once daily for 3 days) had no
clinically relevant adverse effects.

In healthy subjects, administration of activated charcoal 2 and 6 hours after ingestion of a 20-mg
dose of apixaban reduced mean apixaban AUC by 50% and 27%, respectively. Thus,
administration of activated charcoal may be useful in the management of apixaban overdose or
accidental ingestion.

11 DESCRIPTION

ELIQUIS (apixaban), a factor Xa (FXa) inhibitor, is chemically described as 1-(4-
methoxyphenyl)-7-oxo-6-[4-(2-oxopiperidin-1-yl)phenyl]-4,5,6,7-tetrahydro-1H-pyrazolo[3,4-
c]pyridine-3-carboxamide. Its molecular formula is CysHy5Ns04, Which corresponds to a
molecular weight of 459.5. Apixaban has the following structural formula:
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HoN

H3CO

Apixaban is a white to pale-yellow powder. At physiological pH (1.2-6.8), apixaban does not
ionize; its aqueous solubility across the physiological pH range is ~0.04 mg/mL.

ELIQUIS tablets are available for oral administration in strengths of 2.5 mg and 5mg of
apixaban with the following inactive ingredients: anhydrous lactose, microcrystalline cellulose,
croscarmellose sodium, sodium lauryl sulfate, and magnesium stearate. The film coating contains
lactose monohydrate, hypromellose, titanium dioxide, triacetin, and yellow iron oxide (2.5 mg
tablets) or red iron oxide (5 mg tablets).

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Apixaban is a selective inhibitor of FXa. It does not require antithrombin Il for antithrombotic
activity. Apixaban inhibits free and clot-bound FXa, and prothrombinase activity. Apixaban has
no direct effect on platelet aggregation, but indirectly inhibits platelet aggregation induced by
thrombin. By inhibiting FXa, apixaban decreases thrombin generation and thrombus
development.

12.2 Pharmacodynamics

As a result of FXa inhibition, apixaban prolongs clotting tests such as prothrombin time (PT),
INR, and activated partial thromboplastin time (aPTT). Changes observed in these clotting tests
at the expected therapeutic dose, however, are small, subject to a high degree of variability, and
not useful in monitoring the anticoagulation effect of apixaban.

The Rotachrom® Heparin chromogenic assay was used to measure the effect of apixaban on FXa
activity in humans during the apixaban development program. A concentration-dependent
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increase in anti-FXa activity was observed in the dose range tested and was similar in healthy
subjects and patients with AF.

This test is not recommended for assessing the anticoagulant effect of apixaban.

Pharmacodynamic Drug Interaction Studies

Pharmacodynamic drug interaction studies with aspirin, clopidogrel, aspirin and clopidogrel,
prasugrel, enoxaparin, and naproxen were conducted. No pharmacodynamic interactions were
observed with aspirin, clopidogrel, or prasugrel [see Warnings and Precautions (5.2)]. A 50% to
60% increase in anti-FXa activity was observed when apixaban was coadministered with
enoxaparin or naproxen.

Specific Populations

Renal impairment: Anti-FXa activity adjusted for exposure to apixaban was similar across renal
function categories.

Hepatic impairment: Changes in anti-FXa activity were similar in patients with mild-to-
moderate hepatic impairment and healthy subjects. However, in patients with moderate hepatic
impairment, there is no clear understanding of the impact of this degree of hepatic function
impairment on the coagulation cascade and its relationship to efficacy and bleeding. Patients
with severe hepatic impairment were not studied.

Cardiac Electrophysiology
Apixaban has no effect on the QTc interval in humans at doses up to 50 mg.
12.3 Pharmacokinetics

Apixaban demonstrates linear pharmacokinetics with dose-proportional increases in exposure for
oral doses up to 10 mg.

Absorption

The absolute bioavailability of apixaban is approximately 50% for doses up to 10 mg of
ELIQUIS. Food does not affect the bioavailability of apixaban. Maximum concentrations (Cpax)
of apixaban appear 3 to 4 hours after oral administration of ELIQUIS. At doses >25 mg,
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apixaban displays dissolution-limited absorption with decreased bioavailability. Following
administration of a crushed 5 mg ELIQUIS tablet that was suspended in 60 mL D5W and
delivered through a nasogastric tube (NGT), exposure was similar to that seen in other clinical
trials involving healthy volunteers receiving a single oral 5 mg tablet dose.

Distribution

Plasma protein binding in humans is approximately 87%. The volume of distribution (Vss) is
approximately 21 liters.

Metabolism

Approximately 25% of an orally administered apixaban dose is recovered in urine and feces as
metabolites. Apixaban is metabolized mainly via CYP3A4 with minor contributions from
CYP1A2, 2C8, 2C9, 2C19, and 2J2. O-demethylation and hydroxylation at the 3-oxopiperidinyl
moiety are the major sites of biotransformation.

Unchanged apixaban is the major drug-related component in human plasma; there are no active
circulating metabolites.

Elimination

Apixaban is eliminated in both urine and feces. Renal excretion accounts for about 27% of total
clearance. Biliary and direct intestinal excretion contributes to elimination of apixaban in the
feces.

Apixaban has a total clearance of approximately 3.3 L/hour and an apparent half-life of
approximately 12 hours following oral administration.

Apixaban is a substrate of transport proteins: P-gp and breast cancer resistance protein.

Drug Interaction Studies

In vitro apixaban studies at concentrations significantly greater than therapeutic exposures, no
inhibitory effect on the activity of CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2D6,
CYP3A4/5, or CYP2C19, nor induction effect on the activity of CYP1A2, CYP2B6, or
CYP3A4/5 were observed. Therefore, apixaban is not expected to alter the metabolic clearance
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of coadministered drugs that are metabolized by these enzymes. Apixaban is not a significant
inhibitor of P-gp.

The effects of coadministered drugs on the pharmacokinetics of apixaban and associated dose
recommendations are summarized in Figure 2 [see also Warnings and Precautions (5.2) and
Drug Interactions (7)].

Figure 2: Effect of Coadministered Drugs on the Pharmacokinetics of Apixaban
Interacting Drug PK Fold Change and 90% Cl Recommendation
Strong CYP3A4 and P-gp Inhibitor
Ketoconazole 400 mg Cnax eo—u See Drug Interactions (7.1)

Other CYP3A4 and P-gp Inhibitors

Diltiazem 360 mg Crnax —a—n No dose adjustment
AUC —ela
Naproxen 500 mg Cmax ——u No dose adjustment
Strong CYP3A4 and P-gp Inducer
Rifampin 600 mg Crnax sgn See Drug Interactions (7.2)
AUIC

05 1.0 15 2.0

Change Relative to Reference*

* Dashed vertical lines illustrate pharmacokinetic changes that were used to inform dosing recommendations.
Dosing recommendations were also informed by clinical considerations [see Warnings and Precautions (5.2)
and Drug Interactions (7)].

In dedicated studies conducted in healthy subjects, famotidine, atenolol, prasugrel, and
enoxaparin did not meaningfully alter the pharmacokinetics of apixaban.

In studies conducted in healthy subjects, apixaban did not meaningfully alter the
pharmacokinetics of digoxin, naproxen, atenolol, prasugrel, or acetylsalicylic acid.

Specific Populations

The effects of level of renal impairment, age, body weight, and level of hepatic impairment on
the pharmacokinetics of apixaban are summarized in Figure 3.
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Figure 3: Effect of Specific Populations on the Pharmacokinetics of Apixaban

Population Description PK Fold Change and 90% CI Recommendation
End-Stage Renal C., - ! No dose adjustment
Disease*/Normal AUC ! ———
Renal Impairment; C.o — e No dose adjustment
Severe'/Normal ALC .
Renal Impairment; [:“_ I —— No dose adjustment
Moderate/Normal AU =
Renal Impairment: C. —p No dose adjustment
MildNormal AlC L
Age: C.. N P No dose adjustment
=65 years/18-40 years ALC | ——a
Body Weight: C.. o 5 No dose adjustment
>120 k/65-85 kg ALC —p— :
Body Weight C.. A [N No dose adjustment
<50 kg/65-85 kg ALC : e
Hepatic Impairment: Cu ._.,,_. Dosing recommendation
Moderate/Normal ALC | —t—— cannot be provided
Hepatic Impairment; C.. L ,_._: . . No dose adjustment
Mild/Normal AUC : —p— :
I | ] |
05 1.0 1.5 2.0

Change Relative to Reference

* ESRD subjects maintained with chronic and stable hemodialysis; reported PK findings are following single
dose of apixaban post hemodialysis.

Creatinine clearance 15 to 29 mL/min.
Dashed vertical lines illustrate pharmacokinetic changes that were used to inform dosing recommendations.

A study in healthy subjects comparing the pharmacokinetics in males and females showed no
meaningful difference.

The results across pharmacokinetic studies in normal subjects showed no differences in apixaban
pharmacokinetics among White/Caucasian, Asian, and Black/African American subjects. No
dose adjustment is required based on race/ethnicity.

In subjects with ESRD, a 4-hour hemodialysis session with a dialysate flow rate of 500 mL/min
and a blood flow rate in the range of 350 to 500 mL/min started 2 hours after administration of a
single 5 mg dose of apixaban, the AUC of apixaban was 17% greater compared to those with
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normal renal function. The dialysis clearance of apixaban is approximately 18 mL/min resulting
in a 14% decrease in exposure due to hemodialysis compared to off-dialysis period.

Protein binding was similar (92%-94%) between healthy controls and the on-dialysis and off-
dialysis periods.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis: Apixaban was not carcinogenic when administered to mice and rats for up to 2
years. The systemic exposures (AUCs) of unbound apixaban in male and female mice at the
highest doses tested (1500 and 3000 mg/kg/day) were 9 and 20 times, respectively, the human
exposure of unbound drug at the MRHD of 10 mg/day. Systemic exposures of unbound apixaban
in male and female rats at the highest dose tested (600 mg/kg/day) were 2 and 4 times,
respectively, the human exposure.

Mutagenesis: Apixaban was neither mutagenic in the bacterial reverse mutation (Ames) assay,
nor clastogenic in Chinese hamster ovary cells in vitro, in a 1-month in vivo/in vitro cytogenetics
study in rat peripheral blood lymphocytes, or in a rat micronucleus study in vivo.

Impairment of Fertility: Apixaban had no effect on fertility in male or female rats when given at
doses up to 600 mg/kg/day, a dose resulting in exposure levels that are 3 and 4 times,
respectively, the human exposure.

Apixaban administered to female rats at doses up to 1000 mg/kg/day from implantation through
the end of lactation produced no adverse findings in male offspring (F; generation) at doses up to
1000 mg/kg/day, a dose resulting in exposure that is 5 times the human exposure. Adverse
effects in the Fi-generation female offspring were limited to decreased mating and fertility
indices at 1000 mg/kg/day.
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14 CLINICAL STUDIES

14.1 Reduction of Risk of Stroke and Systemic Embolism in
Nonvalvular Atrial Fibrillation

ARISTOTLE

Evidence for the efficacy and safety of ELIQUIS was derived from ARISTOTLE, a
multinational, double-blind study in patients with nonvalvular AF comparing the effects of
ELIQUIS and warfarin on the risk of stroke and non-central nervous system (CNS) systemic
embolism. In ARISTOTLE, patients were randomized to ELIQUIS 5 mg orally twice daily (or
2.5 mg twice daily in subjects with at least 2 of the following characteristics: age >80 years,
body weight <60 kg, or serum creatinine >1.5 mg/dL) or to warfarin (targeted to an INR range of
2.0-3.0). Patients had to have one or more of the following additional risk factors for stroke:

e prior stroke or transient ischemic attack (TIA)

e prior systemic embolism

e age >75 years

e arterial hypertension requiring treatment

e diabetes mellitus

e heart failure >New York Heart Association Class 2
e left ventricular ejection fraction <40%

The primary objective of ARISTOTLE was to determine whether ELIQUIS 5 mg twice daily (or
2.5mg twice daily) was effective (noninferior to warfarin) in reducing the risk of stroke
(ischemic or hemorrhagic) and systemic embolism. Superiority of ELIQUIS to warfarin was also
examined for the primary endpoint (rate of stroke and systemic embolism), major bleeding, and
death from any cause.

A total of 18,201 patients were randomized and followed on study treatment for a median of 89
weeks. Forty-three percent of patients were vitamin K antagonist (VKA) “naive,” defined as
having received <30 consecutive days of treatment with warfarin or another VKA before
entering the study. The mean age was 69 years and the mean CHADS, score (a scale from 0 to 6
used to estimate risk of stroke, with higher scores predicting greater risk) was 2.1. The
population was 65% male, 83% Caucasian, 14% Asian, and 1% Black. There was a history of
stroke, TIA, or non-CNS systemic embolism in 19% of patients. Concomitant diseases of
patients in this study included hypertension 88%, diabetes 25%, congestive heart failure (or left
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ventricular ejection fraction <40%) 35%, and prior myocardial infarction 14%. Patients treated

with warfarin in ARISTOTLE had a mean percentage of time in therapeutic range (INR 2.0-3.0)
of 62%.

ELIQUIS was superior to warfarin for the primary endpoint of reducing the risk of stroke and
systemic embolism (Table 9 and Figure 4). Superiority to warfarin was primarily attributable to a
reduction in hemorrhagic stroke and ischemic strokes with hemorrhagic conversion compared to
warfarin. Purely ischemic strokes occurred with similar rates on both drugs.

ELIQUIS also showed significantly fewer major bleeds than warfarin [see Adverse Reactions

(6.1)].
Table 9: Key Efficacy Outcomes in Patients with Nonvalvular Atrial
Fibrillation in ARISTOTLE (Intent-to-Treat Analysis)
ELIQUIS Warfarin Hazard Ratio P-value
N=9120 N=9081 (95% CI)
n (Ylyear) n (%/year)
Stroke or systemic embolism 212 (1.27) 265 (1.60) 0.79 (0.66, 0.95) 0.01
Stroke 199 (1.19) 250 (1.51) 0.79 (0.65, 0.95)
Ischemic without hemorrhage 140 (0.83) 136 (0.82) 1.02 (0.81, 1.29)
Ischemic with hemorrhagic conversion 12 (0.07) 20 (0.12) 0.60 (0.29, 1.23)
Hemorrhagic 40 (0.24) 78 (0.47) 0.51 (0.35, 0.75)
Unknown 14 (0.08) 21 (0.13) 0.65 (0.33, 1.29)
Systemic embolism 15 (0.09) 17 (0.10) 0.87 (0.44, 1.75)

The primary endpoint was based on the time to first event (one per subject). Component counts are for subjects with
any event, not necessarily the first.
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Figure 4: Kaplan-Meier Estimate of Time to First Stroke or Systemic Embolism
in ARISTOTLE (Intent-to-Treat Population)

E 005

S P-value 0.0114

E HR 0.79 (0.66, 0.95)

';é: 0.04 - - -
) Warfarin (events: 265/9081) _',_,.-'“'“"

= 0.03 - \ _’_‘_/_,.:--

0 ™\

= ELIQUIS (events: 212/9120)
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g 000
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Number of Subjects at Risk Time to Stroke/Systemic Embolism (Months)

ELIQUIS 9120 8726 8440 6051 3464 1754 600
Warfarin 9081 8620 8301 5972 3405 1768 572

All-cause death was assessed using a sequential testing strategy that allowed testing for
superiority if effects on earlier endpoints (stroke plus systemic embolus and major bleeding)
were demonstrated. ELIQUIS treatment resulted in a significantly lower rate of all-cause death
(p = 0.046) than did treatment with warfarin, primarily because of a reduction in cardiovascular
death, particularly stroke deaths. Non-vascular death rates were similar in the treatment arms.

In ARISTOTLE, the results for the primary efficacy endpoint were generally consistent across
most major subgroups including weight, CHADS, score (a scale from 0 to 6 used to predict risk
of stroke in patients with AF, with higher scores predicting greater risk), prior warfarin use, level
of renal impairment, geographic region, ELIQUIS dose, type of AF, and aspirin use at
randomization (Figure 5).
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Figure 5:

Subgroup
All Patients
Prior Warfarin/VKA Status
Experienced
Naive
Age
<65 yrs old
>65 to <75 yrs old
>75yrs old
Gender
Male
Female
Weight
<60 kg
>60 kg
Type of Atrial Fibrillation
Permanent/Persistent
Paroxysmal
Prior Stroke or TIA
Yes
No
Diabetes Mellitus
Yes
No
Heart Failure
Yes
No
CHADS, Score
<1
=2
>3
Level of Renal Impairment
Severe or Moderate
Mild
Normal
Apixaban Dose
2.5 mg BID or placebo
5 mg BID or placebo
Geographic Region
North America
Latin America
Europe
Asia/Pacific
Aspirin at Randomization
Yes
No

Reference ID: 3614224

Stroke and Systemic Embolism Hazard Ratios by Baseline

Characteristics - ARISTOTLE Study
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7062
5678

11785
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16154

15412
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3436
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4547
13654

5541
12660
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6516
5502

3017
7587
7518

831
17370

4474
3468
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2916

5632
12569

No. of Events (% per yr)

Apixaban Warfarin
212(1.27)  265(1.60)
102(1.1)  138(1.5)
110(15  127(1.8)
51 (1.0) 44 (0.9)
82(13  112(1.7)
79016  109(2.2)
132(12)  160(1.5)
80(14)  105(1.8)
34 (2.0) 52 (3.2)
177012 212(1.4)
191(14)  235(1.7)
21(0.8) 30 (1.1)
73 (2.5) 98 (3.2)
139(1.0)  167(1.2)
57 (1.4) 75(1.9)
155(1.2) 190 (1.5)
70 (1.4) 79(1.6)
142(12)  186(1.6)
44(0.7) 51 (0.9)
74(1.2) 82 (1.4)
9419  132(28)
54 (2.1) 69 (2.7)
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70 (1.0) 79(1.1)
12(1.7) 22 (3.3)
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75(1.1) 77(1.1)
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At the end of the ARISTOTLE study, warfarin patients who completed the study were generally
maintained on a VKA with no interruption of anticoagulation. ELIQUIS patients who completed
the study were generally switched to a VKA with a 2-day period of coadministration of
ELIQUIS and VKA, so that some patients may not have been adequately anticoagulated after
stopping ELIQUIS until attaining a stable and therapeutic INR. During the 30 days following the
end of the study, there were 21 stroke or systemic embolism events in the 6791 patients (0.3%)
in the ELIQUIS arm compared to 5 in the 6569 patients (0.1%) in the warfarin arm [see Dosage
and Administration (2.5)].

AVERROES

In AVERROES, patients with nonvalvular atrial fibrillation thought not to be candidates for
warfarin therapy were randomized to treatment with ELIQUIS 5 mg orally twice daily (or 2.5 mg
twice daily in selected patients) or aspirin 81 to 324 mg once daily. The primary objective of the
study was to determine if ELIQUIS was superior to aspirin for preventing the composite
outcome of stroke or systemic embolism. AVERROES was stopped early on the basis of a
prespecified interim analysis showing a significant reduction in stroke and systemic embolism
for ELIQUIS compared to aspirin that was associated with a modest increase in major bleeding
(Table 10) [see Adverse Reactions (6.1)].

Table 10: Key Efficacy Outcomes in Patients with Nonvalvular Atrial
Fibrillation in AVERROES
ELIQUIS Aspirin Hazard Ratio P-value
N=2807 N=2791 (95% CI)
n (%/year) n (Yolyear)
Stroke or systemic embolism 51 (1.62) 113 (3.63) 0.45 (0.32, 0.62) <0.0001
Stroke
Ischemic or undetermined 43 (1.37) 97 (3.11) 0.44 (0.31, 0.63)
Hemorrhagic 6 (0.19) 9 (0.28) 0.67 (0.24, 1.88)
Systemic embolism 2 (0.06) 13 (0.41) 0.15 (0.03, 0.68)
Ml 24 (0.76) 28 (0.89) 0.86 (0.50, 1.48) -
All-cause death 111 (3.51) 140 (4.42) 0.79 (0.62, 1.02) 0.068
Vascular death 84 (2.65) 96 (3.03) 0.87 (0.65, 1.17)
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14.2 Prophylaxis of Deep Vein Thrombosis Following Hip or Knee
Replacement Surgery

The clinical evidence for the effectiveness of ELIQUIS is derived from the ADVANCE-1,
ADVANCE-2, and ADVANCE-3 clinical trials in adult patients undergoing elective hip
(ADVANCE-3) or knee (ADVANCE-2 and ADVANCE-1) replacement surgery. A total of
11,659 patients were randomized in 3 double-blind, multi-national studies. Included in this total
were 1866 patients age 75 or older, 1161 patients with low body weight (<60 kg), 2528 patients

with Body Mass Index >33 kg/mz, and 625 patients with severe or moderate renal impairment.

In the ADVANCE-3 study, 5407 patients undergoing elective hip replacement surgery were
randomized to receive either ELIQUIS 2.5 mg orally twice daily or enoxaparin 40 mg
subcutaneously once daily. The first dose of ELIQUIS was given 12 to 24 hours post surgery,
whereas enoxaparin was started 9 to 15 hours prior to surgery. Treatment duration was 32 to 38
days.

In patients undergoing elective knee replacement surgery, ELIQUIS 2.5 mg orally twice daily
was compared to enoxaparin 40 mg subcutaneously once daily (ADVANCE-2, N=3057) or
enoxaparin 30 mg subcutaneously every 12 hours (ADVANCE-1, N=3195). In the ADVANCE-
2 study, the first dose of ELIQUIS was given 12 to 24 hours post surgery, whereas enoxaparin
was started 9 to 15 hours prior to surgery. In the ADVANCE-1 study, both ELIQUIS and
enoxaparin were initiated 12 to 24 hours post surgery. Treatment duration in both ADVANCE-2
and ADVANCE-1 was 10 to 14 days.

In all 3 studies, the primary endpoint was a composite of adjudicated asymptomatic and
symptomatic DVT, nonfatal PE, and all-cause death at the end of the double-blind intended
treatment period. In ADVANCE-3 and ADVANCE-2, the primary endpoint was tested for
noninferiority, then superiority, of ELIQUIS to enoxaparin. In ADVANCE-1, the primary
endpoint was tested for noninferiority of ELIQUIS to enoxaparin.

The efficacy data are provided in Tables 11 and 12.
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Table 11:

Summary of Key Efficacy Analysis Results During the Intended

Treatment Period for Patients Undergoing Elective Hip
Replacement Surgery*

ADVANCE-3
Events During 35-Day Treatment Period ELIQUIS Enoxaparin Relative Risk
2.5 mg po bid 40 mg sc qd (95% ClI)
P-value
Number of Patients N=1949 N=1917
Total VTE /All-cause death 27 (1.39%) 74 (3.86%) 0.36
(0.95, 2.02) (3.08, 4.83) (0.22,0.54)
p<0.0001
Number of Patients N=2708 N=2699
All-cause death 3(0.11%) 1 (0.04%)
(0.02, 0.35) (0.00, 0.24)
PE 3 (0.11%) 5 (0.19%)
(0.02, 0.35) (0.07, 0.45)
Symptomatic DVT 1 (0.04%) 5 (0.19%)
(0.00, 0.24) (0.07, 0.45)
Number of Patients N=2196 N=2190
Proximal DVT" 7 (0.32%) 20 (0.91%)
(0.14, 0.68) (0.59, 1.42)
Number of Patients N=1951 N=1908
Distal DVT* 20 (1.03%) 57 (2.99%)
(0.66, 1.59) (2.31, 3.86)

* Events associated with each endpoint were counted once per subject but subjects may have contributed events to
multiple endpoints.
Total VTE includes symptomatic and asymptomatic DVT and PE.

* Includes symptomatic and asymptomatic DVT.
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Table 12: Summary of Key Efficacy Analysis Results During the Intended
Treatment Period for Patients Undergoing Elective Knee
Replacement Surgery*

ADVANCE-1 ADVANCE-2
Events during ELIQUIS Enoxaparin Relative ELIQUIS Enoxaparin Relative
12-day 2.5 mg po 30 mgsc Risk 2.5 mg po bid 40 mg sc Risk
treatment period bid gl2h (95% Cl) qd (95% ClI)
P-value P-value
Number of N=1157 N=1130 N=976 N=997
Patients
Total VTE/AIl- | 104 (8.99%) | 100 (8.85%) 1.02 147 (15.06%) | 243 (24.37%) 0.62
cause death (7.47,10.79) | (7.33,10.66) | (0.78,1.32) | (12.95,17.46) | (21.81,27.14) | (0.51,0.74)
NS p<0.0001
Number of N=1599 N=1596 N=1528 N=1529
Patients
All-cause 3(0.19%) 3(0.19%) 2 (0.13%) 0 (0%)
death (0.04,0.59) | (0.04,0.59) (0.01, 0.52) (0.00, 0.31)
PE 16 (1.0%) 7 (0.44%) 4 (0.26%) 0 (0%)
(0.61,1.64) | (0.20,0.93) (0.08, 0.70) (0.00, 0.31)
Symptomatic 3(0.19%) 7 (0.44%) 3 (0.20%) 7 (0.46%)
DVT (0.04,0.59) | (0.20,0.93) (0.04,0.61) (0.20,0.97)
Number of N=1254 N=1207 N=1192 N=1199
Patients
Proximal 9 (0.72%) 11 (0.91%) 9 (0.76%) 26 (2.17%)
DvTH (0.36,1.39) | (0.49, 1.65) (0.38, 1.46) (1.47,3.18)
Number of N=1146 N=1133 N=978 N=1000
Patients
Distal DVT* 83 (7.24%) | 91 (8.03%) 142 (14.52%) 239 (23.9%)
(5.88,8.91) | (6.58,9.78) (12.45,16.88) | (21.36, 26.65)

* Events associated with each endpoint were counted once per subject but subjects may have contributed events to
multiple endpoints.

" Total VTE includes symptomatic and asymptomatic DVT and PE.
* Includes symptomatic and asymptomatic DVT.

The efficacy profile of ELIQUIS was generally consistent across subgroups of interest for this
indication (e.g., age, gender, race, body weight, renal impairment).

14.3 Treatment of DVT and PE and Reduction in the Risk of
Recurrence of DVT and PE

Efficacy and safety of ELIQUIS for the treatment of DVT and PE, and for the reduction in the
risk of recurrent DVT and PE following 6 to 12 months of anticoagulant treatment was derived
from the AMPLIFY and AMPLIFY-EXT studies. Both studies were randomized, parallel-group,
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double-blind trials in patients with symptomatic proximal DVT and/or symptomatic PE. All key
safety and efficacy endpoints were adjudicated in a blinded manner by an independent
committee.

AMPLIFY

The primary objective of AMPLIFY was to determine whether ELIQUIS was noninferior to
enoxaparin/warfarin for the incidence of recurrent VTE (venous thromboembolism) or VTE-
related death. Patients with an objectively confirmed symptomatic DVT and/or PE were
randomized to treatment with ELIQUIS 10 mg twice daily orally for 7 days followed by
ELIQUIS 5 mg twice daily orally for 6 months, or enoxaparin 1 mg/kg twice daily
subcutaneously for at least 5 days (until INR >2) followed by warfarin (target INR range 2.0-3.0)
orally for 6 months. Patients who required thrombectomy, insertion of a caval filter, or use of a
fibrinolytic agent, and patients with creatinine clearance <25 mL/min, significant liver disease,
an existing heart valve or atrial fibrillation, or active bleeding were excluded from the AMPLIFY
study. Patients were allowed to enter the study with or without prior parenteral anticoagulation
(up to 48 hours).

A total of 5244 patients were evaluable for efficacy and were followed for a mean of 154 days in
the ELIQUIS group and 152 days in the enoxaparin/warfarin group. The mean age was 57 years.
The AMPLIFY study population was 59% male, 83% Caucasian, 8% Asian, and 4% Black. For
patients randomized to warfarin, the mean percentage of time in therapeutic range (INR 2.0-3.0)
was 60.9%.

Approximately 90% of patients enrolled in AMPLIFY had an unprovoked DVT or PE at
baseline. The remaining 10% of patients with a provoked DVT or PE were required to have an
additional ongoing risk factor in order to be randomized, which included previous episode of
DVT or PE, immobilization, history of cancer, active cancer, and known prothrombotic
genotype.

ELIQUIS was shown to be noninferior to enoxaparin/warfarin in the AMPLIFY study for the
primary endpoint of recurrent symptomatic VTE (nonfatal DVT or nonfatal PE) or VTE-related
death over 6 months of therapy (Table 13).
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Table 13: Efficacy Results in the AMPLIFY Study

ELIQUIS Enoxaparin/Warfarin Relative Risk
N=2609 N=2635 (95% CI)
n n

VTE or VTE-related death* 59 (2.3%) 71 (2.7%) 0.84 (0.60, 1.18)

DVT! 22 (0.8%) 35 (1.3%)

pe' 27 (1.0%) 25 (0.9%)

VTE-related death' 12 (0.4%) 16 (0.6%)
VTE or all-cause death 84 (3.2%) 104 (4.0%) 0.82 (0.61, 1.08)
VTE or CV-related death 61 (2.3%) 77 (2.9%) 0.80 (0.57, 1.11)

* Noninferior compared to enoxaparin/warfarin (P-value <0.0001).
" Events associated with each endpoint were counted once per subject, but subjects may have contributed events to
multiple endpoints.

In the AMPLIFY study, patients were stratified according to their index event of PE (with or
without DVT) or DVT (without PE). Efficacy in the initial treatment of VTE was consistent
between the two subgroups.

AMPLIFY-EXT

Patients who had been treated for DVT and/or PE for 6 to 12 months with anticoagulant therapy
without having a recurrent event were randomized to treatment with ELIQUIS 2.5 mg orally
twice daily, ELIQUIS 5 mg orally twice daily, or placebo for 12 months. Approximately one-
third of patients participated in the AMPLIFY study prior to enroliment in the AMPLIFY-EXT
study.

A total of 2482 patients were randomized to study treatment and were followed for a mean of
approximately 330 days in the ELIQUIS group and 312 days in the placebo group. The mean age
in the AMPLIFY-EXT study was 57 years. The study population was 57% male, 85%
Caucasian, 5% Asian, and 3% Black.

The AMPLIFY-EXT study enrolled patients with either an unprovoked DVT or PE at baseline
(approximately 92%) or patients with a provoked baseline event and one additional risk factor
for recurrence (approximately 8%). However, patients who had experienced multiple episodes of
unprovoked DVT or PE were excluded from the AMPLIFY-EXT study. In the AMPLIFY-EXT
study, both doses of ELIQUIS were superior to placebo in the primary endpoint of symptomatic,
recurrent VTE (nonfatal DVT or nonfatal PE), or all-cause death (Table 14).
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Table 14: Efficacy Results in the AMPLIFY-EXT Study

Relative Risk (95% CI)
ELIQUIS ELIQUIS Placebo ELIQUIS ELIQUIS
2.5 mg 5 mg 2.5 mg 5 mg
N=840 N=813 N=829 vs Placebo vs Placebo
n (%)
Recurrent VTE or 32 (3.8) 34 (4.2) 96 (11.6) 0.33(0.22,0.48) 0.36 (0.25, 0.53)
all-cause death p<0.0001 p<0.0001
DVT* 19 (2.3) 28 (3.4) 72 (8.7)
PE* 23 (2.7) 25 (3.1) 37 (4.5)
All-cause death 22 (2.6) 25 (3.1) 33 (4.0)

* Patients with more than one event are counted in multiple rows.

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied

ELIQUIS (apixaban) tablets are available as listed in the table below.

Tablet Tablet Tablet Markings Package Size NDC Code
Strength  Color/Shape

25mg  Yellow, round, Debossed with “893” Bottles of 60 0003-0893-21
biconvex on one side and “2%2” Bottles of 180 0003-0893-41
on the other side Hospital Unit-Dose Blister ~ 0003-0893-31

Package of 100
5mg Pink, oval, Debossed with “894” Bottles of 60 0003-0894-21
biconvex on one side and “5” Bottles of 180 0003-0894-41
on the other side Hospital Unit-Dose Blister ~ 0003-0894-31

Package of 100

Storage and Handling

Store at 20°C to 25°C (68°F-77°F); excursions permitted between 15°C and 30°C (59°F-86°F)
[see USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION

See FDA-approved patient labeling (Medication Guide).
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Advise patients of the following:

e They should not discontinue ELIQUIS without talking to their physician first.

e They should be informed that it might take longer than usual for bleeding to stop, and they
may bruise or bleed more easily when treated with ELIQUIS. Advise patients about how to
recognize bleeding or symptoms of hypovolemia and of the urgent need to report any unusual
bleeding to their physician.

e They should tell their physicians and dentists they are taking ELIQUIS, and/or any other
product known to affect bleeding (including nonprescription products, such as aspirin or
NSAIDs), before any surgery or medical or dental procedure is scheduled and before any
new drug is taken.

e |f the patient is having neuraxial anesthesia or spinal puncture, inform the patient to watch
for signs and symptoms of spinal or epidural hematomas, such as numbness or weakness of
the legs, or bowel or bladder dysfunction [see Warnings and Precautions (5.3)]. If any of
these symptoms occur, the patient should contact his or her physician immediately.

e They should tell their physicians if they are pregnant or plan to become pregnant or are
breastfeeding or intend to breastfeed during treatment with ELIQUIS [see Use in Specific
Populations (8.1, 8.3)].

e If a dose is missed, the dose should be taken as soon as possible on the same day and twice-
daily administration should be resumed. The dose should not be doubled to make up for a
missed dose.

Manufactured by:
Bristol-Myers Squibb Company
Princeton, New Jersey 08543 USA

Marketed by:

Bristol-Myers Squibb Company
Princeton, New Jersey 08543 USA
and

Pfizer Inc

New York, New York 10017 USA

Rotachrom® is a registered trademark of Diagnostica Stago.
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MEDICATION GUIDE
ELIQUIS® (ELL eh kwiss)
(apixaban)
tablets

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

e For people taking ELIQUIS for atrial fibrillation:

People with atrial fibrillation (a type of irregular heartbeat) 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. ELIQUIS lowers your chance of having a
stroke by helping to prevent clots from forming. If you stop taking ELIQUIS, you
may have increased risk of forming a clot in your blood.

Do not stop taking ELIQUIS without talking to the doctor who
prescribes it for you. Stopping ELIQUIS increases your risk of having a
stroke.

ELIQUIS may need to be stopped, if possible, prior to surgery or a medical or
dental procedure. Ask the doctor who prescribed ELIQUIS for you when you
should stop taking it. Your doctor will tell you when you may start taking
ELIQUIS again after your surgery or procedure. If you have to stop taking
ELIQUIS, your doctor may prescribe another medicine to help prevent a blood
clot from forming.

e ELIQUIS can cause bleeding which can be serious and rarely may lead to
death. This is because ELIQUIS is a blood thinner medicine that reduces blood
clotting.

You may have a higher risk of bleeding if you take ELIQUIS and take other
medicines that increase your risk of bleeding, including:

. aspirin or aspirin-containing products

o long-term (chronic) use of nonsteroidal anti-inflammatory drugs (NSAIDs)
e  warfarin sodium (COUMADIN®, JANTOVEN®)

o any medicine that contains heparin

o selective serotonin reuptake inhibitors (SSRIs) or serotonin norepinephrine
reuptake inhibitors (SNRIs)

o other medicines to help 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.
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While taking ELIQUIS:

o you may bruise more easily

o it may take longer than usual for any bleeding to stop

Call your doctor or get medical help right away if you have any of these
signs or symptoms of bleeding when taking ELIQUIS:
o unexpected bleeding, or bleeding that lasts a long time, such as:
o unusual bleeding from the gums
o nosebleeds that happen often
o menstrual bleeding or vaginal bleeding that is heavier than normal
. bleeding that is severe or you cannot control
) red, pink, or brown urine
. red or black stools (looks like tar)
. cough up blood or blood clots
. vomit blood or your vomit looks like coffee grounds
. unexpected pain, swelling, or joint pain

. headaches, feeling dizzy or weak

e ELIQUIS is not for patients with artificial heart valves.

e Spinal or epidural blood clots (hematoma). People who take a blood thinner
medicine (anticoagulant) like ELIQUIS, 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:

e a thin tube called an epidural catheter is placed in your back to give you
certain medicine

e you take NSAIDs or a medicine to prevent blood from clotting

e you have a history of difficult or repeated epidural or spinal punctures

e you have a history of problems with your spine or have had surgery on your
spine

If you take ELIQUIS and receive spinal anesthesia or have a spinal puncture,
your doctor should watch you closely for symptoms of spinal or epidural blood
clots or bleeding. Tell your doctor right away if you have tingling, numbness, or
muscle weakness, especially in your legs and feet.
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What is ELIQUIS?

ELIQUIS is a prescription medicine used to:

e reduce the risk of stroke and blood clots in people who have atrial fibrillation.

e reduce the risk of forming a blood clot in the legs and lungs of people who have
just had hip or knee replacement surgery.

e treat blood clots in the veins of your legs (deep vein thrombosis) or lungs
(pulmonary embolism), and reduce the risk of them occurring again.

It is not known if ELIQUIS is safe and effective in children.

Who should not take ELIQUIS?

Do not take ELIQUIS if you:

e currently have certain types of abnormal bleeding.
e have had a serious allergic reaction to ELIQUIS. Ask your doctor if you are not
sure.

What should I tell my doctor before taking ELIQUIS?

Before you take ELIQUIS, tell your doctor if you:

e have kidney or liver problems
e have any other medical condition
e have ever had bleeding problems

e are pregnant or plan to become pregnant. It is not known if ELIQUIS will harm
your unborn baby.

e are breastfeeding or plan to breastfeed. It is not known if ELIQUIS passes into
your breast milk. You and your doctor should decide if you will take ELIQUIS or
breastfeed. You should not do both.

Tell all of your doctors and dentists that you are taking ELIQUIS. They should talk
to the doctor who prescribed ELIQUIS for you, before you have any surgery,
medical or dental procedure.

Tell your doctor about all the medicines you take, including prescription and
over-the-counter medicines, vitamins, and herbal supplements. Some of your other
medicines may affect the way ELIQUIS works. Certain medicines may increase your
risk of bleeding or stroke when taken with ELIQUIS. See “"What is the most
important information I should know about ELIQUIS?”
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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 ELIQUIS?

e Take ELIQUIS exactly as prescribed by your doctor.
e Take ELIQUIS twice every day with or without food.
e Do not change your dose or stop taking ELIQUIS unless your doctor tells you to.

e If you miss a dose of ELIQUIS, take it as soon as you remember. Do not take
more than one dose of ELIQUIS at the same time to make up for a missed dose.

e Your doctor will decide how long you should take ELIQUIS. Do not stop taking
it without first talking with your doctor. If you are taking ELIQUIS for
atrial fibrillation, stopping ELIQUIS may increase your risk of having a
stroke.

e Do not run out of ELIQUIS. Refill your prescription before you run out.
When leaving the hospital following hip or knee replacement, be sure that you
will have ELIQUIS available to avoid missing any doses.

e If you take too much ELIQUIS, call your doctor or go to the nearest hospital
emergency room right away.

e Call your doctor or healthcare provider right away if you fall or injure yourself,
especially if you hit your head. Your doctor or healthcare provider may need to
check you.

What are the possible side effects of ELIQUIS?

e See "What is the most important information I should know about
ELIQUIS?”

e ELIQUIS can cause a skin rash or severe allergic reaction. Call your doctor or get
medical help right away if you have any of the following symptoms:

e chest pain or tightness
e swelling of your face or tongue
e trouble breathing or wheezing

e feeling dizzy or faint

Tell your doctor if you have any side effect that bothers you or that does not go
away.

These are not all of the possible side effects of ELIQUIS. For more information, ask
your doctor or pharmacist.
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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 ELIQUIS?

Store ELIQUIS at room temperature between 68°F to 77°F (20°C to 25°C).
Keep ELIQUIS and all medicines out of the reach of children.

General Information about ELIQUIS

Medicines are sometimes prescribed for purposes other than those listed in a
Medication Guide. Do not use ELIQUIS for a condition for which it was not
prescribed. Do not give ELIQUIS to other people, even if they have the same
symptoms that you have. It may harm them.

If you would like more information, talk with your doctor. You can ask your
pharmacist or doctor for information about ELIQUIS that is written for health
professionals.

For more information, call 1-855-354-7847 (1-855-ELIQUIS) or go to
www.ELIQUIS.com.

What are the ingredients in ELIQUIS?

Active ingredient: apixaban.

Inactive ingredients: anhydrous lactose, microcrystalline cellulose, croscarmellose
sodium, sodium lauryl sulfate, and magnesium stearate. The film coating contains
lactose monohydrate, hypromellose, titanium dioxide, triacetin, and yellow iron
oxide (2.5 mg tablets) or red iron oxide (5 mg tablets).

This Medication Guide has been approved by the U.S. Food and Drug
Administration.

Manufactured by:
Bristol-Myers Squibb Company
Princeton, New Jersey 08543 USA

45

Reference ID: 3614224



Marketed by:

Bristol-Myers Squibb Company
Princeton, New Jersey 08543 USA
and

Pfizer Inc

New York, New York 10017 USA

COUMADIN® is a registered trademark of Bristol-Myers Squibb Pharma Company.
All other trademarks are property of their respective companies.

Revised August 2014
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GIEE g fauiiin 52(0.33) 125 (0.82) 0.41 (0.30, 0.57) -
AR PN M 1 8 32(0.21) 22 (0.14) 1.42 (0.83, 2.45) -
gk H it 10 (0.06) 37 (0.24) 0.27 (0.13, 0.53) -
CRNM** 318 (2.08) 444 (3.00) 0.70 (0.60, 0.80) <0.0001

* A HE X

POEBImAR k2R 2 (ISTH) 258D KHIMIZ W T, R EAROF 1 FOBRE I3 5 720 OB R E
EEHWCEBEOREZIT- 7=,

PGB, B i, FETEALE i, R OEIBE LA E 5,

SR & 01X, IRERNE O - A2 S GEIE IR I TSI ARy
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1.6.2 KREIRMSCEH

TOEGEME I &, BEHIE T O TEIN E 2o b D E W, BEEA R BRI A I & BAERY A i
fMzE T DX & & e,

% CRNM = [ AR I B2 72 FE R H 1.

FNFNME B ICEET A ELR A K BZEITHONT LA T b LTS B L - ES N B O3

HAEEL TV 5abHY 9 2,

ARISTOTLE #BERIZIHW T, KM 28R I, EIERARIF T RFOFE, (AH, CHADS, A2 7
(2 ) 2 7 OFHBICHND 0~6 DRET, Za7NEWIEE Y 27 BNmneHE) | U7y
U AR, MR, =) ¥ o —2E 5 & DEMEBORE, K0T A AEHOABREOERESS
EMORLETHR—FH LTV (K1), TESPANUEERETIE, BERBEEZA L 0EE (1.9%/
) TR UCREIRIERE (B.0%/4E) 2RI D MR NE - 7,
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Page 8



7 e X VIE
1.6.2 KRERMSGE

X1: R—2F A MR ORI DAY — FH (ARISTOTLE 35R)
No. of No. of Events (% per yr) Hazard Ratio P-value for
Subgroup Patients  Apixaban Warfarin (95% Cl) Interaction
All Patients 18140 327 (2.13) 462 (3.09) -
Prior Warfarin/VKA Status 0.50
Experienced 10376 185(2.1) 274 (3.2) —.
Naive 7764 142 (2.2) 188 (3.0) — -
Age 0.64
<65 yrs old 5455 56 (1.2) 72 (1.5 —_—
265 to <75 yrs old 7030 120 (2.0) 166 (2.8) —a—
>75yrs old 5655 151 (3.3) 224 (5.2) -
Gender 0.08
Male 11747 225(2.3) 294 (3.0) —
Female 6393 102 (1.9) 168 (3.3) —
Weight 0.22
<60 kg 1978 36(2.3) 62 (4.3) —_—.—
>60 kg 16102 290 (2.1) 398 (3.0) .
Type of Atrial Fibrillation 0.75
Permanent/Persistent 15361 283 (2.2) 402 (3.2) ——
Paroxysmal 2776 44 (1.9) 60 (2.6) . R
Prior Stroke or TIA 0.71
Yes 3422 77(2.8) 106 (3.9) —
No 14718 250 (2.0) 356 (2.9) —.—
Diabetes Mellitus 0.003
Yes 4526 112 (3.0) 114 (3.1) ——
No 13614 215(1.9) 348 (3.1) ——
Heart Failure 0.30
Yes 5527 87(1.9) 137 (3.1) —
No 12613 240 (2.2) 325(3.1) —.—
CHADS, Score 0.40
<1 6169 76 (1.4) 126 (2.3) —_—
=2 6492 125(2.3) 163 (3.0) —a
>3 5479 126 (2.9) 173 (4.2) ——
Level of Renal Impairment 0.03
Severe or Moderate 3005 73(3.2) 142 (6.4) —a
Mild 7565 157 (2.5) 199 (3.2) —a—
Normal 7496 96 (1.5) 119 (1.8) —
Apixaban Dose 0.21
2.5 mg BID or placebo 826 20(3.3 37(6.7) B
5 mg BID or placebo 17314 307 (2.1) 425 (3.0) —
Geographic Region 0.16
North America 4463 106 (2.8) 137 (3.6) ——
Latin America 3460 60 (2.1) 94 (3.5 —a—
Europe 7313 110 (1.7) 135(2.2) ——
Asia/Pacific 2904 51(2.1) 96 (4.1) ——
Aspirin at Randomization 0.40
Yes 5608 129 (2.7) 164 (3.7) —a—
No 12532 198 (1.9) 298 (2.8) —n—
0.25 0.5 1 2
) Apixaban Warfarin
Better Better
%2 FEFBOEM L EMEIRE IZRD bz HifitE( <> b (AVERROES )
hn 1 = ‘—x X I:o 2 N >
s T v NP R
N=2798 N=2780 (95% CI) P &
n (%/4E) n (%/4E) °
K H 1 45 (1.41) 29 (0.92) 1.54 (0.96, 2.45) 0.07
FHHerg H . 5(0.16) 5(0.16) 0.99 (0.23,4.29) -
SHZE PN H 1. 11 (0.34) 11 (0.35) 0.99 (0.39, 2.51) -

ZNEFHIE B IZEE ST 2 FR ALK EBFICOWT I EA T b L7eh, BB LICERPEHD

HACEAELTWSHELHY 5 5,
Bristol-Myers Squibb/PFIZER CONFIDENTIAL
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7 e X VIE
1.6.2 KREIRMSCEH

T DHDEIERA

KFN 2 2 G- STV EHE O 1%A00 T WBIESUS  (BIB% OEYNREE, 7 L X —MEREEOT
747 ﬂ?‘/*‘ﬁﬁ’i’ =] U) &O%*$Z})wu5@ %ﬂf_o

A TIRBASTE M fiT e R (3 A TRRESHTiE #2178 0D ZR AR RRAR M 42 £E 0D FEAE #1H

1 DOH 2 FHRBR KL O3 DD F 3HHRBRICEB W TARBIOZE 2 MES TN S v, D IR T
(ﬁ%%AI%%ﬁE@Wﬂuﬁ%%AI%%m%@ﬁ)% {7 L 7= 5924 FllZxt LT, AHl2.5 mg
A1 H 20, H&&ET38 HE&ESG S,

A/

BRT, AAI2.5mg % 1 H 2[5 SN EBEO 1%ICRITERIEEL L=,

B3 MHRBRIC B W TG I IR Lo A2 3 3 1R, i, FRBRICEBIT 2 ZE SRR
DOIRBRFE DY 5 LIEIZ BB L7z b DI DWW THHE L 7=,

#3: FRHSRG N\ TR RS B A USRI\ TS BRI O TRE RO O
T #2550 o it

Wiz 33 2 5% | ADVANCE-3 ADVANCE-2 ADVANCE-1

BHA* TS B o A N T s B 0 AR A TR RE S iy
TUFa2—R |T/FPRYL |TUFa—2R ToFPAYY |ZUFa—R [T XYL
25mg1 H2[E |{40mg1 H 1B |25mg1 H 2[E#% |40mg1 H 18 [2.5mg 1 H 2\l |30 mg 12 R§fH) i
ROy T M5 TG ROy BT #h
3543 A 3543 A 1242 A 1242 B 1242 B 1242 B
LGRS FICiE s GRS FIICIEREcs FIICIERcs FIICIEREcs
it 12~24 If | iTRT 9O~ 15 WE[ | 1% 12~24 WE[E] | IRAT 9~ 15 efd] | 1788 12~24 ¢ | FT% 12~24 FEH]
] fH

b RE N=2673 N=2659 N=1501 N=1508 N=1596 N=1588

FH (AT % | 22 (0.82%) 18 (0.68%) 9 (0.60%)* 14 (0.93%) 11 (0.69%) 22 (1.39%)

aie)

e i 0 0 0 0 0 1 (0.06%)

2 g/dL LA 0> Hgb {% | 13 (0.49%) 10 (0.38%) 8 (0.53%) 9 (0.60%) 10 (0.63%) 16 (1.01%)

‘F

2 BATLL EodRImER | 16 (0.60%) 14 (0.53%) 5(0.33%) 9 (0.60%) 9 (0.56%) 18 (1.13%)

i 1.

TEERWATOH | 1(0.04%) 1 (0.04%) 1 (0.07%) 2 (0.13%) 1 (0.06%) 4 (0.25%)

£f|l§

K if + CRNMT 129 (4.83%) 134 (5.04%) 53 (3.53%) 72 (4.77%) 46 (2.88%) 68 (4.28%)

ESIN 313 (11.71%) | 334 (12.56%) 104 (6.93%) 126 (8.36%) 85 (5.33%) 108 (6.80%)

* IO FYE T b PITERAL O HifL 2 & T,

TOTER RO (i 12~24 FERICRS) AT RHMARD Sz 13 6l & &,

POTER A oREY (i 12~24 FERICE S BTSRRI B S Bl E ST,

S OGAEN, FREN. RN, DFEN, R UIALE & Y DA BEE. 28— N A v MEBERE AL O AN, UTHRAEE O i,
P SUTALE & T D% BN O I, Z O0BOEFNCED bivic, FEEE ONFRIEHRIZIX, ADVANCE-1 (2B
THEENHMLBO N2 X U FREO 1IN EEND,

1 CRNM = [ AR A 1 B 5 7 FE R HA 1
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7 e X VIE
1.6.2 KREIRMSCEH

1 SO 2 FER &K O3 SO 3MRERICB VT, A T BIERE BT 13 THREBIET E W O he T iR
FZD 1%L FICHRE L -RER 2% 4 12587,

£4: N TR B S E #A Ml U I\ TR B BN D 1T BE D 1% LICRE L2/
ER
T Y F=2—Z,n (%) T X %)Y 2, n (%)
25mgl B 2[E EO&kS 40mg1 B 1[E] & F &5t
N=5924 30 mg 12 Fefife BT 85
N=5904
HLD) 153 (2.6) 159 (2.7)
i (g m kO & S RERAEZ S 153 (2.6) 178 (3.0)
ir)
P15 83 (1.4 115 (1.9)
Hoaf (g, i R OVDRAE HHif 2 &5 2e) 67 (1.1) 81 (1.4)
v i (% Mg, AL, (%8 2R AL M 54 (0.9) 60 (1.0
KT —T VR EEAL I L A& E )
NG AT IF—PLER(TF5=0TI /) NIV AT = 50 (0.8) 71 (12)
T—BHME T 7=0T3 ) b7V A7 27 —FHE
TARTGEUEET I T AT 2T — BN 47 (0.8) 69 (1.2)
y-IIANE IV TG AT =T — PN 38 (0.6) 65 (1.1)

T XN ERE S N TR BIET E ST ST TREERE E AT O TR B W TRO b E
U RIER GSEHEEE 0.1%LL | 1%A1) 1ZUL T B0 Th 5,

LI o TF U oA A s IARAE - (i INREAD 22 5 T )

MEFEE ARME GLEIC L D RIEZ2 5 )

IFIRES, WGERE & OElElE 2 - gt

FbEZ - Bt (i, A LFa2Ede) | mEkE

NP E A REE : FFRERERAE R, M7 A A VAR 7 7 X2 —BHN, el Le 8
Bh L OVRESIEE - R (B R IRR A Z &)

G, R L O G OHE - RS W, SIBREAL E dn. (DIBERAL MR 2 Sde) | P i

7 EX PN EEE S N TR BEE E T T TR BT O i T RE BV TR b - F
NWREIWER (BB 0.1%AK05) XL TFD LB Th D,

A I, WRI, G@EUE, AR, IR G 2 & Ee) | EG I

REP R ARILAS AE & U RHEARAED AR, W UITRARIRIMARLE R SHEREDER Y XV KR

AMPLIFY &k & OF AMPLIFY-EXT sBR (23 TARF O L BMED T S 4v, 2676 BIZAA] 10mg 1 H

28], 3359 BNZAKI Smg 1 B 208, 840 BIIAK] 2.5mg 1 B 2 [ENF5 Siviz,
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7 e X VIE
1.6.2 KREIRMSCEH

Z BOONIZEIEM (1%UE) (. A, S, #E, mir, EhHm, miE AfE%,
FOWEM T -7z,

AMPLIFY #k

AMPLIFY #RERIZI 1T 2 PG MIT, =V X2 —ABER 154 H, =/ F PRV /U7 7 U Ut
2152 A Th o7z, HMIZBEEST 2REMNEL. =V F 2 — 2R EGHETIT 4176 (15.6%) . =/ FH
WY TN T 7 U U EGRETIE 661 i (24.6%) (Z3EBL L7, AMPLIFY RERIZIS1T 5 kA~
MZEDEGEHIERIT, U F2—AFEHTIR0.7%, =/ TP RXY /U LT 7 U U EERETIE1.7%
ThHol,

AMPLIFY #BRIZH W T, ZRMEOFEFHMHEE Th 5 KM L T, AL 2 4530 /UL
77 U KT DR RGBS BT (FEXEY 27 031, 95% fE#EIXH [0.17. 0.55] | p
f£<0.0001)

AMPLIFY 35k T b 7o tHildE A < h DB 2R 51T7R7,

#5: AMPLIFY FRER CTR® b= e A <> b
TYFa—R T )FHIRYIONT Y XY RS
N=2676 N=2689 (95% CI)
n (%) n (%)
K H I 15 (0.6) 49 (1.8) 0.31(0.17, 0.55)
p<0.0001
CRNM#* 103 (3.9) 215 (8.0)
K Hiif+CRNM 115 (4.3) 261 (9.7)
7N H Ifn 313 (11.7) 505 (18.8)
XN 402 (15.0) 676 (25.1)

* CRNM = R AYIZ 22 72 FE R HA if.

ZHENIHEE B ICEET 2 FRESEBEICOWT LED 7> b LS, BE LI ER N E O
HEIZEELTWAEELHY 5 5,

AMPLIFY BRI W\ THEE O 1%LL EIZRD bz EIER 2% 6 127”7,

*6: AMPLIFY BB BV CRESEIRMARTE R OMERIEDOIRREZ T BE D
1%L, EIZR® S =EHEA

TYFz2—2R T )FXYRYNIONT Y
N=2676 N=2689
n (%) n (%)

St . 77 (2.9) 146 (5.4)

A5 49 (1.8) 97 (3.6)

i pR 46 (1.7) 102 (3.8)

JERSIEEZ 38 (1.4) 30 (1.1)
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1.6.2 KREIRMSCEH

TYFa2—2R T )FXYRYVIONT Y
N=2676 N=2689
n (%) n (%)

1A 35(1.3) 76 (2.8)

I 11, 32(1.2) 31(1.2)

B H i 26 (1.0) 39 (1.5)

B P HH . 26 (1.0) 50 (1.9)

AMPLIFY-EXT B

AMPLIFY-EXT &R IC BT 2 FH &R GHMIZ. =) 2 — AFENKI330 H. 77 BAREEN 312 H ThH -

77o HIMICEET 28IEMIZ. =V F 2 —2AEEGHETIZ 21961 (13.3%) .

7T R EERETIE 72

1] (8.7%) \ZFEBL L 7=, AMPLIFY-EXT BRI 351F 2 HiftEA <> M X a2 &% GHIERT,. =) Fa2—
A EETIIN 1%, 77 B REEGHETIX04% TH -7,
AMPLIFY-EXT iRBr C15 L= i A X b OBENE R 7R,

#7: AMPLIFY-EXT REBR TR o v /- Hifn A <>

TYF2—2X25mg TYF 22— 5mg 77k R

N=840 N=811 N=826

n (%) n (%) n (%)
pautiill 2(0.2) 1(0.1) 4 (0.5)
CRNM#* 25(3.0) 34 (4.2) 19 (2.3)
K Hi 1L+ CRNM 27 (3.2) 35(4.3) 22 (2.7)
/N i, 75 (8.9) 98 (12.1) 58 (7.0)
AN 94 (11.2) 121 (14.9) 74 (9.0)

* CRNM = G RAGIC EEEE 22 FE R H if

FNFNIHIE IS 2 ER A FBEITHONT LRI T b LTS B L - EL 8@ O
HHICEELTWAEELHY 9 5,
AMPLIFY-EXT #RBRICEB W THEED 1%L, FIZZRD S -BIEM 2% 8 IR T,

*8: AMPLIFY-EXT RERIZ 3V CEREBFRAR MLk iE B O ZBARIE D IE RIGIR & % (T
T2BED 1%L IR 5N -EIfER
TYFa2—R2.5mg TYF 22— 5mg 7R
N=840 N=811 N=826
n (%) n (%) n (%)
St . 13 (1.5) 29 (3.6) 9(1.1)
N7 12 (1.4) 17 (2.1) 9(1.1)
i i 13 (1.5) 16 (2.0) 10 (1.2)
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1.6.2 KREIRMSCEH

T F=2—2R25mg TYFa2—2R5mg 7R

N=840 N=811 N=826

n (%) n (%) n (%)
P 18 (2.1) 18 (2.2) 18 (2.2)
Bl A I, 12 (1.4) 9 (1.1) 3(0.4)

F0faEIER

AMPLIFY #52 X 1Z AMPLIFY-EXT B ICB W T U F 2 — 22 EEINT-BEICBW TR bR
FNREWER GSBBEEE 0.1%LL F 1%A00) 1ZUL T LB Tho,

MR L Y N - R 1

FaplE - AP, RFHm, HAHMI, i, A I P

B, 1aL L OEAOHE  AMGH, A, SMEVE MR, FIR A D o A
TSI L OV e w27 2 7 PR PR

AIER LS L A A - I, AIEF 5 I, @REZ AR R, PEd il
M EEEE - i

SEG T L2 OV PRl 2 - BRIRHI ., BERS i, stk i

ARAEFF - REIBE L R L R

MR - PRI e, (R M AE, L, SR SR BREG

M+ BGEF L L OBRGELDORAE SN, 1A 2R AL i

7 #tHE{EH

T EX YN, CYP3A4 R P-gp DIE &L 70 %, CYP3A4 & P-gp DFHFEANILT B30 Oz
BAMNEE, HiLY 27 28 KE&HE 5, CYP3A4 & P-gp OiFEHNIL, 7TV U ORHERZH
M EH BEERZOMOMARTERIED V A7 ZHKIE 5,

71 CYP3A4 ¢£P-gpDMA D& A 7xEEH

AHN 25 mg #B2LHAEEZ 1H 20#FG I TS EE TIL, CYP3A4 & P-gp DR TIT DS 72l
]l (rharS—n, A hFary—n, U RFEALXITZ T 2a~vA %) BT S E X,
ARNDOHEE S0%ET 52 & [HERHE 2.2 HH) | FEHPE (123 18) #20H] .,

AF 25 mg & 1 H2EEE SN TWDEETIL, CYP3A4 & P-gp DX IT OFRT) 72 HEH & OffH %
BT D Z & HEROVEE 2.2H) | FEFERE (123 H) 22
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Page 14



7 e X VIE
1.6.2 KREIRMSCEH

7.2 CYP3A4 & P-gpDRA D& hixEFEH

CYP3A4 & P-gp DR GORNLFHEH] (V7 7orvv s, AN BEY TJz=bh A, A3
UARFY Y UE) IT XY AN DREELED SEL700, AR L OOFRITRET D Z & [FELHE
B (123 7H) SHT

7.3 PR EIR B U /MR 3E

PUl/ BCEE, BRHEBIARIR, ~ XU o, TAEY U EDOPFH. KM O'NSAID OEHIfEHIC L v, Hif
UR7BHERT D,

PMERSEGEREG OEm Y AV BECTT A VAR EXIT ALY v e /a e R7 L LVEFRES S
TFHREEZNGRE L7 7 R BEGRABR (APPRAISE-2 #BR) (X, 7 BV U BRI 5 HifsR
N7 T RRBECHE L TR Tefod, BHidIE & 72~ 7=, ISTH MO KX, BHANZ X DM
INBORIEE Z T TO DB T, 77 BREER 0.62%/4F12x L CTT BT 3BT 2.77%/4, 2 Al
K DPUI/ IMREEZ S TV A BB T, 77 B AREED 2.50%/4 2% LTT B R U BEE 5.91%/
FEThoT,

ARISTOTLE iRBE CiZ, 7 AU »OHFHICE D ARAEGREOHIM Y A 713 1.8%/4FE0 5 3.4%/4F1C
FRHL, 977U U&REGFEOHMY X 71T 2T%FENS 4.6%/FEIC FRH LT-, Z OKREBR T, 2
FNT X APl MoEE & ARFOEFIZES ATV (2.3%) .

8 MilGKRE~DEE
8.1 IR~ DERE

M Ve 77 B

Ihma g L L, @- LB SN RBRITER STy, REICEY | IR RO
DML Y 27 BEERT D AREMEN D D, RER N VIRIEA~DRER T 1w b3 Y A7 & 1R% &l S
NDHGEZBROT, EIRPIIAF 2 L2 &,

WEIRT v b s U s~ U RTE R DAERWIM T E TR E L2 L 24, RIBICT B U igig
BRO SN, BRFBCIRREED U XA 7 #KRITH BN odo, MilEREE 35, REw &
OHEVEDIE 1T o Tee T AL T » b RO 3 Cld, REEhY ONRE T B )M K HESE R K A & (MRHD)
THDH10mg Smg, 1H2ME) &b MRS LEEEXOIEEAREYOBRBEOZNEN 194, 4
5, ROV (b g — R iR TiEfE (AUC) R—2) @ & ITRHARH MO R BIER FH 2R
biviz,
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1.6.2 KREIRMSCEH

8.2 ER~DERE

PERTZ T D AFN DL AR, BRRRBRICB WD TRET Sh TWheno T, KAIO/MIZH
TeoTE, MR OWEROY 27 BB D2 L [BEREN LOVEE (5.2H) ZH]

HIRZ v MCER (GEIR7HAB) OB (2321 BH) £TT EXH/30 1000 mgkg (B MMIE
JLIERERTLT XN OREBREOK S5 &G LA, oo m i B Ls, AR
L OREM O X580 S/ ol=, UL, & FTORBEED 1330 EICHY 457 B30
> 25 mglkg LA LG T, FITIERBIRK tF O RMAH o R BL=RS EJ/- L7,

8.3 RIm~OEE

T EXHACOBITRRO bID (REY~OR 5RO 12%) .

ALk L CTid, RNICKHT2AKOEEMLA2ZZE L T, B2 P IET 250, AFORMAZH 1R
HMEETH L,

8.4 INREADEE
NRBENTT 5 R R OADMEIIHESL S Tueuy,

8.5 BERE~ADERS

ARISTOTLE 8% &z (8 AVERROES i8R Tld, 2HERE D 69%HH 65 LA 1T, 31%82% 75 %Ll b
Td o7z, ADVANCE-1 ik, ADVANCE-2 i, K" ADVANCE-3 iR Tld, #ERE D 50%7° 65
LA T & o 7208 75 i LA L OWEERE 13 16% T & - 7=, AMPLIFY 5% & O AMPLIFY-EXT :& B2 T,
BB D 32%B0N 65 kLA b 13%BAN 75 LA L Tdh o 7o, B 7R EEE Tt L O 2 % il
Lo & &, BRMICE®RO S 5 2ITRO bniho T,

8.6 mEBHEET SKRPBTHEERE

RENOEGERIIE MK ORI 238k Tk, KPBRERE (BIrBE UIIEBITERE) ([oxt
T ORI TN R o7, 2D, HERBENELFEMENEF I3 A HERH &I, Ehe 22
KR EBEE BT 2 MBI KR OF) T HUE Xa®}FEH) OF —FIZES D TH D, 1L
BT 2 B9 5 R HBR B ARE T D HEE A EIL, AFI 1B Smg% 1 B 2EEAO#&LSTHY, &
DI 80 i LA E X ITAE 60 kg L FOWT IS T 2541, 1H25mg % 1 B 2 BIIHET
L& ERE 2.7H) | FERHER (12277, 12.3H) 2]
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1.6.2 KREIRMSCEH

10 BERE

AANIIREFERIT RV, AR 2@ ER G T 5 LMY A7 PR T D [BERREN LOVEE (5.2
) ]

b BRER R ERBR I BV C L EERIR I S0 mg/ H ETOT X "0 % 3~7 HE] 25 mg 1 H 2
mlZ 7 HE L 50mg1 H 1[81% 3 B ROEE L& 2 A KR EEEZEWERILRO Hhzhno
77

TR BR A (CAH] 20 mg & 18 O B 514 2 BRI L OY 6 FFRICTR MR R 2 & 5 L= & & T E PR D
¥ AUC IZZF I FH 50% K% O 27%00 LT, F D78 AF|IO@ERH G T 0ALE & L CI3iEtE
ROBEEINE RGNS D,
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



'This 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

Eliquis 2.5 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 2.5 mg apixaban.

Excipients with known effect:
Each 2.5 mg film-coated tablet contains 51.43 mg lactose (see section 4.4).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet (tablet)

Yellow, round tablets debossed with 893 on one side and 2% on the other side.
4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Prevention of venous thromboembolic events (VTE) in adult patients who have undergone elective hip
or knee replacement surgery.

Prevention of stroke and systemic embolism in adult patients with non-valvular atrial fibrillation
(NVAF), with one or more risk factors, such as prior stroke or transient ischaemic attack (TIA); age
> 75 years; hypertension; diabetes mellitus; symptomatic heart failure (NYHA Class > II).

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 VTE (VTEp): elective hip or knee replacement surgery
The recommended dose of Eliquis is 2.5 mg taken orally twice daily. The initial dose should be taken
12 to 24 hours after surgery.

Physicians may consider the potential benefits of earlier anticoagulation for VTE prophylaxis as well
as the risks of post-surgical bleeding in deciding on the time of administration within this time
window.

In patients undergoing hip replacement surgery
The recommended duration of treatment is 32 to 38 days.

In patients undergoing knee replacement surgery
The recommended duration of treatment is 10 to 14 days.
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Prevention of stroke and systemic embolism in patients with non-valvular atrial fibrillation (NVAF)
The recommended dose of Eliquis is 5 mg taken orally twice daily.

Dose reduction

The recommended dose of Eliquis is 2.5 mg taken orally twice daily in patients with NVAF and at
least two of the following characteristics: age > 80 years, body weight < 60 kg, or serum creatinine
> 1.5 mg/dL (133 micromole/L).

Therapy should be continued long term.

Treatment of DVT, treatment of PE and prevention of recurrent DVT and PE (VTEY)

The recommended dose of Eliquis for the treatment of acute DVT and treatment of PE is 10 mg taken
orally twice daily for the first 7 days followed by 5 mg taken orally twice daily. As per available
medical guidelines, short duration of treatment (at least 3 months) should be based on transient risk
factors (e.g. recent surgery, trauma, immobilisation).

The recommended dose of Eliquis for the prevention of recurrent DVT and PE is 2.5 mg taken orally
twice daily. When prevention of recurrent DVT and PE is indicated, the 2.5 mg twice daily dose
should be initiated following completion of 6 months of treatment with Eliquis 5 mg twice daily or
with another anticoagulant, as indicated in Table 1 below (see also section 5.1).

Table 1:
Dosing schedule Maximum daily dose
Treatment of DVT or PE 10 mg twice daily for the first 7 days | 20 mg
followed by 5 mg twice daily 10 mg
Prevention of recurrent DVT 2.5 mg twice daily 5mg
and/or PE following completion of
6 months of treatment for DVT or
PE

The duration of overall therapy should be individualised after careful assessment of the treatment
benefit against the risk for bleeding (see section 4.4).

Missed Dose
If a dose is missed, the patient should take Eliquis immediately and then continue with twice daily
intake as before.

Switching
Switching treatment from parenteral anticoagulants to Eliquis (and vice versa) can be done at the next
scheduled dose (see section 4.5). These agents should not be administered simultaneously.

Switching from Vitamin K antagonist (VKA) therapy to Eliquis
When converting patients from Vitamin K antagonist (VKA) therapy to Eliquis, discontinue warfarin
or other VKA therapy and start Eliquis when the international normalized ratio (INR) is < 2.0.

Switching from Eliquis to VKA therapy

When converting patients from Eliquis to VKA therapy, continue administration of Eliquis for at least
2 days after beginning VKA therapy. After 2 days of coadministration of Eliquis with VKA therapy,
obtain an INR prior to the next scheduled dose of Eliquis. Continue coadministration of Eliquis and
VKA therapy until the INR is > 2.0.

Patients with renal impairment
No dose adjustment is necessary in patients with mild or moderate renal impairment (see section 5.2).
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In patients with severe renal impairment (creatinine clearance 15-29 mL/min) the following
recommendations apply (see sections 4.4 and 5.2):

- for the prevention of VTE in elective hip or knee replacement surgery (VTEp), for the treatment of
DVT, treatment of PE and prevention of recurrent DVT and PE (VTEt) apixaban is to be used with
caution;

- for the prevention of stroke and systemic embolism in patients with NVAF, patients should receive
the lower dose of apixaban 2.5 mg twice daily.

Patients with serum creatinine > 1.5 mg/dL (133 micromole/L) associated with age > 80 years or body
weight < 60 kg should also receive the lower dose of apixaban 2.5 mg twice daily.

In patients with creatinine clearance < 15 mL/min, or in patients undergoing dialysis, there is no
clinical experience therefore apixaban is not recommended (see sections 4.4 and 5.2).

Patients with hepatic impairment
Eliquis is contraindicated in patients with hepatic disease associated with coagulopathy and clinically
relevant bleeding risk (see section 4.3).

It is not recommended in patients with severe hepatic impairment (see sections 4.4. and 5.2).

It should be used with caution in patients with mild or moderate hepatic impairment (Child Pugh A or
B). No dose adjustment is required in patients with mild or moderate hepatic impairment (see sections
4.4 and 5.2).

Patients with elevated liver enzymes (ALT/AST >2 x ULN) or total bilirubin >1.5 x ULN were
excluded in clinical trials. Therefore Eliquis should be used with caution in this population (see
sections 4.4 and 5.2). Prior to initiating Eliquis, liver function testing should be performed.

Body weight
VTEp and VTEt - No dose adjustment required (see sections 4.4 and 5.2).

NVAF - No dose adjustment required, unless criteria for dose reduction are met (see Dose reduction at
the beginning of section 4.2).

Gender
No dose adjustment required (see section 5.2).

Elderly
VTEp and VTEt — No dose adjustment required (see sections 4.4 and 5.2).

NVAF — No dose adjustment required, unless criteria for dose reduction are met (see Dose reduction
at the beginning of section 4.2).

Cardioversion (NVAF)
Patients can stay on apixaban while being cardioverted.

Paediatric population
The safety and efficacy of Eliquis in children and adolescents below age 18 have not been established.
No data are available.

Method of administration
Oral use.
Eliquis should be swallowed with water, with or without food.

4.3 Contraindications

e Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
e Active clinically significant bleeding.



e Hepatic disease associated with coagulopathy and clinically relevant bleeding risk (see section
5.2).

e Lesion or condition if considered a significant risk factor 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.

e Concomitant treatment with any other anticoagulant agent e.g. unfractionated heparin (UFH),
low molecular weight heparins (enoxaparin, dalteparin, etc.), heparin derivatives
(fondaparinux, etc.), oral anticoagulants (warfarin, rivaroxaban, dabigatran, 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).

4.4 Special warnings and precautions for use

Haemorrhage risk

As with other anticoagulants, patients taking Eliquis are to be carefully observed for signs of bleeding.
It is recommended to be used with caution in conditions with increased risk of haemorrhage. Eliquis
administration should be discontinued if severe haemorrhage occurs (see sections 4.8 and 4.9).

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

Interaction with other medicinal products affecting haemostasis
Due to an increased bleeding risk, concomitant treatment with any other anticoagulants is
contraindicated (see section 4.3).

The concomitant use of Eliquis with antiplatelet agents increases the risk of bleeding (see section 4.5).

Care is to be taken if patients are treated concomitantly with non-steroidal anti-inflammatory drugs
(NSAIDs), including acetylsalicylic acid.

Following surgery, other platelet aggregation inhibitors are not recommended concomitantly with
Eliquis (see section 4.5).

In patients with atrial fibrillation and conditions that warrant mono or dual antiplatelet therapy, a
careful assessment of the potential benefits against the potential risks should be made before
combining this therapy with Eliquis.

In a clinical trial of patients with atrial fibrillation, concomitant use of ASA increased the major
bleeding risk on apixaban from 1.8% per year to 3.4% per year and increased the bleeding risk on
warfarin from 2.7% per year to 4.6% per year. In this clinical trial, there was limited (2.1%) use of
concomitant dual antiplatelet therapy.

In a clinical trial of high-risk post acute coronary syndrome patients, characterized by multiple cardiac
and non-cardiac comorbidities, who received ASA or the combination of ASA and clopidogrel, a
significant increase in risk of ISTH (International Society on Thrombosis and Haemostasis) major
bleeding was reported for apixaban (5.13% per year) compared to placebo (2.04% per year) .

Use of Thrombolytic agents for the treatment of acute ischemic stroke
There is very limited experience with the use of thrombolytic agents for the treatment of acute
ischemic stroke in patients administered apixaban.




Patients with prosthetic heart valves
Safety and efficacy of Eliquis have not been studied in patients with prosthetic heart valves, with or
without atrial fibrillation. Therefore, the use of Eliquis is not recommended in this setting.

Surgery and invasive procedures

Eliquis should be discontinued at least 48 hours prior to elective surgery or invasive procedures with a
moderate or high risk of bleeding. This includes interventions for which the probability of clinically
significant bleeding cannot be excluded or for which the risk of bleeding would be unacceptable.

Eliquis should be discontinued at least 24 hours prior to elective surgery or invasive procedures with a
low risk of bleeding. This includes interventions for which any bleeding that occurs is expected to be
minimal, non-critical in its location or easily controlled.

If surgery or invasive procedures cannot be delayed, appropriate caution should be exercised, taking
into consideration an increased risk of bleeding. This risk of bleeding should be weighed against the
urgency of intervention.

Apixaban 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 (for cardioversion
see section 4.2).

Temporary discontinuation

Discontinuing anticoagulants, including Eliquis, for active bleeding, elective surgery, or invasive
procedures places patients at an increased risk of thrombosis. Lapses in therapy should be avoided and
if anticoagulation with Eliquis must be temporarily discontinued for any reason, therapy should be
restarted as soon as possible.

Spinal/epidural anaesthesia or puncture

When neuraxial anaesthesia (spinal/epidural anaesthesia) or spinal/epidural puncture is employed,
patients treated with antithrombotic agents for prevention of thromboembolic complications are at risk
of developing an epidural or spinal haematoma which can result in long-term or permanent paralysis.
The risk of these events may be increased by the post-operative use of indwelling epidural catheters or
the concomitant use of medicinal products affecting haemostasis. Indwelling epidural or intrathecal
catheters must be removed at least 5 hours prior to the first dose of Eliquis. The risk may also be
increased by traumatic or repeated epidural or spinal puncture. Patients are to be frequently monitored
for signs and symptoms of neurological impairment (e.g., numbness or weakness of the legs, bowel or
bladder dysfunction). If neurological compromise is noted, urgent diagnosis and treatment is
necessary. Prior to neuraxial intervention the physician should consider the potential benefit versus the
risk in anticoagulated patients or in patients to be anticoagulated for thromboprophylaxis.

There is no clinical experience with the use of apixaban with indwelling intrathecal or epidural
catheters. In case there is such need and based on the general PK characteristics of apixaban, a time
interval of 20-30 hours (i.e., 2 x half-life) between the last dose of apixaban and catheter withdrawal
should elapse, and at least one dose should be omitted before catheter withdrawal. The next dose of
apixaban may be given at least 5 hours after catheter removal. As with all new anticoagulant drugs,
experience with neuraxial blockade is limited and extreme caution is therefore recommended when
using apixaban in the presence of neuraxial blockade.

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

Eliquis 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 apixaban have not been established in these clinical
situations.




Patients with active cancer
Efficacy and safety of apixaban in the treatment of DVT, treatment of PE and prevention of recurrent
DVT and PE (VTEY) in patients with active cancer have not been established.

Renal impairment

Limited clinical data indicate that apixaban plasma concentrations are increased in patients with severe
renal impairment (creatinine clearance 15-29 mL/min) which may lead to an increased bleeding risk.
For the prevention of VTE in elective hip or knee replacement surgery (VTEp), the treatment of DVT,
treatment of PE and prevention of recurrent DVT and PE (VTEt), apixaban is to be used with caution
in patients with severe renal impairment (creatinine clearance 15-29 mL/min) (see sections 4.2 and
5.2).

For the prevention of stroke and systemic embolism in patients with NVAF, patients with severe renal
impairment (creatinine clearance 15-29 mL/min), and patients with serum creatinine > 1.5 mg/dL (133
micromole/L) associated with age > 80 years or body weight < 60 kg should receive the lower dose of
apixaban 2.5 mg twice daily (see section 4.2);

In patients with creatinine clearance < 15 mL/min, or in patients undergoing dialysis, there is no
clinical experience therefore apixaban is not recommended (see sections 4.2 and 5.2).

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

Also, the co-administration of Eliquis with ASA in elderly patients should be used cautiously because
of a potentially higher bleeding risk.

Body weight
Low body weight (< 60 kg) may increase haemorrhagic risk (see section 5.2).

Hepatic impairment
Eliquis is contraindicated in patients with hepatic disease associated with coagulopathy and clinically
relevant bleeding risk (see section 4.3).

It is not recommended in patients with severe hepatic impairment (see section 5.2).

It should be used with caution in patients with mild or moderate hepatic impairment (Child Pugh A or
B) (see sections 4.2 and 5.2).

Patients with elevated liver enzymes ALT/AST > 2 x ULN or total bilirubin > 1.5 x ULN were
excluded in clinical trials. Therefore Eliquis should be used cautiously in this population (see section
5.2). Prior to initiating Eliquis, liver function testing should be performed.

Interaction with inhibitors of both cytochrome P450 3A4 (CYP3A4) and P-glycoprotein (P-gp)
The use of Eliquis is not recommended in patients receiving concomitant systemic treatment with
strong inhibitors of both CYP3A4 and P-gp, such as azole-antimycotics (e.g., ketoconazole,
itraconazole, voriconazole and posaconazole) and HIV protease inhibitors (e.g., ritonavir). These
medicinal products may increase apixaban exposure by 2-fold (see section 4.5), or greater in the
presence of additional factors that increase apixaban exposure (e.g., severe renal impairment).

Interaction with inducers of both CYP3A4 and P-gp

The concomitant use of Eliquis with strong CYP3A4 and P-gp inducers (e.g., rifampicin, phenytoin,
carbamazepine, phenobarbital or St. John’s Wort) may lead to a ~50% reduction in apixaban exposure.
In a clinical study in atrial fibrillation patients, diminished efficacy and a higher risk of bleeding were
observed with coadministration of apixaban with strong inducers of both CYP3A4 and P-gp compared
with using apixaban alone.




In patients receiving concomitant systemic treatment with strong inducers of both CYP3A4 and P-gp
the following recommendations apply (see section 4.5):

- for the prevention of VTE in elective hip or knee replacement surgery, for the prevention of stroke
and systemic embolism in patients with NVAF and for the prevention of recurrent DVT and PE,
apixaban should be used with caution;

- for the treatment of DVT and treatment of PE, apixaban should not be used since efficacy may be
compromised.

Hip fracture surgery
Apixaban has not been studied in clinical trials in patients undergoing hip fracture surgery to evaluate
efficacy and safety in these patients. Therefore, it is not recommended in these patients.

Laboratory parameters

Clotting tests (e.g., PT, INR, and aPTT) are affected as expected by the mechanism of action of
apixaban. Changes observed in these clotting tests at the expected therapeutic dose are small and
subject to a high degree of variability (see section 5.1).

Information about excipients
Eliquis 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

Inhibitors of CYP3A4 and P-gp

Co-administration of apixaban with ketoconazole (400 mg once a day), a strong inhibitor of both
CYP3A4 and P-gp, led to a 2-fold increase in mean apixaban AUC and a 1.6-fold increase in mean
apixaban C,y.

The use of Eliquis is not recommended in patients receiving concomitant systemic treatment with
strong inhibitors of both CYP3A4 and P-gp, such as as azole-antimycotics (e.g., ketoconazole,
itraconazole, voriconazole and posaconazole) and HIV protease inhibitors (e.g., ritonavir) (see section
4.4).

Active substances which are not considered strong inhibitors of both CYP3A4 and P-gp, (eg.
diltiazem, naproxen, amiodarone, verapamil, quinidine) are expected to increase apixaban plasma
concentration to a lesser extent. Diltiazem (360 mg once a day), for instance, considered a moderate
CYP3A4 and a weak P-gp inhibitor, led to a 1.4-fold increase in mean apixaban AUC and a 1.3-fold
increase in C,,,. Naproxen (500 mg, single dose) an inhibitor of P-gp but not an inhibitor of CYP3A4,
led to a 1.5-fold and 1.6-fold increase in mean apixaban AUC and C,,,, respectively. No dose
adjustment for apixaban is required when co-administered with less potent inhibitors of CYP3A4
and/or P-gp.



Inducers of CYP3A4 and P-gp

Co-administration of apixaban with rifampicin, a strong inducer of both CYP3A4 and P-gp, led to an
approximate 54% and 42% decrease in mean apixaban AUC and C,,., respectively. The concomitant
use of apixaban with other strong CYP3A4 and P-gp inducers (e.g., phenytoin, carbamazepine,
phenobarbital or St. John’s Wort) may also lead to reduced apixaban plasma concentrations. No dose
adjustment for apixaban is required during concomitant therapy with such agents, however in patients
receiving concomitant systemic treatment with strong inducers of both CYP3A4 and P-gp apixaban
should be used with caution for the prevention of VTE in elective hip or knee replacement surgery, for
the prevention of stroke and systemic embolism in patients with NVAF and for the prevention of
recurrent DVT and PE.

Apixaban is not recommended for the treatment of DVT and PE in patients receiving concomitant
systemic treatment with strong inducers of both CYP3A4 and P-gp since efficacy may be
compromised (see section 4.4).

Anticoagulants, platelet aggregation inhibitors and NSAIDs
Due to an increased bleeding risk, concomitant treatment with any other anticoagulants is
contraindicated (see section 4.3).

After combined administration of enoxaparin (40 mg single dose) with apixaban (5 mg single dose),
an additive effect on anti-Factor Xa activity was observed.

Pharmacokinetic or pharmacodynamic interactions were not evident when apixaban was co-
administered with ASA 325 mg once a day.

Apixaban co-administered with clopidogrel (75 mg once a day) or with the combination of clopidogrel
75 mg and ASA 162 mg once daily, or with prasugrel (60 mg followed by 10 mg once daily) in Phase
1 studies did not show a relevant increase in template bleeding time, or further inhibition of platelet
aggregation, compared to administration of the antiplatelet agents without apixaban. Increases in
clotting tests (PT, INR, and aPTT) were consistent with the effects of apixaban alone.

Naproxen (500 mg), an inhibitor of P-gp, led to a 1.5-fold and 1.6-fold increase in mean apixaban
AUC and C,,, respectively. Corresponding increases in clotting tests were observed for apixaban. No
changes were observed in the effect of naproxen on arachidonic acid-induced platelet aggregation and
no clinically relevant prolongation of bleeding time was observed after concomitant administration of
apixaban and naproxen.

Despite these findings, there may be individuals with a more pronounced pharmacodynamic response
when antiplatelet agents are co-administered with apixaban. Eliquis should be used with caution when
co-administered with NSAIDs (including acetylsalicylic acid) because these medicinal products
typically increase the bleeding risk. A significant increase in bleeding risk was reported with the triple
combination of apixaban, ASA and clopidogrel in a clinical study in patients with acute coronary
syndrome (see section 4.4).

Agents associated with serious bleeding are not recommended concomitantly with Eliquis, such as:
thrombolytic agents, GPIIb/Illa receptor antagonists, thienopyridines (e.g., clopidogrel), dipyridamole,
dextran and sulfinpyrazone.

Other concomitant therapies

No clinically significant pharmacokinetic or pharmacodynamic interactions were observed when
apixaban was co-administered with atenolol or famotidine. Co-administration of apixaban 10 mg with
atenolol 100 mg did not have a clinically relevant effect on the pharmacokinetics of apixaban.
Following administration of the two medicinal products together, mean apixaban AUC and C,,,x were
15% and 18% lower than when administered alone. The administration of apixaban 10 mg with
famotidine 40 mg had no effect on apixaban AUC or C,..




Effect of apixaban on other medicinal products

In vitro apixaban studies showed no inhibitory effect on the activity of CYP1A2, CYP2A6, CYP2B6,
CYP2C8, CYP2C9, CYP2D6 or CYP3A4 (IC50 > 45 uM) and weak inhibitory effect on the activity
of CYP2C19 (IC50 > 20 uM) at concentrations that are significantly greater than peak plasma
concentrations observed in patients. Apixaban did not induce CYP1A2, CYP2B6, CYP3A4/5 at a
concentration up to 20 uM. Therefore, apixaban is not expected to alter the metabolic clearance of
coadministered drugs that are metabolized by these enzymes. Apixaban is not a significant inhibitor of

P-gp.

In studies conducted in healthy subjects, as described below, apixaban did not meaningfully alter the
pharmacokinetics of digoxin, naproxen, or atenolol.

Digoxin: Co-administration of apixaban (20 mg once a day) and digoxin (0.25 mg once a day), a P-gp
substrate, did not affect digoxin AUC or C,,,x. Therefore, apixaban does not inhibit P-gp mediated
substrate transport.

Naproxen: Co-administration of single doses of apixaban (10 mg) and naproxen (500 mg), a
commonly used NSAID, did not have any effect on the naproxen AUC or Cy.

Atenolol: Co-administration of a single dose of apixaban (10 mg) and atenolol (100 mg), a common
beta-blocker, did not alter the pharmacokinetics of atenolol.

Activated Charcoal
Administration of activated charcoal reduces apixaban exposure (see section 4.9).

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no data from the use of apixaban in pregnant women. Animal studies do not indicate direct

or indirect harmful effects with respect to reproductive toxicity. Apixaban is not recommended during
pregnancy.

Breast-feeding
It is unknown whether apixaban or its metabolites are excreted in human milk. Available data in

animals have shown excretion of apixaban in milk. In rat milk, a high milk to maternal plasma ratio
(Cax about 8, AUC about 30) was found, possibly due to active transport into the milk. A risk to
newborns and infants cannot be excluded.

A decision must be made to either discontinue breast-feeding or to discontinue/abstain from apixaban
therapy.

Fertility
Studies in animals dosed with apixaban have shown no effect on fertility (see section 5.3).

4.7 Effects on ability to drive and use machines

Eliquis has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile

The safety of apixaban has been investigated in 7 Phase III clinical studies including more than 21,000
patients: more than 5,000 patients in VTEp studies, more than 11,000 patients in NVAF studies and

more than 4,000 patients in the VTE treatment (VTE?) studies, for an average total exposure of 20
days, 1.7 years and 221 days respectively (see section 5.1).
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Common adverse reactions were haemorrhage, contusion, epistaxis, and haematoma (see Table 2 for
adverse event profile and frequencies by indication).

In the VTEp studies, in total, 11% of the patients treated with apixaban 2.5 mg twice daily experienced
adverse reactions. The overall incidence of adverse reactions related to bleeding with apixaban was

10% in the apixaban vs enoxaparin studies.

In the NV AF studies, the overall incidence of adverse reactions related to bleeding with apixaban was
24.3% in the apixaban vs warfarin study and 9.6% in the apixaban vs aspirin study. In the apixaban vs
warfarin study the incidence of ISTH major gastrointestinal bleeds (including upper GI, lower GI, and
rectal bleeding) with apixaban was 0.76%/year. The incidence of ISTH major intraocular bleeding

with apixaban was 0.18%/year.

In the VTEt studies, the overall incidence of adverse reactions related to bleeding with apixaban was
15.6% in the apixaban vs enoxaparin/warfarin study and 13.3% in the apixaban vs placebo study (see

section 5.1).

Tabulated list of adverse reactions

Table 2 shows the adverse reactions ranked under headings of System Organ Class and frequency
using the following convention: 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) for VTEp, NVAF, and VTEt respectively.

Table 2
System Organ Class Prevention of Prevention of Treatment of
VTE in adult stroke and DVT and PE,
patients who have systemic and prevention
undergone embolism in adult | of recurrent
elective hip or patients with DVT and PE
knee replacement | NVAF, with one (VTEY)
surgery (VTEp) or more risk
factors (NVAF)
Blood and lymphatic system disorders
Anaemia Common - -
Thrombocytopenia Uncommon - -
Immune system disorders
Hypersensitivity, allergic edema and Rare Uncommon -
Anaphylaxis
Nervous system disorders
Brain haemorrhage | - Uncommon Rare
Eye disorders
Eye haemorrhage (including Rare Common Uncommon
conjunctival haemorrhage)
Vascular disorders
Haemorrhage, haematoma Common Common Common
Hypotension (including procedural Uncommon - -
hypotension)
Intra-abdominal haemorrhage - Uncommon -
Respiratory, thoracic and mediastinal disorders
Epistaxis Uncommon Common Common
Haemoptysis Rare Uncommon Uncommon
Respiratory tract haemorrhage - Rare Rare
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System Organ Class Prevention of Prevention of Treatment of
VTE in adult stroke and DVT and PE,
patients who have systemic and prevention
undergone embolism in adult of recurrent
elective hip or patients with DVT and PE
knee replacement | NVAF, with one (VTEY)
surgery (VTEp) or more risk
factors (NVAF)
Gastrointestinal disorders
Nausea Common - -
Gastrointestinal haemorrhage Uncommon Common Common
Haemorrhoidal haemorrhage, mouth - Uncommon -
haemorrhage
Haematochezia Uncommon Uncommon Uncommon
Rectal haemorrhage, gingival bleeding Rare Common Common
Retroperitoneal haemorrhage - Rare -
Hepatobiliary disorders
Transaminases increased, aspartate Uncommon - -
aminotransferase increased, gamma-
glutamyltransferase increased, liver
function test abnormal, blood alkaline
phosphatase increased, blood bilirubin
increased
Skin and subcutaneous tissue disorders
Skin rash - Uncommon -
Muscul oskeletal and connective tissue disorders
Muscle haemorrhage Rare - -
Renal and urinary disorders
Haematuria Uncommon Common Common
Reproductive system and breast disorders
Abnormal vaginal haemorrhage, - Uncommon Uncommon
urogenital haemorrhage
General disorders and administration site conditions
Application site bleeding - Uncommon -
Investigations
Occult blood positive - Uncommon Uncommon
Injury, poisoning and procedural complications
Contusion Common Common Common
Post procedural haemorrhage (including Uncommon - -
post procedural haematoma, wound
haemorrhage, vessel puncture site
haematoma and catheter site
haemorrhage), wound secretion,
incision site haemorrhage (including
incision site haematoma), operative
haemorrhage
Traumatic haemorrhage, post - Uncommon Uncommon

procedural haemorrhage, incision site
haemorrhage
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The use of Eliquis may be associated with an increased risk of occult or overt bleeding from any tissue
or organ, which may result in posthaemorrhagic anaemia. The signs, symptoms, and severity will vary
according to the location and degree or extent of the bleeding (see section 4.4 and section 5.1).

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

There is no antidote to Eliquis. Overdose of apixaban may result in a higher risk of bleeding. In the
event of haemorrhagic complications, treatment must be discontinued and the source of bleeding
investigated. The initiation of appropriate treatment, e.g., surgical haemostasis or the transfusion of
fresh frozen plasma should be considered.

In controlled clinical trials, orally-administered apixaban in healthy subjects at doses up to 50 mg daily
for 3 to 7 days (25 mg twice daily (bid) for 7 days or 50 mg once daily (OD) for 3 days) had no
clinically relevant adverse effects.

In healthy subjects, administration of activated charcoal 2 and 6 hours after ingestion of a 20-mg dose
of apixaban reduced mean apixaban AUC by 50% and 27%, respectively, and had no impact on Cx.
Mean half-life of apixaban decreased from 13.4 hours when apixaban was administered alone to 5.3
hours and 4.9 hours, respectively, when activated charcoal was administered 2 and 6 hours after
apixaban. Thus, administration of activated charcoal may be useful in the management of apixaban
overdose or accidental ingestion.

If life-threatening bleeding cannot be controlled by the above measures, administration of recombinant
factor VIla may be considered. However, there is currently no experience with the use of recombinant
factor Vlla in individuals receiving apixaban. Re-dosing of recombinant factor VIla could be
considered and titrated depending on improvement of bleeding.

Depending on local availability, a consultation of a coagulation expert should be considered in case of
major bleedings.

Haemodialysis decreased apixaban AUC by 14% in subjects with end-stage renal disease (ESRD),
when a single dose of apixaban 5 mg was administered orally. Therefore, haemodialysis is unlikely to
be an effective means of managing apixaban overdose.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: direct factor Xa inhibitors, ATC code: BOIAF02

Mechanism of action

Apixaban is a potent, oral, reversible, direct and highly selective active site inhibitor of factor Xa. It
does not require antithrombin III for antithrombotic activity. Apixaban inhibits free and clot-bound
factor Xa, and prothrombinase activity. Apixaban has no direct effects on platelet aggregation, but
indirectly inhibits platelet aggregation induced by thrombin. By inhibiting factor Xa, apixaban
prevents thrombin generation and thrombus development. Preclinical studies of apixaban in animal
models have demonstrated antithrombotic efficacy in the prevention of arterial and venous thrombosis
at doses that preserved haemostasis.
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Pharmacodynamic effects

The pharmacodynamic effects of apixaban are reflective of the mechanism of action (FXa inhibition).
As a result of FXa inhibition, apixaban prolongs clotting tests such as prothrombin time (PT), INR and
activated partial thromboplastin time (aPTT). Changes observed in these clotting tests at the expected
therapeutic dose are small and subject to a high degree of variability. They are not recommended to
assess the pharmacodynamic effects of apixaban.

Apixaban also demonstrates anti-FXa activity as evident by reduction in Factor Xa enzyme activity in
multiple commercial anti-FXa kits, however results differ across kits. Data from clinical trials are only
available for the Rotachrom Heparin chromogenic assay. Anti-FXa activity exhibits a close direct
linear relationship with apixaban plasma concentration, reaching maximum values at the time of
apixaban peak plasma concentrations. The relationship between apixaban plasma concentration and
anti-FXa activity is approximately linear over a wide dose range of apixaban.

Table 3 below shows the predicted steady state exposure and anti-Factor Xa activity for each
indication. In patients taking apixaban for the prevention of VTE following hip or knee replacement
surgery, the results demonstrate a less than 1.6-fold fluctuation in peak-to-trough levels. In
nonvalvular atrial fibrillation patients taking apixaban for the prevention of stroke and systemic
embolism, the results demonstrate a less than 1.7-fold fluctuation in peak-to-trough levels. In patients
taking apixaban for the treatment of DVT and PE or prevention of recurrent DVT and PE, the results
demonstrate a less than 2.2-fold fluctuation in peak-to-trough levels.

Table 3: Predicted Apixaban Steady-state Exposure and Anti-Xa Activity

Apix. Apix. Apix. Anti-Xa Apix. Anti-Xa
Cmax (ng/mL) Cmin (ng/mL) Activity Max Activity Min
(IU/mL) (IU/mL)
Median [5th, 95th Percentile]

Prevention of VTE: elective hip or knee replacement surgery
2.5 mg BID 77 [41, 146] 51[23,109] 1.3 [0.67,2.4] 0.84[0.37, 1.8]
Prevention of stroke and systemic embolism: NVAF
2.5 mg BID* 123 [69, 221] 79 [34, 162] 1.8 [1.0,3.3] 1.2[0.51, 2.4]
5 mg BID 171 [91, 321] 103 [41, 230] 2.6[1.4,4.8] 1.5 [0.61, 3.4]
Treatment of DVT, treatment of PE and prevention of recurrent DVT and PE (VTEt)
2.5 mg BID 67 [30, 153] 32[11,90] 1.0 [0.46, 2.5] 0.49[0.17, 1.4]
5 mg BID 132 [59, 302] 63 [22, 177] 2.1[0.91, 5.2] 1.0 [0.33, 2.9]
10 mg BID 251111, 572] 120 [41, 335] 4.211.8,10.8] 1.9 [0.64, 5.8]

* Dose adjusted population based on 2 of 3 dose reduction criteria in the ARISTOTLE study.

Although treatment with apixaban does not require routine monitoring of exposure, a calibrated
quantitative anti-Factor Xa assay may be useful in exceptional situations where knowledge of
apixaban exposure may help to inform clinical decisions, e.g., overdose and emergency surgery.

Clinical efficacy and safety

Prevention of VTE (VTEp): elective hip or knee replacement surgery

The apixaban clinical program was designed to demonstrate the efficacy and safety of apixaban for the
prevention of VTE in a broad range of adult patients undergoing elective hip or knee replacement. A
total of 8,464 patients were randomized in two pivotal, double-blind, multi-national studies,
comparing apixaban 2.5 mg given orally twice daily (4,236 patients) or enoxaparin 40 mg once daily
(4,228 patients). Included in this total were 1,262 patients (618 in the apixaban group) of age 75 or
older, 1,004 patients (499 in the apixaban group) with low body weight (< 60 kg), 1,495 patients (743
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in the apixaban group) with BMI > 33 kg/m’ and 415 patients (203 in the apixaban group) with
moderate renal impairment.

The ADVANCE-3 study included 5,407 patients undergoing elective hip replacement, and the
ADVANCE-2 study included 3,057 patients undergoing elective knee replacement. Subjects received
either apixaban 2.5 mg given orally twice daily (po bid) or enoxaparin 40 mg administered
subcutaneously once daily (sc od). The first dose of apixaban was given 12 to 24 hours post-surgery,
whereas enoxaparin was started 9 to 15 hours prior to surgery. Both apixaban and enoxaparin were
given for 32-38 days in the ADVANCE-3 study and for 10-14 days in the ADVANCE-2 study.

Based on patient medical history in the studied population of ADVANCE-3 and ADVANCE-2
(8,464 patients), 46% had hypertension, 10% had hyperlipidemia, 9% had diabetes, and 8% had
coronary artery disease.

Apixaban demonstrated a statistically superior reduction in the primary endpoint, a composite of all
VTE/all cause death, and in the Major VTE endpoint, a composite of proximal DVT, non-fatal PE, and
VTE-related death, compared to enoxaparin in both elective hip or knee replacement surgery (see
Table 4).

Table 4: Efficacy results from pivotal phase 111 studies

Study ADVANCE-3 (hip) ADVANCE-2 (knee)
Study treatment Apixaban Enoxaparin | p-value | Apixaban | Enoxaparin | p-value
Dose 2.5 mg po bid | 40 mg sc od 2.5mgpo |40 mgscod
Duration of treatment 35+£3d 35+3d bid 12+2d
12+2d
Total VTE/all-cause death
Number of 27/1949 74/1917 147/976 243/997
events/subjects 1.39% 3.86% 15.06% 24.37%
Event Rate <0.0001 <0.0001
Relative Risk 0.36 0.62
95% CI (0.22, 0.54) (0.51,0.74)
Major VTE
Number of 10/2199 25/2195 13/1195 26/1199
events/subjects 0.45% 1.14% 1.09% 2.17%
Event Rate 0.0107 0.0373
Relative Risk 0.40 0.50
95% CI (0.15, 0.80) (0.26, 0.97)

The safety endpoints of major bleeding, the composite of major and clinically relevant non-major
(CRNM) bleeding, and all bleeding showed similar rates for patients treated with apixaban 2.5 mg
compared with enoxaparin 40 mg (see Table 5). All the bleeding criteria included surgical site
bleeding.

Table 5: Bleeding results from pivotal phase III studies*

ADVANCE-3 ADVANCE-2
Apixaban Enoxaparin Apixaban Enoxaparin
2.5 mg po bid 40 mg sc od 2.5 mg po bid 40 mg sc od
35+3d 35+3d 12+2d 12+2d
All treated n=2673 n =2659 n=1501 n = 1508
Treatment Period '
Major 22 (0.8%) 18 (0.7%) 9 (0.6%) 14 (0.9%)
Fatal 0 0 0 0
Major + CRNM 129 (4.8%) 134 (5.0%) 53 (3.5%) 72 (4.8%)
All 313 (11.7%) 334 (12.6%) 104 (6.9%) 126 (8.4%)
Post-surgery treatment period *
Major | 9 (0.3%) | 11(04%) | 403%) | 9 (0.6%)
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Fatal 0 0 0 0
Major + CRNM 96 (3.6%) 115 (4.3%) 41 (2.7%) 56 (3.7%)
All 261 (9.8%) 293 (11.0%) 89 (5.9%) 103 (6.8%)

* All the bleeding criteria included surgical site bleeding
" Includes events occurring after first dose of enoxaparin (pre-surgery)
% Includes events occurring after first dose of apixaban (post-surgery)

The overall incidences of adverse reactions of bleeding, anaemia and abnormalities of transaminases
(e.g., alanine aminotransferase levels) were numerically lower in patients on apixaban compared to
enoxaparin in the phase II and phase III studies in elective hip and knee replacement surgery.

In the knee replacement surgery study during the intended treatment period, in the apixaban arm 4
cases of PE were diagnosed against no cases in the enoxaparin arm. No explanation can be given to
this higher number of PE.

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

A total of 23,799 patients were randomised in the clinical program (ARISTOTLE: apixaban versus
warfarin, AVERROES: apixaban versus ASA) including 11,927 randomised to apixaban. The program
was designed to demonstrate the efficacy and safety of apixaban for the prevention of stroke and
systemic embolism in patients with nonvalvular atrial fibrillation (NVAF) and one or more additional
risk factors, such as:

. prior stroke or transient ischaemic attack (TIA)
. age > 75 years

o hypertension

o diabetes mellitus

. symptomatic heart failure (NYHA Class > II)

ARISTOTLE STUDY

In the ARISTOTLE study a total of 18,201 patients were randomized to double-blind treatment with
apixaban 5 mg twice daily (or 2.5 mg twice daily in selected patients [4.7%)], see section 4.2) or
warfarin (target INR range 2.0-3.0), patients were exposed to study drug for a mean of 20 months.

The mean age was 69.1 years, the mean CHADS, score was 2.1 and 18.9 % of patients had prior
stroke or TIA.

In the study, apixaban achieved statistically significant superiority in the primary endpoint of
prevention of stroke (haemorrhagic or ischaemic) and systemic embolism (see Table 6) compared with

warfarin.

Table 6: Efficacy Outcomes in Patients with Atrial Fibrillation in the ARISTOTLE Study

Apixaban | Warfarin | Hazard Ratio
N=9120 N=9081 (95% CI) p-value
n (%/yr) | n (%l/yr)
Stroke or systemic embolism | 212 (1.27) | 265 (1.60) | 0.79 (0.66, 0.95) | 0.0114
Stroke
Ischaemic or unspecified | 162 (0.97) | 175 (1.05) | 0.92 (0.74, 1.13)
Haemorrhagic 40 (0.24) | 78 (0.47) | 0.51(0.35,0.75)
Systemic embolism 15(0.09) | 17 (0.10) | 0.87 (0.44, 1.75)

For patients randomized to warfarin, the median percentage of time in therapeutic range (TTR)

(INR 2-3) was 66%.

Apixaban showed a reduction of stroke and systemic embolism compared to warfarin across the

different levels of center TTR; within the highest quartile of TTR according to center, the hazard ratio

for apixaban vs warfarin was 0.73 (95% CI, 0.38, 1.40).
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Key secondary endpoints of major bleeding and all cause death were tested in a pre-specified
hierarchical testing strategy to control the overall type 1 error in the trial. Statistically significant
superiority was also achieved in the key secondary endpoints of both major bleeding and all-cause
death (see Table 7). With improving monitoring of INR the observed benefits of apixaban compared to
warfarin regarding all cause death diminish.

Table 7: Secondary endpoints in Patients with Atrial Fibrillation in the ARISTOTLE Study

Apixaban Warfarin Hazard Ratio p-value
N = 9088 N = 9052 (95% CI)
n (%/year) n (%/year)
Bleeding Outcomes
Major* 327 (2.13) 462 (3.09) 0.69 (0.60, 0.80) | <0.0001
Fatal 10 (0.06) 37 (0.24)
Intracranial 52(0.33) 122 (0.80)
Major + CRNM 613 (4.07) 877 (6.01) 0.68 (0.61, 0.75) <0.0001
All 2356 (18.1) 3060 (25.8) 0.71 (0.68, 0.75) <0.0001
Other Endpoints
All-cause death 603 (3.52) 669 (3.94) 0.89 (0.80, 1.00) 0.0465
Myocardial 90 (0.53) 102 (0.61) 0.88 (0.66, 1.17)
infarction

*Major bleeding defined per International Society on Thrombosis and Haemostasis (ISTH) criteria.

The overall discontinuation rate due to adverse reactions was 1.8% for apixaban and 2.6% for warfarin
in the ARISTOTLE study.

The efficacy results for prespecified subgroups, including CHADS, score, age, body weight, gender,
status of renal function, prior stroke or TIA and diabetes were consistent with the primary efficacy
results for the overall population studied in the trial.

The incidence of ISTH major gastrointestinal bleeds (including upper GI, lower GI, and rectal
bleeding) was 0.76%/year with apixaban and 0.86%/year with warfarin.

The major bleeding results for prespecified subgroups including CHADS, score, age, body weight,
gender, status of renal function, prior stroke or TIA and diabetes were consistent with the results for
the overall population studied in the trial.

AVERROES STUDY

In the AVERROES study a total of 5,598 patients considered to be unsuitable for VKA by the
investigators were randomized to treatment with apixaban 5 mg twice daily (or 2.5 mg twice daily in
selected patients [6.4%], see section 4.2) or ASA. ASA was given at a once daily dose of 81 mg
(64%), 162 (26.9%), 243 (2.1%), or 324 mg (6.6%) at the discretion of the investigator. Patients were
exposed to study drug for a mean of 14 months. The mean age was 69.9 years, the mean CHADS,
score was 2.0 and 13.6% of patients had prior stroke or TIA.

Common reasons for unsuitability for VKA therapy in the AVERROES study included
unable/unlikely to obtain INRs at requested intervals (42.6%), patient refused treatment with VKA
(37.4%), CHADS2 score = 1 and physician did not recommend VKA (21.3%), patient could not be
relied on to adhere to VKA medication instruction (15.0%), and difficulty/expected difficulty in
contacting patient in case of urgent dose change (11.7%).

AVERROES was stopped early based on a recommendation by the independent Data Monitoring
Committee due to clear evidence of reduction of stroke and systemic embolism with an acceptable
safety profile.

The overall discontinuation rate due to adverse reactions was 1.5% for apixaban and 1.3% for ASA in
the AVERROES study.
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In the study, apixaban achieved statistically significant superiority in the primary endpoint of
prevention of stroke (haemorrhagic, ischaemic or unspecified) or systemic embolism (see Table &)
compared to ASA.

Table 8: Key Efficacy Outcomes in Patients with Atrial Fibrillation in the AVERROES Study

Apixaban ASA Hazard Ratio
N=2807 N=2791 (95% CI) p-value
n (%/year) n (%/year)
Stroke or systemic embolism* 51 (1.62) 113 (3.63) 0.45(0.32,0.62) | <0.0001
Stroke
Ischaemic or unspecified 43 (1.37) 97 (3.11) 0.44 (0.31, 0.63)
Haemorrhagic 6 (0.19) 9 (0.28) 0.67 (0.24, 1.88)
Systemic embolism 2 (0.06) 13 (0.41) 0.15 (0.03, 0.68)
Stroke, systemic embolism, 132 (4.21) 197 (6.35) 0.66 (0.53, 0.83) 0.003
M], or vascular death*"
Myocardial infarction 24 (0.76) 28 (0.89) 0.86 (0.50, 1.48)
Vascular Death 84 (2.65) 96 (3.03) 0.87 (0.65,1.17)
All-cause death’ 111 (3.51) 140 (4.42) 0.79 (0.62, 1.02) 0.068

* Assessed by sequential testing strategy designed to control the overall type I error in the trial.
1 Secondary endpoint.

There was no statistically significant difference in the incidence of major bleeding between apixaban
and ASA (see Table 9).

Table 9: Bleeding Events in Patients with Atrial Fibrillation in the AVERROES Study

Apixaban ASA Hazard Ratio p-value
N =2798 N=2780 (95%CI)
n(%/year) n (%/year)
Major* 45 (1.41) 29 (0.92) 1.54 (0.96, 2.45) 0.0716
Fatal, n 5(0.16) 5(0.16)
Intracranial, n 11 (0.34) 11 (0.35)
Major + CRNM 140 (4.46) 101 (3.24) 1.38 (1.07, 1.78) 0.0144
All 325 (10.85) 250 (8.32) 1.30 (1.10, 1.53) 0.0017

*Major bleeding defined per International Society on Thrombosis ad Haemostasis (ISTH) criteria.

Treatment of DVT, treatment of PE and prevention of recurrent DVT and PE (VTEL)

The clinical program (AMPLIFY: apixaban versus enoxaparin/warfarin, AMPLIFY-EXT: apixaban
versus placebo) was designed to demonstrate the efficacy and safety of apixaban for the treatment of
DVT and/or PE (AMPLIFY), and extended therapy for the prevention of recurrent DVT and/or PE
following 6 to 12 months of anticoagulant treatment for DVT and/or PE (AMPLIFY-EXT). Both
studies were randomized, parallel-group, double-blind, multinational trials in patients with
symptomatic proximal DVT or symptomatic PE. All the key safety and efficacy endpoints were
adjudicated by an independent blinded committee.

AMPLIFY STUDY
In the AMPLIFY study a total of 5,395 patients were randomized to treatment with apixaban 10 mg
twice daily orally for 7 days followed by apixaban 5 mg twice daily orally for 6 months, or enoxaparin

1 mg/kg twice daily subcutaneously for at least 5 days (until INR> 2) and warfarin (target INR range
2.0-3.0) orally for 6 months.

The mean age was 56.9 years and 89.8% of randomised patients had unprovoked VTE events.

For patients randomized to warfarin, the mean percentage of time in therapeutic range (INR 2.0-3.0)
was 60.9. Apixaban showed a reduction in recurrent symptomatic VTE or VTE- related death across
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the different levels of center TTR; within the highest quartile of TTR according to center, the relative

risk for apixaban vs enoxaparin/warfarin was 0.79 (95% CI, 0.39, 1.61).

In the study, apixaban was shown to be non-inferior to enoxaparin/warfarin in the combined primary
endpoint of adjudicated recurrent symptomatic VTE (nonfatal DVT or nonfatal PE) or VTE-related

death (see Table 10).

Table 10: Efficacy Results in the AMPLIFY Study

Apixaban Enoxaparin/Warfar Relative Risk
N=2609 in (95% CI)
n (%) N=2635
n (%)

VTE or VTE-related 59 (2.3) 71 (2.7) 0.84 (0.60, 1.18)*
death

DVT 20 (0.7) 33(1.2)

PE 27 (1.0) 23 (0.9)

VTE-related 12 (0.4) 15 (0.6)

death
VTE or all-cause 84 (3.2) 104 (4.0) 0.82(0.61, 1.08)
death
VTE or CV-related 61 (2.3) 77 (2.9) 0.80 (0.57, 1.11)
death
VTE, VTE-related 73 (2.8) 118 (4.5) 0.62 (0.47, 0.83)
death, or major
bleeding

* Noninferior compared to enoxaparin/warfarin (p-value <0.0001)

Apixaban efficacy in initial treatment of VTE was consistent between patients who were treated for a
PE [Relative Risk 0.9; 95% CI (0.5, 1.6)] or DVT [Relative Risk 0.8; 95% CI (0.5, 1.3)]. Efficacy
across subgroups, including age, gender, body mass index (BMI), renal function, extent of index PE,
location of DVT thrombus, and prior parenteral heparin use was generally consistent.

The primary safety endpoint was major bleeding. In the study, apixaban was statistically superior to
enoxaparin/warfarin in the primary safety endpoint [Relative Risk 0.31, 95% confidence interval
(0.17, 0.55), P-value <0.0001] (see Table 11).

Table 11: Bleeding Results in the AMPLIFY Study

Apixaban Enoxaparin/ Relative Risk
N=2676 Warfarin (95% CI)
n (%) N=2689
n (%)
Major 15 (0.6) 49 (1.8) 0.31(0.17, 0.55)
Major + CRNM 115 (4.3) 261 (9.7) 0.44 (0.36, 0.55)
Minor 313 (11.7) 505 (18.8) 0.62 (0.54, 0.70)
All 402 (15.0) 676 (25.1) 0.59 (0.53, 0.66)

The adjudicated major bleeding and CRNM bleeding at any anatomical site were generally lower in
the apixaban group as compared to the enoxaparin/warfarin group. Adjudicated ISTH major
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gastrointestinal bleeding occurred in 6 (0.2%) apixaban-treated patients and 17 (0.6%)
enoxaparin/warfarin-treated patients.

AMPLIFY-EXT STUDY

In the AMPLIFY-EXT study a total of 2,482 patients were randomized to treatment with apixaban 2.5
mg twice daily orally, apixaban 5 mg twice daily orally, or placebo for 12 months after completing 6
to 12 months of initial anticoagulant treatment. Of these, 836 patients (33.7%) participated in the
AMPLIFY study prior to enrollment in the AMPLIFY-EXT study.

The mean age was 56.7 years and 91.7% of randomised patients had unprovoked VTE events.

In the study, both doses of apixaban were statistically superior to placebo in the primary endpoint of
symptomatic, recurrent VTE (nonfatal DVT or nonfatal PE) or all-cause death (see Table 12).

Table 12: Efficacy Results in the AMPLIFY-EXT Study

Apixaban | Apixaban Placebo Relative Risk (95% CI)
2.5 mg 5.0 mg Apix 2.5 mg Apix 5.0 mg
(N=840) (N=813) (N=829) vs. Placebo vs. Placebo
n (%)
Recurrent 19 (2.3) 14 (1.7) 77 (9.3) 0.24 0.19
VTE or all- (0.15, 0.40)* (0.11, 0.33)
cause death
DVT 6 (0.7) 7(0.9) 53 (6.4)
PE’ 7(0.8) 4(0.5) 13 (1.6)
All-cause 6 (0.7) 3(0.4) 11 (1.3)
death
Recurrent 14 (1.7) 14 (1.7) 73 (8.8) 0.19 0.20
VTE or VTE- (0.11, 0.33) (0.11, 0.34)
related death
Recurrent 14 (1.7) 14 (1.7) 76 (9.2) 0.18 0.19
VTE or CV- (0.10, 0.32) (0.11, 0.33)
related death
Nonfatal 6 (0.7) 8 (1.0) 53 (6.4) 0.11 0.15
DVT' (0.05, 0.26) (0.07, 0.32)
Nonfatal PE' 8 (1.0) 4(0.5) 15 (1.8) 0.51 0.27
(0.22,1.21) (0.09, 0.80)
VTE-related 2(0.2) 3(0.4) 7(0.8) 0.28 0.45
death (0.06, 1.37) (0.12, 1.71)

¥ p-value <0.0001

* For patients with more than one event contributing to the composite endpoint, only the first event was reported (eg, if a
subject experienced both a DVT and then a PE, only the DVT was reported)

T Individual subjects could experience more than one event and be represented in both classifications

Apixaban efficacy for prevention of a recurrence of a VTE was maintained across subgroups,
including age, gender, BMI, and renal function.

The primary safety endpoint was major bleeding during the treatment period. In the study, the
incidence in major bleeding for both apixaban doses was not statistically different from placebo. There
was no statistically significant difference in the incidence of major + CRNM, minor, and all bleeding
between the apixaban 2.5 mg twice daily and placebo treatment groups (see Table 13).
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Table 13: Bleeding Results in the AMPLIFY-EXT Study

Apixaban Apixaban Placebo Relative Risk (95% CI)
2.5 mg 5.0 mg Apix 2.5 mg Apix 5.0 mg
(N=840) (N=813) (N=829) vs. Placebo vs. Placebo

n (%)

Major 2(0.2) 1(0.1) 4 (0.5) 0.49 0.25
(0.09, 2.64) (0.03, 2.24)

Major + 27 (3.2) 35(4.3) 22 (2.7) 1.20 1.62
CRNM (0.69, 2.10) (0.96, 2.73)

Minor 75 (8.9) 98 (12.1) 58 (7.0) 1.26 1.70
(0.91, 1.75) (1.25,2.31)

All 94 (11.2) 121 (14.9) 74 (9.0) 1.24 1.65
(0.93, 1.65) (1.26,2.16)

Adjudicated ISTH major gastrointestinal bleeding occurred in 1 (0.1%) apixaban-treated patient at the
5 mg twice daily dose, no patients at the 2.5 mg twice daily dose, and 1 (0.1%) placebo-treated patient.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Eliquis in one or more subsets of the paediatric population in venous and arterial embolism and
thrombosis (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption
The absolute bioavailability of apixaban is approximately 50% for doses up to 10 mg. Apixaban is

rapidly absorbed with maximum concentrations (C,,,y) appearing 3 to 4 hours after tablet intake. Intake
with food does not affect apixaban AUC or C,,,« at the 10 mg dose. Apixaban can be taken with or
without food.

Apixaban demonstrates linear pharmacokinetics with dose proportional increases in exposure for oral
doses up to 10 mg. At doses > 25 mg apixaban displays dissolution limited absorption with decreased
bioavailability. Apixaban exposure parameters exhibit low to moderate variability reflected by a
within-subject and inter-subject variability of ~20% CV and ~30% CV, respectively.

Distribution
Plasma protein binding in humans is approximately 87%. The volume of distribution (Vss) is
approximately 21 litres.

Biotransformation and elimination

Apixaban has multiple routes of elimination. Of the administered apixaban dose in humans,
approximately 25% was recovered as metabolites, with the majority recovered in faeces. Renal
excretion of apixaban accounts for approximately 27% of total clearance. Additional contributions
from biliary and direct intestinal excretion were observed in clinical and nonclinical studies,
respectively.

Apixaban has a total clearance of about 3.3 I'h and a half-life of approximately 12 hours.
O-demethylation and hydroxylation at the 3-oxopiperidinyl moiety are the major sites of

biotransformation. Apixaban is metabolized mainly via CYP3A4/5 with minor contributions from
CYP1A2, 2C8, 2C9, 2C19, and 2J2. Unchanged apixaban is the major drug-related component in
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human plasma with no active circulating metabolites present. Apixaban is a substrate of transport
proteins, P-gp and breast cancer resistance protein (BCRP).

Renal impairment

There was no impact of impaired renal function on peak concentration of apixaban. There was an
increase in apixaban exposure correlated to decrease in renal function, as assessed via measured
creatinine clearance. In individuals with mild (creatinine clearance 51-80 mL/min), moderate
(creatinine clearance 30-50 mL/min) and severe (creatinine clearance 15-29 mL/min) renal
impairment, apixaban plasma concentrations (AUC) were increased 16, 29, and 44% respectively,
compared to individuals with normal creatinine clearance. Renal impairment had no evident effect on
the relationship between apixaban plasma concentration and anti-FXa activity.

In subjects with end-stage renal disease (ESRD), the AUC of apixaban was increased by 36% when a
single dose of apixaban 5 mg was administered immediately after haemodialysis, compared to that
seen in subjects with normal renal function. Haemodialysis, started two hours after administration of a
single dose of apixaban 5 mg, decreased apixaban AUC by 14% in these ESRD subjects,
corresponding to an apixaban dialysis clearance of 18 mL/min. Therefore, haemodialysis is unlikely to
be an effective means of managing apixaban overdose.

Hepatic impairment

In a study comparing 8 subjects with mild hepatic impairment, Child-Pugh A score 5 (n = 6) and

score 6 (n = 2), and 8 subjects with moderate hepatic impairment (Child-Pugh B score 7 (n = 6) and
score 8 (n = 2), to 16 healthy control subjects, the single-dose pharmacokinetics and
pharmacodynamics of apixaban 5 mg were not altered in subjects with hepatic impairment. Changes in
anti-Factor Xa activity and INR were comparable between subjects with mild to moderate hepatic
impairment and healthy subjects.

Elderly
Elderly patients (above 65 years) exhibited higher plasma concentrations than younger patients, with

mean AUC values being approximately 32% higher and no difference in C,,y.

Gender
Exposure to apixaban was approximately 18% higher in females than in males.

Ethnic origin and race

The results across phase 1 studies showed no discernible difference in apixaban pharmacokinetics
between White/Caucasian, Asian and Black/African American subjects. Findings from a population
pharmacokinetic analysis in patients who received apixaban were generally consistent with the phase 1
results.

Body weight
Compared to apixaban exposure in subjects with body weight of 65 to 85 kg, body weight > 120 kg

was associated with approximately 30% lower exposure and body weight < 50 kg was associated with
approximately 30% higher exposure.

Pharmacokinetic/pharmacodynamic relationship

The pharmacokinetic /pharmacodynamic (PK/PD) relationship between apixaban plasma
concentration and several PD endpoints (anti-FXa activity, INR, PT, aPTT) has been evaluated after
administration of a wide range of doses (0.5 — 50 mg). The relationship between apixaban plasma
concentration and anti-factor Xa activity was best described by a linear model. The PK/PD
relationship observed in patients was consistent with that established in healthy subjects.
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5.3 Preclinical safety data

Preclinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, fertility and embryo-foetal
development and juvenile toxicity.

The major observed effects in the repeated dose toxicity studies were those related to the
pharmacodynamic action of apixaban on blood coagulation parameters. In the toxicity studies little to
no increase of bleeding tendency was found. However, since this may be due to a lower sensitivity of

the non-clinical species compared to humans, this result should be interpreted with caution when
extrapolating to humans.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

Anhydrous lactose

Microcrystalline cellulose (E460)
Croscarmellose sodium

Sodium laurilsulfate

Magnesium stearate (E470b)

Film coat:

Lactose monohydrate

Hypromellose (E464)

Titanium dioxide (E171)

Triacetin (E1518)

Yellow iron oxide (E172)

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

3 years

6.4 Special precautions for storage
This medicinal product does not require any special storage condition.
6.5 Nature and contents of container

Alu-PVC/PVdAC blisters. Cartons of 10, 20, 60, 168 and 200 film-coated tablets.

Alu PVC/PVdAC perforated unit dose blisters of 60x1 and 100x1 film-coated tablets.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal
No special requirements.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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7. MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/Pfizer EEIG, Bristol-Myers Squibb House,
Uxbridge Business Park, Sanderson Road, Uxbridge, Middlesex
UBS8 1DH

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/11/691/001
EU/1/11/691/002
EU/1/11/691/003
EU/1/11/691/004
EU/1/11/691/005
EU/1/11/691/013
EU/1/11/691/015

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 18 May 2011

10. DATE OF REVISION OF THE TEXT

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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'This 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

Eliquis 5 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 5.0 mg apixaban.

Excipients with known effect:
Each 5 mg film-coated tablet contains 102.86 mg lactose (see section 4.4).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet (tablet)

Pink, oval tablets debossed with 894 on one side and 5 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
(NVAF), with one or more risk factors, such as prior stroke or transient ischaemic attack (TIA);

age> 75 years; hypertension; diabetes mellitus; symptomatic heart failure (NYHA Class > II).

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 in patients with non-valvular atrial fibrillation (NVAF)

The recommended dose of Eliquis is 5 mg taken orally twice daily.

Dose reduction

The recommended dose of Eliquis is 2.5 mg taken orally twice daily in patients with NVAF and at
least two of the following characteristics: age > 80 years, body weight < 60 kg, or serum creatinine
> 1.5 mg/dL (133 micromole/L).

Therapy should be continued long term.

Treatment of DVT, treatment of PE and prevention of recurrent DVT and PE (VTEY)

The recommended dose of Eliquis for the treatment of acute DVT and treatment of PE is 10 mg taken
orally twice daily for the first 7 days followed by 5 mg taken orally twice daily. As per available
medical guidelines, short duration of treatment (at least 3 months) should be based on transient risk
factors (e.g. recent surgery, trauma, immobilisation).
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The recommended dose of Eliquis for the prevention of recurrent DVT and PE is 2.5 mg taken orally
twice daily. When prevention of recurrent DVT and PE is indicated, the 2.5 mg twice daily dose
should be initiated following completion of 6 months of treatment with Eliquis 5 mg twice daily or
with another anticoagulant, as indicated in Table 1 below (see also section 5.1)

Table 1:
Dosing schedule Maximum daily dose
Treatment of DVT or PE 10 mg twice daily for the first 7 days | 20 mg
followed by 5 mg twice daily 10 mg
Prevention of recurrent DVT 2.5 mg twice daily 5 mg
and/or PE following completion of
6 months of treatment for DVT or
PE

The duration of overall therapy should be individualised after careful assessment of the treatment
benefit against the risk for bleeding (see section 4.4).

Missed Dose
If a dose is missed, the patient should take Eliquis immediately and then continue with twice daily
intake as before.

Switching
Switching treatment from parenteral anticoagulants to Eliquis (and vice versa) can be done at the next
scheduled dose (see section 4.5). These agents should not be administered simultaneously.

Switching from Vitamin K antagonist (VKA) therapy to Eliquis
When converting patients from Vitamin K antagonist (VKA) therapy to Eliquis, discontinue warfarin
or other VKA therapy and start Eliquis when the international normalized ratio (INR) is < 2.0.

Switching from Eliquis to VKA therapy

When converting patients from Eliquis to VKA therapy, continue administration of Eliquis for at least
2 days after beginning VKA therapy. After 2 days of coadministration of Eliquis with VKA therapy,
obtain an INR prior to the next scheduled dose of Eliquis. Continue coadministration of Eliquis and
VKA therapy until the INR is > 2.0.

Patients with renal impairment
No dose adjustment is necessary in patients with mild or moderate renal impairment (see section 5.2).

In patients with severe renal impairment (creatinine clearance 15-29 mL/min) the following
recommendations apply (see sections 4.4 and 5.2):

- for the treatment of DVT, treatment of PE and prevention of recurrent DVT and PE (VTEt) apixaban
is to be used with caution;

- for the prevention of stroke and systemic embolism in patients with NVAF, patients should receive
the lower dose of apixaban 2.5 mg twice daily.

Patients with serum creatinine > 1.5 mg/dL (133 micromole/L) associated with age > 80 years or body
weight < 60 kg should also receive the lower dose of apixaban 2.5 mg twice daily;

In patients with creatinine clearance < 15 mL/min, or in patients undergoing dialysis, there is no
clinical experience therefore apixaban is not recommended (see sections 4.4 and 5.2).
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Patients with hepatic impairment
Eliquis is contraindicated in patients with hepatic disease associated with coagulopathy and clinically
relevant bleeding risk (see section 4.3).

It is not recommended in patients with severe hepatic impairment (see sections 4.4. and 5.2).

It should be used with caution in patients with mild or moderate hepatic impairment (Child Pugh A or
B). No dose adjustment is required in patients with mild or moderate hepatic impairment (see sections
4.4 and 5.2).

Patients with elevated liver enzymes (ALT/AST >2 x ULN) or total bilirubin >1.5 x ULN were
excluded in clinical trials. Therefore Eliquis should be used with caution in this population (see
sections 4.4 and 5.2). Prior to initiating Eliquis, liver function testing should be performed.

Body weight
VTEt - No dose adjustment required (see sections 4.4 and 5.2).

NVAF - No dose adjustment required, unless criteria for dose reduction are met (see Dose reduction at
the beginning of section 4.2).

Gender
No dose adjustment required (see section 5.2).

Elderly
VTEt - No dose adjustment required (see sections 4.4 and 5.2).

NVAF - No dose adjustment required, unless criteria for dose reduction are met (see Dose reduction at
the beginning of section 4.2).

Cardioversion (NVAF)
Patients can stay on apixaban while being cardioverted.

Paediatric population
The safety and efficacy of Eliquis in children and adolescents below age 18 have not been established.
No data are available.

Method of administration
Oral use.
Eliquis should be swallowed with water, with or without food.

4.3 Contraindications

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

e Active clinically significant bleeding.

e Hepatic disease associated with coagulopathy and clinically relevant bleeding risk (see section
5.2).

e Lesion or condition if considered a significant risk factor 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.

e Concomitant treatment with any other anticoagulant agent e.g. unfractionated heparin (UFH),
low molecular weight heparins (enoxaparin, dalteparin, etc.), heparin derivatives
(fondaparinux, etc.), oral anticoagulants (warfarin, rivaroxaban, dabigatran, 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).
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4.4 Special warnings and precautions for use

Haemorrhage risk

As with other anticoagulants, patients taking Eliquis are to be carefully observed for signs of bleeding.
It is recommended to be used with caution in conditions with increased risk of haemorrhage. Eliquis
administration should be discontinued if severe haemorrhage occurs (see sections 4.8 and 4.9).

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

Interaction with other medicinal products affecting haemostasis
Due to an increased bleeding risk, concomitant treatment with any other anticoagulants is
contraindicated (see section 4.3).

The concomitant use of Eliquis with antiplatelet agents increases the risk of bleeding (see section 4.5).

Care is to be taken if patients are treated concomitantly with non-steroidal anti-inflammatory drugs
(NSAIDs), including acetylsalicylic acid.

Following surgery, other platelet aggregation inhibitors are not recommended concomitantly with
Eliquis (see section 4.5).

In patients with atrial fibrillation and conditions that warrant mono or dual antiplatelet therapy, a
careful assessment of the potential benefits against the potential risks should be made before
combining this therapy with Eliquis.

In a clinical trial of patients with atrial fibrillation, concomitant use of ASA increased the major
bleeding risk on apixaban from 1.8% per year to 3.4% per year and increased the bleeding risk on
warfarin from 2.7% per year to 4.6% per year. In this clinical trial, there was limited (2.1%) use of
concomitant dual antiplatelet therapy.

In a clinical trial of high-risk post acute coronary syndrome patients, characterized by multiple cardiac
and non-cardiac comorbidities, who received ASA or the combination of ASA and clopidogrel, a
significant increase in risk of ISTH (International Society on Thrombosis and Haemostasis) major
bleeding was reported for apixaban (5.13% per year) compared to placebo (2.04% per year).

Use of Thrombolytic agents for the treatment of acute ischemic stroke
There is very limited experience with the use of thrombolytic agents for the treatment of acute
ischemic stroke in patients administered apixaban.

Patients with prosthetic heart valves
Safety and efficacy of Eliquis have not been studied in patients with prosthetic heart valves, with or
without atrial fibrillation. Therefore, the use of Eliquis is not recommended in this setting.

Surgery and invasive procedures

Eliquis should be discontinued at least 48 hours prior to elective surgery or invasive procedures with a
moderate or high risk of bleeding. This includes interventions for which the probability of clinically
significant bleeding cannot be excluded or for which the risk of bleeding would be unacceptable.

Eliquis should be discontinued at least 24 hours prior to elective surgery or invasive procedures with a
low risk of bleeding. This includes interventions for which any bleeding that occurs is expected to be
minimal, non-critical in its location or easily controlled.
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If surgery or invasive procedures cannot be delayed, appropriate caution should be exercised, taking
into consideration an increased risk of bleeding. This risk of bleeding should be weighed against the
urgency of intervention.

Apixaban 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 (for cardioversion
see section 4.2).

Temporary discontinuation

Discontinuing anticoagulants, including Eliquis, for active bleeding, elective surgery, or invasive
procedures places patients at an increased risk of thrombosis. Lapses in therapy should be avoided and
if anticoagulation with Eliquis must be temporarily discontinued for any reason, therapy should be
restarted as soon as possible.

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

Eliquis 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 apixaban have not been established in these clinical
situations.

Patients with active cancer
Efficacy and safety of apixaban in the treatment of DVT, treatment of PE and prevention of recurrent
DVT and PE (VTEY) in patients with active cancer have not been established.

Renal impairment

Limited clinical data indicate that apixaban plasma concentrations are increased in patients with severe
renal impairment (creatinine clearance 15-29 mL/min) which may lead to an increased bleeding risk.
For the treatment of DVT, treatment of PE and prevention of recurrent DVT and PE (VTEt), apixaban
is to be used with caution in patients with severe renal impairment (creatinine clearance 15-29
mL/min) (see sections 4.2 and 5.2).

For the prevention of stroke and systemic embolism in patients with NVAF, patients with severe renal
impairment (creatinine clearance 15-29 mL/min), and patients with serum creatinine > 1.5 mg/dL (133
micromole/L) associated with age > 80 years or body weight < 60 kg should receive the lower dose of
apixaban 2.5 mg twice daily (see section 4.2);

In patients with creatinine clearance < 15 mL/min, or in patients undergoing dialysis, there is no
clinical experience therefore apixaban is not recommended (see sections 4.2 and 5.2).

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

Also, the co-administration of Eliquis with ASA in elderly patients should be used cautiously because
of a potentially higher bleeding risk.

Body weight
Low body weight (< 60 kg) may increase haemorrhagic risk (see section 5.2).

Hepatic impairment
Eliquis is contraindicated in patients with hepatic disease associated with coagulopathy and clinically
relevant bleeding risk (see section 4.3).

It is not recommended in patients with severe hepatic impairment (see section 5.2).

It should be used with caution in patients with mild or moderate hepatic impairment (Child Pugh A or
B) (see sections 4.2 and 5.2).
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Patients with elevated liver enzymes ALT/AST > 2 x ULN or total bilirubin > 1.5 x ULN were
excluded in clinical trials. Therefore Eliquis should be used cautiously in this population (see section
5.2). Prior to initiating Eliquis, liver function testing should be performed.

Interaction with inhibitors of both cytochrome P450 3A4 (CYP3A4) and P-glycoprotein (P-gp)
The use of Eliquis is not recommended in patients receiving concomitant systemic treatment with
strong inhibitors of both CYP3A4 and P-gp, such as azole-antimycotics (e.g., ketoconazole,
itraconazole, voriconazole and posaconazole) and HIV protease inhibitors (e.g., ritonavir). These
medicinal products may increase apixaban exposure by 2-fold (see section 4.5) or greater in the
presence of additional factors that increase apixaban exposure (e.g., severe renal impairment).

Interaction with inducers of both CYP3A4 and P-gp

The concomitant use of Eliquis with strong CYP3A4 and P-gp inducers (e.g., rifampicin, phenytoin,
carbamazepine, phenobarbital or St. John’s Wort) may lead to a ~50% reduction in apixaban exposure.
In a clinical study in atrial fibrillation patients, diminished efficacy and a higher risk of bleeding were
observed with coadministration of apixaban with strong inducers of both CYP3A4 and P-gp compared
with using apixaban alone.

In patients receiving concomitant systemic treatment with strong inducers of both CYP3A4 and P-gp
the following recommendations apply (see section 4.5):

- for the prevention of stroke and systemic embolism in patients with NVAF and for the prevention of
recurrent DVT and PE, apixaban should be used with caution;

- for the treatment of DVT and treatment of PE, apixaban should not be used since efficacy may be
compromised.

Laboratory parameters

Clotting tests (e.g., PT, INR, and aPTT) are affected as expected by the mechanism of action of
apixaban. Changes observed in these clotting tests at the expected therapeutic dose are small and
subject to a high degree of variability (see section 5.1).

Information about excipients
Eliquis 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

Inhibitors of CYP3A4 and P-gp

Co-administration of apixaban with ketoconazole (400 mg once a day), a strong inhibitor of both
CYP3A4 and P-gp, led to a 2-fold increase in mean apixaban AUC and a 1.6-fold increase in mean
apixaban C,,.

The use of Eliquis is not recommended in patients receiving concomitant systemic treatment with
strong inhibitors of both CYP3A4 and P-gp, such as as azole-antimycotics (e.g., ketoconazole,

itraconazole, voriconazole and posaconazole) and HIV protease inhibitors (e.g., ritonavir) (see section
4.4).

Active substances which are not considered strong inhibitors of both CYP3A4 and P-gp, (eg.
diltiazem, naproxen, amiodarone, verapamil, quinidine) are expected to increase apixaban plasma
concentration to a lesser extent. Diltiazem (360 mg once a day), for instance, considered a moderate
CYP3A4 and a weak P-gp inhibitor, led to a 1.4-fold increase in mean apixaban AUC and a 1.3-fold
increase in C,,,. Naproxen (500 mg, single dose) an inhibitor of P-gp but not an inhibitor of CYP3A4,
led to a 1.5-fold and 1.6-fold increase in mean apixaban AUC and C,,,, respectively. No dose
adjustment for apixaban is required when co-administered with less potent inhibitors of CYP3A4
and/or P-gp.
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Inducers of CYP3A4 and P-gp

Co-administration of apixaban with rifampicin, a strong inducer of both CYP3A4 and P-gp, led to an
approximate 54% and 42% decrease in mean apixaban AUC and C,,., respectively. The concomitant
use of apixaban with other strong CYP3A4 and P-gp inducers (e.g., phenytoin, carbamazepine,
phenobarbital or St. John’s Wort) may also lead to reduced apixaban plasma concentrations. No dose
adjustment for apixaban is required during concomitant therapy with such agents, however in patients
receiving concomitant systemic treatment with strong inducers of both CYP3A4 and P-gp apixaban
should be used with caution for the prevention of stroke and systemic embolism in patients with
NVAF and for the prevention of recurrent DVT and PE. Apixaban is not recommended for the
treatment of DVT and PE in patients receiving concomitant systemic treatment with strong inducers of
both CYP3A4 and P-gp since efficacy may be compromised (see section 4.4).

Anticoagulants, platelet aggregation inhibitors and NSAIDs
Due to an increased bleeding risk, concomitant treatment with any other anticoagulants is
contraindicated (see section 4.3).

After combined administration of enoxaparin (40 mg single dose) with apixaban (5 mg single dose),
an additive effect on anti-Factor Xa activity was observed.

Pharmacokinetic or pharmacodynamic interactions were not evident when apixaban was co-
administered with ASA 325 mg once a day.

Apixaban co-administered with clopidogrel (75 mg once a day) or with the combination of clopidogrel
75 mg and ASA 162 mg once daily, or with prasugrel (60 mg followed by 10 mg once daily) in Phase
1 studies did not show a relevant increase in template bleeding time, or further inhibition of platelet
aggregation, compared to administration of the antiplatelet agents without apixaban. Increases in
clotting tests (PT, INR, and aPTT) were consistent with the effects of apixaban alone.

Naproxen (500 mg), an inhibitor of P-gp, led to a 1.5-fold and 1.6-fold increase in mean apixaban
AUC and C,,, respectively. Corresponding increases in clotting tests were observed for apixaban. No
changes were observed in the effect of naproxen on arachidonic acid-induced platelet aggregation and
no clinically relevant prolongation of bleeding time was observed after concomitant administration of
apixaban and naproxen.

Despite these findings, there may be individuals with a more pronounced pharmacodynamic response
when antiplatelet agents are co-administered with apixaban. Eliquis should be used with caution when
co-administered with NSAIDs (including acetylsalicylic acid) because these medicinal products
typically increase the bleeding risk. A significant increase in bleeding risk was reported with the triple
combination of apixaban, ASA and clopidogrel in a clinical study in patients with acute coronary
syndrome (see section 4.4).

Agents associated with serious bleeding are not recommended concomitantly with Eliquis, such as:
thrombolytic agents, GPIIb/IIIa receptor antagonists, thienopyridines (e.g., clopidogrel), dipyridamole,
dextran and sulfinpyrazone.

Other concomitant therapies

No clinically significant pharmacokinetic or pharmacodynamic interactions were observed when
apixaban was co-administered with atenolol or famotidine. Co-administration of apixaban 10 mg with
atenolol 100 mg did not have a clinically relevant effect on the pharmacokinetics of apixaban.
Following administration of the two medicinal products together, mean apixaban AUC and C,,,,x were
15% and 18% lower than when administered alone. The administration of apixaban 10 mg with
famotidine 40 mg had no effect on apixaban AUC or C,..

Effect of apixaban on other medicinal products
In vitro apixaban studies showed no inhibitory effect on the activity of CYP1A2, CYP2A6, CYP2B6,
CYP2C8, CYP2C9, CYP2D6 or CYP3A4 (IC50 > 45 uM) and weak inhibitory effect on the activity

of CYP2C19 (IC50 > 20 uM) at concentrations that are significantly greater than peak plasma
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concentrations observed in patients. Apixaban did not induce CYP1A2, CYP2B6, CYP3A4/5 at a
concentration up to 20 uM. Therefore, apixaban is not expected to alter the metabolic clearance of
coadministered drugs that are metabolized by these enzymes. Apixaban is not a significant inhibitor of

P-gp.

In studies conducted in healthy subjects, as described below, apixaban did not meaningfully alter the
pharmacokinetics of digoxin, naproxen, or atenolol.

Digoxin: Co-administration of apixaban (20 mg once a day) and digoxin (0.25 mg once a day), a P-gp
substrate, did not affect digoxin AUC or C,,,,. Therefore, apixaban does not inhibit P-gp mediated
substrate transport.

Naproxen: Co-administration of single doses of apixaban (10 mg) and naproxen (500 mg), a
commonly used NSAID, did not have any effect on the naproxen AUC or C,,,.

Atenolol: Co-administration of a single dose of apixaban (10 mg) and atenolol (100 mg), a common
beta-blocker, did not alter the pharmacokinetics of atenolol.

Activated Charcoal
Administration of activated charcoal reduces apixaban exposure (see section 4.9).

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no data from the use of apixaban in pregnant women. Animal studies do not indicate direct

or indirect harmful effects with respect to reproductive toxicity. Apixaban is not recommended during
pregnancy.

Breast-feeding
It is unknown whether apixaban or its metabolites are excreted in human milk. Available data in

animals have shown excretion of apixaban in milk. In rat milk, a high milk to maternal plasma ratio
(Ciax about 8, AUC about 30) was found, possibly due to active transport into the milk. A risk to
newborns and infants cannot be excluded.

A decision must be made to either discontinue breast-feeding or to discontinue/abstain from apixaban
therapy.

Fertility
Studies in animals dosed with apixaban have shown no effect on fertility (see section 5.3).

4.7 Effects on ability to drive and use machines
Eliquis has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile
The safety of apixaban has been investigated in 4 Phase III clinical studies including more than 15,000

patients: more than 11,000 patients in NVAF studies and more than 4,000 patients in the VTE
treatment (VTEt) studies, for an average total exposure of 1.7 years and 221 days respectively (see
section 5.1).

Common adverse reactions were haemorrhage, contusion, epistaxis, and haematoma (see Table 2 for
adverse event profile and frequencies by indication).

In the NV AF studies, the overall incidence of adverse reactions related to bleeding with apixaban was
24.3% in the apixaban vs warfarin study and 9.6% in the apixaban vs aspirin study. In the apixaban vs
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warfarin study the incidence of ISTH major gastrointestinal bleeds (including upper GI, lower GI, and
rectal bleeding) with apixaban was 0.76%/year. The incidence of ISTH major intraocular bleeding

with apixaban was 0.18%/year.

In the VTEt studies, the overall incidence of adverse reactions related to bleeding with apixaban was
15.6% in the apixaban vs enoxaparin/warfarin study and 13.3% in the apixaban vs placebo study (see

section 5.1).

Tabulated list of adverse reactions

Table 2 shows the adverse reactions ranked under headings of System Organ Class and frequency
using the following convention: 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) for NVAF and VTEt respectively.

Table 2
System Organ Class Prevention of stroke and systemic Treatment of
embolism in adult patients with DVT and PE,
NVAF, with one or more risk factors | and prevention
(NVAF) of recurrent
DVT and PE
(VTEY)
Immune system disorders
Hypersensitivity, allergic edema and Uncommon -
Anaphylaxis
Nervous system disorders
Brain haemorrhage | Uncommon Rare
Eye disorders
Eye haemorrhage (including Common Uncommon
conjunctival haemorrhage)
Vascular disorders
Haemorrhage, haematoma Common Common
Intra-abdominal haemorrhage Uncommon -
Respiratory, thoracic and mediastinal disorders
Epistaxis Common Common
Haemoptysis Uncommon Uncommon
Respiratory tract haemorrhage Rare Rare
Gastrointestinal disorders
Gastrointestinal haemorrhage Common Common
Haemorrhoidal haemorrhage, mouth Uncommon -
haemorrhage
Haematochezia Uncommon Uncommon
Rectal haemorrhage, gingival bleeding Common Common
Retroperitoneal haemorrhage Rare -
Skin and subcutaneous tissue disorders
Skin rash | Uncommon -
Renal and urinary disorders
Haematuria | Common Common
Reproductive system and breast disorders
Abnormal vaginal haemorrhage, Uncommon Uncommon
urogenital haemorrhage
General disorders and administration site conditions
Application site bleeding | Uncommon -
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System Organ Class Prevention of stroke and systemic Treatment of
embolism in adult patients with DVT and PE,
NVAF, with one or more risk factors | and prevention
(NVAF) of recurrent
DVT and PE
(VTEY?)
Investigations
Occult blood positive | Uncommon Uncommon
Injury, poisoning and procedural complications
Contusion Common Common
Traumatic haemorrhage, post Uncommon Uncommon
procedural haemorrhage, incision site
haemorrhage

The use of Eliquis may be associated with an increased risk of occult or overt bleeding from any tissue
or organ, which may result in posthaemorrhagic anaemia. The signs, symptoms, and severity will vary
according to the location and degree or extent of the bleeding (see section 4.4 and section 5.1).

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

There is no antidote to Eliquis. Overdose of apixaban may result in a higher risk of bleeding. In the
event of haemorrhagic complications, treatment must be discontinued and the source of bleeding
investigated. The initiation of appropriate treatment, e.g., surgical haemostasis or the transfusion of
fresh frozen plasma should be considered.

In controlled clinical trials, orally-administered apixaban in healthy subjects at doses up to 50 mg daily
for 3 to 7 days (25 mg twice daily (bid) for 7 days or 50 mg once daily (OD) for 3 days) had no
clinically relevant adverse effects.

In healthy subjects, administration of activated charcoal 2 and 6 hours after ingestion of a 20-mg dose
of apixaban reduced mean apixaban AUC by 50% and 27%, respectively, and had no impact on C,;.
Mean half-life of apixaban decreased from 13.4 hours when apixaban was administered alone to 5.3
hours and 4.9 hours, respectively, when activated charcoal was administered 2 and 6 hours after
apixaban. Thus, administration of activated charcoal may be useful in the management of apixaban
overdose or accidental ingestion.

If life-threatening bleeding cannot be controlled by the above measures, administration of recombinant
factor VIla may be considered. However, there is currently no experience with the use of recombinant
factor Vlla in individuals receiving apixaban. Re-dosing of recombinant factor VIla could be
considered and titrated depending on improvement of bleeding.

Depending on local availability, a consultation of a coagulation expert should be considered in case of
major bleedings.

Haemodialysis decreased apixaban AUC by 14% in subjects with end-stage renal disease (ESRD),

when a single dose of apixaban 5 mg was administered orally. Therefore, haemodialysis is unlikely to
be an effective means of managing apixaban overdose.
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5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: direct factor Xa inhibitors, ATC code: BOIAF02

Mechanism of action

Apixaban is a potent, oral, reversible, direct and highly selective active site inhibitor of factor Xa. It
does not require antithrombin III for antithrombotic activity. Apixaban inhibits free and clot-bound
factor Xa, and prothrombinase activity. Apixaban has no direct effects on platelet aggregation, but
indirectly inhibits platelet aggregation induced by thrombin. By inhibiting factor Xa, apixaban
prevents thrombin generation and thrombus development. Preclinical studies of apixaban in animal
models have demonstrated antithrombotic efficacy in the prevention of arterial and venous thrombosis
at doses that preserved haemostasis.

Pharmacodynamic effects

The pharmacodynamic effects of apixaban are reflective of the mechanism of action (FXa inhibition).
As a result of FXa inhibition, apixaban prolongs clotting tests such as prothrombin time (PT), INR and
activated partial thromboplastin time (aPTT). Changes observed in these clotting tests at the expected
therapeutic dose are small and subject to a high degree of variability. They are not recommended to
assess the pharmacodynamic effects of apixaban.

Apixaban also demonstrates anti-FXa activity as evident by reduction in Factor Xa enzyme activity in
multiple commercial anti-FXa kits, however results differ across kits. Data from clinical trials are only
available for the Rotachrom Heparin chromogenic assay. Anti-FXa activity exhibits a close direct
linear relationship with apixaban plasma concentration, reaching maximum values at the time of
apixaban peak plasma concentrations. The relationship between apixaban plasma concentration and
anti-FXa activity is approximately linear over a wide dose range of apixaban.

Table 3 below shows the predicted steady state exposure and anti-Factor Xa activity. In nonvalvular
atrial fibrillation patients taking apixaban for the prevention of stroke and systemic embolism, the
results demonstrate a less than 1.7-fold fluctuation in peak-to-trough levels. In patients taking
apixaban for the treatment of DVT and PE or prevention of recurrent DVT and PE, the results
demonstrate a less than 2.2-fold fluctuation in peak-to-trough levels.

Table 3: Predicted Apixaban Steady-state Exposure and Anti-Xa Activity

Apix. Apix. Apix. Anti-Xa Apix. Anti-Xa
Cmax (ng/mL) Cmin (ng/mL) Activity Max Activity Min
(IU/mL) (IU/mL)

Median [5th, 95th Percentile]

Prevention of stroke and systemic embolism: NVAF

2.5 mg BID* 123 [69, 221] 79 [34, 162] 1.8[1.0,3.3] 1.2[0.51, 2.4]
5 mg BID 171 [91, 321] 103 [41, 230] 2.6[1.4,4.38] 1.5[0.61, 3.4]
Treatment of DVT, treatment of PE and prevention of recurrent DVT and PE (VTEt)

2.5 mg BID 67 [30, 153] 32 [11,90] 1.0 [0.46, 2.5] 0.49[0.17, 1.4]
5 mg BID 132 [59, 302] 63 [22, 177] 2.1[0.91,5.2] 1.0 [0.33,2.9]
10 mg BID 251 [111, 572] 120 [41, 335] 4.21.8,10.8] 1.9 [0.64, 5.8]

* Dose adjusted population based on 2 of 3 dose reduction criteria in the ARISTOTLE study.

Although treatment with apixaban does not require routine monitoring of exposure, a calibrated
quantitative anti-Factor Xa assay may be useful in exceptional situations where knowledge of
apixaban exposure may help to inform clinical decisions, e.g., overdose and emergency surgery.

35




Clinical efficacy and safety

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

A total of 23,799 patients were randomised in the clinical program (ARISTOTLE: apixaban versus
warfarin, AVERROES: apixaban versus ASA) including 11,927 randomised to apixaban. The program
was designed to demonstrate the efficacy and safety of apixaban for the prevention of stroke and
systemic embolism in patients with nonvalvular atrial fibrillation (NVAF) and one or more additional
risk factors, such as:

. prior stroke or transient ischaemic attack (TIA)
. age > 75 years

o hypertension

o diabetes mellitus

. symptomatic heart failure (NYHA Class > II)

ARISTOTLE STUDY

In the ARISTOTLE study a total of 18,201 patients were randomized to double-blind treatment with
apixaban 5 mg twice daily (or 2.5 mg twice daily in selected patients [4.7%)], see section 4.2) or
warfarin (target INR range 2.0-3.0), patients were exposed to study drug for a mean of 20 months. The
mean age was 69.1 years, the mean CHADS, score was 2.1, 18.9 % of patients had prior stroke or
TIA.

In the study, apixaban achieved statistically significant superiority in the primary endpoint of
prevention of stroke (haemorrhagic or ischaemic) and systemic embolism (see Table 4) compared with
warfarin.

Table 4: Efficacy Outcomes in Patients with Atrial Fibrillation in the ARISTOTLE Study

Apixaban | Warfarin Hazard Ratio
N=9120 N=9081 (95% CI) p-value
n (%/yr) | n (%!/yr)
Stroke or systemic embolism | 212 (1.27) | 265 (1.60) | 0.79 (0.66, 0.95) 0.0114
Stroke
Ischaemic or unspecified | 162 (0.97) | 175 (1.05) | 0.92 (0.74, 1.13)
Haemorrhagic 40 (0.24) | 78(0.47) | 0.51(0.35,0.75)
Systemic embolism 15(0.09) | 17(0.10) | 0.87(0.44, 1.75)

For patients randomized to warfarin, the median percentage of time in therapeutic range (TTR)
(INR 2-3) was 66%.

Apixaban showed a reduction of stroke and systemic embolism compared to warfarin across the
different levels of center TTR; within the highest quartile of TTR according to center, the hazard ratio
for apixaban vs warfarin was 0.73 (95% CI, 0.38, 1.40).

Key secondary endpoints of major bleeding and all cause death were tested in a pre-specified
hierarchical testing strategy to control the overall type 1 error in the trial. Statistically significant
superiority was also achieved in the key secondary endpoints of both major bleeding and all-cause
death (see Table 5). With improving monitoring of INR the observed benefits of apixaban compared to
warfarin regarding all cause death diminish.
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Table 5: Secondary endpoints in Patients with Atrial Fibrillation in the ARISTOTLE Study

Apixaban Warfarin Hazard Ratio p-value
N =9088 N =9052 (95% CI)
n (%/year) n (%/year)
Bleeding Outcomes
Major* 327 (2.13) 462 (3.09) 0.69 (0.60, 0.80) <0.0001
Fatal 10 (0.06) 37 (0.24)
Intracranial 52 (0.33) 122 (0.80)
Major + CRNM" 613 (4.07) 877 (6.01) 0.68 (0.61, 0.75) <0.0001
All 2356 (18.1) 3060 (25.8) 0.71 (0.68, 0.75) <0.0001
Other Endpoints
All-cause death 603 (3.52) 669 (3.94) 0.89 (0.80, 1.00) 0.0465
Myocardial 90 (0.53) 102 (0.61) 0.88 (0.66, 1.17)
infarction

*Major bleeding defined per International Society on Thrombosis and Haemostasis (ISTH) criteria.
T Clinically Relevant Non-Major

The overall discontinuation rate due to adverse reactions was 1.8% for apixaban and 2.6% for warfarin
in the ARISTOTLE study.

The efficacy results for prespecified subgroups, including CHADS, score, age, body weight, gender,
status of renal function, prior stroke or TIA and diabetes were consistent with the primary efficacy
results for the overall population studied in the trial.

The incidence of ISTH major gastrointestinal bleeds (including upper GI, lower GI, and rectal
bleeding) was 0.76%/year with apixaban and 0.86%/year with warfarin.

The major bleeding results for prespecified subgroups including CHADS, score, age, body weight,
gender, status of renal function, prior stroke or TIA and diabetes were consistent with the results for
the overall population studied in the trial.

AVERROES STUDY

In the AVERROES study a total of 5,598 patients considered to be unsuitable for VKA by the
investigators were randomized to treatment with apixaban 5 mg twice daily (or 2.5 mg twice daily in
selected patients [6.4%], see section 4.2) or ASA. ASA was given at a once daily dose of 81 mg
(64%), 162 (26.9%), 243 (2.1%), or 324 mg (6.6%) at the discretion of the investigator. Patients were
exposed to study drug for a mean of 14 months. The mean age was 69.9 years, the mean CHADS,
score was 2.0 and 13.6% of patients had prior stroke or TIA.

Common reasons for unsuitability for VKA therapy in the AVERROES study included
unable/unlikely to obtain INRs at requested intervals (42.6%), patient refused treatment with VKA
(37.4%), CHADS2 score = 1 and physician did not recommend VKA (21.3%), patient could not be
relied on to adhere to VKA medication instruction (15.0%), and difficulty/expected difficulty in
contacting patient in case of urgent dose change (11.7%).

AVERROES was stopped early based on a recommendation by the independent Data Monitoring
Committee due to clear evidence of reduction of stroke and systemic embolism with an acceptable
safety profile.

The overall discontinuation rate due to adverse reactions was 1.5% for apixaban and 1.3% for ASA in
the AVERROES study.

In the study, apixaban achieved statistically significant superiority in the primary endpoint of

prevention of stroke (haemorrhagic, ischaemic or unspecified) or systemic embolism (see Table 6)
compared to ASA.
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Table 6: Key Efficacy Outcomes in Patients with Atrial Fibrillation in the AVERROES Study

Apixaban ASA Hazard Ratio
N =2807 N=2791 (95% CI) p-value
n (%/year) n (%/year)
Stroke or systemic embolism* 51(1.62) 113 (3.63) 0.45 (0.32,0.62) | <0.0001
Stroke
Ischaemic or unspecified 43 (1.37) 97 (3.11) 0.44 (0.31, 0.63)
Haemorrhagic 6 (0.19) 9 (0.28) 0.67 (0.24, 1.88)
Systemic embolism 2 (0.06) 13 (0.41) 0.15 (0.03, 0.68)
Stroke, systemic embolism, 132 (4.21) 197 (6.35) 0.66 (0.53, 0.83) 0.003
ML, or vascular death*"
Myocardial infarction 24 (0.76) 28 (0.89) 0.86 (0.50, 1.48)
Vascular Death 84 (2.65) 96 (3.03) 0.87 (0.65, 1.17)
All-cause death’ 111 (3.51) 140 (4.42) 0.79 (0.62, 1.02) 0.068

* Assessed by sequential testing strategy designed to control the overall type I error in the trial
1 Secondary endpoint.

There was no statistically significant difference in the incidence of major bleeding between apixaban
and ASA (see Table 7).

Table 7: Bleeding Events in Patients with Atrial Fibrillation in the AVERROES Study

Apixaban ASA Hazard Ratio p-value
N =2798 N=2780 (95%CI)
n(%/year) n (%/year)
Major* 45 (1.41) 29 (0.92) 1.54 (0.96, 2.45) 0.0716
Fatal, n 5(0.16) 5(0.16)
Intracranial, n 11 (0.34) 11 (0.35)
Major + CRNM+ 140 (4.46) 101 (3.24) 1.38 (1.07, 1.78) 0.0144
All 325 (10.85) 250 (8.32) 1.30 (1.10, 1.53) 0.0017

*Major bleeding defined per International Society on Thrombosis ad Haemostasis (ISTH) criteria.
T Clinically Relevant Non-Major

Treatment of DVT, treatment of PE and prevention of recurrent DVT and PE (VTEL)

The clinical program (AMPLIFY: apixaban versus enoxaparin/warfarin, AMPLIFY-EXT: apixaban
versus placebo) was designed to demonstrate the efficacy and safety of apixaban for the treatment of
DVT and/or PE (AMPLIFY), and extended therapy for the prevention of recurrent DVT and/or PE
following 6 to 12 months of anticoagulant treatment for DVT and/or PE (AMPLIFY-EXT). Both
studies were randomized, parallel-group, double-blind, multinational trials in patients with
symptomatic proximal DVT or symptomatic PE. All the key safety and efficacy endpoints were
adjudicated by an independent blinded committee.

AMPLIFY STUDY
In the AMPLIFY study a total of 5,395 patients were randomized to treatment with apixaban 10 mg
twice daily orally for 7 days followed by apixaban 5 mg twice daily orally for 6 months, or enoxaparin

1 mg/kg twice daily subcutaneously for at least 5 days (until INR> 2) and warfarin (target INR range
2.0-3.0) orally for 6 months.

The mean age was 56.9 years and 89.8% of randomised patients had unprovoked VTE events.

For patients randomized to warfarin, the mean percentage of time in therapeutic range (INR 2.0-3.0)
was 60.9. Apixaban showed a reduction in recurrent symptomatic VTE or VTE- related death across
the different levels of center TTR; within the highest quartile of TTR according to center, the relative
risk for apixaban vs enoxaparin/warfarin was 0.79 (95% CI, 0.39, 1.61).

In the study, apixaban was shown to be non-inferior to enoxaparin/warfarin in the combined primary
endpoint of adjudicated recurrent symptomatic VTE (nonfatal DVT or nonfatal PE) or VTE-related
death (see Table 8).
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Table 8: Efficacy Results in the AMPLIFY Study

Apixaban Enoxaparin/Warfar Relative Risk
N=2609 in (95% CI)
n (%) N=2635
n (%)

VTE or VTE-related 59 (2.3) 71 (2.7) 0.84 (0.60, 1.18)*
death

DVT 20 (0.7) 33(1.2)

PE 27 (1.0) 23 (0.9)

VTE-related 12 (0.4) 15 (0.6)

death
VTE or all-cause 84 (3.2) 104 (4.0) 0.82 (0.61, 1.08)
death
VTE or CV-related 61 (2.3) 77 (2.9) 0.80 (0.57, 1.11)
death
VTE, VTE-related 73 (2.8) 118 (4.5) 0.62 (0.47, 0.83)
death, or major
bleeding

* Noninferior compared to enoxaparin/warfarin (p-value <0.0001)

Apixaban efficacy in initial treatment of VTE was consistent between patients who were treated for a
PE [Relative Risk 0.9; 95% CI (0.5, 1.6)] or DVT [Relative Risk 0.8; 95% CI (0.5, 1.3)]. Efficacy
across subgroups, including age, gender, body mass index (BMI), renal function, extent of index PE,

location of DVT thrombus, and prior parenteral heparin use was generally consistent.

The primary safety endpoint was major bleeding. In the study, apixaban was statistically superior to
enoxaparin/warfarin in the primary safety endpoint [Relative Risk 0.31, 95% confidence interval

(0.17, 0.55), P-value <0.0001] (see Table 9).

Table 9: Bleeding Results in the AMPLIFY Study

Apixaban Enoxaparin/ Relative Risk
N=2676 Warfarin (95% CI)
n (%) N=2689
n (%)
Major 15 (0.6) 49 (1.8) 0.31(0.17, 0.55)
Major + CRNM 115 (4.3) 261 (9.7) 0.44 (0.36, 0.55)
Minor 313 (11.7) 505 (18.8) 0.62 (0.54, 0.70)
All 402 (15.0) 676 (25.1) 0.59 (0.53, 0.66)

The adjudicated major bleeding and CRNM bleeding at any anatomical site were generally lower in

the apixaban group as compared to the enoxaparin/warfarin group. Adjudicated ISTH major
gastrointestinal bleeding occurred in 6 (0.2%) apixaban-treated patients and 17 (0.6%)
enoxaparin/warfarin-treated patients.

AMPLIFY-EXT STUDY

In the AMPLIFY-EXT study a total of 2,482 patients were randomized to treatment with apixaban 2.5
mg twice daily orally, apixaban 5 mg twice daily orally, or placebo for 12 months after completing 6

to 12 months of initial anticoagulant treatment. Of these, 836 patients (33.7%) participated in the
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AMPLIFY study prior to enrollment in the AMPLIFY-EXT study. The mean age was 56.7 years and

91.7% of randomised patients had unprovoked VTE events.

In the study, both doses of apixaban were statistically superior to placebo in the primary endpoint of
symptomatic, recurrent VTE (nonfatal DVT or nonfatal PE) or all-cause death (see Table 10).

Table 10: Efficacy Results in the AMPLIFY-EXT Study

Apixaban | Apixaban Placebo Relative Risk (95% CI)
2.5 mg 5.0 mg Apix 2.5 mg Apix 5.0 mg
(N=840) (N=813) (N=829) vs. Placebo vs. Placebo
n (%)
Recurrent 19 (2.3) 14 (1.7) 77 (9.3) 0.24 0.19
VTE or all- (0.15, 0.40)* (0.11, 0.33)
cause death
DVT" 6 (0.7) 7(0.9) 53 (6.4)
PE’ 7(0.8) 4 (0.5) 13 (1.6)
All-cause 6 (0.7) 3(0.4) 11 (1.3)
death
Recurrent 14 (1.7) 14 (1.7) 73 (8.8) 0.19 0.20
VTE or VTE- (0.11, 0.33) (0.11, 0.34)
related death
Recurrent 14 (1.7) 14 (1.7) 76 (9.2) 0.18 0.19
VTE or CV- (0.10, 0.32) (0.11, 0.33)
related death
Nonfatal 6 (0.7) 8 (1.0) 53 (6.4) 0.11 0.15
DVT' (0.05, 0.26) (0.07, 0.32)
Nonfatal PE' 8 (1.0) 4(0.5) 15 (1.8) 0.51 0.27
(0.22,1.21) (0.09, 0.80)
VTE-related 2(0.2) 3(0.4) 7(0.8) 0.28 0.45
death (0.06, 1.37) (0.12, 1.71)

¥ p-value <0.0001

* For patients with more than one event contributing to the composite endpoint, only the first event was reported (eg, if a
subject experienced both a DVT and then a PE, only the DVT was reported)

T Individual subjects could experience more than one event and be represented in both classifications

Apixaban efficacy for prevention of a recurrence of a VTE was maintained across subgroups,
including age, gender, BMI, and renal function.

The primary safety endpoint was major bleeding during the treatment period. In the study, the
incidence in major bleeding for both apixaban doses was not statistically different from placebo. There
was no statistically significant difference in the incidence of major + CRNM, minor, and all bleeding
between the apixaban 2.5 mg twice daily and placebo treatment groups (see Table 11).

Table 11: Bleeding Results in the AMPLIFY-EXT Study

Apixaban Apixaban Placebo Relative Risk (95% CI)
2.5 mg 5.0 mg Apix 2.5 mg Apix 5.0 mg
(N=840) (N=813) (N=829) vs. Placebo vs. Placebo
n (%)
Major 2(0.2) 1(0.1) 4 (0.5) 0.49 0.25
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(0.09, 2.64) (0.03,2.24)
Major + 27 (3.2) 35 (4.3) 22 (2.7) 1.20 1.62
CRNM (0.69, 2.10) (0.96, 2.73)
Minor 75 (8.9) 98 (12.1) 58 (7.0) 1.26 1.70

(0.91, 1.75) (1.25,2.31)
All 94 (11.2) 121 (14.9) 74 (9.0) 1.24 1.65

(0.93, 1.65) (1.26,2.16)

Adjudicated ISTH major gastrointestinal bleeding occurred in 1 (0.1%) apixaban-treated patient at the
5 mg twice daily dose, no patients at the 2.5 mg twice daily dose, and 1 (0.1%) placebo-treated patient.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Eliquis in one or more subsets of the paediatric population in venous and arterial embolism and
thrombosis (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption
The absolute bioavailability of apixaban is approximately 50% for doses up to 10 mg. Apixaban is

rapidly absorbed with maximum concentrations (C,,y) appearing 3 to 4 hours after tablet intake. Intake
with food does not affect apixaban AUC or C,,, at the 10 mg dose. Apixaban can be taken with or
without food.

Apixaban demonstrates linear pharmacokinetics with dose proportional increases in exposure for oral
doses up to 10 mg. At doses > 25 mg apixaban displays dissolution limited absorption with decreased
bioavailability. Apixaban exposure parameters exhibit low to moderate variability reflected by a
within-subject and inter-subject variability of ~20% CV and ~30% CV, respectively.

Distribution
Plasma protein binding in humans is approximately 87%. The volume of distribution (Vss) is
approximately 21 litres.

Biotransformation and elimination

Apixaban has multiple routes of elimination. Of the administered apixaban dose in humans,
approximately 25% was recovered as metabolites, with the majority recovered in faeces. Renal
excretion of apixaban accounts for approximately 27% of total clearance. Additional contributions
from biliary and direct intestinal excretion were observed in clinical and nonclinical studies,
respectively.

Apixaban has a total clearance of about 3.3 I/h and a half-life of approximately 12 hours.

O-demethylation and hydroxylation at the 3-oxopiperidinyl moiety are the major sites of
biotransformation. Apixaban is metabolized mainly via CYP3A4/5 with minor contributions from
CYP1A2, 2C8, 2C9, 2C19, and 2J2. Unchanged apixaban is the major drug-related component in
human plasma with no active circulating metabolites present. Apixaban is a substrate of transport
proteins, P-gp and breast cancer resistance protein (BCRP).

Renal impairment

There was no impact of impaired renal function on peak concentration of apixaban. There was an
increase in apixaban exposure correlated to decrease in renal function, as assessed via measured
creatinine clearance. In individuals with mild (creatinine clearance 51-80 mL/min), moderate
(creatinine clearance 30-50 mL/min) and severe (creatinine clearance 15-29 mL/min) renal
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impairment, apixaban plasma concentrations (AUC) were increased 16, 29, and 44% respectively,
compared to individuals with normal creatinine clearance. Renal impairment had no evident effect on
the relationship between apixaban plasma concentration and anti-FXa activity.

In subjects with end-stage renal disease (ESRD), the AUC of apixaban was increased by 36% when a
single dose of apixaban 5 mg was administered immediately after haemodialysis, compared to that
seen in subjects with normal renal function. Haemodialysis, started two hours after administration of a
single dose of apixaban 5 mg, decreased apixaban AUC by 14% in these ESRD subjects,
corresponding to an apixaban dialysis clearance of 18 mL/min. Therefore, haemodialysis is unlikely to
be an effective means of managing apixaban overdose.

Hepatic impairment

In a study comparing 8 subjects with mild hepatic impairment, Child-Pugh A score 5 (n = 6) and

score 6 (n = 2), and 8 subjects with moderate hepatic impairment (Child-Pugh B score 7 (n = 6) and
score 8 (n = 2), to 16 healthy control subjects, the single-dose pharmacokinetics and
pharmacodynamics of apixaban 5 mg were not altered in subjects with hepatic impairment. Changes in
anti-Factor Xa activity and INR were comparable between subjects with mild to moderate hepatic
impairment and healthy subjects.

Elderly
Elderly patients (above 65 years) exhibited higher plasma concentrations than younger patients, with

mean AUC values being approximately 32% higher and no difference in C,,y.

Gender
Exposure to apixaban was approximately 18% higher in females than in males.

Ethnic origin and race

The results across phase 1 studies showed no discernible difference in apixaban pharmacokinetics
between White/Caucasian, Asian and Black/African American subjects. Findings from a population
pharmacokinetic analysis in patients who received apixaban were generally consistent with the phase 1
results.

Body weight
Compared to apixaban exposure in subjects with body weight of 65 to 85 kg, body weight > 120 kg

was associated with approximately 30% lower exposure and body weight < 50 kg was associated with
approximately 30% higher exposure.

Pharmacokinetic/pharmacodynamic relationship

The pharmacokinetic /pharmacodynamic (PK/PD) relationship between apixaban plasma
concentration and several PD endpoints (anti-FXa activity, INR, PT, aPTT) has been evaluated after
administration of a wide range of doses (0.5 — 50 mg). The relationship between apixaban plasma
concentration and anti-factor Xa activity was best described by a linear model. The PK/PD
relationship observed in patients was consistent with that established in healthy subjects.

5.3 Preclinical safety data

Preclinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, fertility and embryo-foetal
development and juvenile toxicity.

The major observed effects in the repeated dose toxicity studies were those related to the
pharmacodynamic action of apixaban on blood coagulation parameters. In the toxicity studies little to
no increase of bleeding tendency was found. However, since this may be due to a lower sensitivity of
the non-clinical species compared to humans, this result should be interpreted with caution when
extrapolating to humans.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

Anhydrous lactose

Microcrystalline cellulose (E460)
Croscarmellose sodium

Sodium laurilsulfate

Magnesium stearate (E470b)

Film coat:

Lactose monohydrate

Hypromellose (E464)

Titanium dioxide (E171)

Triacetin (E1518)

Iron oxide red (E172)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years

6.4 Special precautions for storage

This medicinal product does not require any special storage condition.

6.5 Nature and contents of container

Alu-PVC/PVdAC blisters. Cartons of 14, 20, 28, 56, 60, 168 and 200 film-coated tablets.
Alu-PVC/PVdAC perforated unit dose blisters of 100x1 film coated tablets.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal
No special requirements.

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

7. MARKETING AUTHORISATION HOLDER
Bristol-Myers Squibb/Pfizer EEIG, Bristol-Myers Squibb House,
Uxbridge Business Park, Sanderson Road, Uxbridge, Middlesex

UBS 1DH
United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/11/691/006

EU/1/11/691/007
EU/1/11/691/008
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EU/1/11/691/009
EU/1/11/691/010
EU/1/11/691/011
EU/1/11/691/012
EU/1/11/691/014

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation:- 18 May 2011

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.cu
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ANNEX IT

MANUFACTURER(S)RESPONSIBLE FOR BATCH
RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A. MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Bristol-Myers Squibb S.r.1
Loc. Fontana del Ceraso
03012 Anagni (FR)

Italy

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic Safety Update Reports

The marketing authorisation holder shall submit periodic safety update reports for this product in
accordance with the requirements set out in the list of Union reference dates (EURD list) provided for
under Article 107¢(7) of Directive 2001/83/EC and published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:

* At the request of the European Medicines Agency;

* Whenever the risk management system is modified, especially as the result of new information being
received that may lead to a significant change to the benefit/risk profile or as the result of an important
(pharmacovigilance or risk minimisation) milestone being reached.

If the dates for submission of a PSUR and the update of a RMP coincide, they can be submitted at the
same time.

) Additional risk minimisation measures

The MAH shall provide an educational pack prior to launch, targeting all physicians who are expected
to prescribe/use Eliquis. Key safety messages have to be included in the educational pack for all
indications.

The educational pack is aimed at increasing awareness about the potential risk of bleeding during
treatment with Eliquis and providing guidance on how to manage that risk.

The MAH must agree the content and format of the educational material, together with a
communication plan, with the national competent authority in each Member State prior to distribution
of the educational pack in their territory.
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The physician educational pack should contain:
. The Summary of Product Characteristics
. Prescriber Guide

. Patient Alert Cards

The Prescriber Guide should contain the following key safety messages:

. Details of populations potentially at higher risk of bleeding

. Recommended dosages and guidance on the posology for different indications

. Recommendations for dose adjustment in at risk populations, including renal or hepatic
impairment patients

. Guidance regarding switching from or to Eliquis treatment

. Guidance regarding surgery or invasive procedure, and temporary discontinuation

. Management of overdose situations and haemorrhage

. The use of coagulation tests and their interpretation

. That all patients should be provided with a Patient alert card and be counselled about:
. Signs or symptoms of bleeding and when to seek attention from a health care provider.
. Importance of treatment compliance

. Necessity to carry the Patient alert card with them at all times
. The need to inform Health Care Professionals that they are taking Eliquis if they need to
have any surgery or invasive procedure.

The Patient alert card should contain the following key safety messages:

. Signs or symptoms of bleeding and when to seek attention from a health care provider.

. Importance of treatment compliance

. Necessity to carry the Patient alert card with them at all times

. The need to inform Health Care Professionals that they are taking Eliquis if they need to

have any surgery or invasive procedure.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON 2.5 mg

1. NAME OF THE MEDICINAL PRODUCT

Eliquis 2.5 mg film-coated tablets
apixaban

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 2.5 mg apixaban

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

10 film-coated tablets

20 film-coated tablets

60 film-coated tablets

60 x 1 film-coated tablets
100 x 1 film-coated tablets
168 film-coated tablets
200 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
For oral use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/Pfizer EEIG, Bristol-Myers Squibb House,
Uxbridge Business Park, Sanderson Road, Uxbridge, Middlesex
UBS8 1DH

United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/11/691/001
EU/1/11/691/002
EU/1/11/691/003
EU/1/11/691/004
EU/1/11/691/005
EU/1/11/691/013
EU/1/11/691/015

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Eliquis 2.5 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER 2.5 mg

| 1. NAME OF THE MEDICINAL PRODUCT

Eliquis 2.5 mg tablets
apixaban

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/Pfizer EEIG

| 3.  EXPIRY DATE

EXP

| 4. BATCH NUMBER

Lot

|5. OTHER
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER 2.5 mg (Symbol)

| 1. NAME OF THE MEDICINAL PRODUCT

Eliquis 2.5 mg tablets
apixaban

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/Pfizer EEIG

| 3.  EXPIRY DATE

EXP

| 4. BATCH NUMBER

Lot
|5. OTHER
sun as symbol

moon as symbol
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON 5 mg

1. NAME OF THE MEDICINAL PRODUCT

Eliquis 5 mg film-coated tablets
apixaban

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 5 mg apixaban

3. LIST OF EXCIPIENTS

Contains lactose. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

14 film-coated tablets

20 film-coated tablets

28 film-coated tablets

56 film-coated tablets

60 film-coated tablets
100x 1 film-coated tablets
168 film-coated tablets
200 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
For oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/Pfizer EEIG, Bristol-Myers Squibb House,
Uxbridge Business Park, Sanderson Road, Uxbridge, Middlesex
UBS8 1DH

United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/11/691/006
EU/1/11/691/007
EU/1/11/691/008
EU/1/11/691/009
EU/1/11/691/010
EU/1/11/691/011
EU/1/11/691/012
EU/1/11/691/014

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Eliquis 5 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER S mg

| 1. NAME OF THE MEDICINAL PRODUCT

Eliquis 5 mg tablets
apixaban

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/Pfizer EEIG

| 3.  EXPIRY DATE

EXP

| 4. BATCH NUMBER

Lot

|5. OTHER
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER 5 mg (Symbol)

| 1. NAME OF THE MEDICINAL PRODUCT

Eliquis 5 mg tablets
apixaban

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/Pfizer EEIG

| 3.  EXPIRY DATE

EXP

| 4. BATCH NUMBER

Lot
|5. OTHER
sun as symbol

moon as symbol
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER 5 mg (Day and symbol)

| 1. NAME OF THE MEDICINAL PRODUCT

Eliquis 5 mg tablets
apixaban

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb/Pfizer EEIG

| 3.  EXPIRY DATE

EXP

| 4. BATCH NUMBER

Lot

|5. OTHER

Day 1 sun as symbol
Day 1 moon as symbol
Day 2 sun as symbol
Day 2 moon as symbol
Day 3 sun as symbol
Day 3 moon as symbol
Day 4 sun as symbol
Day 4 moon as symbol
Day 5 sun as symbol
Day 5 moon as symbol
Day 6 sun as symbol
Day 6 moon as symbol
Day 7 sun as symbol
Day 7 moon as symbol
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| PATIENT ALERT CARD

Eliquis® (apixaban)

Patient Alert Card

Carry this card with you at all times

Show this card to your pharmacist, dentist and any other healthcare professionals that treat you.
I am under anticoagulation treatment with Eliquis® (apixaban) to prevent blood clots

Please complete this section or ask your doctor to do it
Name:

Birth Date:

Indication:

Dose:  mg twice daily

Doctor's Name:

Doctor's telephone:

Information for PATIENTS

= Take Eliquis” regularly as instructed. If you miss a dose, take it as soon as you remember and
continue to follow your dosing schedule.

= Do not stop taking Eliquis® without talking to your doctor, as you are at risk of suffering from a
stroke or other complications.

= Eliquis® helps to thin your blood. However, this may increase your risk of bleeding.

= Signs and symptoms of bleeding include bruising or bleeding under the skin, tar-coloured stools,
blood in urine, nose-bleed, dizziness, tiredness, paleness or weakness, sudden severe headache,
coughing up blood or vomiting blood.

= Ifthe bleeding does not stop on its own, immediately seek medical attention.

= If you need surgery, inform your doctor that you are taking Eliquis®.

Information for HEALTHCARE PROFESSIONALS

=  Eliquis® (apixaban) is an oral anticoagulant acting by direct selective inhibition of factor Xa.

* Eliquis® may increase the risk of bleeding. In case of major bleeding events, it should be stopped
immediately.

= Treatment with Eliquis® does not require routine monitoring of exposure. A calibrated quantitative
anti-Factor Xa assay may be useful in exceptional situations, e.g., overdose and emergency
surgery (prothrombin time (PT), international normalized ratio (INR) and activated partial
thromboplastin time (aPTT) clotting tests are not recommended) — see SmPC.

This medicinal product is subject to additional monitoring. Patients and Health Care Professionals are
asked to report any suspected adverse reactions via the national reporting system.
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

Eliquis 2.5 mg film-coated tablets
Apixaban

! This medicine is subject to additional monitoring. This will allow quick identification of new

safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

What Eliquis is and what it is used for

What you need to know before you take Eliquis
How to take Eliquis

Possible side effects

How to store Eliquis

Contents of the pack and other information

AR e

1. What Eliquis is and what it is used for

Eliquis contains the active substance apixaban and belongs to a group of medicines called
anticoagulants. This medicine helps to prevent blood clots from forming by blocking Factor Xa, which
is an important component of blood clotting.

Eliquis is used in adults:

- to prevent blood clots (deep vein thrombosis [DVT]) from forming after hip or knee replacement
operations. After an operation to the hip or knee you may be at a higher risk of developing blood
clots in your leg veins. This can cause the legs to swell, with or without pain. If a blood clot travels
from your leg to your lungs, it can block blood flow causing breathlessness, with or without chest
pain. This condition (pulmonary embolism) can be life-threatening and requires immediate medical
attention.

- to prevent a blood clot from forming in the heart in patients with an irregular heart beat (atrial
fibrillation) and at least one additional risk factor. Blood clots may break off and travel to the brain
and lead to a stroke or to other organs and prevent normal blood flow to that organ (also known as a
systemic embolism). A stroke can be life-threatening and requires immediate medical attention.

- to treat blood clots in the veins of your legs (deep vein thrombosis) and in the blood vessels of your

lungs (pulmonary embolism), and to prevent blood clots from re-occurring in the blood vessels of
your legs and/or lungs.
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2. What you need to know before you take Eliquis

Do not take Eliquis if:

- you are allergic to apixaban or any of the other ingredients of this medicine (listed in section 6)

- you are bleeding excessively

- you have a disease in an organ of the body that increases the risk of serious bleeding (such as an

active or a recent ulcer of your stomach or bowel, recent bleeding in your brain)

- you have a liver disease which leads to increased risk of bleeding (hepatic coagulopathy)

- you are taking medicines to prevent blood clotting (e.g., warfarin, rivaroxaban, dabigatran or
heparin), except when changing anticoagulant treatment or while having a venous or arterial line
and you get heparin through this line to keep it open.

Warnings and precautions

Talk to your doctor, pharmacist or nurse before you take this medicine if you have any of the
following:
- an increased risk of bleeding, such as:
bleeding disorders, including conditions resulting in reduced platelet activity
very high blood pressure, not controlled by medical treatment
you are older than 75 years
you weigh 60 kg or less

- a severe kidney disease or if you are on dialysis
- a liver problem or a history of liver problems
Eliquis will be used with caution in patients with signs of altered liver function.
- had a tube (catheter) or an injection into your spinal column (for anaesthesia or pain reduction),
your doctor will tell you to take Eliquis 5 hours or more after catheter removal
- if you have a prosthetic heart valve
- if your doctor determines that your blood pressure is unstable or another treatment or surgical
procedure to remove the blood clot from your lungs is planned

If you need to have surgery or a procedure which may cause bleeding, your doctor might ask you to
temporarily stop taking this medicine for a short while. If you are not sure whether a procedure may
cause bleeding ask your doctor.

Children and adolescents
Eliquis is not recommended in children and adolescents under 18 years of age.
Other medicines and Eliquis

Tell your doctor, pharmacist or nurse if you are taking, have recently taken or might take any
other medicines.

Some medicines may increase the effects of Eliquis and some may decrease its effects. Your doctor
will decide, if you should be treated with Eliquis when taking these medicines and how closely you
should be monitored.

The following medicines may increase the effects of Eliquis and increase the chance for unwanted
bleeding:
- some medicines for fungal infections (e.g., ketoconazole, etc.)

- some antiviral medicines for HIV / AIDS (e.g., ritonavir)
- other medicines that are used to reduce blood clotting (e.g., enoxaparin, etc.)

- anti-inflammatory or pain medicines (e.g., aspirin or naproxen). Especially, if you are older than
75 years and are taking aspirin, you may have an increased chance of bleeding.

- medicines for high blood pressure or heart problems (e.g., diltiazem)

62



The following medicines may reduce the ability of Eliquis to help prevent blood clots from forming:
- medicines to prevent epilepsy or seizures (e.g., phenytoin, etc.)
- St John’s Wort (a herbal supplement used for depression)
- medicines to treat tuberculosis or other infections (e.g., rifampicin)

Pregnancy and breast-feeding

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor, pharmacist or nurse for advice before taking this medicine.

The effects of Eliquis on pregnancy and the unborn child are not known. You should not take Eliquis
if you are pregnant. Contact your doctor immediately if you become pregnant while taking Eliquis.

It is not known if Eliquis passes into human breast milk. Ask your doctor, pharmacist or nurse for
advice before taking this medicine while breast-feeding. They will advise you to either stop breast-
feeding or to stop/not start taking Eliquis.

Driving and using machines

Eliquis has not been shown to impair your ability to drive or use machines.

Eliquis contains lactose (a type of sugar).

If you have been told by your doctor that you have an intolerance to some sugars, contact your doctor
before taking this medicine.

3. How to take Eliquis

Always take this medicine exactly as your doctor or pharmacist has told you. Check with your doctor,
pharmacist or nurse if you are not sure.

Dose

Swallow the tablet with a drink of water. Eliquis can be taken with or without food.
Take Eliquis as recommended for the following:

To prevent blood clots from forming after hip or knee replacement operations.

The recommended dose is one tablet of Eliquis 2.5 mg twice a day.

For example, one in the morning and one in the evening. Try to take the tablets at the same times
every day to have the best treatment effect.

You should take the first tablet 12 to 24 hours after your operation.

If you have had a major hip operation you will usually take the tablets for 32 to38 days
If you have had a major knee operation you will usually take the tablets for 10 to 14 days

To prevent a blood clot from forming in the heart in patients with an irregular heart beat and at least
one additional risk factor.

The recommended dose is one tablet of Eliquis 5 mg twice a day.
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The recommended dose is one tablet of Eliquis 2.5 mg twice a day if:
- you have severely reduced kidney function
- two or more of the following apply to you:
- your blood test results suggest poor kidney function (value of serum creatinine is 1.5
mg/dL (133 micromole/L) or greater)
- you are 80 years old or older
- your weight is 60 kg or lower.

The recommended dose is one tablet twice a day, for example, one in the morning and one in the
evening. Try to take the tablets at the same times every day to have the best treatment effect. Your

doctor will decide how long you must continue treatment for.

To treat blood clots in the veins of your legs and blood clots in the blood vessels of your lungs

The recommended dose is two tablets of Eliquis 5 mg twice a day for the first 7 days, for example,
two in the morning and two in the evening.

After 7 days the recommended dose is one tablet of Eliquis 5 mg twice a day, for example, one in the
morning and one in the evening. Try to take the tablets at the same times every day to have the best

treatment effect.

For preventing blood clots from re-occurring following completion of 6 months of treatment

The recommended dose is one tablet of Eliquis 2.5 mg twice a day for example, one in the morning
and one in the evening. Try to take the tablets at the same times every day to have the best treatment
effect.

Your doctor will decide how long you must continue treatment for.

Your doctor might change vour anticoagulant treatment as follows:

- Changing from Eliquis to anticoagulant medicines
Stop taking Eliquis. Start treatment with the anticoagulant medicines (for example heparin) at the time
you would have taken the next tablet.

- Changing from anticoagulant medicinesto Eliquis
Stop taking the anticoagulant medicines. Start treatment with Eliquis at the time you would have had
the next dose of anticoagulant medicine, then continue as normal.

- Changing from treatment with anticoagulant containing Vitamin K antagonist (e.g. warfarin) to
Eliquis

Stop taking the medicine containing a vitamin-K antagonist. Your doctor needs to do blood-
measurements and instruct you when to start taking Eliquis.

- Changing from Eliquis to anticoagulant treatment containing Vitamin K antagonist (e.g. warfarin).
If your doctor tells you that you have to start taking the medicine containing a Vitamin K antagonist,
continue to take Eliquis for at least 2 days after your first dose of the medicine containing a Vitamin K
antagonist. Your doctor needs to do blood-measurements and instruct you when to stop taking Eliquis.

If you take more Eliquis than you should

Tell your doctor immediately if you have taken more than the prescribed dose of Eliquis. Take the
medicine pack with you, even if there are no tablets left.

If you take more Eliquis than recommended, you may have an increased risk of bleeding. If bleeding
occurs, surgery or blood transfusions may be required.
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If you forget to take Eliquis

-Take the tablet as soon as you remember and:
- take the next tablet of Eliquis at the usual time
- then continue as normal.

If you are not sure what to do or have missed more than one dose, ask your doctor, pharmacist or
nurse.

If you stop taking Eliquis

Do not stop taking Eliquis without talking to your doctor first, because the risk of developing a blood
clot could be higher if you stop treatment too early.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. Eliquis can
be given for two different medical conditions. The known side effects and how frequently they occur
for each of these medical conditions may differ and are listed separately below. For both conditions,
the most common general side effect of Eliquis is bleeding which may be potentially life threatening
and require immediate medical attention.

The following side effects are known if you take Eliquis to prevent blood clots from forming after hip
or knee replacement operations.

Common side effects (may affect up to 1 in 10 people)

- Anaemia which may cause tiredness or paleness

- Bleeding including:
- blood in the urine (that stains the urine pink or red)
- bruising and swelling
- vaginal bleeding

- Nausea (feeling sick)

Uncommon side effects (may affect up to 1 in 100 people)

- Reduced number of platelets in your blood (which can affect clotting)
- Bleeding including:
- bleeding occurring after your operation including bruising and swelling, blood or liquid
leaking from the surgical wound/incision (wound secretion)
- bleeding in your stomach, bowel or blood in the stools
- blood found in the urine
- bleeding from your nose
- Low blood pressure which may make you feel faint or have a quickened heartbeat
- Blood tests may show:
- abnormal liver function
- an increase in some liver enzymes
- an increase in bilirubin, a breakdown product of red blood cells, which can cause yellowing
of the skin and eyes.
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Rare side effects (may affect up to 1 in 1000 people)

- Allergic reactions (hypersensitivity) which may cause: swelling of the face, lips, mouth, tongue
and/or throat and difficulty breathing. Contact your doctor immediately if you experience any of
these symptoms.

- Bleeding:

- into a muscle

- in your eyes

- from your gums and blood in your spit when coughing
- from your rectum

The following side effects are known if you take Eliquis to prevent a blood clot from forming in the
heart in patients with an irregular heart beat and at least one additional risk factor.

Common side effects (may affect up to 1 in 10 people)

Bleeding including:

- in your eyes

- in your stomach, bowel or dark/black blood in the stools
- blood found in the urine on laboratory testing

- from your nose

- from your gums

- bruising and swelling

Uncommon side effects (may affect up to 1 in 100 people)

Bleeding including:

- in your brain or in your spinal column

- in your mouth or blood in your spit when coughing

- into your abdomen, into the rectum or from the vagina

- bright/red blood in the stools

- bleeding occurring after any operation including bruising and swelling, blood or liquid leaking from
the surgical wound/incision (wound secretion) or injection site

- Allergic reactions (hypersensitivity) which may cause: swelling of the face, lips, mouth, tongue
and/or throat and difficulty breathing. Contact your doctor immediately if you experience any of
these symptoms.

Rare side effects (may affect up to 1 in 1000 people)

- bleeding in your lungs or your throat
- bleeding into the space behind your abdominal cavity

The following side effects are known if yvou take Eliquis to treat or prevent re-occurrence of blood
clots in the veins of your legs and blood clots in the blood vessels of your lungs.

Common side effects (may affect up to 1 in 10 people)

Bleeding including:

- from your nose

- from your gums

- blood in the urine (that stains the urine pink or red)
- bruising and swelling

- in your stomach, your bowel, into the rectum
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Uncommon side effects (may affect up to 1 in 100 people)

Bleeding including:

- in your eyes and bruise of the eyes

- in your mouth or blood in your spit when coughing
- dark/black blood in the stools

- into the uterus or from the vagina

- tests showing blood in the stools or in the urine

- bruising and swelling of a wound or injection site

Rare side effects (may affect up to 1 in 1000 people)

- abnormal tendency to spontaneous bleeding, loss of red blood cells due to bleeding

Bleeding including:

- in your brain

- in your abdomen, lungs or in the membrane surrounding the heart

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist, or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting

system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Eliquis

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and on the blister after
EXP. The expiry date refers to the last day of that month.

This medicine does not require any special storage conditions.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information
What Eliquis contains

» The active substance is apixaban. Each tablet contains 2.5 mg of apixaban.
*  The other ingredients are:
- Tablet core: lactose anhydrous, microcrystalline cellulose, croscarmellose sodium, sodium
laurilsulfate, magnesium stearate (E470b).
- Film coat: lactose monohydrate, hypromellose (E464), titanium dioxide (E171), triacetin, yellow
iron oxide (E172)

What Eliquis looks like and contents of the pack

The film-coated tablets are yellow, round and marked with “893” on one side and “2%2” on the other
side.

- They come in blisters in cartons of 10, 20,60, 168 and 200 film-coated tablets.

- Unit dose blisters in cartons of 60 x 1 and 100 x 1film-coated tablets for delivery in hospitals are
also available.
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Not all pack sizes may be marketed.

Patient Alert Card: handling information

Inside the Eliquis pack together with the package leaflet you will find a Patient Alert Card or your

doctor might give you a similar card.

This Patient Alert Card includes information that will be helpful to you and alert other doctors that you
are taking Eliquis. You should keep this card with you at all times.

1. Take the card

2. Separate your language as needed (this is facilitated by the perforated edges)

3. Complete the following sections or ask your doctor to do it:

- Name:

- Birth Date:

- Indication:

- Dose: ........ mg twice daily
- Doctor's Name:

- Doctor's telephone:

4. Fold the card and keep it with you at all times

Marketing Authorisation Holder

Bristol-Myers Squibb/Pfizer EEIG, Bristol-Myers Squibb House,
Uxbridge Business Park, Sanderson Road, Uxbridge, Middlesex

UB8 1DH - United Kingdom
Manufacturer

Bristol-Myers Squibb S.r.1
Loc. Fontana del Ceraso
03012 Anagni (FR)

Italy

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgique/Belgié/Belgien
N.V. Bristol-Myers Squibb Belgium S.A.
Tél/Tel: +32235276 11

Bbnarapus
[aiizep JlrokcemOypr CAPJI, Kiton bearapus
Ten.: +359 2 970 4333

Ceska republika
Bristol-Myers Squibb spol s r.0.
Tel: +420221 016 111

Danmark
Bristol-Myers Squibb
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Lietuva
Pfizer Luxembourg SARL filialas Lietuvoje
Tel. +3705 2514000

Luxembourg/Luxemburg
N.V. Bristol-Myers Squibb Belgium S.A.
Tél/Tel: +322 35276 11

Magyarorszag

Bristol-Myers Squibb Gyogyszerkereskedelmi
Kft.

Tel.: +36 1301 9700

Malta
V.J. Salomone Pharma Ltd.



TIf: + 45 45 93 05 06

Deutschland
Bristol-Myers Squibb GmbH & Co. KGaA
Tel: +49 89 121 42-0

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 6 405 328

EALaoa
BRISTOL-MYERS SQUIBB A.E.
TnA: +30 210 6074300

Espaiia
Bristol-Myers Squibb, S.A
Tel: + 34 91 456 53 00

France
Bristol-Myers Squibb SARL
Tél: + 33 (0)810 410 500

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 13908 777

Ireland
Bristol-Myers Squibb Pharmaceuticals Ltd
Tel: + 353 (1 800) 749 749

island
Icepharma hf.
Simi: +354 540 8000

Italia
Bristol-Myers Squibb S.r.1.
Tel: +39 06 50 39 61

Kvmpog
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Package leaflet: Information for the user

Eliquis 5 mg film-coated tablets
Apixaban

-—

¥ This medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

What Eliquis is and what it is used for

What you need to know before you take Eliquis
How to take Eliquis

Possible side effects

How to store Eliquis

Contents of the pack and other information

A

1. What Eliquis is and what it is used for

Eliquis contains the active substance apixaban and belongs to a group of medicines called
anticoagulants. This medicine helps to prevent blood clots from forming by blocking Factor Xa, which
is an important component of blood clotting.

Eliquis is used in adults:

- to prevent a blood clot from forming in the heart in patients with an irregular heart beat (atrial
fibrillation) and at least one additional risk factor. Blood clots may break off and travel to the brain
and lead to a stroke or to other organs and prevent normal blood flow to that organ (also known as a
systemic embolism). A stroke can be life-threatening and requires immediate medical attention.

- to treat blood clots in the veins of your legs (deep vein thrombosis) and in the blood vessels of your
lungs (pulmonary embolism), and to prevent blood clots from re-occurring in the blood vessels of your
legs and/or lungs.

2. What you need to know before you take Eliquis

Do not take Eliquis if:
- you are allergic to apixaban or any of the other ingredients of this medicine (listed in section 6)
- you are bleeding excessively

- you have a disease in an organ of the body that increases the risk of serious bleeding (such as an
active or a recent ulcer of your stomach or bowel, recent bleeding in your brain)

- you have a liver disease which leads to increased risk of bleeding (hepatic coagulopathy)

- you are taking medicines to prevent blood clotting (e.g. warfarin, rivaroxaban, dabigatran or
heparin), except when changing anticoagulant treatment or while having a venous or arterial line
and you get heparin through this line to keep it open.
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Warnings and precautions

Talk to your doctor, pharmacist or nurse before you take this medicine if you have any of the
following:
- an increased risk of bleeding, such as:

bleeding disorders, including conditions resulting in reduced platelet activity

very high blood pressure, not controlled by medical treatment

you are older than 75 years

you weigh 60 kg or less

- a severe kidney disease or if you are on dialysis
- a liver problem or a history of liver problems
Eliquis will be used with caution in patients with signs of altered liver function.
- if you have a prosthetic heart valve
- if your doctor determines that your blood pressure is unstable or another treatment or surgical
procedure to remove the blood clot from your lungs is planned

If you need to have surgery or a procedure which may cause bleeding, your doctor might ask you to
temporarily stop taking this medicine for a short while. If you are not sure whether a procedure may
cause bleeding ask your doctor.

Children and adolescents
Eliquis is not recommended in children and adolescents under 18 years of age.
Other medicines and Eliquis

Tell your doctor, pharmacist or nurse if you are taking, have recently taken or might take any
other medicines.

Some medicines may increase the effects of Eliquis and some may decrease its effects. Your doctor
will decide, if you should be treated with Eliquis when taking these medicines and how closely you
should be monitored.

The following medicines may increase the effects of Eliquis and increase the chance for unwanted
bleeding:
- some medicines for fungal infections (e.g., ketoconazole, etc.)

- some antiviral medicines for HIV / AIDS (e.g., ritonavir)
- other medicines that are used to reduce blood clotting (e.g., enoxaparin, etc.)

- anti-inflammatory or pain medicines (e.g., aspirin or naproxen). Especially, if you are older than
75 years and are taking aspirin, you may have an increased chance of bleeding.

- medicines for high blood pressure or heart problems (e.g., diltiazem)

The following medicines may reduce the ability of Eliquis to help prevent blood clots from forming:
- medicines to prevent epilepsy or seizures (e.g., phenytoin, etc.)

- St John’s Wort (a herbal supplement used for depression)

- medicines to treat tuberculosis or other infections (e.g., rifampicin)

Pregnancy and breast-feeding

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor, pharmacist or nurse for advice before taking this medicine.
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The effects of Eliquis on pregnancy and the unborn child are not known. You should not take Eliquis
if you are pregnant. Contact your doctor immediately if you become pregnant while taking Eliquis.

It is not known if Eliquis passes into human breast milk. Ask your doctor, pharmacist or nurse for
advice before taking this medicine while breast-feeding. They will advise you to either stop breast-
feeding or to stop/not start taking Eliquis.

Driving and using machines

Eliquis has not been shown to impair your ability to drive or use machines.

Eliquis contains lactose (a type of sugar).

If you have been told by your doctor that you have an intolerance to some sugars, contact your doctor
before taking this medicine.

3. How to take Eliquis

Always take this medicine exactly as your doctor or pharmacist has told you. Check with your doctor,
pharmacist or nurse if you are not sure.

Dose

To prevent a blood clot from forming in the heart in patients with an irregular heart beat and at least
one additional risk factor.

The recommended dose is one tablet of Eliquis 5 mg twice a day.
The recommended dose is one tablet of Eliquis 2.5 mg twice a day if:

- you have severely reduced kidney function
- two or more of the following apply to you:
- your blood test results suggest poor kidney function (value of serum creatinine is 1.5
mg/dL (133 micromole/L) or greater)
- you are 80 years old or older
- your weight is 60 kg or lower.

The recommended dose is one tablet twice a day, for example, one in the morning and one in the
evening. Try to take the tablets at the same times every day to have the best treatment effect.

Swallow the tablet with a drink of water. Eliquis can be taken with or without food.
Your doctor will decide how long you must continue treatment for.

To treat blood clots in the veins of your legs and blood clots in the blood vessels of your lungs

The recommended dose is two tablets of Eliquis 5 mg twice a day for the first 7 days, for example,
two in the morning and two in the evening.

After 7 days the recommended dose is one tablet of Eliquis 5 mg twice a day, for example, one in the
morning and one in the evening. Try to take the tablets at the same times every day to have the best

treatment effect.

For preventing blood clots from re-occurring following completion of 6 months of treatment
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The recommended dose is one tablet of Eliquis 2.5 mg twice a day for example, one in the morning
and one in the evening. Try to take the tablets at the same times every day to have the best treatment
effect.

Your doctor will decide how long you must continue treatment for.

Your doctor might change vour anticoagulant treatment as follows:

- Changing from Eliquis to anticoagulant medicines
Stop taking Eliquis. Start treatment with the anticoagulant medicines (for example heparin) at the time
you would have taken the next tablet.

- Changing from anticoagulant medicinesto Eliquis
Stop taking the anticoagulant medicines. Start treatment with Eliquis at the time you would have had
the next dose of anticoagulant medicine, then continue as normal.

- Changing from treatment with anticoagulant containing Vitamin K antagonist (e.g. warfarin) to
Eliquis

Stop taking the medicine containing a vitamin-K antagonist. Your doctor needs to do blood-
measurements and instruct you when to start taking Eliquis.

- Changing from Eliquis to anticoagulant treatment containing Vitamin K antagonist (e.g. warfarin).
If your doctor tells you that you have to start taking the medicine containing a Vitamin K antagonist,
continue to take Eliquis for at least 2 days after your first dose of the medicine containing a Vitamin K
antagonist. Your doctor needs to do blood-measurements and instruct you when to stop taking Eliquis.

If you take more Eliquis than you should

Tell your doctor immediately if you have taken more than the prescribed dose of Eliquis. Take the
medicine pack with you, even if there are no tablets left.

If you take more Eliquis than recommended, you may have an increased risk of bleeding. If bleeding
occurs, surgery or blood transfusions may be required.

If you forget to take Eliquis
- Take the tablet as soon as you remember and:
- take the next tablet of Eliquis at the usual time

- then continue as normal.

If you are not sure what to do or have missed more than one dose, ask your doctor, pharmacist or
nurse.

If you stop taking Eliquis

Do not stop taking Eliquis without talking to your doctor first, because the risk of developing a blood
clot could be higher if you stop treatment too early.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them. The most

common general side effect of Eliquis is bleeding which may be potentially life threatening and
require immediate medical attention.
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The following side effects are known if you take Eliquis to prevent a blood clot from forming in the
heart in patients with an irregular heart beat and at least one additional risk factor.

Common side effects (may affect up to 1 in 10 people)

Bleeding including:

- in your eyes

- in your stomach, bowel or dark/black blood in the stools
- blood found in the urine on laboratory testing

- from your nose

- from your gums

- bruising and swelling

Uncommon side effects (may affect up to 1 in 100 people)

Bleeding including:

- in your brain or in your spinal column

- in your mouth or blood in your spit when coughing

- into your abdomen, into the rectum or from the vagina

- bright/red blood in the stools

- bleeding occurring after any operation including bruising and swelling, blood or liquid leaking from
the surgical wound/incision (wound secretion) or injection site

- Allergic reactions (hypersensitivity) which may cause: swelling of the face, lips, mouth, tongue
and/or throat and difficulty breathing. Contact your doctor immediately if you experience any of
these symptoms.

Rare side effects (may affect up to 1 in 1000 people)

- bleeding in your lungs or your throat
- bleeding into the space behind your abdominal cavity

The following side effects are known if you take Eliquis to treat or prevent re-occurrence of blood
clots in the veins of your legs and blood clots in the blood vessels of your lungs.

Common side effects (may affect up to 1 in 10 people)

Bleeding including:

- from your nose

- from your gums

- blood in the urine (that stains the urine pink or red)
- bruising and swelling

- in your stomach, your bowel, into the rectum

Uncommon side effects (may affect up to 1 in 100 people)

Bleeding including:

- in your eyes and bruise of the eyes

- in your mouth or blood in your spit when coughing
- dark/black blood in the stools

- into the uterus or from the vagina

- tests showing blood in the stools or in the urine

- bruising and swelling of a wound or injection site
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Rare side effects (may affect up to 1 in 1000 people)

- abnormal tendency to spontaneous bleeding, loss of red blood cells due to bleeding

Bleeding including:

- in your brain

- in your abdomen, lungs or in the membrane surrounding the heart

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist, or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting

system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Eliquis

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and on the blister after
EXP. The expiry date refers to the last day of that month.

This medicine does not require any special storage conditions.
Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.
6. Contents of the pack and other information
What Eliquis contains
* The active substance is apixaban. Each tablet contains 5 mg of apixaban.
* The other ingredients are:
- Tablet core: lactose anhydrous, microcrystalline cellulose, croscarmellose sodium, sodium
laurilsulfate, magnesium stearate (E470b).
- Film coat: lactose monohydrate, hypromellose (E464), titanium dioxide (E171), triacetin, red
iron oxide (E172).
What Eliquis looks like and contents of the pack
The film coated tablets are pink, oval and marked with “894” on one side and “5” on the other side.
- They come in blisters in cartons of 14, 20, 28, 56, 60, 168 and 200 film-coated tablets.
- Unit dose blisters in cartons of 100 x 1 film-coated tablets for delivery in hospitals are also
available.
Not all pack sizes may be marketed.
Patient Alert Card: handling information
Inside the Eliquis pack together with the package leaflet you will find a Patient Alert Card or your
doctor might give you a similar card.
This Patient Alert Card includes information that will be helpful to you and alert other doctors that you

are taking Eliquis. You should keep this card with you at all times.

1. Take the card
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2. Separate your language as needed (this is facilitated by the perforated edges)

3. Complete the following sections or ask your doctor to do it:

- Name:

- Birth Date:

- Indication:

- Dose : ........ mg twice daily
- Doctor's Name:

- Doctor's telephone:

4. Fold the card and keep it with you at all times

Marketing Authorisation Holder

Bristol-Myers Squibb/Pfizer EEIG, Bristol-Myers Squibb House,
Uxbridge Business Park, Sanderson Road, Uxbridge, Middlesex

UBS 1DH - United Kingdom
Manufacturer

Bristol-Myers Squibb S.r.1
Loc. Fontana del Ceraso
03012 Anagni (FR)

Italy

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:
Belgique/Belgié/Belgien

N.V. Bristol-Myers Squibb Belgium S.A.
Tél/Tel: +32235276 11

Bbbarapus

[ aiizep JlrokcemOypr CAPJI, Kion beirapus

Ten.: +359 2 970 4333

Ceska republika
Bristol-Myers Squibb spol s r.0
Tel: +420221 016 111

Danmark

Bristol-Myers Squibb

TIf: + 454593 05 06

Deutschland

Bristol-Myers Squibb GmbH & Co. KGaA
Tel: +49 89 121 42-0

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 6 405 328

EALadoa
BRISTOL-MYERS SQUIBB A.E.
TnA: +30 210 6074300

Lietuva
Pfizer Luxembourg SARL filialas Lietuvoje
Tel. +3705 2514000

Luxembourg/Luxemburg
N.V. Bristol-Myers Squibb Belgium S.A.
Tél/Tel: + 32235276 11

Magyarorszag
Bristol-Myers Squibb Gyogyszerkereskedelmi
Kft.

Tel.: +36 1301 9700

Malta

V.J. Salomone Pharma Ltd.
Tel : +356212201 74
Nederland

Bristol-Myers Squibb B.V.
Tel: + 31 (0)30 300 2222

Norge

Bristol-Myers Squibb Norway Ltd
TIf: +47 67 55 53 50

Osterreich

Bristol-Myers Squibb GesmbH
Tel: +43 160 14 30



Espaiia
Bristol-Myers Squibb, S.A.
Tel: + 34 91 456 53 00

France
Bristol-Myers Squibb SARL
Tel: +33 (0)810 410 500

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 13908 777

Ireland
Bristol-Myers Squibb Pharmaceuticals Ltd
Tel: + 353 (1 800) 749 749

island
Icepharma hf.
Simi: +354 540 8000

Italia
Bristol-Myers Squibb S.r.1.
Tel: +39 06 50 39 61

Kvzpog
BRISTOL-MYERS SQUIBB A.E
TnA: + 357 800 92666

Latvija
Pfizer Luxembourg SARL filiale Latvija
Tel: +371 670 35 775

This leaflet was last revised in {MM/YYYY}.

Polska
Bristol-Myers Squibb Polska Sp. z o.0.
Tel.: + 48 22 5796666

Portugal

Bristol-Myers Squibb Farmacéutica Portuguesa,
S.A.

Tel: +351 21 440 70 00

Romania

Bristol-Myers Squibb Gydgyszerkereskedelmi
Kft.

Tel: +40 (0)21 272 16 00

Slovenija

Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podrocja
farmacevtske dejavnosti, Ljubljana

Tel: + 386 (0) 1 52 11 400

Slovenska republika
Pfizer Luxembourg SARL, organiza¢na zlozka
Tel: +421-2-3355 5500

Suomi/Finland
Oy Bristol-Myers Squibb (Finland) AB
Puh/Tel: + 358 9251 21 230

Sverige
Bristol-Myers Squibb AB
Tel: +46 8 704 71 00

United Kingdom
Bristol-Myers Squibb Pharmaceuticals Ltd
Tel: +44 (0800) 731 1736

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu/.
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VeI 5 M OV IRROIC R 70 il U 2 7 29 DT
PEEERE T DARAOREG IR TH L (43H
ZH)

HEOATREESLE I L Tid, AFIOB G ITHE S
N AA4TEKONS2ESBH)

R SOIHEE O FFEE B (Child-Pugh 7358 A X
1L B) IZHk L CIXEEICEET 52 &, B EH
HEOIFEERE AT 2HERHIAETHD
(A4TER N S2IEBR)

PR SRBR Tl ATREEHEIN (ALT/AST 23 FEYE(E IR
D 2EHE) MRD LN D BE IR E Y L E 0K
Y EIRD 1.5 500 EoBEIIBAA SN, T
B, ZOBRFERTH L TIIAR 2 EEICERET 5
ZE GamEs2mBR) [ ARG 2 BET
HRENCISREME 2 FEi+ 5 2 &,

H#E

ath b 7p < &b 2 BIIARA O G52k 5, K
Al & VKA % 2 HIE DA% Rl O AAFI$ 5-R/IZ INR
ZHET D, INRDOMED 2.0 LA BT 5 £ TRA &
VKA OffHZ= ki 5,

B RErE A
B T S OB el BB Tk D B AR EN
EARETHDS S2HBH) |

HEOBMERERYE (LT F=2 7 VT TR
15~29 mL/min) (Zx 3 2 HEREFEIILLTO L B0
Thbd GATHEKLDS2HEEBMR) |

—DVT OE%#., PE ORI & O DVT KO PE O ¥
il (VTEY) #HB9E L THWAEA . AFITER
5T 5 &,

—NVAF [BE 31T D s o OV B P ZEARE 0D 78
JEMHIZ B E LTHWD LA, KHE 2.5mg
Z1H2E) 2&5T562 &,

M%7 L7 F=>15mg/dL (133 uM/L) LLET,

A 8077k LA _E SUIRE 60 kg UL FOBF TR LThH,
BHE Q5mga 1 H2E) 285452 &,

VT F=20 YT T AN 15 mL/min A O B
K ONBAT B kT B R AR 1L 2\ W2, A
HOBHITHERE S 2y QA4THE N S2HESW)

JHE R

eI S M OBRIRAIC L R A i U 2 7 249 27
PEEBREITT DARORGIIERTHS (4311
ZH)

FHIEDONTEERZF IS LT, AFIOBEGIIHELRE X
Ny B4EKL N S52HEBH)

TR RE UL AR EE DT E B3 (Child-Pugh 730 A X
I B) ICK L CITEREICE G52 &, BEXIH
L OMFEEREIKT 2 AERHIEIAETH D
(44TEFKNS2HSM)

B IR ARBR Tl AR (ALT/AST 728 L YEfE LR
D2EHE) DBRD LD EEXIRE Y L e s
Y RO 1.5 UL Lo BFE IR SN, T DT
. ZOBRFEERNCK L TTIAR 2 EEICHRET S
2l A O52BH) . AFIOE G 2GS
HRNCATHSEMRE Z T T 5 2 &,

#E
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7 ¥ Y VTE
1.6.3 B S5 R PEA 2

Eliquis 2.5 mg 7 4 /L. 21— hg

Eliquis Smg 7 4 /LA 22— b §E

VTEp MO VTEt— I EMEIIAETH L (5.2HE
) .

NVAF— B EOEEICHE YT 256 2RE, &R
HIIARETHD (428D R 22H)

7
MEWEHIIAETH D G2HEM)

EHPE

VTEp & O VTEt— &I AZETH D (44K
WS52HZM)
NVAF—JED LIS T 555 7kE. HERM
FIIAETHD @21HO EHE] 22MH) |

LNERANE) (NVAF)
AANLOEBRAME P 3% 5 2k 92 2 LN TE D,

e

JINVR R O 18 BT D BRE I I8 1T 5 ARA D F R B
1272 TS OBE KT 2 ARBNOLZ 2L OF
THEIIHEST LTV, T—X 72 L,

Be 57k
3=E; 32
AANFKE E BT D (BRFRIREZMDRV)

VTIEt— AEREIIARETH D (52HEHH) |

NVAF—J{EDEBEICHE T 256 2R HEHR
HIIAETHD @2HD EE] 220

17
MEREIIAETH L 2HEM)

Vil e

VTEt—AERHEIIRETH D QA4TEKXS52HS
)

NVAF — i ED LML T 2858 2 ka, HERN
HIIRETHD @2HD HE] 23R)

DMERANE) (NVAF)
AANTOIERERMEN b L% G- ki T2 Z LN TE D,

A

IINVR RO 18 B AT D BB\ T H8 1T D ARAI A F ki
1272 <. NG OBRFITKT B ARBN O 2R OFH
THEIIIEST L TRV, TF—Z 7 L,

#5051
BO&s
ARENIAKE EBITIRAT D (BFERiHZEZDRV)

43 25

o  KEIOHRIESY L 6.1 HEIZFHEL L= o
WIS LB BUE DBEE IR D & 5 B,

o RIRMICHE L 72 5 HIEIR D & % B3,

o BRIMEE N OWKRAICEKRAHILY 27 267
LEFREBABE (S2IHSMR) |

o KEHMOEKRIAZKTEEZEZLNDIRE
IESR DB D BRE, 22, I EEEED
FEIEM H OFRWEE . HI D fE R M 23 &
FAEMAERT L BE ., MOUIHFMEGORIER
HO®RWES, I, FFHEOUIIRE FINIETTE %
DB, EENHM ORISR HOERWEE, &
HEAR ., BIERIRATZ . BRI X BEEN A L
VIMNICILE BN 2 NZF DD H 5 H
ENEEND,

o  RAE~IY Y (UFH) | &5 &~ v (=
JXRYRY v BTN A ~NY U
WK (T4 Z ) X7 2% | RO %R
(OUnzyyr, URaxh R AW T
VE) . oOPUEEERZ O L T D R,
7272 L, HUBBEZEOYIV EX 217> TV DA
(42 B K O LERSUTER S 7 — 7 v
HEERIC LB B D UFH 285 L TWAES

43 &5

o  AENIOHRIES XL 6.1 HIZEEH L= sl o
WS Ui BUE DBEFERE D & 5 B,

o [RIRAICRIE L 72 B HMAER D & 5 B,

o REIMBE R OWREMICERZAHMY 27 2467
LIPREBERE (2SR |

o KEHMOEKRIAZKTEEZLNDHE
UTFESR DO B 5 B, Ui, MBS RSO
FEIERS H OFERVEE . oD fa [ 25 O S
FAEMERT D BE, BOUIFBEEEORIER
HO®RWESE, M, BFHEUIIRE FINETTE %
DFEFE ., HEBENMIMOBIESL H OERWEE, &
EFIRE., BERIRATE . BRI SO IBEENE L
TP I BH DN D T DEEND H 5 H
ENEEND,

e R4yME~V > (UFH) | B &~ (=
JXYRY v BTN ) AR U
K (74 o FN) X 7 25 | RO PR SR
(U770, UNaxH v XEH NS
VEE) S hoFUEESK A O LT 5 B,
7L, PUBEREROY D X 217> TV D 5A
(42 SR K OHDEARCUIEIR Y 7 — 7 L
HEFR LB 8D UFH 285 L TWAEES
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7 ¥ Y VTE
1.6.3 B S5 R PEA 2

Eliquis 2.5 mg 7 4 /L. 21— hg

Eliquis Smg 7 4 /LA 22— b §E

(452 &Fr<,

4s55HZM) ZBR<

44 BEROEALEOER

Hino ) 27 .

LD FLEEESE &[R4k, ASH 2 IR H I i o 18 %
HEECBETLZZ L, LY A7 BH{R LTS
BEITEEICHERAT S ENEE LY, BEEOH
MAFRD L & &, KAloRGE2HIETHZ L
(4.8 THKN49THEM)

AROR 0, RO D HHRE =) > 1L
RS, B 5B ATANS , AAI O R0
WS BAHETR IR ST B C I, H Xa KT
LD E RO SH AN B D (5.1 EBH) |

11 252 A K AT S D HF & D FH AR
HIL Y A7 DR D728, o HUEERE S & D FFH
IR THL WIEHSR) .

AF & HUACEE & OOFIR G LY i) 27
PHERT D @GSHSZWR)

TAEY VL FERT A RRPIRIESRK (NSAID)
EAAN R T 2 5A1T, EEICKRE T2 L,

it . Ao i IREREE BNHISE & K & OOF 1L HESE
L7 (45EBM) |

oA EN R R VB 3 2 A BT NSO A3 i 57
EEZDNDIERE AT D BEIT LT, Hfs)
B E AN OBF R 2 BT DANCA~NR T v b &Y
AT EEEIHWET 5 2 &

DEMENERE 255 L L-RRRBR I, 7 ey
N T2 ORI E D LY X713 1.8%/
D 3A%AFEIZE KL, VL7 7 U T AEY
»OPER TIX2.7%/AE 75 4.6%/AEICHE R T 5 2 &M
RENTo, ZORBRTIE, Fuli/MEED 2 FI0FH X
HIREN TV 2.1%) .

SUWETEENIRIEGERERAE 12 T Dg B K OV LIRS
HOBEBOAIHEZ R E T DmE U AT BEEXR
ELEEBRARRERICEWNT, 7TAEY VAR HEJITY
g R LV e CRESNZEETIE, 7otk
REE (2.04%/4E) & HHR L TT7 BP0 (5.13%/
&) TISTH (EEEmAeikim5s) Ao Ko
VAT PEEICER L,

AWVERE I MM AR I X 2 i AR AR o (i ]

44 BEROFERAEOEE

oY A7

L DPLERE L & [FAk, ASH) 2 JRAH H I i o 8 2
HEECEET 22 L, LY A7 PR LTWD
BEITEERIERT S ENEE L, BEEOH
MAFED L& XL, KAlOFGEEZFIETHZ L
(48 THNL 49 TASIR)

AHN OB GH, BEROAFNRE=2Y 713
BROVH, EERGOLBREFME. AR OBREED
WA BRIR OB SHE IR, Hil Xa W+
EVEDEBDITPRLOBENH D S1EHEM) |

Ak 1 (2 522 A Ko T D F & DA A AE
il U 227 BEERT 5720, fofriEE S & o pH]
BERTHL 3HSMR) |

AAN & Pl M & OO GIC XY i) 22
PHERT S 45HZH)

TAVY U FERAT oA REPIRIESE (NSAID)
LK ZBERT 25T, EEICKRETH 2L,

Witz . oo s NREREE B 3E & K & O OfF F T HELE
L2 A5IHBR)

D EAMEN R K OV S 2 AT MR 7N 1 11
EEZ BNDIERER T D EE T L TE, b/
B & AR OO 2 BGT DRICSK 7 4 v &Y
A wEEIHBT S Z &

DEMENRE 26t L LR RBR T, 7 sy
N7 AE) ORI E Y I Y 27 1% 1.8%/
D 3A4%FEIZHERL, VL7 7T A
OO TIE2.7%/AED D 4.6%/AEICE KT 5 2 L
RENTe, ZORBRTIE, Hri/MEED 2 FI0FH I
HIR STz (2.1%) .

BE B OE R RIER T, OIEREEE & OFE MBS
HOEBOAIHEEZ KB ET D6 U AV BEERI5R
& LTZERRERBRICIB W T, 7T A Y &2 HAI XY
n R UL EPFHCRE SN EE TR, ok
REE (2.04%/4E) &l L TT7 B9 808 (5.13%/
) TISTH (EERmAR R FE) EYEO K H Mo
VAT NHEBICER LT,

SRR ML P AR HI T R S A AR O

Bristol-Myers Squibb/PFIZER CONFIDENTIAL
Page 5




7 ¥ Y VTE
1.6.3 B S5 R PEA 2

Eliquis 2.5 mg 7 4 /L. 21— hg

Eliquis Smg 7 4 /LA 22— b §E

T EFY AN EREINTZEFICBW T, AMkEm

PR AR H T3 2 AR AR IE O BRI T L A &
7200,
N LUl o i i B

ANTLLfgsrE s (DEMBIOAHELZMb20)
(23T 2 AHN D22 A Ko OV 20 2 3l 9~ 2 7RI T
b TRV, Lo T, AFIORG(THERE S
7R,

Tt e OMZ ) T 5y

HIUMIZ R LT~ U R 7 ORFEER I ) HE Y
FHEZET 25E1F, iGN 507 &b 48
R EORIBgZ &1 CARAIZ 53528, Zh
WL, BRERAICRIRE & 72 B il o "l REME S BRAN T &
7RV ARHIIIL U A 7 ISFFR CTX 72 0T ARG £
%,

M BE U TR U 2 7 OFRFER T TR BER) T4
EIEETH5GAE, miREGENHDR S 24 1
ML EORREZ &HIF TARIZ G52 L, 2l
X, HiLO@\EPNOT D TEHNMNEBE TRV, BS
23y hr— L TEXDHEEILNDINANEG END,

BRALET 2 FINIREN TR 2 EfmT 5 EET
L BEEL HIM Y A7 PR LTS Z L&+
(CHEBEE D Z L,

(R T UISNBHLE R 13, BE OERRAVIER
WCRTEN < . P RIEmMN SN TWD Z L 2R
LThb, TEDRYFCHITAR| DO E %2 FER 9
52 & CDIERRENC DWW TCIT 42 THBIR)

B 151 DDA e il |

TEBENE L, R AT SUTR IR TR K 2 huke
EEE (KAlZET) &5 O—kiadibid, mELE
DY AT RSED, BEIZZEAMRNBELS Z
CATRET | AT B DL TAANS & D HUkEER A&
—IFICH I E D 2GR0 L Ei3, TRV AR
RN EEHHT D &,

it RS A BRI 13 2R o]

FREE e (B /MRy ST sk
& 1T 9 e, MARFERMEAGHED T
DITPUAREE 2 e 5. U 7= S CIIE s S35 i
JEZRIETH Y AT RH Y BHIKFEH 72 FREIC
DRINBAREMNDH D, TNHDHELRLDY R 71T,
1% OREEANEE J1 7 —F L O FH= 1k Ml B 4
KIFTHEANOHHIZ L VERT 25608365, 1K

TEXFY AR 2REINT-REEFICRBWNT, 2dEm

PEAN 25 5684 5 AR AR O IR TIE L A Y
7;;?1/ \O
NI Finicei Y

AT F E B (DEMEOA %L R D7)
\ZIUT B ARHN D224 K OV b & 344 5 BRI
T TRy, LERN- T, AFIOFGIIHELE X
FAWAAR

Tl e MR R T4

UM B LT~ U R 7 O A R 3R 5
FHEFEMT 5561, gl G H 507 < Lt 48
L EOMBRZ ST AR ZR T2 &, I
WZiE, BRIRAOICRIRE & 72 2 I O eI REMEDS PRI T X
TRV ARHIIL U A7 NFFR TX 72 W AR E £
5o

HIM 2B U TR U R 7 OFFEE T SR - THL
EFEMET D5AE, BRGNS &L 24 K
UL DML & T TARIZEG T2 L, ZhiZ
1T, HIiLO®\EP DTN TEHANEE TRV, RS
IZary hr— L TE5HEEZLNDN ARG END,

ROE2ET L FINNIREN FE 2 EfT 585 T
X, BRI Y A7 AR L TWDLZ Ea+5r
ICHEEET D Z &,

REEFHE I BIILERZ X, BE ORI
RN <, FoRbmMn SN TWD Z & 2R
LToD, TE DR FCHIAA O S %2 FHE 4
52 (DERENC W TIT 42 THS W) |

— R 22 % 5ok

TEELME I, FREER IR UMR BRI TS X D Pk
B (KA Z2GTe) HG50 a7 dikix, miegE
DY R EWRIEDH, HGICEAHMNBELD Z
ENTBET, TS OB TAANZ X 5 Pkt sk %
—IFCHF I XD 250 & XX, TXHRYH
RN GE BT 5 &,
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7 ¥ Y VTE
1.6.3 B S5 R PEA 2

Eliquis 2.5 mg 7 4 /L. 21— hg

Eliquis Smg 7 4 /LA 22— b §E

SRIEL B FERNEE D T — T Vix, AFIERE O
Wip Y SEERRNCITRET B, B SUIHBE
BRI K DHAMEORKERETH Y A7 IR TH 2
ENRD D, HRRRAREE OB KL OYER (TRD L
OHUERSCL ST, I E RS RE R 20 S RERE E4) %
HENCE =X U 745 2 L, MRFHIREE R ZRD
LD E XL, BB, 1RETINERS D,
MARTBH PR E A B 5 STV D BE TS
NTPE SN TN D BEICHRESRLEZ1T ) HE1E.
FHANRFEORR T 4 VAT BEBETDHZ L,

< BTN UIHEBEN G & H 7 — T )V BE Lz
BFICKT 27 BN OERRBERRERIT 20,
BT =T NVEEEET LA, T EXT O
HI7R BN RE R 2 B £ 2 €. AFIORTEFR G- & B
T —T VAR EF TORZ 20~30 KR CEEH O 2
i) L3 REThHY, Vel &b T —T VR ERT
O 1ENT#EG 2 HIEd 5 2 &, AFIOREE 5130
T =T NWAREDNG SIERILLER S T BT, &5
Wb B FTHLPTEEE 3K & [FEkIC, BRI 2 v 7 OFRIR
RERIIR SN TWD 2, BHHisgr~7 1 v 7 FCARA
PHEHTLEXITRKBIFERETDHIZENEE L,

MATENEERYIC R 22 E 72 PE MRE XA IafiEas L <
NG ZEARBR AT & B3 % B

i ZERRIE CMATENRE NS RLEE, ST IMAR AR Ml
FARBREN D LR L BEICB T L7 XD
LM R OIS L TV W=, Zh b o
BEICRGEANRY COREEE L TAKIZHEHT S
Z LR LR,

ImEE R E

IREMEE B O DVT OJR#., PE OIRFEL U DVT
K& OPE OFFREIE (VTEL) 12X 27 B %P
DA RN V22 M TN L TR,
Rk ERE R

BEPRT — 2 1R B2 03, B JE O BHERR B E (7
VT F= 7 UT T A 15~29 mL/min) TIX7 ¢
XN OIMFERRENEL 220, HiL Y 27 o8
KIZOBRNABAREENH D Z LN RINTWD, £
BN T BEE ST B E #1235 1 D VTE
SIEH] (VTEp) . DVT DR, PE ORI, KO
DVT & U PE O 540 (VTEY 2 HBY & T 53854,
HEOBMERERE VLT F= 7 U T T A
15~29 mL/min) (x5 2 ARF| O FITEEIZIT 5
ZLE @2EEKEONS52EB)

NVAF B3 23 1T 2 ze i B Ve By PR ZEFRIE D 38 IE

MATENEERIC R E /R PE BBE T AR AR L <
I ZERR R BT 2 B4 5 B

JiZERRSE CMATENES R E . XA IMARES MR ST A
FERBREIN N LE IR B EFIZBITH T EXR YA D
LEVE R OVEINEIIHESL L TR N2, 2 b D
BEICREANY COREEE L TARAZHEHT 2
T EIFHERE E R,

I B RS

ISEERE ST O DVT OJE#, PE OIRFE X O DVT
K& ONPE OFFEAEH] (VTED (Zxf9 57 % ¥
DA ZINE R V22 I THEST LTV R0,

R RE R AR

BRIR T — 2 IR B2 03 BHE OB e E BE (7
L7 F= 7T T A 15~29 mL/min) TIiEX7
XN OMBERRENRELS 220, HiLY 27 OB
KIZOTN DA REMNH D Z LR ENTWS,DVT
DIRIFE. PE DI, K ONDVT K PE O FIE4MH|
(VTEY) %= HiY & T 54856, EEOBKEERE SRS
(ZVvT7F=22 YT T A 15~29 mL/min) 2%}
THARFOMEAITEEITIT) 2 & 2HETS521H
ZH) .

NVAF BE 21T D A J OV B P ZERRSE D FE
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7 ¥ Y VTE
1.6.3 B S5 R PEA 2

Eliquis 2.5 mg 7 4 /L. 21— hg

Eliquis Smg 7 4 /LA 22— b §E

iz B & L TARRZ WS84, EEOBEE
EEBEE (7 LT7F= T UT T A 15~29
mL/min) . XOMFZ L7 F =25 1.5 mg/dL (133
uM) LU G 80 kLA ESUEAE 60 kg LA N DR
B LTCIE, RHE Q5mga 1 H2ME) 25
THZE (W2BR)

JVTF=7 )T T AN 15 mL/min K T 5
FBE N OB T RS 1T 2 B AR B R BRI 72 Tz
D, AFNOFEITHERE SN2y Q2K N S2THS
)

e R

R I Y A7 MRt BENLRD D
(52HEZH) |

Fio, HILY A7 KT D AREERH 5720, &
WHBRFICRIT AARK LT A Y v L OO HITIEEIC
1152 &,

WE
IRIRE (60 kg A4ii) OBE T, HifLY 27 38
KR¥rxzhndsd S2HEEBMH)

IR R

R 52 M ORRIRAICTEE R e il U 2 7 2469 DT
EEBE ST 2 ARORGIIERTHD (4311
ZH)

HEDONFREEBRZ I LT, AFIOFGI3HE5E X
ey (52HEBHK) |

R T OIS B (Child-Pugh 7350 A X
IEB) IZRFLCIHEEREICESGTHZE G2HEW
52

G PR FBR Tl IFREEHEIN (ALT/AST 23 JEE(E IR
D 2EH) NROLNDEE IR E Y L E R
YEME ETRO 1.5 B0 EOBE IR S, £DT
b, ZOHREEMICKH L UIAF A EEICHR ST
& (52EBHR)  AROEE ZBMGT DRI
BEEMREZ T 52 &,

F k7 1 A P4503A4 (CYP3A4) O P-HEE 1 (P-gp)

k&2 B E L TARIZ AW D84, BEEOBEEE
EERE (ZVLTF=2 7 UT T A 15~29
mL/min) . X OML{EZ L7 F =278 1.5 mg/dL (133
uM) LA E TR 80 i LA SR EE 60 kg UL R DR
FIHF L TIE, IRHE Q5mgZx 1 H2ME) 25
THZE A2HBM)

IVTF=2 7T 53RN 1I5mU/min £ TH 5H
BE R QBT EF 1T 2 AR AT ez
W, ARNOFEITHELE S 72 (42K N 52 THS
)

et R

EEEE T Y 27 BN KT HBENNH D
(52HHZH) |

F7o, HILY 27 BHERT L AEEERH D720, &
WBBRFICRIT ARK LT 2 Y v L O HITIEEIC
1192 &,

5
[T (60 kg AT OBHETIE, HIfLY 2 7 238
Ry HL (2HZM) .

T 5 R

eI S M ORRIRAIC L R e i U 2 7 249 27
PEEBREISTT DARORGIIERTHS (4311
ZH)

L DRFIEAE A IR LTI, AFIOR GRS
nigvy S2HEBMH)

R RE UL AR EE D JIFFRE B3 (Child-Pugh 7330 A X
IZB) IZxFLCIHEEICEG T2 L @2HEW
52

e PR RBR ClE. AFEEERIIN (ALT/AST 728 FE vl B[R
D2{EH) BRDOLNDHEEFE TR Y L e ik
Y RO 1.5 UL Lo BFE IR SN, DT
W, ZOREEMITH L CUIAA ZEEICKRS T 5
Z& (B2mEBM)  KFIOBE ZBRIET SR
FERERE A FhE 95 2 &,

F k7 1 A P450 3A4 (CYP3A4) KO P-4 A (P-gp)

DOPRES & DFEEAEH

T VRPIEEK (K harYy = A FTa)
= R aF—b R oty — L)
HIV 7 v 7 7 —EHEEK (Y e vE) % CYP3A4
& P-gp Dl Z i E T DA 22 g &5 S
TWAHBFITIE, AFOMHITHER S, i

DOILESR & O A/EH

TV NVRHPEERK (X hatby -, 4 b T at
V=, RYaF—)L R af S — ) %
HIV 7' v7 7 —EBHEK (Y N e vE) % CYP3A4
& P-gp Dl H Z 5 JIZ L ET HEA 22T & E5 I
TWABFICIE, A OMHITHEE I 2w, 2
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7 ¥ Y VTE
1.6.3 B S5 R PEA 2

Eliquis 2.5 mg 7 4 /L. 21— hg

Eliquis 5 mg 7 4 /LA 21— R g

SOFEANCEY, TESV AU OBRFEEN 244 (45
EHBMR) | HOWNIET BV A OREE A NS
HHH T (EEOBEKERES) Nz 56
WL EICENd 5 REE N B B,

CYP3A4 } O P-gp D3R & oA EAEH

CYP3A4 } (X P-gp Dl Z 58I HHET HHAI [V
Ty T rm b AR EE S, T =
SOV ESRE = AT YA RXY YT (St John's
Wort) 28] LARBNZHHATH &, TESH AU DR
TR 50%80 92 FIREMEDN B D, LA ARE) B
Xl U R RBR Tk, CYP3A4 J O P-gp Dt
NeFER LT EXYANCOMHICLY, TEXYS
NV HAIE G bl U CARMPEOR T & i U R 2
DERPFRO LT,

CYP3A4 JL ONP-gp D81 7258 A 25 #% 5 X T
WD B ICARR 2 54 DEROHEEFEIE I LI T O &
B THd Gs5HESHR)

— FER N T3 BE i S i BE A Al A Bt T L 7= R
FITEBIT D VIE OFIERH] NVAF BHF 21T 5 K%
AR R OVEE By P ZEARRE OO RS SE ] & O DVT KON PE
OFREMEZHAE L THW S AICITEEICRE
T5Z &,

—DVT OB M N PE OIREE BRI L T 556, %)
BN DIBLZNNH D T2 OARFNIEH L2
N

[ BE i B Pt

IeBAE BT 22 D BEEXRE LT EXY
NV DEFINE R OV % 5T 2 BRI R BRI X T o
TR, LEB->T, ZNHOREICH LT
AHN OG- ITHELE X hL 720,

b R R A I H

AENL, ZOERBFENS PHEIND X 1T, EEE
fe (PT. INR, aPTT %) |(Z¥ 2L KIFT, K=
R LT L ZICRBEREMRAEIZE O b5 2 ki3
S, F BEREDOOTREVEHANH S (5.1
HEZW)

WA B9 5 (E

AFNIHEEERT 5, T2 b—ARMHE. Lapp
GO R—BRZIEXIIIT N a— « HF 7 h—RA
WARBIED X 5 I ENRBLEERELFHT HEEIC
IR 2P L &,

HOIANT LY | T EFRI S OBRERED 2% (4.5
HEW) | HDOIET ERY R ORER AN S
WHNT (FEEOBHERES) S Ho5HE
(ZIZE L EISHINS 2 aTREE D B B

CYP3A4 K X P-gp DFFEIK L OAHAANEH

CYP3A4 J O P-gp Dl Z 58 N FKE T 234 [V
A VA A 0= NG s I AN il sl s
JNNVER =)L A I A XY VU (St John's
Wort) %] EAKNZOHT S L. TEXRH Ol
TR 50% 92 AREVEN B D, LA ANEN R
g b U BERRBR T, CYP3A4 L O P-gp Dl
NRFERLTEXRIANCOMRAHICEY, TESS
NUHAIE G L L CAMEDIRT & i Y 2 o
DYERDIFBD BT,

CYP3A4 Je ONP-gp DR 17235838 & 2 B 5 Z T
WD BEFICAR 2B E5 T DB OHEERIE I T O L
BOTHD GSHESMH) |

—NVAF BEF 2R DMzt f OV B PEFEIRIE D3
JEINHI R ONDVT e OXPE OF-FEIMHE 2 BN & LTH
WO AIZITEEICEEG T2 L,

—DVT OIEFE KL N PE OIGEE B E T 58546, %)
ENRELRDbNDIBENRH DT OARANIEH Ly
N

B A R AT H

KANL, € OEREFF L TSN D K5I, B
e (PT. INR, aPTT %) |84 KT, RN E
Zfh LTz b S ICREERERAIZAE D LD 2 ki)
<, Fle BRSO TREWEHBAAH D (5.1
HZH)

AINANZPE3 5 T

AANIHANEE S HT D, 727 b—AARME, Lapp
SR —PREZEXIITNIT—R « HF T v—AW
WARBIED X 5 e En i BiaEmEL BT HEEIC
AR Z G LN &,
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7 ¥ Y VTE
1.6.3 B S5 R PEA 2

Eliquis 2.5 mg 7 4 /L. 21— hg

Eliquis 5 mg 7 4 /LA 21— R g

4.5 o3 & OHEAER K OE OO EIER

CYP3A4 K O} P-gp DFRESEK
CYP3A4 & P-gp D& Z M IZHET 57 h=aT
Y=/ (400mg 1 H 1[5) EARFZOFMHEEE Lz &
A, TEXSY RO AUCIE 2 fF1288m L.,
tE) Copa V3 1.6 15 B L 72,

T VRPIEER (F haty =, 4 NTa)
V=, RY aFS— R aF S — L) R
HIV v 77 —EBHEEK (U ML) % CYP3A4
& P-gp DIl 2RI ET A 2 255 S
TWAHBFITIL, AFIOFERIFHER I e (4.4
HBM) |

CYP3A4 Je ONP-gp Dl Z 58 JICAET 5 L I35 %
HNRWERSS (CALFTEL, FFuXt
TIAFur, RINIL, F=VU%) T T
BN omERRETZMEEREL ER LA
WEEZHND, HlZIE, CYP3A4 & 2 (2 [
L. P-gp Z85< BLETZ2VLFTE L (360mg1 H
LED) EPFR LI E X, 7T EXRH U0 AUC 1T
LAfESEI, Coae 1 1315 B L7, P-gp Z[HET S
23 CYP3A4 [ZAE L72av )7 1 & > (500 mg Hila]
BhH) Tlid, 7 BP0 D) AUC O Chax
DO EFIFENENLSE R O.615Tho7-,CYP3A4
S P-gp DRAE DS Z AT E58R T TARWEEH] & AHK %
BT 28546, HEFASIIAECTH S,

CYP3A4 } O P-gp DifiE 4K

CYP3A4 & P-gp Dl E Z R ICFHEET LY 77 o E
VAR EHHBEE LI A, TEXRHAAUD
P AUC KON Cog 1 EIVE UKD 54% M DV 42%
fKF L7z, CYP3A4 & P-gp Z381ICHHE T B o3
F [Zxz=bAr, IR EEL, 7z /LY
H—), A I UA XY V7 (St John's Wort) %]
EARFIOHEHTY, 7 BTV 30 o f i R MK
TR B D, AHlZ 2 OFEHF &G
LA H EREIII AR CTHH 03, CYP3A4 K T P-gp
DOWE ZRHFEET HIEF 22 BHIhTWD
BETHR LT, A N TR B 0 S0 e BA A
231 D VTE OIIEMH NVAF BE BT D 2E
W OV B M ZEARIE D FSE AN 2 O'DVT & UXPE O
BREMEIZEME LTHWASAIIREREICE ST
HZ &,

DVT O{RFE N O PE DI %= B LT 554,
CYP3A4 Je NP-gp DIR ) 125K 83 A2 iy 53 T
WHBRETIIZEP B b D BENNH DT O

4.5 DY & OHEER KR CZDOMOMEEIER

CYP3A4 J; O} P-gp D
CYP3A4 & P-gp Dl#H A IZHET 57 F=a)
Y=L (400mg 1 H 1[E]) EARFZHHEE L&
ZA, TEXH RO AUC T 2 #1288 L .
W) Coax 1 1.6 155 B - L7z,

T —VEREREE (F haty = A T a)
V=, RV aFy— mhatry— g R
HIV v 7 —BHEHRK (Y FFeL%E) % CYP3A4
& P-gp O 8 ET A 22 &5 I
TWDEEITE, AAOHERITHER Sy (4.4
HEM)

CYP3A4 K OMP-gp D # Z 58 ) HET 2 L 13E 2
SN WER Sy (DAFTEL, FFuxk,
TIFEy, RINRI, F=2UUE) Tl T
RN OMmEFRETFMZERELS EH LA
WeEZ2 D, FlxiX, CYP3A4 & 55 IZFH5E
L., P-gp #3<ETLIVLFTEL 360mgl H
1E) PR L& &, TEXFH AU OFE AUC I
LAREHE, Cpax 13 13165 EH L7z, P-gp #BHET S
28 CYP3A4 [ZPAE L7\ )7 v & 2 (500 mg Hi[A]
B5) Tix, 7 EXR N0 DY AUC K ONEY) Ca
D EFITENEN1SE R 665 TH -7, CYP3A4
A P-gp DRRE N Z T EHR T TARWEEH & K| %
T 256, AERSIIRETH D,

CYP3A4 K O P-gp D ik 4k

CYP3A4 & P-gp Dl E R NICHFET LY 77 B
UL AR EAEG LA, TEFY LD
W2 AUC Je OS] Crpan 1 ZALE UKD 54% S TN 42%
KR L7=, CYP3A4 & P-gp 290 ICFEET B fthoo3K
Bl [Zxz=Fv. IARTPEY, 7= /3L
H—)L,. AL TA XY VT (St John's Wort) %]
EARKIOPEH TS, 7 B30 o M A AV
T LEEENRS D, KElZ o OHEHF LT
L% A H ERENIIAE CTh 503, CYP3A4 K UV P-gp
OWHE ZRINGFHFET LA 2 2H B INLTH5D
BT LT, NVAF BB I2RBI1T D i2eh OVl
PEFERRSE D FEFEINH] 2 O DVT K& O PE O 384 %
HE9E LCTHWAHAICITERICRS T2 L,

DVT OIR#E L O PE DiE# = B LT 554
CYP3A4 L NP-gp DIR ) 72 3H8 3 A 2 e 5 ST
WAHRBRETIIDNERB b 5BFNRH 570K

Bristol-Myers Squibb/PFIZER CONFIDENTIAL
Page 10




7 ¥ Y VTE
1.6.3 B S5 R PEA 2

Eliquis 2.5 mg 7 4 /L. 21— hg

Eliquis Smg 7 4 /LA 22— b §E

FIOMEITHELE S L7y (44 THEW)

PUBEEHE i /] RS ] 58 K OF NSAID
HIL Y 27 R T 2720, o HFukEFEHE & OffH
FEERTHL W3IEHEMR) ,

T/ FHoNY 0 (40 mg AR L) L7 EF oA
(5 mg HiElFH) ZOFHEG Lz & &, P Xa
FAEEDFINE 22BN T8 BT,

TAEY 325mgl H 1A% 7 B30 L Of B
H U7 & & SEEh BN K O ) - HOFE BAEFIEGR
HHNTRNoT,

B 1HRBRICBWT, ZuE RZ L)L (75mgl B 1
B) . Z7BERZ LA 75mgt+7 AU > 162 mg 1
H1E, XTFF 27 LL (FhEE 60mg, LA 10
mgl H 1) T ESFHARUEZHHAKE L E X,
TEXY AN LD LTI O MG A
BHELZLEEEHEBELTCT 7 L— b HIMER R O/
B & 72 % JE e K OV R EEEE B O H§5RITFE O H i
7eino T, EEERE (PT, INR, aPTT %) OJLiEXT
B NCHEANC L AERE —E LT,

P-gp DILEHKTHHFFuxt 2 (500me) IZX Y,
T EX VN O] AUC KON Cora i3 ENLEN
1L5ELEO 615 R LTz, I TT EXF A
VOEREBEDOTLEN D vz, T adk RN T
7% RUBRIC L B i/ IRERE I KX 352 BT A kT
BOLNT, TEFIR LT T a0
H% 2 H MR oK LRI & 72 DR ITR O H i
o,

72720, P/ MR & 7 R R AR S LT
L X, O BE TIXEIIFIOEN R I D
AREMEMN B D, NSAID (7 AV v &ETe) 1T—fi%
WHIM Y A7 ZERSE D720, 2 b OFEFER
K2R 2 SITEEICHR G TS 2 L, ArEiFE)
WRIAEERE R 2 x5 & LIZERHBRICBW T, 7F
YR TAEY VRO e R7 Lo 3HIGF
ATHmMY A7 RELLEEDLZ EN/MESINTY
5 (44TEZR)

MARTEMRSE, GPIIb/Ia S2 A KAEHEE, F=/ v
Ty (Zuvb RIS DU AE—IL, TXF
ARG URRANLT 4 BT 5% BER MY
£E 9 A & ARANOPFRITHELE S 1720,

AOMEHITHELES Ly 44 HZM)

GUEEE L, 1 /MR EREE HI ] 5K K OV NSAID
HUfL U 2 7 3K 5 728D i OHUEEE%E & O FGFH
IR THD GI3IHEBHR)

T/ F YY) (40 mg AR E) &7 EF Yo
(5 mg Hial# ) Z0Ff&G Lz &, P Xald
FIEVEDFINE 22 BE NN TR BT,

TAEY 2 325mgl B 1[EZ7 ExH30 L OFHE
B U7 & & SEhRen) K OS] 0k A4 EER
O BRI,

B HRBRICBWT, 7 RZ UL (75mgl H 1
[) . 7o ERZ LA T5mg+7 A8V > 162 mg 1
H1E, XEF T A7 L (F)EE 60mg, LLKE 10
mgl B 1) 7 ESHNRNCEHHEE L E X,
TEXFHA LD LTINS OB/ IMEE A
WhHLZEXEHEELCT 7 L— b IR O/
R & 732 2 JE K K OMIL IIREREE BELE O TR ITFR D B i
o Tn, WEEEE (PT. INR. aPTT %) OJrikLT
B SV HANC L AER E LT,

P-gp DILEHKTH LT 7 nxt L (500mg) 12XV .
T EX YN DY AUC LN Cpu i EFNLETL
1L5ERONL6 15 LA Lz, 2RI TT B
OREREDTLHENRD bz, Fraxtwrn T
7% RUBBIZ L 5 i/ RERE N RAT 52 B B kT
WOLNT, TR L F T a0
G M oK LRI & AR R ITERD B
2o T7,

72720, Pufi/MRER & 7 e 2 EHRES LT
X, O BE TIIEIIFONEN BRI ND
HREMENN S D, NSAID (7 AV U Z&2Ete) 1T—i%
(CHML Y A7 2R ST D720, 2D DAL AR
B2+ 2 5aTEEICRET 5 2 L, AT
IRIEERERE iR & LR RBRICBW T, 7F
XY R TAEY U EOZ v K7 Lo 3AEIGE
HATHMY A7 NELLEHEDL I ERHREIINLTY
% (44TESM)

MARVEMESE . GPIIb/IIa 2 FAEFEHE, =/ Y
v (Vuv RIULLE) | DEUXE—L, TF
ARNTURRRANT 4 T % EESRLSY
P 3EH & ARAFNOPFRITHELE S e,
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7 ¥ Y VTE
1.6.3 B S5 R PEA 2

Eliquis 2.5 mg 7 4 /L. 21— hg

Eliquis Smg 7 4 /LA 22— b §E

Z O OPF I FE

KA ETT /a—AXiFx7rEFVULEHHALE
x| BRWENRE I O RN B G IR ERE & 72 B
FHEAERITRBO b holz, TEXV /30 10mg
77T ue—1100mg TG L&, T
XV OFEY BN R ERIE & 72 5 BT A5
Niginotz, ZO2/EPHLIZEE, TEFTAN
Y DIWE] AUC TN Cox 1. ARG LTz & & L
1 L C 15% & N 18%IK » 72, 7 B30 10mg
L7 7EF VU A0mg OB G LIEE, TES
PR D AUC LR Coax (BT SR o T2,

TSN Ml D SN A F R

7 B XY SO in vitro iR TiX, CYP1A2, CYP2A6,
CYP2B6, CYP2C8, CYP2C9, CYP2D6 X% 1} CYP3A4
DIEPEITKRE T 2 BEEH A 53 (IC50 > 45 uM) |
BF BT D m e REZ K& < EESRET
CYP2C19 {HMEIZH VW HEIEM (IC50>20 pM) 2338
HHNTZ, TEFVN1E20 uM £ TORET
CYPI1A2, CYP2B6, CYP3A4/5 ZiFE L7phoT=,
L7=RoT, 2o DOBERIZE > TR SN D0
WORBZ VT 7 ANRKRKN OG- TET D &
TN EBZH6ND, TEXFY NI P-gp 25 L<
P L7220,

BFEMERE 2 xR e LBt UTFIORT LR
0, TEXH ALY VIR, FTuEE
LT T 7 a— L OEYEREICAERE TR 5
N7,

PIF T XN 20mgl H 1E]) & P-gp
DIEETHHYIAXT > (025mgl H 1E) Z0FH
BehHLIme &, VA% T D AUC KT C ooy (2 58
XA BN Mo T, LIz > T 7 EF /31 P-gp
V2 & 2 B A PR LR,

FIrFE T EXRH A (10mg) LR W
5 TCUVWA NSAID OF 7 r Xt (500 mg) % H
B E LI & 7t 0 AUC KT Coa
(=21 NSV WA 7AYo Y N

Tr a7 EXRF N (10mg) & — %7 B
W TH D 7T/ m—b (100mg) % HE[EHFHE
HlLlzbx, 77/ va—VOEYEERIZELIZA D
N ho Tz,

TE MR

TEVER D HAZ X0 7 Y30 O R & 133
% (49 EHZW) .

Z OO PEIEE

AR ETT /a—LXix7rEF VLA LEE
x| SR ENRE K OSSR ERN R HRR LI & 72 D
FHEAERITRRO biehotz, 7TEFH 30 10 mg
77 u—100mg ZOFHE G L&, TE
XY N OB B HRR LI & 2 D BT D
niginole, ZO28ZFALIELE, 7TEFHA
VDN AUC B Ce V. BAIFR G- LTz & & L1
LT 15% & DN 18%IK » 72, 7 EFH /3 10mg
LT 7ETF VL A0mg BB G LIcE &, TEX
TN D AUC B O Copax (BT S IR 0N o T2,

T YN Ml D AN AT R

7 EX W@ in vitro 3B TiL, CYP1A2, CYP2A6,
CYP2B6. CYP2C8. CYP2C9. CYP2D6 & T CYP3A4
DIEMEZRET D BEMER A S 407 (IC50 > 45 uM) |
BE BT A mimEhRE 2 K& < LRISRET
CYP2C19 IEMEIZHI W LEIEM (IC50>20 pM) 72358
Do, TEXHNX20 M £ TORET
CYP1A2, CYP2B6. CYP3A4/5 #i#FE L2 h o7,
L7emo T, ZNHDOERICK > TRET SN D 0FH
HORB 7 VT 7 ARKRNOFRGTELTDHZ &
XN EBEZ NS, TEXH N L Pgp 2 L<
FHEE L7200,

WG 24 & LSBT, UTIORT SR
D, TEFFAUCLY VAR, FTEEEY
KT 7 7 a— )L OEYEEICA B R ITEO 5
Nl ho iz,

CIF T XN 20mgl H 1[R]) & P-gp
DEETHLYAF T (025mgl H 1E) #=0FH
e LIz &, V%D AUC KR Coy (2B
BRI ST, LIRS T 7 B9 30 13 P-gp
2 &L B HE A BLE L2,

F7rFE T EXF Y (10mg) LA AW
5N TCWVWA NSAID DF 7t (500 mg) % H
EPEHE G L& 7kt 0 AUC KT Coa
B A DN o Tz,

Trr—s T EXR N (10mg) &7 B
W THH 7T/ m—/b (100mg) % HEGF
B L7-Ex, 775 ) a—/LOEYBHREIZZLIT A D
Nipmoiz,

1EME R
WEMER O EIZ L 0 7 3 OIRE IR
5 (49
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7 ¥ Y VTE
1.6.3 B S5 R PEA 2

Eliquis 2.5 mg 7 4 /L. 21— hg

Eliquis 5 mg 7 4 /LA 21— R g

4.6 ZHEEE. HR LR ORI

S5

TEXY AN EEEIZER LT — 2170,
FRAWEREBR T, EEtic
HEEMIRSN T2,
HERR X2,

ELY)
B L CiEs - MR
TR OARN D51

el in
T EF YT ONGED LI PR S D
NEIPDIIRATH D, BABROT — 2 TIIT v
FYANCOLTF~OBITHREN TN D, 7 v b
Tl @O/ RMARIEL (Cha THI 8, AUC THY
30) AROLNTEY, LIt ~OEBH@WIEIZL Db
D EBbND, FERKCLLEA~D Y 27 13RI T
SRS

I E P IET 20, AREE G 2 F 1k X 5 0
I 5 &,

ZIEHE

%%67E%%A/%&5Lﬁﬁ%fi ZMERE~

DFEBTRBD b Ty 53HEBM)

6 ZHGeE. fhm Rk ORI

Wb

TEXY AN EREEIZER LT — 213720,
AW RBR T, AEi
HEERIIRESN TV,
HELE X e,

)
B L CiEfE - RO
PEIR A OAAN D 51

2 b
7RV NEE ORI IR S D
NEIDIFAHTH D, BRBROT —FTiET v
FHNCDHAHFHA~DOBITN RSN TWD, 7 v b
T, EOAH /AR EEE (Cha TH 8. AUC T
30) NRHLNTEY, AH~OREHMEICLD b
DEEbND, FEREOILE~D U A7 X C
ERANAN

o I el | e PSRN
PRI A &,

AHN P b % F1 1k LR 2 7

HaEE

T XN G LB T, ZREE
DREITZRD SN TRV (53 HEBM) |

475@$E@&U%Wﬁﬁﬁﬂf6%@

AFN & 2 B B BOEES KX OB R E I 2 58T
FEAEXITFE 7L<,

4.7 BEIEEER OMBBRIEICT§ 228

ARANC & % B B HIE R N OB B L6 2 52803
FEAEXITFE o7 Ry,

4.8 EI{EH

BT e 7 4 — OB
TRV AN DML, 21,000 FILL FEg S L
7= 71¢@%3*ﬁﬁun%nﬁ%ﬁ U\T@ﬂj‘éhf;oVTEp
BT 5,000 LA . NVAF 25852 T 11,000 {24 .
VTE O{aE (VTEL (1ZB87 23Uk Tl 4,000 51124 1
T, WMIBEYIFIIEYTERETN20 H, L7TEED
21 HThot= B1HEHBMR) |

< BOONEIER L, Hifn, #E, 2Him &0
MIETH 72 (FEESL T 07—/ K OSEISAER]
DIBUFE 2SN TIE Table 2 B H8)

VTEp iR &R T, 78%%N/2M@152@%
BH SNT-BED 1%ICRITER RO S,
TRl ) R RY AR L7 RERIC b\f
T XY N BT XS i B EIE R O %
BRI T10% TH - 72,

NVAF :RBRek T, 705X DM
BT 2RIEH ORI, TSI LT 7

4.8 BIfEA

LM T e T — VO

T EX N ORAEMT, 410 3R RERIC
BOTHRE & 4172, 5,000 51 2L NVAF #8 T 11,000
BILL F. VTE O (VTEL) (2R84 2 35k Tl 4,000
BILL LG, MBBEERHIEII Y TENTN LTELD
21 BTH-o7= (51ESHR)

% RO LIZRIWEANZ, Hiln, #:45, St kT
METH -7 BEFRT 07 4 — /L KOS
DFEBUHEE IOV TIT Table 2 ZH)

NVAF BEBRAART, 7PN L 5 HIMIC
BETARITERH ORBERIL, T ES YR 2 ULT 7
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7 ¥ Y VTE
1.6.3 B S5 R PEA 2

Eliquis 2.5 mg 7 4 /L. 21— hg

Eliquis Smg 7 4 /LA 22— b §E

U R U T 24.3%, TEXFP AR LT A
B AR LZHABRT.6%ThHh o=, 7 X
YEUNLNT U oERELERBICBWT, TER
PR HZ X D ISTH B H IS K (=3
VAR i, TS YEAR A Ho i S ONEL RS HH i 22 5 )

DIEBLZIT 0.76%/4FE T o7z, T EF I N FHIZ
$ % ISTH FHEDOIRN K HIMIL 0.18%/4THh - 7=,

VTEt#BR TlE, 7SR50 X 5 HiMIc
HTDEIERAORBLRIL, 7T L=
WRYNINT 7 ) % g Ui BR T 15.6%, 7 8
YN T TR EE LR T 133% Th -
7= (S.1HEBH) |

BWEH—&

Table 2 |Z VTEp, NVAF & O VTEt\Z 81T 2% &ITEH

%t B BRI FEBUBEEE R, S BB T,
FEFIZEZ W (171080 E) ;2 (17100 PLE 1/10 R
fi) ;26 < 720 (1/1000 LL_E 1/100 i) 5 & 4 (1/10000
L E 171000 #55) 5 FEHEICE 4 (1/10000 A 5 A
B (AFRER T — X I DHEEARRE) (2o %E LT,

Ul U723 BR T 24.3%., T ESFH AT X
EU R L7-ERER T 9.6% TH o7, 7 EFH 3
EUNT Y U ERER LRI T, TES
PN HIZ X D ISTH JEHED H G K (5
VAR i, YA A H i S ONEL G HH i 2 5 29)

DFHLRIT 0.76%/4ETh o7, T EFH N FEEC
X % ISTH FEHED RN K HMLIE 0.18%/4ETH - 7=,

VTEtIBR TlX, 7 XY A& 512X 2 HifLiz B
HIDRIWEHORBBIRIL, TEXH A b ) X
RYNINT 7 ) % il Ui BT 15.6%, 7 E
XY R LT TEREEE LR T 133% ThH-o
7= 5.1HEBH)

RIEH—E

Table 2 {2 NVAF KON VTEt (2 81) % BIVEF % 28 B )
KAPHaRI, FEBBEERN R, BEMEET, FEFEIC
Z\ (1104 E) 5 20y (17100 BL_E 1/10 ATi)
%< 7auy (1/1000 L _E 1/100 &) ; £+ (1/10000
PLE 171000 A9) ; FEEICE A (1/10000 K5 5 A~
B (ANFAREZR T — 2 M OHEEARHE) ICHE LT,

Table 2 Table 2
#=B KRS FHEOAT | VAZKETF | DVT DR AENKRSHE VZZ7EF% 1> | DVT DA, PE
B Xix | 21 2Lk | ¥, PEODR UERTBERA DR R DVT
RSB | A3 HMA -9.40) NVAF B8 | ROPE OFFEM
WEMITL | NVAFEE | DVT RO BER R 32 # (VTEt)
TZRABE | BT 5H | PEOER PEFERRAE DREAEM
[Nab STy ) EFX 3L sl # (NVAF)
VTE DRIE | FHEERE (VTEt) SSERIE
il | ORIER] BEGE. 7 L AE— | B AL
(VTE[)) (NVAF) ‘Fi(%ﬂ%&()‘?ﬁ‘
20 0 HRET I
M/ MRS E %<0 i i 2T Eh
SHRE R HRfEE
WEE, 7 LL N E2GAN AR HH . GBS af. %\ E2QAN
F— MR E L O & Eie)
TF74T% M
i i, 20 20
HPRET it 2 TEERA L % 70 -
Jibé HH 1. | | %< e | n HPIRES, TS E L OHEha e =
IRfEZ & i EAR AR
i E2SAN %< 720
AR HH afn. G B H i h EAR %< 70 08 e 1
ca=LE) B
I ElEE
A 15 H . 2 EAD
Hfn, i g EAR EAR EAR PR, FEER %< 70 N
EME LB L | %< 72 - - i
B i A E Tp) i %<0 %< B0
HEREPN H if E2SA% EAB L. B P 2 %
1
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7 EFY N VIE
1.6.3 RN Bt A EABE

Eliquis 2.5 mg 7 4 /L. 21— hg

Eliquis 5 mg 7 4 /LA 21— R g

7. MGEDE T ORERTI

T HENBEH i | Eih |

5 1. %<7 £\

2\

ST Ao - O TR b7

w1 E3 (" E2SAN

%< 720

35 | %<0 |

SGE - EZ("

EX("

Pl

B & ORI

iR | EAh |

£\

Gy 2\

H 5 i E2SAD EAD

RIS L OVFL I

PR, AR - E2S/AAN
Hi .

FREHMm, RAE
Filg 1

E2QAN

E2GAAN

JIRGEZ i E2SAN E2SAN

E2SAN

ELG L, PP EXd E2A
Hi i

£

M - BLEE T S BTG DITE

EREAHL | Z<Ae ]

PR M - Eh

Mt 2

HFHE R i

B MTE [ Z<mv |

E2SAN

FF AT R %< 720 -
JF—¥ EH. T A
INTXURET R
) hNTUAT =
Z—EHM, vy-
TNHEINVRT
VAT = T—F
b VIN S T Y
B v
VDIRAT 7 X —
B, ey
JLE BN

G, R L ORE S PHE

A £\

2\

MGV, AL
i, GIBHERAL
HH i

E2QAN

E2GAAN

ST - OB Tl 22

(35 - | 2<nw

T EAEF I o OE AR e 27

T AP L [ n

B L DR B 27

1 fR [ <m0 [ 30

AR I Lo OV i 7

S REm, R - E2QAA

A Gt H

MR - BB L ORGEL DI TE

@A | -

HEZED

VSN

TR L [ - [ Z2<mn

E2%A%

GE, S L ORE S OHE

A5 £\ 2\

Z0

SOV % i (AL
I iE, Al
i i A 2R AL
MR N O 7 —
TR ENLH
MmzZTe) | AKB
53U G BHRAL H
i (£ B FeB AL 1 A
wEte) | i
1L

EZSR -
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7 ¥ Y VTE
1.6.3 B S5 R PEA 2

Eliquis 2.5 mg 7 4 /L. 21— hg

Eliquis Smg 7 4 /LA 22— b §E

MG H I, AL - E2G/AN
B, BB
FNL H .

E2G/AN

AFNOEEAZ LD | AEREClEER 2> D O BEM: S IAEE
PEDOHIMAER Z 2BZFNNH 0, HIMEEMmIZ>72
MDDGENH 5, B, R R OEEE X, Hifno
BRAL & FREE SUTFPHIC L » TR D (44 THKL NS
HZH)

BWERNEEDND L DIZHOWVT DR

AFNOT L. BWERAR DN D b DIZ W THE
TAHZENEETHD, ZOWEIZL, AFOX
FT7 4w b URTNG A E=2 Y
TRAREIC 72 %, RIFEIEFEH X, BWEAD b D
BB 5 1SR LS E OIS HI 288 U T
HETH ko,

AFNOEGAZ L0 | ARRSClERR 2> D OB I AR
POHIMAE Z 52B8FnnH 0, HEEIMmIZ>2
DDGEMND D, e, ER R OEEL T, Hifio
ERAL & FREE T HPIC L o TR D 44TEK NS
W)

BIEAREDILD H DIZ OV TOHE

AF|OHIR %, BWEHAR DN D b DIZ oW THE
TAHZENREETHD, ZOWREIZLY ., RADO~N
I T4y ke URT NG U ADIG e E=8 )
TINFIREIZ 72D, [ERMEEHE 1T, RIER N EDbILD
AT S ISR LS EoMEHELZ B LT
HETDHZ Lk LND,

49 BERE

AFNII MR, ARz R G5 & Hil
V2RI NEEDLBENG DD, HIPEEOHENET
B EiE, ARloRG 2RIk L, MRz~ 5,
SVRRAY L S0 ik R A Oy E A S ) 7 ALIE D
Ptz EET 5 2 &,

b ek FREGPRERBR IZ B T fREHEBR T 12 50 mg/
HETOTEXFV AN &2 3~7THE 25mgl H 21[A]
Z7HBXIXS50mg1 B 1[RZ 3 HE) o5 L
7o & 2 A R ERE & 72 A RIERIERED Hiv/eh-
7o

TEREHE R L ZASH 20 mg 2 4% 0% 5% 2 JL O 6 IREfH
WZIEMER G- Lz & & 7 B 0¥ AUC
ILZENZIL 50% K O 27%IK T Uy Crax ~D 52T 7
SR Do o I N T TR R IR G- D 13.4
e 6 . AV 5.3 IR KON 4.9 BRI 420 L
7o D120, ARAIOMMER:H ST LT
TSR OGN HER RGN H 5,

FREONE TEMEE N THMAER T X WG E
X, FHR X VIR o&R 5 1 BE S5, 72721,
B CIIAR 2 5 S - BE Tk Dz
Vla K1 O FRERIZ 22\, IO ZRBLITIE T
T, Mz VIIa ] 7O FEEL, 250 ITHE D EE
T 5,

REHILOBGEIX, BUGORDUTIS U T, MLk
HME~OMHREBET D2 L,

REIE A (ESRD) BHITAH] 5 mg 4 HL[EIHRE O 4%

49 BERE

AFN MR, AHl 2RS4 5 & i
VA BEELBEANRD D, HEEIHENA T
I aid, AflokbGehib L, MRz #H~ 5,
SR L L RO RS L S OB RS, )2 AL E 0
Pz BEI 52 &,

Pt FREG R BBR 1235 T, R HESRAT 12 50 mg/
HECTOTEXRY A% 3~7THRE (25mgl H 21[A
Z7HMXITS0mg 1 B 1[R%Z 3 HF) EOo&ks L
ol ZAERK B & 72 D RIWERITER O biieiro
77

TR BRE | CASK 20 mg &% OB 5% 2 KON 6 FEfE
IR R Z G LT & & 7 B30 O AUC
IZZFINEIL 50% L TN 27%IK T L, Chax ~DFEE T A
SR 7o, IR T TR M R IER G- D 13.4
BRI D, T4 5.3 BRI L OY 4.9 BRI 4EHE L
Tro FDT20, ARAF|OME B G TEERIZ R L TiE
TEMER OB S DERRGERS 5,

FRLOME TEMZE T HILNEE TE WA
%, M5 VIIa Ko b5H5ET D, 72720,
BRI CIIAR 2 % 5 S = BE RT3 D iR 2
VIla K1 O FRERIZ 220, IO #Z Rz s ©
T, M2 VAR 7O F#EE, 25 WITHEE S BE
T 5,

REHIOSET, BEORIUTIE U T, Mk
HME~OHREEBEET D L,

RS (ESRD) A ITAHAI 5 mg Z Hi[A(HE 11#
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7 ¥ Y VTE
1.6.3 B S5 R PEA 2

Eliquis 2.5 mg 7 4 /V.A 22— b gE Eliquis 5 mg 7 4 /LA 22— g

Hlléx, MIRBHTICELD TEXY RO AUC | HLZE &, MEEITICLY 7 XY 30D AUC
1T 14%IKF L7z, L7zdo T, ARBIOBER G | 12 14%IE T Lz, L7z -> T, AF O &R 5 12xf
T HME L UCMERENTIIA R S 1TE 2 o, | T00E & U MEENTITAR & 135 2 biRuy,
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7 XY VIE
1.7 [FIfE R 28h i — B &

Table 1.7-1: FERZS—EX (1)
. GOZAL T EFPA ONT7 VB T h
WR7e4 T U F 2 — ADE 2 5mg U—7 7 U B 0.5mg
T U % 2 — A®E 5mg T —7 57 U EE Img
U —7 7 Y 8 Smg
=4 TYR RV A = XA T —H A Rt
KFAEH B 20124F 12 A 25 H T —7 57 U 2 8E0.5mg : 2004 4F-2 H 20 H
U—757 U EEImg: 198248 A 17 H
J—7 7 U BESmg : 19824E8 A 17 H
FRHMmEA R | — 1980 4F- 8 H 14 H
BRAETAR | — —
Bl X5 e = W5 R T
b REIE - Cll
EW\”CL P
0 N N
| N
X R Ot BAE R
— NH:
C]/
HIFE - & [#1%] [A%]

T Y Fa2—A%E25mg : IBEDT /v ha—T 1 T
T U ¥ o2 —R%E Smg : FEHEOT 4 Vv bha—TF ¢ T HE
[&#

T Y X a—RA®E25mg : TEFY N L LT 2.5mg
TUFa2—A®ESmg : T EFH N L LT Smg

T —7 7 U8 0.5mg : FKEE

U —7 7 U U8 Img : FHE

T —7 7 U BE Smg : #EHE

(&8

J—77 Y EE0Smg: YT 7 V) U Al L T0.5mg
=77 U EEImg: V77U H Y 7 AE LT Img
J—77 ) 8ESmg c ULT 7YY UAE LT Smg

WIEE - BR

1. FEFPIEREME O Bl Bh 85 (2 d ) 2 e RN 2% o e DN By PEFEARAE 0D 6
S

2. R MARZERE (P ERRMARE K O AR ZEARAE) DRI K OV FFJE
Pt

e FERRAE (RMARE, (OFREIE, HIEARAE, MMIERRIE,

1T DM MARiESE) OIGE L O T

REARIZ A

ZhHE - ZhRIC B
WA
DEE

<FRARIMARZERRAE  (TREDFIRILARAE M OV AR ZEARIE) DB KL OV
P>

1) gy 7 RRMEAELET D K D 72 MATENREAS AL TE 7 fifi A FEARE
BT S AR VA AR o0 ol RO ZEAR AR HHIR 203 4 B2 7 il i A ZE AR AR
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7 XY VIE
1.7 [FIfE R 28h i — B &

— A% B

TEXY N

UNT7 U UHY TA

BT DEIER NEEVEIIHENL L TWRW=d, 2 DEF I
LTARY v OREREE LTARIZHRG Lnz &,
2) FREIRT 4 2 — N E SN BEICB T D ARFN O ARERN 7
Wiz, TRODOBFIIRGTHEAICIE, VA7 ERXRXT v M a2+
NERTH L, (THRKEGE) OHBH)

& - &

1. FEFREE PO A ED R (2 381 B i ML PR 25 of R OV B PEFERRIE 0D 38
JEHNHI
W RANETEX AL LCLESmg % 1 A2 ERRO%ET 5,
RE. FlR, KE, BEEISECU T, TESH AL LT IE25mgl
A 2 [\ 5~HET 5,
2. FRR A JEARSE  (GRERERIR M AR SE S OVl M e SEARTE) DRI K OVFF%
i
WH, RACIETESRY L LT 1E10mg A 1 A 2], 7 BBREO
BE L%, 1Bl 5mg% 1 H2ERERO®ST5,

AR, MEEEERE (Yo e BVREFEAR R RT A L)
MRAEMEIZIEDNT, AROBRSEZRE L, MIREERREIHZ +2121T
WD 23K TH D,

WERGEZ 1 H 1 EROKRS Lck, 8H BT TIikEEERERAE T
AEIERIBICAD L ICHERE L, R EEZRET D,

INT 7 U ATKT DRI EERZERRE <. A—EATHET
LTENHDTD, EMINC MEEEE R A 21TV, MR G R S
WIS CTHlEid 52 &,

FEENRORER B HEITIE, YRR R~ S FEOHH2EE
T %,

AR T DR G &I, IV 7 7 VB yal LT, @ 1~5mg
IH1FETH S,

INRIZEB T DR 58 (mgkg/H) OHZZLTIIRT,

12 % A& : 0.16 mg/kg/H

1724 E 15 A0 © 0.04~0.10 mg/kg/ H

ik - &I
LA RAY
DI

<FEFRIEENE OB AN B B8 12 35 U B R IR AN 2 e OVA By 1t ZEARE D %
SEHNHI>
WOEHED 2 DL, RIS T 5 BEE, Hifo Y 27 3@ BHlo
MAREN LR T 280" H57-O, 1H25mgl B 2EKFEOKRES
T5, (THRRMKE OESR)
- 807%LL E ( TREE~D#E ] OHESWR)
« {KHE 60 kg LA T
- yE 27 L7 F =2 1.5 mg/dL LL |
<HEMR LR ZERRIE (G FR IR MARE K OV AR JEARIE)  DVRIR & OV %6
Hiil>
(1) BRI E IR MARZERERER OWI 7 H O 1E 10 mg 1 H 2 [Bl&EH
I, oY A7+ SEETH I L,
() AFIOEEHAENZ DWW T, JEFI Z & OFIRMARTERRIE DR Y 27
KO Y A7 23 L7 ECTRE L, EBREMEREG LRV &,
[ENEEHRRBICBN T, AF% 6 » AL S LRI 20, ]

I MREEEERE (o bo U EVERIE O e RT R b)) &gk

ERERERE L, BRIBEEN LRV E 51T, MikEEEREE A+
FATWODHEHTH Z &,

2. 70 b s E UL O e AR T A R ORI, TEME (%) LSk
DOFRFEL LT, —%AIC INR (International Normalized Ratio : [EFE
L) AHWLNTWS, INRZHWD5HE, ERNAOFEED A
N4 V% BEOHRESEICL, Fif, RELOIRARS 2 HE
LR ERET D Z &,

3. ANICEBT MR GREIZ I B 1A I~5SmgfRE &R D 2 ENEU,
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7 XY VIE
1.7 [FIfE R 28h i — B &

— A% B

TEXY N

UNT7 U UHY TA

g A
==

<ZEESm>

AFNOFHIZ L0 HLARHA L, EEA2HLOBEICIE, HEIKEDLR
FNNRH D, KEOFERICHZ > TiE, HILOGRIEEZZE L, AF1H%
HO@EAGZEEICHET2 2 &, RANC L 2 MY X7 2 EMIZFHEC
X DIERM. SN TR LT, AFIOFEEEIERZ P4 2 38E)T 200
e, AREE G, MEEEEICRE T 2 REMO A7 5T, HICE I
LOWIEE TDICBET S Z L, IO OBIENED bR BAITIE.
ELICHE RAERITY 2L, ( [#E) . THEROCHEICEE®ET S
A EoREE) . MESEES) | [EEALAWER) . EERE)
DIELR)

<FRARMAR ZEARAE (G0 ER R AR I e OV LR JEARIE) D TRIR K O\ %
>

FHE - BEESMNIRER S 2 WO ITNIEREZE RIS & OO L 0 | ZERIEBALIC M S
NEL, MROEEICEDMEND bbh BTN H D, HRIMARZE
JE A RIE L7 RS, A T —F LBE . b L < ITHFHE - s
SRR I IEHEZEfIIH: B OV AIE, AROBE 2D 2 L,

AHNe X H LD E Y AFIOERANREMR L, KA 5sEL
LEECICE ST L OWERD D, AT 2EA T MRS RERTE % E
ATV, IS Ul 2B EZITH 2 &, [ THAEER) 0ES
7]

pEa
il

ROBEZITHEE LN L)

<4 dkig>

(1) AN DR U BUE DAL D & 2 B

(2) BERAIC IR & 72 B HIAER O & 5 B (M BiE T 2B8Zh 23 b
5, 1 ( TEEREANEE] OHSH)

(3) M i EERE 2 H K ORRRANIC B 2R il ) 2 7 267 2 TR EEE [

MOFEEIERE RS DBENNH D, ]

<FEABHENE OB B (23 2 M MM As B OVe B R ZEARE D 5

SEHN >

@ BEFRE (7 v T F =2 VT 72 A (CLer)l5 mL/min A OB [
RBRA 720, ]

<FUR AR FERRIE (VRS R R AR IE Je OV AR ZEARIE) DR K OV

>

HEOEEE (CLer 30 mL/min AH) OB [ HRERN D720, ]

(KOBEITITEE Lz &)
LI LTV B BE (I MRIB PEEEBER ., AR5 & 5 g,
MAHHRE OO M EEFE RS, AR, FRE, WEEEE, R
&, PRI, FEEPE - i B SRR i A 0 O SR PERET ., THEN
HIM OB D & % B E)

(KA BG5S 5 L F2OEMAMF LV HLEBIETSZRbY ., &
TE B b H D, )
2. T A AREMED B B HBE  (NIRIES., L& OSSR, Kigk, @
AVEIEE DS, BEAE m MEAE, EERE RS O B )

(Hif LT 5 B ERRIC ARG O EE AT H Ak = 5 2
ERBD, )
3. BRI - BEEOH L BEE

(B4 2> KARIFPEREE R T IXRFIR CREAE SN D O T, Zsil Sh
Wi 22 ER3® 5, £z, AFIONRH - PeftoBETHILT 5 = &
NH5, )
4, PARAREE R DO FAM UTIMES B OV EE
(HmMEZBETAZERNHY ., L EFEMIICRE2ZELH D, )
5. AFNIDO AR LIBBUE DRBERIE D & % BE
6. WET XOTIENR LTV B RIREED & D s A

( TEELREANER] KO T, Ew, FilEE~ofk5 ] 0n
£ )
TUEHBRERBAE X I UK (A FT L y) 8BS R OBRE
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7 XY VIE
1.7 [FIfE R 28h i — B &

—E4 T XY ONT7 YU HY T A
( THAEER oESM)
8.4 T7FF N&EEFOBRE
( THAEAER] OEEMH)
A EOREE | 1EERYS ROBEIIEEICESTL2L) LEERS (ROBHICITEECRSTE L)

(D) HIID U 27 BEnBE GeRMED 2 W Id s R e S, S
OIEBEMAE B, I DRSS /MR E, i/ VR R
IEEMEEMEE S, iRz E P OBEE, 2 he— L REOEE O
MERE, % - Bl - IRBEROESEO FESE 269 2 8%) [Him
OfERIENIERTHRBZENLRDH D, ]

Q) EEOFMED S 5 EHE [HHRBRAZR, ]

(3) BrEE GEAEUENEOEMBENEF L Cler 15~50 mL/min, FFARIMAE
FERJE 1T CLer 30~50 mL/min) D3 % B [Hf o fERRE 2 8 K
THRBENRD S, ]

@) g ( TERE~0®&Y) OESR)

G)IERAEED BHE RAEOBE TIRHLOGERESE KT 5B8EANH
%, ]

(D) PR, T R OWRINAS:, BT v a—hiig, 5 o iPE O A4,
FCE | IBIEM R I ESE D & 5 BE R H AR D v F I v K RZFFE
(RBIOERRERIND Z L3 db D, )

() B4 2 v KR
(RAIOERNET SN Z L35, )

(3) MM D B
CEMERES O B i, MIREEESED LI K 0 mAREn & 72 5 —JF
T, EEREEHmEEC D Z ER’DH D, o, RERESCERRIO
AR S MIKEEFEREDEB AL LD 2 L 3db D, ]

(4) PFEMR I
(i LR < HlERZL< R0 End D, ]

(5) FURIRBSRETCHEE . UL FUIRIRBSAREIR TE D B
CHUIR IR S5 0 B3 T, W RB O 2L SUTTRFEIEFR T HUR IR
WEFL L, MEEEENELT 2285, ZORFEL L THRA
OIERD AT BRES, IR 2 8Ehn’d 5, )

(6) FrAEIR
( THREREANEER) KO DNRSE~o®E ] OEBMH)

LEEREANEER

(H#EEE MR A (Fa be e R (PT) . ERSEE#ER (INR) | 5
&Ry b v R T AF B aPTT) 45) 13, AFOPEREZ T
=Z VT HIBE LR B RN, ARG R H R 45 o
Wz BT 2 b, £, KBS T, MEE (~ES R
EUfE) | EEMEOREEZER L, A ~T S 0 B AEMED
ETEOHmSEEMRT 52 &, BRMICEE 25 i</ 1o
HENRD SNHAITIE, AR OBREEZPIE L, Bl R % R
THZE, £ ERIIS U T, WEARLELITO 2L,

QBEITIE, S, R NHM, sy, MR, PRI, i O
g BRI OBENERD DTG, ERNCHKE TS & O fREY
52k,

OO FLEEEF & AT 25412, HiLoMEEZ +HoIcBlEZ L an s
AR ERS T2, ( FEEER) oESHR)

DB/ IIE, FERT a1 RUMREASEIRIE Al & O EZ VNI L §
LERFICBOVTCE, MU A7 BT EZLICEETDHIIE, Zh
B DIEF) L AFNDOPER D AIFIZ DWW TR, AFK & OBEH &2 BltA4 5 B

2. H B2 HARM R

(PFHERE OIS & OFFHIZ LY . RAIOEHNEER L, EE R M
FEole L OWENRD D, ARNOERERPERD LWV ITFHE L2k
IR L, WUIRIESSHERRE T 2 L, . AFIDE
FAREE OHA G FERICERBET SR H 5 WV 3 Lk 2 i +4
HEETHZ L,

QAICEEEPIELEGEA, iz 4 CEBENNH 5O Thx I E
THZ L,

Q3)HIMZEDEWEH O 7= OARF OFtERin/EH 2 20H 1T 2 MERN H 5
a5 a2 P2 L L bl B IV KBRORGE2ET LD
ERD D, Mk, MHmEOEE M AR LI2GAI2E, LIS
J& U C, FrfEEhs M O EOMY LB LERT LI L, b
DA MARFRIT LHEET D 2 &,

e F I KBAZ B5 R OBFIZIIARFOENFELL 720 0T, K
FOWRBEEET 25403, Ik BMUSAOE # 2 K FIZ#5 L3
WwWZ ok,

)i SUTITHR L TN D ATREME D & Dl AT G- L2 &, F7z,
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7 XY VIE
1.7 [FIfE R 28h i — B &

— A% B

TEXY N

UNT7 U UHY TA

W2y VAIZRRT 4w NEZBE L CTHEIZHWET S Z &,

Prin/ R 2 Fl L OfFARCIE, Hil Y 2 7 BRI KT D B8E RN
HDID, KEIEOFERAICONTIEE HIZERICHF L, BREOH
WHEDNERNEZ BRI D LB SR BE0H, 2 b 0EE &
2%, (HEER . TZ0forEE] OESR)

GYEZ IV KAl (D77 V) HDHEERAI~EIDEZ DEEICIE, B
&2 KiEHiARIOBE 2 Ik L, PT-INR A IEFRIBUEN: O B8 s
T 2.0 A0, FPUR AR ZERRIE B CIIIRPRIE O TIRASN & 72> Th
LAFNOE G 2B T D L,

OAFIHEZ 2 U KEEHAI (U7 7 U )20 2 B BRI21E PT-INR
MIRFIRO TREZBX H5ETIE AR E VLT 7 V2T HZ &,

(DOFEEEF] GEHFD) HOEARFNGI 0 2 254, KRBT
ELTWEEHE CHREZ HiT T, AFloRGE2MTHZ L, 7272
L. PuEfEAl (~8U %) OFfGHEN LU B x 25613, Fift
ek & R AR OB S5 2G5 2 L,

®)AAI B OPUEFEA] (EHAD ~BI0 B2 25681%, KiEN RS %
T L CWRR £ CTRINZ H 0 T, 810 82 2 BEORG 2Bithd
HT k.

P TAITUTRBER T & F2 - 2 BE Tk, BEoHmY 27 &
MY 272G 0T, ARl %2 —hik+ 52 L, HiicBL T
RV 27 UFHIMARER T > b o — LS A RE7R2 FAfT - (FEEA) T
FEIET 25E1E, AiEEE» B2 L 24 FELL EOFIRE &
FAHZENREE LV, F-, Bl L TH~E Y 27 UTERIIC
BEERHMZ L Z T RBENOH 5 Tl - R TH 2 3265 2 5613,
AiElR 52264070 < &b 48 REHLL EoRIBE HIT D Z &, Z2d, &4
BOG U TRERIE (R %) offiAE2EET 2L, AL H
T 5 PR TR T 2 i3 2 BE T, BRaMEEHMY 27 )
ERLTWDZ LA +ITHEBET D L,

(10) 7RSO TFAT, RBAY TR T L A PUERERE (KFIE2ETe) O—HiF
B7ap i, RIED U A7 RS 5, FifikiT, BEOBERIR
REICRIEN 72 < A 70N 2 & 2 FER L ToN D | Al e I FEBE
T5HZ L&,

(11) BE DHW TAFIORMA Z F1k4 2 Z L DRk 5 o7 iRk g
THZ L, AFERALENHEICIE, KOVt EEicd izl
FEZRAL.Z0%EBEEELY 1H2RRMTZ2E5HETHZ L,
RALENZHATHL—EI2REEZRA L2V Y BET52 L,

IR 2 AIREMED & Dl NS 59 2 54 12iE ., FRNCAANS X D1
AR, HRIR O HIMAEIC R 9 FETS . 43RO REA D B H I 0 /G R
PEIZOWTHaUT 22 &, [ Milm, P, BAREE~ORE)
DIESR)

(6)/ NI AHN B B 8E . /N OB B SRERE IR @ L 7= E s
Bnz L,

(NFERA~OB G+ 2 AT L TV WnWo T, #rA R,
HIMENERIEE ERS U SN 2580 EETHZ L,

3FEEAMEM
AFNE, FIZ CYPIAA/SIZE > TRESND, £z, AFNT P-HEEA K

3AHHEAERA
DA & OFEAER L., ARERETOMATIZ O W THFIER TV D
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7 XY VIE
1.7 [FIfE R 28h i — B &

— R4 B T EFRY N UNT7YUUHY T

OFLEMEER (BCRP) OREE LD, ( [FEYyBE) 0ESM) DT, PURRILEFRERMAT RIS, oAl 2 P Lz AR

THHEITIE, MREEROEEIERET 2 2 L, b, AKA Ot¥R

OREHEE (DFRICEET D2 &)

A5

R ARAEIK - BT IR

BT - fEbRE T

T = VRPTEEA] (7v
aF = EHEL)
A rZ7aty—n

ARANO M PR RH
LRENDDH DD, K
HloO®E (11 10mg O

Z B OEAIN CYP3A4S
J OV P-Hl AR 1 & [R]IRE L2 5
INBLET D720, KAl

PEGRD S 1K) 1d, F= & LT EMIR

( TEEWEhiE ) OHEZH)

(OPEREE BFALnZ &)

BBESE CYP2CO IZ L » TRETEN S,

SEKI| 47, A ORISR« HEE Y da I o A
KU TS (B sm. 1Bl Smg 05| oA R O || R B O KD
HIVZ a7 7 CHEAL|25me) £ BIETS S LS EBABRD. Ko 1 RO AT £ B LB LT €7 3 Kb
JRTEAE BB, R EOHE AFFRL Y | DA KA L B L |5 T 0 A
thL BRI t0ic SR (75 4—) FHEIEIIE £ ¥ < o Ko WAL | (EF & #0035,
L, &F & OOFRATES) DEEETIET S L,
EEABRBNRAEIC FPEE=SY AR EWRT 5 = LA |
Hﬂq;;fib\“i" (3 (775, any N)|5,
PIIIE) DIREI) BB AR R B 28 LT
<7 RTA FAREIE | ARIOIARES F5T |25 OFAID CYPIAL B AFNC £ DIHEHEE L,
sy RAYA Ty | BBEANRDSD, B | ROYKIE PHEEE O A7 7FE RafhLRn L,
TyAnA LU [ EOREEHSICBET [EERICEY, AAON
T aFy—n B EEET D &, (IR OB E S h D
FTEE L WEIHE] DEBH) LEZHRS, QOFAEE GFRCEET S L)
CLFTE L e
B2 RO TRERBLT |6 ORAXAEA T || | Sl BRI - W | W - SR T
Tz kA pEENSDBDL, (K |UARFY Vs fa
AT ER Y WENE) OEBH) CYP3A4 KO P-BEER 1 & NAEY—AEERRD | AFIOERZWEET 5 | TR DA O

T )NV EL— )L F R it ZEARSE B (2%t |RIRFICIR I HE T 57 FASNEY =R | TERHHOT, | EHREEEEEHE
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=
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PR L LT 15mg)

U727 F®%E 30mg :
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N b LT 60mg)

T4 a—T 4 T hE
TaNba—T g TEE (BN
T 4N ba—T 4 o7 (FBHIE -
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REZBIE LN LEEICREGTH 2L, 2B, EREEMOEMENRE
Ztg & L2 ENS MR T 75 L LD BE TIX 75 AR o
B L e U, B I R OE R T AW ASERR A R RE & 7 5 i
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7 XY VIE
1.7 [FIfE R 28h i — B &

—E4 T RN b TVERE KT UN—a PN
DIBRPNEm NS T,
6.0, PEMm, RILEmE~OEKE 6.0, PEMm, RImE~OEKE
(1) i AR L T2 AlREMEO & D NI, 1B LB RS | () ERF OB 5ICEET 2 223 L TR 0O T, i ITEIR L
faltE s B2 EHET SN A LEICOREETH L, [HERERFO| TWBHREEO D IRk E Lanw &, [ 5Es Clrikidii
Be5ICBT 2 2L LTy, 8RR (Z > b)) TIRIE| M (T v b)) L FENHIL, BEICEERS Db AR TRAE
~OBATRHEENTND, ] FAEROHEM (X)) | FHEOHMEOM - JRIEEE, HAEROA
(2) AP O MNIIAFIE G IR ER TS E52 L, [EE | FRETFTEROCRRECEL (T v b)) BHEShTnD, ]
Bo(T7 v b)) THHPICBTT 2 ZERmEsTn5, ] Q) FHLF OGS D 2 L aRtT, R A S TR T 541
ERESERZ L, [@WER (7> ) THLHPICBITTHZ N
WEENTWDS, ]
TINREA~OR S TINREA~DE.
RHAGEIR, HwAR, LB, $hIEUI/NRICKT 52w U< [/NRE ST 2 22T LTy, [ERARERA 20, ]
WV (BEHRRBRDS 720
8RR 8RB
SEAR - AH ARG LA, HIEOASHEE G & 2B TS | #li LBk - AFl 2B EREG L8E, HEAIHENE L BEhN
H5, b5,
QLE « AH OFLEEE VR A2 BB 2 AN S TR, F | AR - AFIOHEEEER 2 P4 5 8H5I3m 5N THRY, WINZEZIZ
7= AFNFMIRENTIC X 0 BRE Sz v, LI DITIEE R E 2SR T D2 L, HLARD 5NDHA1E. LT
HILSFES BN IGEICIE, WURLEEZITHY 2 &, RIS T T, A LEZITS 2 &,
BRI, MR (PR AR IMERE M, AR AT Syl | (D) EE., REO®BREEZTEY T, EEEPIETHZ L,
TRIEORMEERENT 5 Z &, AR OWIERINL 5 ~ 13 Th 5, [ THRWERE] OEEBMHR]
(2) FER Z & o H i o0 FAE FE e OSBALIS IS U 7z S b9~ 5 AL % 3
Uhz &,
Q) BEprEE (BEOSHNSE) | HiEEHO 7D OSERYIE L,
R L N TENRE O B | A (A 0Fd 2 - i U TEEE R I
I U CH R AR M BRI, SHT A RS MR 217 5 ) S0 /I i,
DY) e R HEFIE OB EBETH 2 &
EAMBAENEVOT, MIEENTIIARIOREIIFAHTRWEE XS
"5,
9.3 f LR 9.3 H L ooiEE
RN - PTP @2 DFEANT PTP o — B E D L TIRAT 5 & 9 | 3EAIZR ST : PTP @2 D IEANT PTP o — bW L TIRAHT 5 L 9
B84 AL, (PTP > — MORMERIZE Y, HOGLATARIERIEA~H] 58T 52 L, [PTP v — MOREAKIZ LV . BEOELA T B IE~
AL, FIZEBRILEB I L CHRBIAREOEELRAINEEZIT 2 2L | AL, BIEBEAZEZ L THERRAASOREERAINEEZ IR T Z &
DRESNTND, ) DEFESNTND, ]
WA CED 2014412 B (4R 201549 AEkET (5 5 ki)
YERRAEH B
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Table 1.7-3:

RERZM—EE (3)

—RAIA TR ~ANRY TR UL
oEd J R e ~oRY 5 T HAL/SmL
J IR e ~oX Y Y 1 T EAL/10mL
ey Fr HBRSER A S
TKFREH H 2014 7H 40 REAEEIZLD)
FRHMEEA B | 19804E 8 A 14 H
HEAEFHA |4 LN
HLHI X 47 G/ JEEp T
A Ao E R,
(2 - .
H o
H
Re O0R® H
H 0.0
RS H NHRZ
OH H
0
o OR* o
R', R® R* = SOaNa s H o
R? = soake it —4
R%=CONa, RB=H o
iE
R®=H, R® = CO:Ne
I - & [#17%]

SR e ~oXY P S THAL/SmL - AKPEFESHR
J IR e XY P JTHEAL/10mL - KPEERR
[&&

J IR e AR 5 FHEAL/SmL ¢ 5,000 EAL (5 mL)
J R e AR Y P T B EA/1I0mL ¢ 10,000 AL (10 mL)

WIEE - BR

© LR M PN ML B BB D TR, MIGENT - A LOiZ Ofth ok
HMIE B B R O MREEE OB R | & 77— 7 L A% AREO iR e
B OBA IR, i K O g AR A O BE o i ke E oo B 1k

o [MiRZEMRSE (FRIMARLE, O

5

il

REIENE, MRZEARAE, MMZERRE, DY)

BEE - BRI
S
DIEE

WRIMARFERRSE, TIT - A O IMARERIES) ORER T
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1.7 [FIfE R 28h i — B &

—AXHIA R ~RYUFRI UL

A A AFNTE T FRROBR GBI L > TRE SN, F05ITER XILE
JEfEEL, BRIC Lo TIRES S,

W AFIEG% . EMmEEERE (Lee-White #5) T &M iFMALESY b
0 RS T AF UHERE] (WBAPTT) MIEFED 2~3 512725 K 9 IZ4FE
i, JERISCCHEEAEEZ Y fe—T 5,

o ERURIN SR TESTE

10,000~30,000 HAL % 5% 7 K o ERR, AAER, Vo 7IViR

1,000mL TAER L. FA) 1 531 30 iR OB C, Hil T A IEERE kE

30 WBAPTT 235 581D 2~3 #1272 401F 1 43 [ 20 itk o

T, BIRPIS SRS 5,

o FHARP R RS A

1 [E] 5,000~10,000 HA7 % 4~8 KR = & C RN ST 5,

TEETBRAA 3 BEM% S, 2~4 B & &\ 2B E RE X 1d WBAPTT

FREL, BHRTD 2~3{F1Chb L5 icary be—d 5,

®  FZNVEN - fANTEESTE

1 [8] 5,000 BAL % 4 [ 2 AR TN SUIAHRNER 25, 728,

NIRRTz o THE, filfk - k7 E~ORBE BT 720, T

FLORICEET 2 2 &,

1. FEGEITEML 2R D X O IiEET D 2 &,

2. BV ULEST LA, I EE X, BIXIXEARAEI
HRT 27281752 &, ks, oS- /NRIGTEA LN &
NEE LW,

3. EFEFERIALZ &, WRERATZY ., MROWTEE #2155
I, BEHICHAERE AL TERNTLZ L,

o  [RAMEEREE (kBT - ALOM) I2BT 2 EHE

1. ANLBECIEARE OwEY) 22 H 82 BTN E %~ D~ s
MRHBROFERICHE SN TEHT R, £2H~ R AMLEOHA,
WE. BB TS - T 1,000~3,000 AL 25 L. BATEY
AT, 1 FRRIYS 720 . 500~1,500 HAN A FRehoic, UE 1 R 2
L 12 500~1,500 ENL & BB BINT 5, R~V AbiEDS
Al TEEfIS 720 1,500~2,500 HANL 2 RRgEEA L, IRNREFTEE
W27 a X I URBE TR 5,

2. i, HERICE > TEA R D, N TR, 150~300
Hifir/kg 25 L, TIZHIMERIFMOIER & & BITHEITIG LT
WEBIMNT 5, RIMEBREZIL, R MMAEIEL, ~ U CofE
AaEmfT a2l raX I Uz A5,

® i N ONML TR AT 0D R D HLigg k51 85 1 v
i 1f1. D BE D MEEEE O B IR 1%, J8H K 100mL (2% L C 400~500
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— A% B

XY VF R T A

HALEAn5,
MR DO BE O Mg EEE OBG 1R HIZIERERIZ, % 20~30mL (Z%f
LT 100 L& HW 5,

ik - I

5 ) E
DL

T -

AT (KOBEIIRT LR L ERAI LT 5. LB LT BEALC

FEEBEICRE TS L)

1. il LCwa B
M/ OB PESE B, I PRI K A g, A & oo
WREEE RS (UMM E N kB EE R (DIC) A#FR<, ) . A
FRHAR . PO, VLTRSS, RIS HIMm., vRi., REFE - SihiE
S MEAs i % £ S SEPERR IS . BHBENHIM OO H 5 BE%E [H
MEBETA2ZE08HY, LECEBMMIRIBENLRH D, ]

2. HWMm7 5 rRetEOH 5 EBE
WIS, WHALE OFRESR, Kigk., mAarkM@EtEomEsg, BEiE
S, SRR PRI 0 B [l 0 NI D BE 55 & AT I H 1 23 i
ZHBENRD D, ]

3. EERIFEEDOH 2 EBH BEERFLT oF e o ey 10 OEAN
BKTFLTWDZLDH2DT, AAOIEMNER) (HEIRITHT)
THBENRD D, ]

4. BHERFEEOHLEE WEHSESE L. AHOERIEHRT 2
BERARSH D, ]

5. HHARRR SR O FISUISMER B OEWESE [HiZBhET 2 Z &2
by, LEFBEMIRIBENARS D, ]

6.  AF DI LIBBUE DB ERED & 5 B

7. ~RY CERPEMNREAE (HIT : heparin-induced
thrombocytopenia) OBEERED H 2 BHF [HIT NREH LT NEE X
bivd, 1 ( TEEZREARNER) OHEG), [ZofmoEE] 0"
)
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7 XY VIE
1.7 [FIfE R 28h i — B &

— A% B

XY VF R T A

A LOEER

1. HEREANEE

(1) MmiEEEEEERAESE N EEZ + T o EHTHZ &,

(2) HHE - A RT S D UVITIEHEZAIE & OPFRHIC L D . ZAIEALIC
MAEAAE U, MREOEBICLDMER S bbNdIBENRH D, Of
T 556 I3 RREE O E R OYERICOWTHaoER L, BE
DRD LN HGEITITEBITET 2R AEEZITH Z &,

B) Bl EPIELESS, MEELDIBETNNH DO THha I
B9o5Z L,

(4) AF|OFUERMIER %2 2H P 2 N EOH ZHEIT T2 I v
MBS 2 B 535 2 & (FRCgENT, A LOMIC & 2 ik iksME
BRI TIRRICH T 254 I BEO RN H 5o d 2 &E3d
%) .

(5) A GHIA~RY LRI MRIBE  (HIT : heparin-induced
thrombocytopenia) 3% L5 Z &3 &H 5, HIT iZ~3Y 2-ifi/)h
W 4 K EARICd 2 B 2Pk HITHUE) OB X 5o
FHREF 2T LTCRETH 0 | /O & EE 7 iARGE (NAEZE,
FiZEARNE, TREBEFRMARIESS) ZE D Z &M bt TV 5, ARAIF
HRIT M/ IR A RIE U, i M O 2 72 80 AR SE & B ot
LHEENRD ONTGAITIT G AR IE L E#ORLEETTO Z &,
Fo, BEETHEMZIC, HITPEE L THEBELZEDREL H
5 (TZ2ofoEE] OEHG)ZR) |
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7 XY VIE
1.7 [FIfE R 28h i — B &

—AXHIA R ~RYUFRI UL

2. FHAEAEM

L OFEA & OB L, FRERETOMEEIZ O VTR SN TND
DI TIEAR vV, FUBEMBRERAT IS 2 A A R Lz v o R 2
raiZid, BEMEEOEBICIERET D Z &,

JPHEE UHHCEET2 22 L)

EHI4 FEERIEMR - HEE L | W - a1
FrE Al AEIOERNHIE | AR OPEEm/ER &
MR Sk T LR GE [ K- DA A
N b, FRBLEERIC X Y AR
JINEZ H i A [ 703 1
mEhb,

A A A AR OERB MG | AFlopiEm/ER &
v x—t M AR T A BN 74 7 EIEER
t-PA HUFHI L N b, W2 &0 ARG i

EAEI D,

i/ MR EEEANSIER 2 A9 AR OHUERER &

2% 3EA T EESE I SIE A
TAEY W2 &0 ARG H i
DY FE—)L fEAmB R END,
F 7 m Y AR %

T hIHA 7 ) RPEWE | RAIOERIEET | —

JHR OB (A HIEWNHD,

VX H Y R

=ruas Ukl g

3. RIfEH

AFNZ, 5 BB A O BIVE S BB S BfE & 7 DA &2 94k L C

VR o

(EXRZRIEM BHEEAR)

) Yavr, TFH74T7F%—ER
vavl, TFI7 4 TR FHERPEIDZ ENH DT, Bl
ATV, ERT, ERIRT, kR, 57 —8, Sk
BEEORE PR ONIEA &S ik U, EWYR0AEZ1T S
&,

2) i
Fo i, VAR L, A, AR M B, % AR AR A, AR PN
L, itk Hm, AL EEE2HOAS b2 EnHDHD
T, BRETHIATV, BE AR DN HA AR & BE L
kL, U EE2ITH 2 L, 7o, MIREEEREAE LK T L,
PLEEMER 2 20 I R4 20BN B A58, e ¥ 2 Uk
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—AXHIA R ~RYUFRI UL

Hep51 5,
3) /MR, HIT S5 4E 5 f/ MR - ffeiE

KA G HIERN RN RS DN ZENd D, ~ Y~
EERPEM/MEIAME (HIT) O%E1%, FW R M & IMiEE,
JIZEARIE . DR IR ML ASIE S5 O MARKERC & v o S PAZE, RIS PHZE
TS AFIEGRITm/NMEERE L, i MR O E 72
RMARIE 2 5D 2 RENBO SN HE I3 G2 Tk L, @)
IRAVEZTT D Z L,

Q@) OO
BHEARH
W BUE TOFRIK, B, UL, BB &L, KSR, TRIE
%-‘/i)
P& B, EBE, i MEEESE
STk AST(GOT) * ALT(GPT)? | 574
&G FHEE, K7V FAT v i
G- JRFTOERRIEMAE (B2 F UL A R )

) ZOESRIERP S SO el rEEhET5Z L,

4. Ml E ~D& 5
EE TITHMOEREN S E 2B TNRH LD T, HE
[ e A R R =

5. fthE - pERE - AR E~OKRE
TSR O GITBET 2 RAMITHENL L TV Ly,

6. NEFE~DOERE.
INRIZ T A MRS LT e (ERRERB D 720N

7. EoEE

TR

Pre A% I VENIAKI EHEBERNTIRAT D L0 LIEEREA T D2 &
DHDLOT, RBEFETETHZ &,

8. D DIEE

() Ak BHTEF TIL, BHRBOIEMAHEE L ThBIRESEL 2 L,

Q) A VAT v — /LR IEREE (CCE) 1. KREMRPICIELES 2 Wikas b
BNSHREE - Fide L. 7R 2 L AT o — LRSS 2 Y i as 00 J64 A
T ZEICE S TRIET A EEINTEY , ZOERFEKRITMEND T —
TNEETH D & INTNEN, ~R Y VEOHRERIENHIN & 72
DRIETDHZ EbHESNTND,

(3) HIT ZE B B9 HIT HUIRIZ 100 HEEE THA~IK T 5 & O#H
HERBH D,

{lied —
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7 XY VIE
1.8.1 I E: ()

* BT E (B) FBEREOLDTHY

B‘%ﬁ@zﬂﬁﬁiié‘ 2 ,m-d—é;t

1.8.1 RMIXE ()
FIE. BUTIRACE (20154 2 B EaTHD) 75 D2 T

AR B

873339

i i BT 2.5 mg 5 mg
FEAIARR < 3 4F (B FISPR OO AR 1AM Al S LT £, ) EAE S | 22400AMX | 22400AMX

01496000 01497000
I, SRR 200342 7

=
VEE — [EH O IE EOFXafREH W 20135 2]
LVfEHTLZ & ® [EI B AR 201145 A
x U:FJ_ZE 2.5mg PREE

I’j—'i - A ZﬁSmg
Eliquis® tablets
TEXHIIN 8

[(E&]

<&EhEEHE>

AFOFEHIZ L B ARHI L, BEELRBIMOEAIZE, B
TRz BZENRH D, AFIOFEHICHT > TE, HiLofi
2 BRE L., AL OS2 EEICHRT5 2 &0 KA

T

T X2 —RESmglE 1R T XN SmgaEHT D,
B, WIAIE LT, MOKILEE, Rt e—X, Juxh
A —2AF Y gL FUYNAERFT N DL ZATTY
VB R A BT m Au—R HAEKTIY, BR{LT ¥
/\kJTt%/&U::WMﬁ%aﬁ#é

X BHIILY %7 & EMICETE 2B S TE D 2. HFIOMR
PR OFEEE R & h R 5 AN A T ARFIE G B T Fa—REE2Smg | TV Fa—AFE Smg
Hid, MBI B 2 A O A 7r B, i S0 if % D e BODOIBDT 4 L | BEOHIED T 4 L
WA FOICBIET A D L. THLOMENRD LN HE ) A R ha—T 4 TS
I, EHICHEARAEERITY 2L, (TER) . THER s = — 893
Uﬁ;m%@?aﬁ%im&ﬁj\(&ﬁﬁﬁj\fﬁgﬁ AN
AW 5 OHEBE)
<#%m&%ﬁr(P%%MMEE&U%m&gﬁﬁ)@%ﬁ S )
RUBHMEG> )
HEHE - BB RREE 8 2\ I IEHE SRS L O DEHIC L 0 . 2R =
ERATIT I 2N E U, Mo EiAIC L BB B bbb BE - _ _
Nvdh 5, ERIAR ZERRAE 4 58 LT BB A B D 7 — R 1 6.0mm FA% 9.7mm
FOUVRE R, b U< ITARHE - AN RRER XU AHE 2 4% H o B - R : % 5.2mm
EWS I, AROBRGEEZ DL, =X 2.7mm 3.8mm

. F = 104mg 208mg
(25 (ROBEIZIFBELENIE) )
<& HEEtE> [$hBEX IE%HR]
(1) AHDRESK UBBIE OBEAEIE D & 5 B 1. JEFIESENE D AN B 1 J 1 B MM A R OV
Q) BRI L 72 5 MMERO 5 BE xRS 2 FERRIE O FEAiE H) K

BEhWd s, ] ( [EELERNEE) OEZR)
(3) IMHREEE i B OREPRAIC T 2 il U R 7 23 515
BERE [HoEREMERT 2820 nH 5, ]
<EREEHOEHEIEECSITAENUENEDR VL EHE
TR AE O FEAEHNHI>
BARE (FVvT7F=227 T 7 A(CLer) 15 mL/min &) @
B ERARER? 722, ]
<BpARMiRERAE CREFHIRMASER UMM ESRE) OAE
R UFEFIMEH>
HEOBEEE (Cler 30 mL/min Kiii) OHBHE [ ARSI
AN

2. FRRMmAR FERRIE  (REL F R IMARIE K& OVl f e ZEARE) DYR
T B OV P 4]

[#BR% - 1K)

1. #ARk

T U %2 —AFE 2.5 mg i
T2

B, WAL LT, HOKILEE, Mtrn—2 s
NAB—=ZF R YDA FUIREFT N UL ZATTY
ViR TRV A BT R An— A KR, BT ¥
U NI TEFUROEGETBSEEH T D,

1R 7 EX YA 25 mg 2 aA

e IFRICBEET HFEALEDTE]

<BEARIMAREASE CGEEPEFARIMASEE R URIMAS A2 E) DA
RUBESIME>

D va vy 7 RMEMENEBIET 25 K 5 7o AT B HE S AL TE 7e ifi
ifn A% FE AR E BT S A A i ] oD {0 it FEAS 458 HH 98 23 44
70 fili i AR FERE FR S B 1T D A M e OV VR RESE L
TWVRWVED, b DERFITH LT Y v oREEE
L LTRAZRS L2 b,

2) FREART 4 V2 — BB SN BEICSEB T D ARH O
BBz, ThbDBREIC &5?5”A [E )
A ERRXT 4y et nBETH L, (THERBHRL
DIELIR)
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7 XY VIE
1.8.1 I E: ()

(RERUVAE]
1.

EREFEODERSSECE TIRnLENEFRULEH
RO FRAE NG

W, RAIETEXRY AL LT IE S mg % 1 H 2[R
n&542,

B, FEi, KE, BEEIOSC T, TESY AU ELT I
|l 2.5mg 1 H 2[5 ~EET 5,

2. MRMIEERIE (FEHFMIRMGER CMMEERIE) OA

BE VBT

EE, RACETERY L LT LE 10 mg & 1 H 28],

7 HREROES L%,

1 5mg % 1 B 2EREA#ST 5,

(AERUVARICEAZET 2EALOEE]
<EREEHLEHBEEICS T IROERENIRULSHE
1RAE OO FEEE N>

WOEEHRED 2 SLLEICHY T2 8F 1, Bl Y 27 035
<. AREIOMAPREN AT 2BZNRH D720, 1[0 25
mgl B 2EROFLGT 5, (TERRAH OHBHR)

<80 LA L ( TEifmE ~D& G OHBH)

- KE 60 kg AT

< M7 L7 F =2 1.5mg/dL Bl

<BIRMEPEMRE GRAPESARMAPIE R CRMRPERRIE) OBER
EUBRIE>
(1) B3 (IR Mk FEARERER ORI 7 HRAD 1[5 10mg 1 H 2

BRI, HioY A7 20 EETLZ &,

() BRI OB GOV, FEF] Z & OFR AR FERIE D

Y A7 BOMIM Y A7 Z5Hli Lz ETREL, B
M G- Lz Z &, [EWNERRRICE VT, AflE 6
# AU LERE U322, ]

(7) fhoHEEEHK] GEHAD NOARANTY BHEZ 54,

(EREDFE]
1.

HEERS (ROBEICIMEICEET DI L)

(1) HifLd U 27 BEWEBE GERMD B\ 3 KM H 2

B IREPEO IR E RS MM OIS (MR
WE, M MREE R TEEVEEMEIESE . i P A D BE
B, 2y e — VL RROBEEOSMERE, B B - IRFH
T D EOT D FIIES 2 A 2 8%)  [HiLOfERIEd
RKTDBTNNRH D, ]

Q) EEOHEEDS HBE ARV, ]
(3) BhdE GERBYEMLEMENESE T Cler 15~50 mL/min,

S R ZE AR IF BB 12 CLer 3050 mL/min) @ & % B#H
[HifOGERENRE KT 28FZ00H 5, ]

@ mimE ( [&EiE~0Rsb ] OHEMR)
(5 BAEEOSRE HERAEORBE TIIHMOMEBRIESEKS 2

() BEEERE (70 koo el (PT) .

BENARH D, ]

BEELGERNER

[FE] 5% 42 E
(INR) | {EVEALER Y F v R 7T T 2F R (aPTT)
2) 1, REIOPVIREREEE=X ) L 7T AEE L1325
Rz, AFIEGFIIHMCENEOEEE TS ICHE
F32E, T HEONCTC, MFM (NESEE Y
) | EEnSEoRELE L, 2R ~T S 1 B fER
1 DA 255 0 H i 8k & sl 9% Z &, BRIRAVICRIE &
725 LR M OMAE NGRS DT HA I, AFl oL
kL, HIOFKREMERT D2 &, o, ERITET
T, WEIRLEEITH Z L,

Q) BEICIE, S, B TFHm, sEa i, MR, i, H

i K OVILAESE, F% 72 M OB R b 72354,
ICHEAE T K O fEET S 2 L,

I i

(3) fOFIEEEH & OFHI 25 A1, Hilo#Ez +43 128l

BLBPOARERES D &,
)

( THIEMEM) DEE

(4) B/, FEAT v A PYRAEEAEUE TE KA & OOF R

EFVELTLIREICBNCOL, HMY A7 RERTHZ L
WHEET D2 L, ZhbodER & AR ORIz DN
T, AFEOPFHZERBT DRI, VAZRXRXT v b
ZERLCHEBIHETS 2 L,

HUl/ MR 2 F & OBFRZIE, Hif Y R 7 SRS
DBRENDD DD, AEEOPHIZONTITE HIZEE
R L, IBIR EoFRENERMESY EE S Ll STz
BEDOH, TNHOHEFEAT L, ( THAER] |
[ZOMOFEE] OESH)

B) EZIv K#ERE (D770 2) DOHARFI~GEZ

LB, v ¥ Iy K #iPAlo b 2Pk L, PT-INR 2
FEFFREME O BN RS TIE 2.0 R, IR FERIE R
FCIHIRFRIR O T IRASM & 72 > T B AR OB 54 B+
HT L,

(6) AFIMbES I K EHH (DA77 U y) v Ex

SERICIEZ, PT-INR 2MAFIO FIREZB X 5 F Tlik, KAl
EONTF Y UEATAI L,

/4E
WCHEEETELTW RN X CTHEZ 1T, AFlo#s
BRIAET D L, S L, BUBEA (~RU ) DR
BN B0 B2 235005, FRBeHRI T 1L & RIBRHIARF D
BHEBRATH &,

(8) AAMSMOFHEEEA QEHAD) ~EIV XL HEIE, K

ENCBe G2 PE L TV E TR Z H17 T, U1 B
HEFN OB 2GS D 2 &,

(9) FFENTFITUIERROFEZ LT 588 TiX, BFOH

MY A7 Lfte) 276 0T, AFIOKS %2 — K ikd
5z &, HIMICBI L TIRY 2 7 AR Em = > b
o — /LS AR T - AR TR A Ehi T 254503, #ilE
BHENLADR LY 24 FEFLL EORBIRRE B 5 Z L NE
FLW, £/2, HIMICBE L CTHE~E U 27 UIERNICE
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SEGIIE 1361 (32.5%) Th oz, ERREIEAIZ, s 3

(7.5%) THolz,

(BhaeIBANKER )

(1) EXLEIMER

D) B S OB R )

. HAEE H
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8. BERE

¥ s o 0/ Sy N
TR | 1%2 b 1% AT BE PR B () FEHR : AFIOBESE 51 LD . LY 22 Rk 5.
1. 55) ) WE : AFIOGUEERE R & P32 ATy, MoK
— _ _ BEAFRD LB AITIE, WY ARLEEZIT) 2L, £,
e L L L A L L TR L DB A ZET 52 L, SME AR AL S
ﬂjlmﬁ’z f_{_ ﬁ%gilﬁ P ﬁ» ﬁm’? H%‘; f VT, AH] 20 mg ZAR DB 2 KON 6 RERTICIEME B 24
MKE Eﬁyﬂéﬁ}‘utf77;ﬁ A5 L-E &, TEXY AU D Cmax (B L Ao 72
Wm . IT‘ T 3. AUC 138 50% M TF 27%IK T L. THAR PR st
(SR R a5 | A0 A R | BRI i A T RGO 134 BN D 53 RO 49 BERICHE L
e %, Bl (et o]
FEERR ey v e IEEITC £ 5 BB TEA, (B O
= . y-GTP 4 BIR)
i, ATEERE R E AT RIS T L HHREES
B R UK BR | MLIE . % | R B PE g%;;;;ggfﬁ‘;j“ CRIE AR
EE e fi 5 9. ERLOEE
YRRV ATSZMR 2%, JEH | RIEH M, RAE ST {HES -
AERESE i, ABAIARE | ARES i, A PTP AEDHAIE PTP > — h bW H L THRAT 5 & 5
_ _ jEES T 5oL, [PTP v— FOMIKICE D . BB AR
5E. B MG AL o SHEPE L, ) SERBEA~RIA L, BT LA 3 = L CHERIR & % 0 B 7o
RURES B 4 i, i, BOHEZ DT 5 2 L AMESA TS, ]
BHEE B AR 10. FOMOEE
RERUVRE MR EE . € | BRI, Hiif HANE & oAbk R RO BE GRRINDRE « 20 %%t
THEMEE D FEAE, SRBE. | MERUSTRIE Gk U [EBFRIREERRBR IO T, AH S mg 1 A 2[5
Mot e e . A LT T v RO BN TONT- A, AREIRE CRERMIC EE
H MR, KA I OREINAFRSD Btz = L %05, ABRITRHIC L & 72
AR, R o, ZORBRTIHFEALDOBRETT ALY V RIF T/
[ONYY Y DU R IMEED 2 F & OBFAB TR TN D,
Z Dtk WK ARSE . | 8 AL i,
55 M N AR R | TSR A i [E4EhAE])
PR 1 Rl v =0 0 AT 1. M
PEE T, T IREE | IR (1) BEES Y
Mg, fp 7 K EEERR A, 7T EXY 30 25 ROV 10 mg # (K55 12
o OBERI AN, i ) % ZefEREC BERE 1 B U7z E, #5-9% 3~3.5 BEfC
CK (CPK) #4 e AR R EEICE U, TR 6~8 I CTh o 72,
mo. KA M Beh& Crax AUC. T omax Tin
JE, @ (mg) (ng/mL)  (ng-h/mL) (h) (h)
FIVEMR BRI, 2hAEEINAGRIE £ oo [E B AREER K ONE R 2L R 25 525 466 3.50 6.12
ERRRER O A 21:)\4,%%‘@%%@:4%/5%%& L7, (16) 17)* (1.5,6.0)  (1.21)*
7E) R R R BRI B O CRIER & L CORE ShEB80 5 Hifist 10 1757 1628 3.00 311
BN TORZD HNENER, T E TS S ORIEA & HER @) 18)  (10.60)  (418)

B1& L CRdk Lz,

5. BEEA~AOHRE

M R TIEERERE MR LA O MR EED AT D
BENRHLHOT, BEORELBE LN OEEICRE T
5T &, HFBUEMEOEMENEE I L TAR KRG T2
A FRIC 80 LA L BFICKE LTI, BRI T (g 2
L7 F =2 1.5 mg/dL PAE) KROMKE (60 kg LAT) (TG

TAHAZHEST S 2L, ( EROHEICEES 24 E
DER) . [HEDERE) OHESM)

6. ITWR. ER. BABRSEAOKRS

(1) AR L CTW D AIREME O & 2 I NSIiE, 1BR EoF
WHENfERMEE BRI D &P SN DG AICOREETH 2
Lo UEREF O GICET 5223 LTy, B
WER (=AY Ty k2 ROBTYX V) CTHRE~
OBITRRD LN TS, ]

Q) TP oIRANCEREGT D L EdET, R EETHREGTD
BACIEELEPIEIES L, [BMER (5> F) T
P ~OBITRROENTNS Y, ]

7. IMNREADEE

RHAERER, FrAER, LA, SR/ NRICRT 52 am
R OEZWEIEHEST L TR [ IRRBR S 220, ]

AP G 12 6], Coax OV AUCool TR EAME (B BRI %) .
Tonax (ZHHRAK (HEPH) . *N=10

Tl XA (RS

Crnax @ Ji¢ i ML IR E

AUCo. : MERRAIER 3 -C o S5y BE — IR R T i

Tonax © 5o 1 HLAE AR EE 281 S IR )

Tin : VAR

(2) REE#HE Y
RN 6 2, 7Y N 1E 25, 5K 10mg 1 H 2
ESEES L&, #5 3 0 EICERREICBEL, B

B3 1.7~2.0 TH -7z,
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O : 1H2.5 mg 1H 2[5
@ : 1[6l5 mg 1H2[m# 5
A 2 1[E110 mg 1A 2[E# 5

4

SEEMAER T S B (ng/mL)

R (h)

(3) BEDOEE NEARR
fRERR A 22 BlIZR VT, MERFFEOBZIZT EX %
5mg HERROEE Lz &, B%&E5ICZ815 Cmax K OY
AUC 1E, MafiE X it L CENENH 15%K % 20%I8
L7,

2. REYEiRE

(1) IR (SAEAER) 12
TEXH AN OFERE 10 mg B E TOHI N, AT XA T
YT 113K 50% CTh o7,

(2) 2% (WAEARER) >
fERERA 6 Bl % XIS T B F /30 0.5~5 mg ZFARNT B
B 5 L7-RONAARIEZ, 21 L Thotz, TEXHN

AFMERIC HBAT U, PRI D Al PR EE O B,

0.7~08 ThHotz, 7TEFHAOMEEAKAERIT. K
87% CdH o7,

(3) {{Eg;] . EF%& (%E]A%xgﬁ) 12,13, 15, 16, 17, 18, 19, 20, 21)

TEXF T, HEORKTHET S, TEXF AR
7 U7 T A0%, K33LhTHD, “C-TEFY N A
g IR OZG Lzt &, BEINTEHBHAREDR 25%
AR E LTEE LTERPICEIR SN, REGEDRF
PEtiZ 2 2 V7 T 20K 27%% S, R Rk & O
JBTORWDHEELBEINT NS, 3-FF VY V=L
FED O-fil A F ALK OIKERLS 7 &% Y3 0 ) L 22 RGHHER
PMTHDH, RECEMEEARETH Y T ORBDITHKEE
MERZ720, T EXH 0L, FEIZ CYP3A4/5 12X - TR
B IAL. CYP1A2, 2C8, 2C9, 2C19 KOr 212 OFHF G/ &
W, Fo, TEXHNL PHEEH KLY BCRP OFEE L
Do

(4) BHEFIZHS T2 EYEE

1) BHEEEESE GIEARER) 2
% (CLer : 51~80 mL/min, 10 %) . H%J (CLer : 30~
50 mL/min, 7 #1) KOEE (CLer : 15~29 mL/min, 7 f4)
OBEWEREELZ AT OIHBRE~OEGIZBNT, TEX)
XD AUC 1, IE# 7 Cler O#HRF LI L T, #h %
16, 29 B 44% i L7z ([ERe T v X AHEEE) .
EHELEE (ESRD) A3 2 WE I Mg EN E%Ic T v
XY Ny S mg BFHENEL L L& AUC IXBHERES IEH
TREERFE L I LT 36%3 AN L7-, ESRD & H 9 HHER#E
W7 B3 5 mg & HiEES L 2 Bef %1 iiRENT 217
Sl & MEBHERICT EX AU BE5LERA L
i LT AUC 13 4% L, TEXRY 0B VT
7 v A1Z 18 mL/min TH -7z,

2) FFHeEREEE (SAEARER)

#% (Child-Pugh A) M OV4EE (Child-Pugh B) OJfHsE
FEEERE (% 8 #) ROMERERA (16 #1) 127 &%
Vsmg AHEERROBE Lz & IFEEWRRE & OEEEL
AN OIEEHEITERL L T,

3) EHRUME WEARR) >
21~40 % D B 4 40 B KT 65~79 #% D F 4 39 Bl 7 &4
N2 20 mg P BAHENRE L7z & & Cmax (R OR AT
PO BN ST, AUC 1T &S TRoRm UV ME (32%)
LT,
F7o. KMEREERE O Cmax Y AUC 13 B MBS & ik L
T, M 18% KO 15%E Do 7=,
4) AE (SLEARER) 2
IR 50 kg AR (1843)) . 65~85kg (18f) . M Tr120 kg
Pk (19 6) o#kERE 55 Gl T B30 10 mg B2
[l 5 L= & & Cmax LN AUC 1E, 65~85 kg £ & Fhiik
LT 50 kg A F#ETITA 30%K% U9 20%m <. 120 kg LA E
BE TR 30% % O 20%(K 20 - 7=,
(5) EMHEER
1) barJy—iL GEARER) ¥
fEEERL A 18 15l & %2212, CYP3A4 KX P-HEEE [958R F172 1,
FHICTHD 7 haty— (1 E 400 mg 1 A 1 [EFR O
5) L7 RPN (10 mg PHERE) 20K Lz
L&, TEXHAUO AUC KT Cmax OFERIEIZ, 7 EF
ToNVHREE S SR LT FREh 2 KOV 1.6 fFHEINL
7=
2) SLFFTEL SEARE) ?
R N 18 %5t 42ic, UAFTEL (1A360 mg 1 H 1
mHE) L7 ERY N (10 mg BHERE) 20FH&FS
Lize &, 7EXH A0 AUC KT Cmax OFEHfEIZ, 7
BN HMEE S L I LT, EREN 14 KON 1.3 5
miiz,
3) F7oFxtr (MEARER)
TERERRA 21 BlEXIRIZ, 7 eXtr (500 mg HilE#H
) LT EXYr (10 mg FHERE) #0HfEE Lk
L&, TEXFY O AUC KON Cmax O FHEIZ, 7 E X
PR EMEEE L I LT, ERE LS KOV L6 ML
o
4 YyorrEYY (SAEANRE)
TEEEERA 20 &4, U7 7y (18600 mg 1 A
1 \#5) L7 XY (10 mg P HEERE) Z20FH&%
HLiEE, TEXH D AUC KO Cmax O FEHE I,
T EX N BB E L HI L T, TR 54% & Y 42%
B Uiz,
5) T/ ¥4/ 2 (SEARE) 2
TR 20 Bl 2RI, =/ FY 80 > (40 mg H[a|$
H) LT EXY Ny (5 mg HEEE) ZOFHEG Lz s X
Xa [K+DOREFMHMNATH - 72,
(6) QT MRRIZX T 25E (HEARER)
fREERE N 40 il &5t 12, 7 XY 1H 50 mg™® 10 1
[ 3 HE#L Lzs &, IR THIE L7 QTc [IFFIZIE
ELZhotz,
T KO AR, IER IR L BN 1A 2.5~5 mg % 1 H
2100], EARMARZERRAEZIE 119] 10 mg % 1 H 28] 7 HFEEG1% 1[0]5 mg
%1 A2 ERETh D,

[ERERR#E]

1. EfEEMHOEHASEEICSTIEMNERERR UL S
ER QRN

M ILI727YrvERBRELEERLARE 3 HEAR

(ARISTOTLE &E&) 332

FEFRBUEM OB R 18,201 6] (HAA 336 il &)
EXRBIT, TEXY N S5mg 1 H2[E (BLF, 5 mg BID)
(772 L, miEZ L7 F=> 1.5 mg/dL Pl L, K& 60 kg BL
F. 4 80 A Lo 3 THE® S H 2 THE &/ B
25mg1 H2E (BLF, 25mgBID) ) . XIIXHEEL LT
U7 7Yy (PT-INR 2.0~3.0 L7225 X 5 @ EME) %
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5 U= —H G MRBER FEGAR 2 90 L. E A 2PERE M
HEThDOMEFR (BifrE, Hiitk, RO ERER) X
M EREOYRIRE E COMM AT B
DUNT 7 VAT IS ERGE LT GEStE~—
=138 R OVEEAKHE 0.025 (F) ) . Intention-to-treat £&
[ 2 PG fEAT LIS SR, RBIRILT ©F PN BE 1.27%/
FEIZH L UL T 7 U UBE L60%AETH Y . HRMEICE L T
TNT7 7 YAk L 21%0 8 (0~ — RE(HR) 0.79,

95% {ZHHIX [ (CI) 0.66~0.95) M HEFE S, AFIDOIELMEN
MR EINT-, T/, BETORERIL, TEXYFANUEET
3.52%/M4E, U7 7 U URET 3.94%/4ETdh -7 (HR 0.89,

95%CI 0.80~1.00) .

—J5. it X2+ (ISTH H¥ED KHIML) DIEHERIT,

TEXYNURE 2 13%AFIZX LTCUNT 7 U URE 3.09%/4F
ThHO, TEFH AN UNIULT 7 U e~ Lz (HR
0.69. 95%CI 0.60~0.80) , 7=, TEFH NN ETAEY

COBFICE Y HILY 2713 1.8%/MAED S 3.4%/AE~HEK,

INLT 7 YT AT COERIZED .,
4.6%/FE~ERT D Z LIRS NI,

2.7%/ -0 6

ARISTOTLE SHERICH T HEEFMH/REMTMBEHZER (FH
BERR  TEXYNUEITIE, JLT7) UE1.684)

FEAHME L | A X N IRBGIR B A= R
ES AN (FERA R M3 BLER) (95%(E X )
TEXY N TOLT 7Y
ii;gi% 212/9130 265/9081 0.79
B A 0, - 0, -
e (1.27%/4) (1.60%/4F) (0.66, 0.95)
Y . 603/9120 669/9081 0.89
(3.52%/4F) (3.94%/4F) (0.80, 1.00)
ISTH #HED 327/9088 462/9052 0.69
K i (2.13%/4F) (3.09%/4F) (0.60, 0.80)
EFEHE i 10/9088 37/9052
(0.06%/4F) (0.24%/4F)
SHEEPN HH i 52/9088 122/9052
(0.33%/4E) (0.80%/4E)
THALAE Hf 118/9088 130/9052
(0.76%/4F) (0.86%/4F)

AARNEHICBO T, Ao~ b (a4 B P

E) ORI, 7T N8 3/161 B (0.87%/4E)

U7 7 R 6/175 B (1.67%/4) Thotz, £, %
AR LT, HiltEA <> (ISTH JEH#ED KHM) DF
BT, TEXH AR 4160 B (1.26%/4F) . AT 7
U UBE 18/175 B (5.99%/4F) TH Y, BARANERIZE T
LT EXYARUBHZU LT 7 U RIS K 04 R
ARy MEBERTE N o7, Flo. ThbORRIT, 2K
OFEF L il U CREROEm N A BTz,

ARISTOTLE SHEED BAANT L EHICH T2 EEF M/ LL M
SIMERER (FHREHM : 7EX /U $92004F, 7L
27V VENI1T5E)

FEA A A R M IEHBIRY B
A~ b (FERA <> F3BIR)
T XY IN7y v
Jibd 26 v/ 42 By E FE A 3/161 6/175
FEAE G R E B (0.87%/4F) (1.67%/4F)
IR 6/161 11/175
(1.74%/4F) (3.02%/4F)
ISTH A #ED K H if 4/160 18/175
(1.26%/4F) (5.99%/4F)
EFEMEH . 0/160 2/175
(0%/4F) (0.65%/4F)

SHESN H i 0/160 6/175
(0%/4F) (1.97%/4F)

VAL Hf 2/160 6/175
(0.63%/4E) (1.97%/4E)

(2) ENE 2185888 (ARISTOTLE-J &)

JEFBENE DB R 222 Bl L LTT XY
(2.5 mg BID, » %\ 5 mg BID) IZOWTULT 7 v
(PT-INR 2.0~3.0 & 722 X 5 IZHEE ) ZxtfEdks LT 12
WG CITbh - Rk (Texor 2 A
BT EER., VLT 7 U UBHITIEER) T, BAeME
FEMEE THh DR, R A I 2 e IE R
(CRNM) OEAFTHMEEE ORBE S 2T LI 2 A, 7
EX 30 2.5 mg BIDBE /726 (1.4%) . TEXH AU S
mg BID B 1/71 #] (14%) T. U757 U B 4/75 #
(53%) LI L TAFITIRN - 72, B, ETOAESE
LORBEG IS EHERICETRBO DN hol, Fio, A
ZhEICB LT, WMERIX, DA77 U BT 3/74 B
(41%) IR LTT ERYARUBETIIRBI 2o 70, &
B PEIERRSE . DRISE, 2T A NV MBI LT, TY
XY NURE, UL T 7 U UREE BDICHEBL Lo T,

2. RRARMIGERFEREICES T HABRR VBRG]

(1) BRE 3HFETHRIMEMLEERER (AMPLIFY-J 3RE&) -
AMbEEESRM AR ZERE (VIE) B 80 flzxdgic,. 7
EX 4N 10 mg BID 7 HE#EG#%, 7EXY /N 5 mg
BID, XIidxfHIEK L LT~ (UFH) % 5 AL ER DD
V7 7 U v (PT-INR 1.5~2.5 1275 KO EHHE) % 6
» A E#S LD,

1) IR O PUEEESEIC LD ANERE LC1 B 1 507 4+ &
PNY X7 AT 2 BIE T, 36 Kl A8 2 72\ UFH O RpgegfiE % ml
L U7, IRBRIEE PG A E TICIER DPEEESH VW b
BAEKIT, 7T eGSR 40 fild 30 ), UFH/U V7 7 U R
39BIF 9B TH T,

F7-. VITE {BFEOHMBRE & U TEELEMHIC TSR 4V
F—DEESNTOZBERIE, T XY SR 40 Fi 5 B
(R EIR AR SE (DVT) 2 5, fifii ke 3E4esE (PE) 3 61 |
UFH/U V7 7 U R 40 il 6 6] (DVT 46, PE2 ) CThotz,

TELEMEIHMIE H THh 5 K f/CRNM O & FHIEH O
BB GEMAT LIz A, T EXHINURE 3/40 6
(7.5%) . UFH/D V7 7 U 8 11/39 #i] (282%) T, 7 ¥
XNV TEN o, Fio, HHEIZBIL T, VIE/VTE
BEE D ERE A1, UFH/ UL 7 7 U U BE 1/40 4
(2.5%) IZxt L, TRV SV TORBII RN -T2,

AMPLIFY-J HERICE T 2B /REMHRBEE KR

B/ A N A MBI BRES CREEIS

+ T ExY v UFH/U V7 7 ) v

VTE/VTE BH3#5¢ 0/38 (0%) 1/40 (2.5%)

K i /CRNM 3/40 (7.5%) 11/39 (28.2%)
K 0/40 (0%) 2/39 (5.1%)
CRNM 3/40 (7.5%) 9/39 (23.1%)

/i 6/40 (15.0%) 10/39 (25.6%)

At 7/40 (17.5%) 17/39 (43.6%)

(2) BHE IHM_EERBMLLLERER (AMPLIFY 3£E) ¥
RVVEE A5 P B R i A FEARE R 5,395 Bl /AT, TR
H/3 10 mg BID 7 HE# G4, 7 EF /3 5 mg BID,
SFxBEE L2 ) XY v 5 AU ERERDT L
77U (PT-INR 2.0~3.0 27225 K 5 I HFAEK) % 6 »
A5 LD,
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7 XY VIE
1.8.1 I E: ()

) R OPUEREIIC L ARERE LT 1L B 1 BRSO 7+ ¥
NI X AFFE /) FH XY 32 RET, 1 H2 FELHFOT
J XYY F 3 [EE T, 36 R A X 22V UFH O FEfiHE %
A& Uiz, 7 v MUERNCIER O PukEE SR B G- S e o 7o B
FH EHEERZR L) 13, T EFYoSURE 2691 B 358 B, =/
XY R /TN T 7 V) URE 2704 Bl 381 FITH D IERR NIk
BN G SN2 BEH GEEEH V) 1T, TEXRHNR
2691 Bilth 2327 . = FH %Y /T AT 7 U R 2704 filT
217 TH o7z,

EEAHPEFANE B CH DIEMENE VIE OFF XS VIE B
HEDOFRBENEZEEIC T EX N oz ) X3 %3) /v
N7 7 U Ak T D IESPERBGE S iz,

— 57, kA~ b (ISTH A KiH) ORBEIE T,

TEXVANUEE 0.56%ICR L/ XY R /U T 7 v
FE182%ThHY ., TEXFYANRUBTI /XY /U7
7 U UBEIC N 69% Lz (%Y 22 (RR) 0.31
95%CI 0.17~0.55, p<0.0001)

AMPLIFY RERICE ST EFM W/ R EMITAEE R

A A e A X R REBIIE BE S FARFY A
A b BRI (95%(E #E X [H)
TEXY S | =) F PR
SNINT 7
v
S 5972609 7112635 0.84
VIE/NTE BIE " (2.26%) (2.69%) (0.60, 1.18)
GRS 21/900 23/886 0.90
PE? (233%) (2.60%) (0.50. 1.61)
GRS 38/1698 47/1736 0.83
DVT? (2.24%) 2.71%) (0.54,1.26)
o 15/2676 49/2689 031
ISTH Ao kit (0.56%) (1.82%) (0.17.0.55)
115/2676 261/2689 0.44
A HHi1fI/CRNM (430%) 9.71%) (0.36.0.55)
P 402/2676 676/2689 0.59
£t (15.02%) (25.14%) (0.53, 0.66)

a) ERMEOFFARRIUIFIR Y A2 1.8 LBGELT,

b) HRA Ry PAHE SRS BFITOWTIE, PE (AR IERNE) RO

DVT (EHERIRMIARTE) BIOHAEMICIEE DR T,

1.

(EFE]

it 1e2

T U A TSR S OSPRDRIE HLEE ERE B OD IUSH AC
B Xa WP &MET 521080, 2OTFHROT 0 hry
EYND bR B A~OERE I L, B 2 D i
TR R OB A i/ MR 29

2. mkBEERISHT B4R

b RmSEE V. T ERY AL ka v B EA R O
E~DOIEM 2 1Rt Lz,

by B VEEAERBRICKENT, TEFFALIEE M2 MM
ISEC ORRRIR TREFIE b o o R A R RN T

S, 50%FLERE (IC50) 1% 50~100 nmol/L Toh -7z 39,

T EX PN INR KR aPTT & R ERFRNCIER 45 23,
2 [FICHER T A - DIC LB 7 Fh 7 N R I
2R 19 KR7.6 umol/L THo72 7

3. M/MRESISHT H4ER

T XS ATE B a2 v s A O MR
ey, be v e EARKTERIC X0 MK cER
U 7= i/ ERAE 2 [ 2RI L, ICS50 1E 3.5 nmol/L CT&

S

4. MmigETFNIZHT Z4ER

7 v b, U FROA XOBIRE CFARMARE 7 L2 v,
MARTE A DREBE AL T LI fER 24040 | T e il
1k 88 2 PR L 72 B BUR R Ze i fE 208 L,

I o ORBRTOMIEN T &3 /N JREE 2 HIE L7 RE R,
AR %35 1C50 1% 0.1~7.57 umol/L T -7z,

(RS ICEET 2B LR R]
—f&4 : 7 EF P30 (Apixaban)
{b%4 :© 1-(4-Methoxyphenyl)-7-ox0-6-[4-(2-oxopiperidin-1-
yl)phenyl]-4,5,6,7-tetrahydro-1H-pyrazolo[3,4-
c]pyridine-3-carboxamide
C25H25N504
459.50

o eV
TR
s

0-CHy

Lk
o N N
| N
NH,
o
T EX AR NIHB~HERAOKB R TH D,
DAFNLALERF Y RICRREFIC <, =x ) —

b (99.5) 1D TIRITIT <, KITIE&E A LT
AN

(@ %]

T U ¥ 2 —AHE2.5mg ;100 HE
140 &2
500 &2
100 £
140 52

500 £

[EEXR R UXERERE]

FEXR

1 tENER

2) HANEE

3) &R

4) fENEE

5)  thNEE

6) tHENEE
7

7) Alexander, J. H, et al. : N. Engl. J. Med., 365(8), 699 (2011)

8) FHNEEL HARANKROSE NGRS AERE 21T 28
[EIESEER=N

9) Yamabhira, N., et al.: Int J Clin Pharmacol Ther 52 (7), 564
(2014)

10) *ENEE AFO AR

1) #HRNER 7TEX AU S 250 77 B
v L OMAEN

12) #ENEE RIS 5B

13) HNER v AT 2B

14) #ENER B P TOERAAE

15) tEEE b FTORE

16) #HNEE v b ToOHEM

17) tENEE RSB S-T 2 EER Ot

18) #EPNERE  Caco-2 fillfE & H\ 7= B M O Fest

19) #PNEE LLC-PKI1 MR Z W 7= B iE M O Rt

20) FENER MDCKIL A % O 72 I @ P o fit

21) tENEEE RHITERE 2 O om0 s

(10 #£X10) PTP
(14 $£ X 10) PTP
A
(10 #£X10) PTP
(14 £ X10) PTP
A

T % o2 — ZHE Smg :

~ U A& T AR S AR R
PSR T > I % AT AR S A AR
Z v b T AR AL R
U Y2 & I T AR AR R A R
I T v N E WIS RABR
SME LR R AR E (2 I 1T DIEME R 55

22) tENERE  BEERE O R
23) tEPNERE  RIER B OIEE T O B AR
24) FENER AR O B ER
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25) Frost C.E., et al. : Clin Pharmacokinet 54(6), 651 (2015)

26) Upreti V.V., etal. : BrJ Clin Pharmacol 76(6), 908 (2013)

27) Frost C.E., etal. : BrJ Clin Pharmacol 79(5), 838 (2015)

28) Frost C., etal. : BrJ Clin Pharmacol 78(4), 877(2014)

29) Barrett YC, et al. : Thromb Haemost 107(5), 916(2012)

30) Frost Cetal. : J Clin Pharmacol 55(5) 549-555(2015)

31) HNEE I BEN L EMEIEAE LRI 5T T 7 Y
VEXIR L LT ERR LSS 3 #H3KB, (ARISTOTLE #X5%)

32) Granger, C.B., et al: NEJM 365, 981 (2011)

33) Ogawa, S, etal. : Circ. J. 75 (8), 1852 (2011)

34) Nakamura M., et al. : Circ J 79(6)1230 (2015)

35) Agnelli, G..et al : NEJM 369, 799 (2013)

36) HANER bR /E/in (hab's p PAX (D3

37) FhNEEE MR ST D R

38) FhPEEE M/ RE % 'S a X (S

39) fENEE e LR OHET VT v MBS 1EM

40) thNEE MK OHIILE T L T FIZBT H1EA

41) BRI K O LE T VA X2 BT D 1EH

XHkEER %k

TESCHR) ISR OENERHC>E E LTH FRRICIFER T
0,

T Y X RV A = ZEREH AT ¢ I AERES

(B BORHR 1 X S 8T 1E 6 -5-1

(TEL) 0120-093-507

7 7 A PSR Z —

(AT BTS2 K 3-22-7

(TEL) 0120-664-467

—_— - IsE—l-—

BLERR5ET

JUAHL P-ABREH
R AR EHRG-5-

BR5EIT

lPfizer 774 tf—ﬁ"t

RE#fEaREReAK3-22-7
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7 e XN VIE
1.8.2 ZhRE - 20t L OYHIE - RO ERIL

1.8.2 ZhE - 2R B L UVRZE - AROEEHER
1.8.2.1 Zhek - ZHR (XK)

A RIMARIEARSE (TR FR IR MARIE K OV AR ZEARE)  ODTRIER K OV JE Ml
[ZhRE SRS B3~ ] L oDiEE ]
voa w7 RERMEAEIET 5 K O A mATENRE DS AL GE e i AR FEARE A ST AR P AR A oD il 0

Jif ZE AR AR AT 23 0 2 722 il AR FEARSE FR A 238 1 2 IME R OV B VEIIRESL L TV ed, Thb
DEEIK L TN P OREREE L TARAZ&E LT &

1.8.2.2 ZhEE - R (B) DOEERR

HHRE « R () 1%, AMESE 3 HEER 2 3B (CV185056 ik [AMPLIFY] 3 KO CV185057 ikbi
[AMPLIFY-EXT] ) , EMWNF 3 HikBr 1 388 (CV185160 ikBx [AMPLIFY-J] ) , BILOYEE 2
MFER (CV185017 7lBR) 0 OAFLAIZRERICESESBIE LT,

CV185017 35k AMEE R S IR AR B o T B R, R F~RY iR
T AN XTI A+EX I KETE ARG LT L &R L 0%
VAT 558 2/, BAEA(L, WATRERRAER

CV185056 ik RMESEAEAE RS S IR (LA IE & 2 W B M 28 B 12T B
(AMPLIFY) vEERE LI EoaMME GEAM) BRUOLEMARHMET 55 318,
EA L, FEKGTR, WATHER, —HEMR, F) 72— B
CV185057 7kl TR E IR M ARIE 28R B (R0 6~12 » A OFURERIEMITH) &%t
(AMPLIFY-EXT) Bz, TEXRY N (25mgBID, SmgBID) H25WET T ERERKE L2

L EOARBNE (L) I X O LetE2 MG 5% 3/, MR, AT
TR, “HER, 77 AR

CV185160 iXBR H A NEEPERE IR MASE R K OVRMEERIE R T 2R 357 2%
(AMPLIFY-J) YR LT & xR X OF M2 i 55 348, FEHk)

M, Shiax A, EAER(L, FEE MR

AMPLIFY #Bx (CV185056) TlX, 7T EXH U REE, 10mg 1 B 2 [B] (BID) 7 HEJDO#, 5Smg
BID 6 # HRIO LY A 2B WT, =/ X330 /U7 7 U UL i U CIEL D MGEE S
7oo EEFMGEE O VTE,/VTE BI#IEIZ DWW CIELHEDMRAE S 4y, FExtU A2 1% 0.84 (95% CI :
0.60~1.18, FELHMED p fH : p<0.0001) ToH o7z, HIfLY A7 OFHTIX, 7 B 3 HEHERHE
DxT ) XYY STNT 7 AR HEBESREES L, KoY 2 713 69%E/) S -

(p<0.0001) ., Z OHIMIZxT HENT-AERE, K, /CRNM, CRNM, /hHifi, X4 i
72 EHIMIZRET 2T R TORETRENT,

AMPLIFY-EXT i (CV185057) TiL, 7 EFXH¥,325mg BID 5\ NE 5mg BID 12 » A DOH
ZhiE D FEFHMIIER TH D VIE/ BETICEBWT, Wb 77 BRI 2 B8 S EE S iz
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7 E XN VIE
1.8.2 ZhRE - 20t L OYHIE - RO ERIL

(WFHLH p <0.0001) . 2207 EFHANUOHE (2.5mg BID, 5mg BID) Of bk TIxBIE
HELICHRRD bV noTo—77, 7 v 7 7 A V2T % & HEFATENSRO b, T
RTCOEHRETA X FBBEN Dol 2 ENBIRENTIEH L OO, T EXFH O
BT 7R X0 b RHMORBBI DN Dot TOMODGEOMMBHEIAX, 77 RE
0L TR ARUmHABER CEN oz, TEXY N 25mg BID #EClE, Eo¥EOHMm OH
i, K, ”CRNM, CRNM, /hMiHifL, BEXOERHIM) I2B8WTH 77 AR EHEICHEZITR
ST, FTEREHATHNY 27 OEINTR/NRTH D Z LR ENTz, £z, TEFHA
> 5mg BID B ClE, KmE LUK,/ CRNM 2B\ TiE, 77 BREEE OFFHIREEED
o,

AMPLIFY-J i (CV185160) Ti%, 7 EFH,3 10mg BID 7 A D%, SmgBID 6 » HD LY
A AZBWTC, BEMEOFEFHEH Th 5 KHf,CRNM ORBEIEG TIE, 7 EXH S8 7.5%
2k L UFH/ U7 7 U U 282% Ch Y, BIRGHIHEE CTh 5K MM, CRNM i X OVMHML A5
MW TS, FEFMEEE & —B LICERPG Oz, AR EEFEEE <o oIk
P VTE f5%& /VTE BI#ZE TlZ, UFH/ UL 7 7 U VEICBWTO R 1 #ild VIE HRNERD b,

TEXFYANRCHETIEIRO NN -7, £, BIREHIEE ThH 2 AeFHlIc BN TH T EF 3
VEEL UFH/ UL T 7 U UREOFRERICRKE BTN ERBR ST, DLEDOREMNS, 24
PR XL OEEO M H 12T CVI185056 aklik & — B L7fE VR &z,

LEDEBY, 7TEXY L VIE OEEES X OERIGI O LER BEEMICBWT, BAEOEYE
WBRAE FRIDBIFRU AT /RET 4 b T a7 7 A )VERTEEZDZ ENG, ZIEE - DR ()
LT, TERRMASZEARAE (R0 AR ML AR SE M OV LA SEARIE) DIEIR M ONFF3& 3] ) 3% & L7z,

1.8.2.3 Ak - AR (XR)

HRMARZERRAE  (PREBFIRMARIE M OVWf AR ZEARSE) ORI K O8]

WE . AT ESH AN LT 1E 10mg% 1A 2\, 7 BHFEAKRS L%, 1B 5 mg % 1
B 2E# 5T 5,

CHER OV &ICEEET 264 EorE]

(1) FrRlZERIRIMAR FEARIERIER OWM 7 B O 18] 10 mg 1 H 2 G, Hino Y 2 712+
BHIoHZ L,

@)Kﬂ@&ﬁ%ﬁ_owfi JEB] Z & OFFIRMARZEARIE DI Y A 7 L O Y A 7 Z 3¢ L 7=
ETEL, BAREMERG Lz, (ENEERRBRICBWT, AFlIZ 6 » HLLEERE LR
BRIZ7Z20N, )
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7 E XN VIE
1.8.2 ZhRE - 20t L OYHIE - RO ERIL

1.8.2.4 A% - AR (RB) ORERR

L - HE () 1F, 1.812 IR LKA R LY, PE BL W DVT ORFER L OHEHMNH
WXL T, 7EFRH N 10mgBID 7 A O#%, 5mgBID OHEDHESRE SN D,

RNREILEBLOEROTA R4 2D EBREMICERO LN TWDLTA KT A4 b, L DVT
SPEZHTHT N TOEEITKE 3 » AMOHUEERERIELZITOMLERH L Z LIIRALNTH D, *
7o, EMoOPRERIEIIEREMENCAED TH Y, BEOBRFEHMBAEWZEEREEZPIE L%
VTE BREII TN 5, BMOGURRBIEO LB E 21T F 7 ¢ v ML, BRI CORmIZ L5
7o, 1BEE WO E TR T 2 X E N Z T 2 72 OIITH Y ERMIC L 2 B Y X7/ ~x
74y FOFHBALETH D, 3 » HRIORER bHUEEREZ T 288 1280 T, @ 3
ARBEMEND ZENEL, 6 » ABRETOY X7 /R_RR7 v MM, LD IG R
WricEH oD, 2DV RT /X7 4 v NI, ZNENOFIRF AT, X7 4 "R U AT %
EFEoSTWVE, VAZBRXRXT v haE ERS>THNS, LTV AT EXRXT ¢ v MBERKRIIC
Y L CUW 5 REE (clinical equipoise) D 3 DD/ X — U NEE SIS, DVT £7214 PE IZxF9 53
WL Z RGeS D GRS 201, "R 7 4y MRV A7 % EEDHEETHLDIEIHHMNT
o5, RKRHZ, DVT £721% PE IZXT 2 FMFIEA P I T DR ZT201%, VRAIZBRXT 1 v
N ERIZEETHLIOLHLNTHDH, REOIHFEHIRIZ, MY X7 IZk4 5EREDO R
7 4 v b EEEICEHE L7 RIERNCIRE T DN ER D D,

DVT % 7213 PE O5ER L OFRIMEIC T A5 L U A L

VTE {BIEICOWVWTHER SN TWAEE LY X 1L, CVI185056 RBRICIHIT 5 T B Y3 DERIR R
Bk 0 EAMT BTV,

AR OFER D, T X3 10mg BID 7 HE D%, 5mg BID 23 VIE OFIHIRE L LT, KR
SINTWLZ ) XHRY TN T 7 VAKX DIREERIEORENEETRL, ARSI TWHT
XY NRY UL T 7 VN EDEEL D bHML T 2 7 7 A VBB TS Z EPREN TN D,

EHETHLT EFH /3 10 mg BID TOMBNERLIFEIL, =/ ¥ ) U771 b
LC, #wI#ld 9 BT VTE,/VTE BEFEDORT Y A7 N 1K & 720, S DITHNT S =9 XT
OFEOHMIZBW TR Y e 7 7 A VER LT,

7 EXH 3 Smg BID TO 6 » AMOARIER X OZeME0RHIL, AKRGLUAN 61 ARO
B EET LB, BN A7 RFRBD ONRWFERMYE VIEOEED XL H723 » AR
DHDIERZETHBREFEICBNTCHLHE LTSI AR LTV,
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7 E XN VIE
1.8.2 ZhRE - 20t L OYHIE - RO ERIL

VTE DI ZZ T TV L BEDIT L A EDESEMT, HELZTITHERE SNV, VTE B9 O
LD BEEMNICE T, FREE - IIMICHEBICIRRZ1T 5 LEO H 5RO MR H 5 IR EE
ThHV, SLRDIFEOERE IR CEWD SELODIRBERLETH D, 29\ ok,
T EXRF AN OMOBEIEDORNR E IR D LD T, BAFEOMARDIRE LY bie L AFRIEMSI BHHYT
BV, TEHERN LV &l T o DB E 72 13 B A E N 2 2 T T B LEMEN N H D KD
IR e B T & L ITIREEN R D,

HAN VTE B8 OIREE L OERHEICR T 5 1L U A

UFH/ U7 7 U v axtRE LIZENGE 3HREBRTIL, CVI85056 R & [Al— D7 v g h L
VA BN TRBRE T Lo, RO FEFEEE Th 5 K, CRNM ORIENGITIBNT,
TEFYANURE 7.5%ICK L UFH/ UV 7 7 U B 282% (DVT FETiX 0%<& 22.7%, PE JE Tl
16.7%& 353%) Tod Y, EIKFHIHEE T DiEMME VTE 338, VIE BEEIZIB W TIE, UFH/ Y
N7 7 U UBECREWTOR 1 oo VIE BREARD b, MEFHMIZIS N TE 7 B L
UFH/ UV 7 7 U UEEDOFERICRKE 72BN T2 W VR SN, D EORERNS, Z22ats X
OHEIED T2 T CVI85056 ikBr & — B LIZfE R R ST,

ZD X DI CVI85160 il & CV185056 sk &4 Lbifis L7-fE R, ZaMEl X UMD — BN HER
SN2 ES, ICH-ES 58t & 2 i 5E 10 U THMNES 2 1Bk (CV185017 #BR) B L U¥ME
3 FHERER 2 3B (CV185056 BRI LT CV185057 #BR) FEHE %4 H AN VTE IZH IS AIRETH 5
LEZ B,

L7eh->T, HARAN VIE IZBWTH, CVIL5056 ik TCOA MR LUVl LU CV185057 i
BRCD 5 mg BEHRRCBIT 2RO RIC L v EMT S, VIE OiRES L ORI
HERELVIAVPHREIND EZX 52800, Ak A& () LT, [@E, RAIKETE
FH AN ELTIE 10mg % 1 H 200, 7 HFROKEG L%, 1H Smg4x 1 A 2EEORST
5, | HERE LT,
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7 XY VTE
1.83 i EoEE () B O ERM

1.8.3 FALDEE (R) BLUTORERR

FEH EOTER (52) 13, Pk 94 4 H 25 HAATHRIEN 606 75 /2 448 58S J=y f i Jan TR 1= 8 a8 3¢
EOFLHEFZ DUV T L [R] AATHRIER 607 R AE S8 R Rl i TR R 3 dn O i ] _E O TR RLH
ROV THTHER L. AFOENIRR AR, SR PET -2 — b (CCDS) I8 L U

DI LEEZBHBITHRE LT,

R EOER (B

RERIL

€ 39

<&3EEHE>

AF|OBH\Z X0 i3 B L, EEZHMOLEICIE, ETICE
HBFNNG D, KFOMHERICHT- > T, HILOERMZ2ZE L
C AFNBGOBEE A EEICHET T2 &, AFNCK D HIMY 2
Z IEFEIC AN © & 2HEI3HS S TR BT, AF Pk E /EH
ZHFIT A EFNI N ARAE SRR, Mk EEE BT A kR
BEO KR 5T, HiCEAMEOMEZ +5IcBlgd 528, 2
HDOHENED BNT-HEI2E, By Ema2iro 2 &
o (TERE o THEROHEICE#E T A Fokg) . [EE
Beh) . TEBEREANEE) . HERERS5) OHESHR)

<ERAR A2 FEARAE CGEEBRARMAZAE R A2 ZE42AE) DABABERUV
BRI~

FHE - AEPEINREE S DV ISHEREZ RS L OOFRIC L D . BHREAL
WZIER AT, O EAMER D bbb BZNLNnH D
o BRI AS ZEARIE 2 FNE U7 FRE A, RSN T — T VR E
H L <USFHE - RERREAN R SO T HE 22 H17% B OV IEA 1T AH
OG22 5 L,

PUkEE L & FHE - BRSO BRI
ZOFH L2 ATiE, Fmams sk
MIE R Y A 7 R SE, BRI
HEOMRFNBBEZEZ T8
EThRdHbH, L L THERELR
T LT

[#2 (ROBEICEBRELEWNIE) )

<®XEeHE>

(1) ARHNO I Zx LisBuE OBEERE O & 5 B3

(2) EEPRAIIZRERE & 72 2 HIER O & 5 BF [HizBET 2 8%
Wb b, ] ( THEEREARNER] OESMH)

(3) IR s L ORI EE 2 i Y 2 7 267 5 IR E
BE [HOBBEESERT 28T’ d 5, ]

<ERFBEEMHODEMEBEEICS TIENMEMEFRULEHERE
D FEAE N FI>

BR4e (Z V7 F=2 7 YT T A(CLer) 15 mL/min Aif) D

F EARBRA R, ]

<sRiRMi2ZEeE CEERFRARIARAE B U Rh M2 AR E) DBERY

BERADG>
HEOBEE (CLer30 mL/min A) 8 [HHFEERN D220, ]

B AR A ZE AR E AR CHEE O
EEZAT5BFICK LT, KA
DEERRER N D722 & HER
E LTz,
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7 XY VTE
1.83 i EoEE () B O ERM

HEREOER (B

BREARL

[(ZhEER TZRICEE T 268 LDFK]
<ERARMAEZEARAE CEERERARMASAE R U iMiE 42 AE) DABERY
B FIEH >

1) ¥ a v 7RI ENEBIES 5 K 9 e mATENAE 2N AR 22 7E 72 Jifi if Ade
FEFRIE KB A I A A AR A1) oD A5 S0 il ZE A% 458 HH T 208 o T 2 i i A
FERIERE BT D HINER ORI L QDR e, Zh
DOBFIZXH LT~ OREBFRIESE LTARAEZRE L2
L,

2) FREIRZ 4 V2 =& SNz BRI 5 AR O iR
D7z, THOLOEBRFICRGTIHEEICIE, VAT LR T
4 v b E+SEETDLZ L, (TEERE OEBR)

D) a v 7 &5 W R R A
BIET 5 X O I MATENE R E
732 Jii i A4 ZE A £ R0 i A% s A
D 5 F T2 X FE A B A & 44
L XD ke ZE AR E R 1T
3% AR BB R E LT\ e
Wiz, BRIE LT,

2)VTEIGH DML L LTRR
FriR 7 4 VX — DR E SR
FIZARFIR TG SNDGEERH
D2, HEEMEAZFRE L,

[(AZERUVARICEET 56ALEDER]
<ERBEMHLDEHSEZICSTIENMEKREDRVEHEERE
D FEAE N FI>

WOFEAED 2 SLL FIZiES T 21X, Hiimo Y 27 03@ < A
OIMHPEREN EFT2B8ZNAH 5720, 11E25mgl H 2 [EREQ
Bh53 5, (TERRAMHRE DS H)

- 80 kL | ( THElE ~Dh | OB

- IREE 60 kg L T

- fyEZ L7 F =2 1.5 mg/dL ULk
<sRiRMi2ZEfE GEEEFRIRMASAE R O RfiMmieE i) OBERY
B>

(1) FrIC FRR A2 ZERRSE R SE 2 O M1 7 B O 1[E110 mg 1 H2[E# 5-
Hix, MoV A7+ 5iEET 52 L,

Q) AHIOEE RN HOW TR, EF] Z & OFFR e ZERRE O B
U A7 JOMIM Y A7 &3l L7 BT L, 188K L flkie a5 L7
W2 b, [ENERREBRICE VT, KA1 6 AU E&E L 7= #%5k

IE7avy, ]

R A% ZE AR JE O 1B R K OV %
Wl & LT, (DAFREYI 7 H
MoOHMmO U A 712250 T, B
W, QAAN OG- HEILFRE Y A
7 LMY 27 &AM ERE
TAHZ LI OWNTHEEME 42 3%
T L7,

ILNERE (ROBHEICIIMEICHET S L)
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THHRE) [HILOGRENERT2B8EA0H 5, ]
HEOHEEDH HEHE [FEHERBRA 2, ]

e (FEFRIEE M L5 BN 1T CLer 15~50mL/min,  FFAR f1A%
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mE ( TElE ~0h ] OESMR)

BEEOBE RAEOEE TITHLLOBERIEN KT 5 BZE0
NHo, |

2)
€)

(4)
)

(DI DU 27 BNEniBE s L
T, IREWEEMEE A AT 5 B
Bt L7,
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HEEG L RBEREEE LB
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IEETH L,
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AHNNHEZ I KEEHH (L7 57U 0) 1290z 5511,
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Lo 2R L. PUEEEA] (~NY A OFFEHIEN SV K S
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SITHEEZRMAL, ToR@E LR 1 H2ERMTLL 5
BI5Z28, RALENERG T —EIZ 2 BELRM LAWK

IFRETLI L,

3. HE{ER

AFNL, FIZ CYP3A4/S IZL» CTREfEND, Tz, BANT P-HEE A

FOFLEmMEER (BCRP) OEE LD,

)

GEREE (BFRICEETHC L)

( THEYEE) OEHEM

HA

BEAEAR - BB TR

P - faRIN T

7= VREER (7L
aF S — BB
A vFarsS—u
RY g — e
HIV 7'a 7 7 —EHEA
[ N I e =2

AN DM PR EE N LS
DEBENN D D12 AH|
DOFE (18] 10mg DHETE

Smg. 1 Smg DF AT

25mg) HBETDH L,
HBHNE, BFE EORL
P& fERRIE 2 B
L. AAlIE OPEHAN Y]
LEZ LN WEEITIT
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WENE] DIEBMR)

Zh b 0 HF R
CYP3A4 KON P-HEE R
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CYP3A4 KON P-FEE A % [FIIRFIZ T8
JNZBRFE T 5 A & OF T 5 BR
WCARBIOW EEZ BB T HHAED
BRA & EIC OV TS
ik L7,

RO FERERfE 21T > 72,

MFEDFEREEE 21T~ 72,

U757 B %D CYPIAI KR
P-FEE A # RIRFCRDIZHEET 5
AL DOPFRIC L Y, AF DI
TREENR P U, AF D2 S35
THEENDD D, FRIEFHIRME
FERIEBFE T, RAIODEN+
FIH/EOLNTHBY A7 BEE
DBENNRD DD, FEEZBN
L7,

Bristol-Myers Squibb/PFIZER CONFIDENTIAL

Page 4




7 XY VTE
1.83 i EoEE () B O ERM

FEHEOEE (B BRERIL
Fra vy EERE [ A1 P 1] b g
TaAR S —)L T=%a0H, PFHT5Z

T L Ry |l (TEERIEARE
Bl [ZooEE) o

HZ M)

BUgE 7 Zie DEA L ORI
TAT YA YA (K0, HilO R
RO EA~Y KT BAREMERH B, =
~NY UK DX REEITIE, BE
s = NS % DIRREE P BIEET D

REEETLHZ L, (T3

R 1
TIVEIT R wie) owism)
TA U HENRY X T AT
PN

XEH T =T XTT
— M A X R JLIR RN
TIH b a KA

ARV A
vafxif—¥
t-PA %

AT v A RIS A
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HoTz, EARBIVERIE, St 456 1 (5.0%) . MR 234 6 (2.6%) .
5 151 61 (1.7%) . MmfE 129 % (1.4%) . &ifn 103 %] (1.1%) T
HoTm,

HAN 335§l 160 B AR 238 5 X4, BIER S HE S ERNIE
45 il (28.1%) Th -7z, ERFEIEMIZ, Sif 11 61 (6.9%) . K
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HoT,
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TIE, 143 BlICAFI N B STz, BWER 2SS SV IERIE 143 4
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ERRIM AR ZERRIE BT 2t B & L 7= [EINER 3 FHEER  GRRJE] 80 1) T
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7 EXH/N AF 1.9 —BMEMITRIXNE Page 1

1.9 —BMETRICRIXE
1.9.1 ERO—EIMEF (JAN)

A7+ 19-4-B3
JAN (HAR%) : 7EXFH v
JAN (3= 4) : Apixaban
(CFRC 20429 A 5 BAF  FEAFFAFEES 0905002 75)

b%4

(HAA)
1-(4-A P X2 T 2 =) T-FF V-6-[4-(2-AF V ERY D
-1-A V)7 = =)\V]-45,6,7-7 F 7 & Fu-1H-t'7 ' 1[3,4-]
EY 3R F IR

(& 4)
1-(4-Methoxyphenyl)-7-o0xo0-6-[4-(2-oxopiperidin-1-yl)phenyl]-
4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]pyridine-3-carboxamide

e

Yous

O’CH3

1.9.2 EHE—KRBELFF (NN)

INN : apixaban
(Recommended INN: List 55 WHO Drug Information, Vol. 20, No. 1, 2006)
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7 EFY N VIE
110 3 - BIEREOIREFERHOE LY

1.10 BER - BRFOEEEERHOZTLYD
[#47]
. 1-(4-Methoxyphenyl)-7-0x0-6-[4-(2-oxopiperidin-1-yl)phenyl]-4,5,6,7-tetrahydro-1 H-pyrazolo
e Bl [3,4-c]pyridine-3-carboxamide
n o x Q O,
NH,
ZhE - B R FETPIFRENE O G BN (S 36 1T 2 M b A 1 My OV B PR ZEARE O FESE Il

W, RAZIETES YA LTC1ESmg 4 | H20ERAKS 5,

k- HE RF. ARG, RE, BREEEIOS LT, TEX YN LT IE25mg 1 H 2 [ G~
=72,
BIEEORE | WG EEEMG
. R TR
e [ =) % o xe 25 mg (1 BT 5952 25 mg EH0)
s T Y Fa—REESmg (LEEF T EFP 0 5 mg 5 A)
2 L2 Hilalie G-a
R D B IE & (mg/kg) A
~JA L >4000 mg/kg
vk o >4510 mg/kg
A4X 2 >1500 mg/kg
H AR >300 mg/kg
S $5-7E
, #h& il o
T | 12 500 | B G (mgkg/F) | (ke F) FRETA,
/ 75 mg/kg/ H LA L : PTEB X O aPTT R
5y p| 3#8 | MR | 0.75150,300 300 150 mg/kg/ A LA I« HYMRERAE &
6 » A oo | 0,50,200, 600 600 |50 mg/kg/ H LA L : PTE L OMaPTT iEE
10 mg/kg/ A LA @ PT 38 K OVH ifn B[]
3xH eyl 0,5, 10,20 20 LR
13 20 mg/kg/H : aPTT JEE
145 &0 0, 10, 30, 100 100 10 mg/kg/ H LA L : PT B L WV aPTT i E
PT: '8 ha B W, aPTT : {EMEALER Y b1 v R 7T 2 F L HEH]
mloE M REHORBLE (RAREERELBHZET) 75/303 (24.8%)
BIVEFH O RS Bk GEBLE)
S i, 1661 (5.3%)
P 1561 (5.0%)
AR H ifn. 6% (2.0%)
B TR I B s (1.7%)
1 pR 561 (1.7%)
= £t T YRR v A Y — RS
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7 EFY N VIE
110 3 - BIEREOIREFERHOE LY

LEm - 2% ]

224 - Bl

& 5

PIEERIES

1 FEFPBEME O F B EE (2 d 1 2 R MM 25 th M OV B VEFERRAE 0D FEJE #7176l
2. FRlRMARZEARIE (PRESERIRMARGE & QWA ZERRAE) DR HE K O -S4

1. FERBUENE D EAIENRE I T D R MR 2R o R OV By M FEASE O 38 JiE B il
WHE., RAETESH AL LTLESmg 4 1 H2EEERAOKSGT 5,
¥, S, RE, BEEISCT, TESYH AL LTIE25mgl H 2 [E#S

ik ~HES S,
2. FRURMARZERRIE (VEEEH IR AR SE M O AR ZERRIE)  DIRIR M OVFR 8 4]
WL, AT EF AN E LT IE 10mg 2 1 H 208, 7 HFEOEEL L2k,
1 Smg% 1 H2EEERAOKGT 5,
BIFEE DR E
mifld e OV
BhE oy - 57 &
w M
gOfE M
FRURIMARZEFIE BT 2 )5 & L [ENEE 3 fHEER (CV185160 iER)
BWERORBLE AREEANEZHE 5) 13/40 (32.5%)
RIVE A O F Bk (EBLER)
£ i 3 (7.5%)
JFpgRetn A S H 2 (5.0%)
i ZEARE 2 (5.0%)
i fiE 2 (5.0%)
= - TU R R A — RS

GLRBFE S - 7 7 A VRSt
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7 EXxH/AUVTE

1.12

AMIEN-R

E O /
WHIHE S REWES 24 b0 = BBEHNIN BB A e | Awm | MBS
B3 RRCETIE
32.8 JFUE
U R L
3.2.p M|
U R L
32.A ZOfth
HOUE R L
3.2.R HHROBREE
HOUE R L
3.3 BE UK
[ B R R L
B4R FERRRRREE
421 RERE ]
42.1.1 03 % AT % R
[ B R R L
4.2.1.2 EIVSE SEEN
[ B R R L
42.1.3 PRl SEv
PN R L
42.1.4 R BAE R
HOUE R L
422 S E R
422.1 IMTER O F—3 g
HOUE R L
4222 WL
HOUE R L
4223 Faxiil
HOUE R L
4.2.2.4 R
HOUE R L
4225 Pk
HOUE R L
42.2.6 SBRE ISR AR GEERAE)
HOUE R L
422.7 Z DA DI BB
Mass balance and mechanistic metabolism studies in wild type, P-gp knockout,
422.7.1 930066952 and BCRP knockout bile duct-cannulated Sprague-Dawley rats administered 2'44..)1 wzlq..ﬂ (USA) |44 N S
[3H]digoxin, [HC]nitrofurantoin or [MC]BMS—562247
Evaluation of intestinal excretion and enteroenteric recirculation of [HC]apixaban
42272 930067009 (BMS-562247) in bile duct-cannulated male dogs, rats, and P-gp/BCRP-knockout o [ GRSl G B BMS (USA) S R FTAT
rats
423 AR
42.3.1 B[l G m
[ HOS R R L
4232 B e - wtkaR
[ HOS R R L
4233 B AR
42.33.1 In Vitro 5
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7 ExH/NUVTE 112 HRHEH-—E
WHIHE S REWES 24 b0 = BBEHNIN BB A e | Awm | MBS
U R L
42332 In Vivo it
[ B R R L
4.2.3.4 78 A SRR
4.2.3.4.1 R0 AR B
[ B R R L
423.4.2 SIS E A AR RRER
HOUE R L
42343 Z DA
[ B R R L
42.3.5 AR A B R
4.2.3.5.1 ZHRBE M OVE IR E COMMIIRIE I B % Bk
HOUE R L
423.52 IR - bRV AR B9 B kR
PN R L
423.53 AR R B OV AR 12 00 58 A 3 ONE FHAR O BERELC B 9 2 il
[ B R R L
4.2.3.5.4 HrA & T2 R
[ B R R L
4.2.3.6 SRR R
HOUE R L
4.2.3.7 Z DD SR
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