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Unaasiuvaz apixaban lunsdasiunniznaaaiiaadgadi (VTE) ’Lu;jﬂw;ui’lmjﬁﬁmm
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AN Ik
AANLTLITUANT 0.40 0.50
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MIAnNEN ADVANCE-3 (faazlwn) ADVANCE-2 (T8111)

95% ClI (0.15, 0.80) (0.26, 0.97)

> a 4 U a Qs o a { A v 1
nnamdananlflszdunnulasadsdiwiunizifansaniiyuns Sildun wasanvaane
\Ranaanfiyuusiuazf liuussudiiainuddynisaddin (Clinically relevant non-major (CRNM))

A & v & . Aw A A v A (% @y AN o [ o
mzfsaanianaaugasliiiwiddanmafanlndidssnulugihenldiunsinmdiom
apixaban 2.5 un. \aiSauifisunugiefldiue enoxaparin 40 n. (@A139N 3) inNinaLAa

AMLRanaaNNInNA laTINNINMzIRa A NG ILRIITINTHNGA bR

2 A & =< E o A A A v A oy v
Tum ANz ez 3 NIRBINIIANEI wﬂ’ﬁﬂi:muma:l,aa@aaﬂLsmmmagmsJ"l,muarmm@
win lidazndusn enoxaparin niamiliemaanluzluuueniae laslddaurinmdidaiduaa o-
o 1 o i a & ' s .

15 71139 NN lIzrININIINENETINdINsAanaanfitindunawlasuen apixaban

2 oy ) o Y o ) A A a X ' o
mu’mmﬂmgmU"lmum%adﬁnﬂﬂ’]sm@@vlﬂum 12-24 11139 NzLFana N AAIBIUTIIRRS
NIHIAAETIVRNIZ AL N0 aNNLAARAIN IATLLIVUIALINRAINITHNIAG NITLAANIIE
A o ' 2 & = A C7 1 A va . A a X
Laa@aanmmumnmwma%uwaomazLaa@aaﬂwgumﬂugmunqu"lmum apixaban NLAa%%
| A o o . A =< ’~ A ' A oy
ﬂau‘naﬂwa:"lmum apixaban YWIALIN AN 3 LLammwamim@mauaa@aaﬂlummgﬂasl

"L@T%'ums%'nmLLazluﬁ'sams%'m:rmé’omﬂﬁ;jﬂ's g lATUNTHG

P a = aa A Ao o
M1319N 3: Naﬂ’]‘smﬂﬂ’nuaaﬂaaﬂf\]’mﬂ’l‘sﬁﬂﬂﬂﬂ’wﬂa%ﬂizzlzﬂ 3 ﬂa’]ﬂty*

ADVANCE-3 ADVANCE-2
Apixaban Enoxaparin Apixaban Enoxaparin
2.5 . 40 un. AaLaN 2.5 . 40 un. AaLan
Judsenmu RS Judsenmu [ERTE
Fuaz 2 A%9 Fuaza3g Fuaz 2 A%9 Fuaza3g
35 + 3 7% 35 + 3 7% 12 2 7% 12 2 7%
ﬁwuauﬁﬂmﬁiﬁ%’um n = 2673 n = 2659 n = 1501 n = 1508
Fefidihelasumssnm
N RaNENTUNT 22 (0.8%) 18 (0.7%) 9 (0.6%) 14 (0.9%)
LR R ERREIREY 0 0 0 0
\Raqaan
NMIZLABABENTULII + 129 (4.8%) 134 (5.0%) 53 (3.5%) 72 (4.8%)
laiguusoudd
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ADVANCE-3 ADVANCE-2
Apixaban Enoxaparin Apixaban Enoxaparin
2.5 an. 40 un. AN 2.5 an. 40 un. AaLTN
Sudsznn TRk SudeEnn TRk
Fuaz 2 A% Tuazasy Tuaz 2 A% TuazAsy
35+ 3 7% 35+ 3 7% 122 7% 12+ 2 %
ANNAIATNINARGEN
(CRNM)
Yanua 313 (11.7%) 334 (12.6%) 104 (6.9%) 126 (8.4%)
AINIIINBIRAINTINIAA
NZLREABANTHIT 9 (0.3%) 11 (0.4%) 4 (0.3%) 9 (0.6%)
LR TI@ 1NN 0 0 0 0
\Raqaan
MIZIRDABANTULTI + 96 (3.6%) 115 (4.3%) 41 (2.7%) 56 (3.7%)
laguusudd
ANNAAYNIIARAN
(CRNM)
Yanua 261 (9.8%) 293 (11.0%) 89 (5.9%) 103 (6.8%)

* INUNUTH A RAIZLRDABONNIRNATINNNILLADADANNANLAUIVAINTHIG A

4.4.2 m‘sﬂaaﬁumazamﬁaﬂqﬂé’uwaaﬂLﬁam‘luaua\mawaaﬂLﬁamﬁuﬁ'ﬁ%ﬂamﬂ: 270

N1 Atrial fibrillation 1 l3tNg21829nUAWA21D (NVAF)

MIANENIAARNN bFTUMTBBNLLLLNBLEA LAY IEENTNaLazANNLURaaABUBILN apixaban

I%ﬂ’]‘iﬂa\‘]ﬁ’uﬂ’]‘ﬂ,ﬁ@]ﬁwLﬁﬂ@a“@@uuﬂﬂa@Lﬁﬂ@I%ﬁ&J@x‘iLLﬂz‘ﬁﬂﬂ@]Lﬁaﬂﬁu‘ﬁ?i’]\‘iﬂ’] Ell%ﬁgﬂ? HNRINIIN

lFndwinidu 1a (ARISTOTLE) uazgthof ldaunsaldundiuianiin o (AVERROES)

midnssadunsdnsndnisaigy (USsuifisuny warfarin 1 ARISTOTLE uas

\wWisuifisuny ASA lu AVERROES) wuugy Undadayanssasduuuuguumu lasvinsdnslu

wanpdszina lugtheniinig atrial fibrilation (AF) %38 atrial flutter (AFI) 71 laliNeaasnuduala

A & . oA A = o A = ! = o
(nonvalvular) L weiaLihad Lflu‘;] 281N AwIDLdW0T LLﬂzﬂJﬁﬁl'ﬂULﬁﬂﬁﬂuﬂﬁiﬂw’lﬂﬂ’J’]%uﬂﬁ'ﬂ'ﬂﬂ

da llhiuaay

e Laudduifangadunnaaifanlusues wiadn1zanaszaiaadinii (TIA) anfiawu (33N

weiifufangadunsaaiionduiimeaniaulunisdinu ARISTOTLE)

[
o
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° mqwhﬁ'uu%amﬂﬂjﬂ 75 1
mwéi’uiaﬁmgaﬁﬁaamsmﬁﬂm
WA

W laguinalluszaunyinnurIanInnI1 New York Heart Association Class 2

YSunanieaneanainiilaaaadiianilaasansdroduan (decreased left ventricular ejection
fraction (LVEF))

=1 Qi =} U =S
o {JUswidlsanaaaiiaauasdindaty (1law1zn3dne AVERROES)

P Y s X P aa
A139N 4: aﬂﬂmgﬂqﬂﬂizﬁ’]ﬂsﬂ"amsfﬂaﬂEﬂ')ﬂi%ﬂ’]sﬂﬂﬂ"ﬂ’]ﬂﬂa%ﬂ

ARISTOTLE AVERROES

FUINAI0L14 18201 5598
SROe 69.1 69.9

\WinnunIaannin 65 69.9% 69.3%

WinnuwIaannnin 75 T 31.2% 33.8%
LN

T8 64.7% 58.5%

BIN 35.3% 41.5%
a1

TS TRYS R L LI TE N 82.6% 78.6%

LaLe) 14.5% 19.4%

AdnaniawsiuaId L Tesuansiu 1.2% 0.6%
LﬂuﬁﬁluLﬁa@q@m”umamﬁa@luawaa %380 18.6% 13.6%
MIZRNBIIALRBATIATI
ANNARlaRng 87.4% 86.4%
LUNRINY 25.0% 19.6%
AR ULTAAD (%38 LVEF <40%) (38 LVEF <35%)

35.4% 33.7%

ALAREAZULY CHADS, 2.1 2.0

CHADS, <1 34.0% 38.3%

CHADS,=2 35.8% 35.2%

CHADS, 23 30.2% 26.5%
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n13@ns1 ARISTOTLE: vinmsguiiangiholwldiunmsinmnedae apixaban 5 wn. lagsudsemu
Tuaz 2 A39 (W38 2.5 an. Tuaz 2 a3 luihounea, 4.7%) wia warfarin (INR agluga4 2.0-3.0)
drdsegulunsfaanudio 89.86 dila1v §1M3L apixaban uaz 87.79 fUaW §wiL warfarin lay
apixaban 119 2.5 an. Tuaz 2 A3 aldnudihendansuzdalufiodeion 2 anwuzda any
e oA ) & v o LA | A ) L. A e oA
winAuwIannnin 80 1, shntinstasniinielvinny 60 nn. B38 2AU creatinine lulRaarinAunIa
annd 1.5 anJ/aa. (133 lulaslaam.) 43% vesdithelinsldiumduwiandu wa wrew lae
fuuaanmsn ldnelasuunian wiaasl@sunsineEnes warfarin W30eN@wIANTH 1A D%

fadanuiasniinIavinny 30 1% qumma@Lﬁaw‘“aslﬁ]TﬂIsuﬁ"lu;gﬂa H31UIU 33.2%
U d' L et 1 v . 1 e d' [ [} o =
pdﬂmﬂ"lmumiqﬂﬂmu warfarin muﬁﬂgmmaanmﬂaglumomﬁnm (INR 2-3) fia 66%

WhnanenanaeInsAnsIAe 1NaLITINNNTIA apixaban 5 N, IUaT 2 A9 (W30 2.5 UN. TUAZ 2
asilugihoinian) lidasndt warfarin éniumadasniunziufongadunaaaiianluaues
(uadnaLian Iiansanluauad nia hizy) uaznizAufangaduraaniionduiiinemey ns

a

Usmifiunnumitaninvas apixaban Liaiiuiy warfarin gniwuae lidaudnivaenddgugiinlg

o3 U

UszLiln (primary endpoint) UazNSLRITIALHEINNAUAAGII

waﬁwﬁmé’mmaamsﬁﬂmvl,@i”gﬂﬁmmvl,’j”ﬁauu,mﬁmsmaa'uaﬂ'wLﬂuﬁm‘”w”mﬁaﬂaoﬁ'un’mﬁ@
anuAawaadIzLAng 1 vinnanasey apixaban 1W3BuLAsuny warfarin 1Nagi: (1) ldasndy,
all A 1 di a al dl U a . . AI A
(2) useanainitandt iaNasamnanaag@lasriunlddsadu (composite endpoint) MazniAaa
gadunaaalianluaued uaznaaalianduniinme, (3) usainafnitanitiiafansanainnig
\RaaaanNTulId Laz (4) ugadnafitnitanitdafasanfimafediaannnnaing

Aa

INN13AN® apixaban uaasnaNitaninatwiiiiAynsiadmnityeyddguniinldlszdu

o8 U

nmitfasiunaiiafuiiangadunaaaifonluauad (Feasanluauasnniduiioasuaiuan wia

A a A o A A <, a A o A !
RUDIVIALRDA) LLE‘WR&JLaa@q@@%'ﬁaa@lﬂa@auﬂﬁiﬁﬂﬂqﬂ (g}@’]j’]\‘i‘ﬂ 5 WY Eﬂ‘ﬂ 1) WREYILRWBNIN

° o a

2 WAUIEAYNNETAINIUNITITIANANNEUNG (013197 5) WUAUAVNIARITINTUANT

[

[ ]
=

A Aa & A @ , A @ o ) A
Laﬂ?ﬁ')(ﬂqﬂ\‘]qﬂlfnHQTBGLLQZVLNLﬂﬂ?mﬂﬂﬂﬂiiﬂ%?l?ﬂLLﬂZ%aﬂ(ﬂLﬂa@l

. £ & A a A @ A A a a ) i \
Apixaban ﬂ@lqu@ﬂ']im“l]ﬂﬂﬂ’]sl,ﬂ@]ﬂ&lLﬂa@q@@u%aﬂ@LaﬂﬂluaﬂJaﬂLNﬂL‘]J'iE]UL‘Y]E”JﬂU warfarin luLL@]

a:i:@“'um']wgmwwaam'szﬁuLﬁa@q@ﬁumamﬁa@luama m’szﬁmﬁaﬂq@ﬁumamﬁa@luauaa

fyuu39tiay (Rankin score 0 f19 2, HR=0.89 [32AUANITANU=0.64, 1.26]) uazm1aiFsTIaNI
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ANuAIAYIAATN w38 Mizinifangadunaaaiiaaluauasnriliinis (Rankin score 3 fi4 6,

HR=0.71 [s2aUAMNLTaNU=0.54, 0.94]) wumia@qﬁ'amirﬁmaamnﬁmﬁuLﬁa@q@m”umamﬁa@lu

FUDI LATWRADALRDADUNITIINNE vL&hfw:ﬁmmL?(m@iamnﬁwﬁmﬁa@q@é’u%aaﬂtﬁaﬂluauaﬁa

widdTzinneunsus CHADS, L aLiT'lgjﬂ'ﬁﬁﬂmaglm‘;@”ﬂ@

a o

{ @ ¢ a A U
@13191 5: waanwsUgugdineanudse@nswualugdilag atrial fibrillation 31nn15& nw

u

ARISTOTLE
Apixaban Warfarin Hazard Ratio
N=9120 N=9081  (3¥AUAINLTDaW  P-Value
n (%f1l) n (%f1l) 95%)
amzuldangai 212 (1.27) 265 (1.60) 0.79 (0.66,0.95)  0.0114
WNaaaLRaA lANDINID
WRaMLAEAIUTIA
INNNE*
ma:?imﬁa@aqm‘i'u
naaaLRaaluanas
FNBIU1ALRDA 162 (0.97) 175 (1.05) 0.92 (0.74, 1.13)
Wi LNy
Gl
\foneanluanas 40 (0.24) 78 (0.47) 0.51 (0.35, 0.75)
nMizuidangasi 15 (0.09) 17 (0.10) 0.87 (0.44, 1.75)
WRaALEaAAUIA
39NN
matfisgiaannn 603 (3.52) 669 (3.94)  0.89 (0.80, 1.00)  0.0465
AN

“daziliulasT sequential testing strategy &1 iun13AnwIfieanuuuiagaIanilanit taaluguAIa

Hawaadsziani 1 nanua

Tﬁ;@qﬁnaygﬁﬁl‘fﬂizlﬁu

Aa X 4 o o o A A A ' ' o a & a ' o '
L‘ﬂ@;lﬂ']iﬂi‘ﬂLﬂﬂmumdauwugﬂﬂ'ﬂqﬂqu@]ﬂi’]ﬂ%ﬂ']ﬁﬂi:LN%LL@Q:@UWG%:QT]%ULWUGﬂiGLﬂﬂﬁﬂaaqaqﬁNﬂi 1379 14

2781 mi'mn N3NLaIANG m@lﬂ'ﬁﬂiﬁlﬁ U?f@dﬁﬂﬁ;ﬂ qﬁ‘v\ el lun Ui

a v

o a o & o o @ A L. . a o
a@]sqﬂqiLﬂ@ﬂa’]NLua‘an‘ﬂ@qﬂLuaﬂ‘ﬂ’]ﬂ'ﬁ’]l’ﬂm’]@l’aa@ (myocardial infarction) & ']lﬂ LREINN U
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sewdanguifthofld apixaban uaz warfarin Tun13inm (0.53%/4 waz 0.61%/8 awudaw)

'
a

c:' . 1 a a a & o a
Eﬂﬂ 1: Kaplan-Meier Curve LLaﬂdﬂ’lﬂizu’lmna’mLiNLﬂﬂﬂ’l‘)zﬁNLﬁﬂﬂgﬂ@l%waaﬂLaaﬂsl%
=

ANDI WIANADALADADWNAINILATINLINIBNIIANET ARISTOTLE

E 0.05 1 Apizaban (events: 212/5120)
= — — — - ‘Warfarin (events: 265/3081)
=

& p—value 0.0114

E 0041 HR O7g (0.68, 0.95) ==
2z

"

0y

& 003

|

b7

£

=

n 0.02 A

o

o

2

a

]

w001

cC

b=

T

[*]

o

£ 0.0 H

T T T T T T T T T T T T T
0 2 2] g 12 18 18 21 24 27 20 33 26
3 i Time to Stroke /Systemic Embalism {(Months)
HWumber of Subjects at Risk

Apixaban 5120
arfarin G081

8726
BEZ0

440
B301

G051
5872

3464 1754 £00
3405 1768 572

o =S v = o o 6 = 6 < 6 A o A vo 'V v
%adﬂ’ﬁﬁﬂﬂ’]vl,@&lﬂ’]ﬂiﬂdaﬂﬂﬂquﬂﬂﬂiﬂﬂiﬂ"]@l’mL‘].]BiL‘IT%@]“IIﬂGL'Jﬂ'W]EdﬁJ’JUﬂvl@]iﬂﬂﬁi‘iﬂﬂeﬂ(ﬂ’lﬂ
warfarin a%ﬂwﬁawadﬂ’]ﬁ'ﬂm (INR 2-3) mnﬁ@mu:ﬁuLﬁa@q@m”u%aamﬁa@‘tuauad/mamﬁa@
aA < A A A Aa A & =2 Ao
aUNIININIY m’;zl,aa@aaﬂﬂ‘;mm LLazﬂ'ﬁLﬁﬂ‘E'ﬁl@]’iﬂﬂnﬂﬁ’]L%@l ﬂWUI%ﬂuUﬂW‘iﬂﬂHWﬂ&lﬂﬂ INR

A ol 1 1 % A 6 . A A . . Uy
iﬂd%ia(ﬂ'm’J’]ﬂ’]&Iﬁﬂg’]%LLﬁ(ﬂGl%(ﬂ'}‘i'}Gﬂ 6 ‘]Ji:Iil‘E%“llﬂG apixaban LUBINYUNY warfarin luﬁdﬂﬁ’lﬂﬁ]’m

& = aa . Ao @ =] @ o
ﬂuﬂﬂqjﬂﬂﬁq‘ﬂuﬂqjﬂ']U@lNﬂq INR gﬂ“jﬂ@’]ﬂ?’]ﬂqwﬁﬂﬁqu AANURDAARDINY

@1371911 6: gwdn13EnENiAnIAIuAN INR 91NN13RNE ARISTOTLE

glus](msﬁﬂmﬁﬁm INR ¢
N
NTHFIU 66%
Hazard Ratio

(FxAUAMNL TR 95%)

guﬁﬂﬁiﬁﬂmﬁﬁ@h INR &4
N
NTHIIU 66%
Hazard Ratio

(3xAUANNL TR 95%)

mazﬁmﬁa@q@ﬁumamﬁa@

A A
1%6@6\‘1/ BRI

I1NY

0.78 (0.62, 0.98)

0.81 (0.61, 1.08)
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guﬁﬂﬁiﬁﬂmﬁﬁm INR 61 guﬁﬂﬁiﬁﬂmﬁﬁ@h INR &4
N NN
UTEFIU 66% NTUIIU 66%
Hazard Ratio Hazard Ratio
(32LAMUL TN W 95%) (SEaUANMULTAN Y 95%)
ﬂ’]’J‘;Lﬁa@]aﬂﬂﬁEuLL‘id 0.56 (0.45, 0.70) 0.82 (0.68, 1.00)
MILFUTIANNNNELHAA 0.86 (0.74, 1.00) 0.93 (0.79, 1.10)

n13@ns1 AVERROES: guidangthelilaTunisinmean apixaban 5 an. lagsudsemuinas 2
A%3 (W0 2.5 wn. Tuaz 2 a39 lugtheunsaw, 6.4%) wia ASA 81 fl 324 un. Suaz 1 A3 M3
\RanuuwIaLT ASA ﬁlmmgﬂm 81, 162, 243, 324 un. ifuagjﬁ'ﬁ@gaﬁﬁwamwnﬁ;&”ﬁ'}miﬁﬂm lag
Tuwpnizvinisga 90.5% vastheldTuenuua 81 un. (64.3%) wia 162 un. (26.2%)

Tumsanwil ﬁpﬁi}”ﬂ’sﬂﬁmﬂﬁ'ﬂmﬁ’mmﬁm’imﬁu LA meaqmmi%'ﬂmﬁam‘hf,jmiﬁﬂuﬁé'm 40%
mqwaﬁmﬁ'ﬂmﬁaﬂméﬁw’?mﬁu @ bamanzanlunsdnen AVERROES laua lianansaldiie
@1 INR 79T (42.6%), Hihodfiasmasinendioeewiondin 1a (37.4%), Azl CHADS, =
1 uazunndlduuzinh il ginduwiondu i (21.3%), dihelimainsnd jodasduueinlunisldmn
MUIMNAR 10 (15.0%) LAz a"'lmﬂ/mm']ﬁﬂmwé’m'mlumsamiagﬂmmtﬁﬁﬁaaﬁmiﬂﬁhmmﬂ

§NDE9LINAIN (11.7%)

Lﬁmmﬂﬂgmgﬁmaamsﬁﬂmﬁa \Rassdinnslw apixaban 5 Un. Tuaz 2 a%d (138 2.5 UN. Iua
2 ﬂ%lu;jﬂ’mmqﬂu) wilanin ASA (81-324 an. fua:mﬁ%) fnsumatesnunisinnizauiien
q@@”umamﬁa@luawaa wianaaaliandurinTeme nsUssliuenumitanitues apixaban 1ia
{IgUNU ASA gﬂﬁmuavﬁﬁaué’m%'ummsmaamamﬁa@ﬁﬁm@ (HaaNE3INaINITAANIZAN
Lﬁa@q@ﬁumamﬁa@luawao mazﬁwLﬁa@q@@”uma@l,ﬁa@ﬁuﬁﬁwﬂ’lsJ nauitewalamng

A o A A A Aa A A Ada
Luﬂﬂﬁnﬂﬂ?lﬁ]?ﬂ@lﬂa@ RIDNILRYTINIMNIZUURNDALRDA) LLﬂZ"ﬂ"IﬂﬂhﬁLaﬂﬂn@ﬁ]']ﬂnﬂa’]Lﬂ@!

M3An® AVERROES g@iairianiamfimnuanadiuuzinzaiamenisanidsszanisautoys
28INIAN TINUIHANNTILATIZAIZTATINIAN LA AR U ENITALIUTIN apixaban §1NNTD
samafinnniziuiiangadunasaifonluauad uaznaaaiaaduriniemeldadildinddmyma

aa A v o d' Qs [
AN LLﬂz&l"ﬂﬂ%lﬂﬂ’J'mﬂaﬂ@ﬂEmElE]@JT]Jvl@]

15



LPD Title: Apixaban

LPD rev no.: 9.3

LPD Date: March 27, 2025

Country: Thailand

Reference CDS date: June 27, 2019

INN13AN® apixaban uaasnaNtaninatwiiibiAynsiafmnityeyddguniinldlszdu

@ g
A a

msﬁaaﬁ'uma:ﬁmﬁa@aq@m”umamﬁa@luauaa (\Honaanluaued ®3a aNEIIALREA) LATAIZRY
= %] =} Aﬂl a; 1 n:i n:i 1 a a Ad‘ v a
Laa@aq@mulwaamaa@aumswmsJ (@AN391 7 uaz 3UN 2) LLazwqu@qmnmgwlmﬂs:mu
mazﬁuLﬁa@qﬂé’umamﬁa@luauaa m’s:ﬁmLﬁa@q@m”ulu%aa@Lﬁaﬂé‘wﬁ‘i’wmm nauLibarala
anafiasanilaneiien niamuFsiiannszuunaeaifien Aaaasatedvuddyneadin (g

ANTHN 7)

Apixaban aﬂqﬁﬁmirﬁmaam’szﬁuLﬁacﬂq@m”uma@Lﬁaﬁluauamfjam%ymﬁwﬁu ASA luudaz
s:@”um'mgwnwaanwa:ﬁuLﬁa@q@@‘i’u%aamﬁaﬂluauaq (modified Rankin score 0 14 2, HR=0.51
[32aUAIULTaIU=0.29, 0.91]; modified Rankin score 3 f19 6, HR=0.43 [32Aun11uLE a1 1=0.28,
0.65]) wumiacﬂqﬂﬁmsrﬁﬂ’mﬁ@?{uLﬁa@q@m”umamﬁa@luauaq Tagliitsfannuaasvasns

Lﬁ@ﬁuLﬁa@q@@mmamﬁa@luauamam‘%umsﬁﬂm Taudidszinnanuazius CHADS,

Apixaban fi’d‘*ﬁaUa@aqﬁ'amirﬁmaams%’nméi’ﬂuiidw g1U18NLIATTULRR lanaz raaaLiaatile

auRl ASA (HR=0.79, selaaLE03i4=0.69, 0.91)

A39N 7: Naé'w§wﬁ'nLﬁmﬁ'uﬂ‘szaﬂ%wai%ﬁﬂ'm Atrial Fibrillation 97nN15@n11
AVERROES

Apixaban ASA Hazard Ratio
N=2807 N=2791 (szAuUANMY  P-Value
n (%) n (%fi) \Basin 95%)
nmsmﬁa@qm”umamaa@ 51 (1.62) 113 (3.63) 0.45 (0.32, <0.0001
Tuguainsanaanaonau 0.62)
INMY*
ma:?{mﬁa@q@ﬁuma@
o luanad
RUBIVIALADANID b 43 (1.37) 97 (3.11) 0.44 (0.31,
2y 0.63)
\Ranaanluanad 6 (0.19) 9 (0.28) 0.67 (0.24,
1.88)
ma:ﬁmﬁa@qm‘mma@ 2 (0.06) 13 (0.41) 0.15 (0.03,
BaadurinTeme 0.68)
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LPD Title: Apixaban

LPD rev no.: 9.3

LPD Date: March 27, 2025

Country: Thailand

Reference CDS date: June 27, 2019

P> v ¢ o A [ a A Y1 . . . . =
AN 7: Naawmﬁamnmnnﬂsm‘nﬁwai%gﬂw Atrial Fibrillation 37nN13AN®AN
AVERROES

Apixaban ASA Hazard Ratio
N=2807 N=2791 (SzaUANMY
n (%) n (%fi) \Basin 95%)
nm%:imaa@aqm”umamaa@ 132 (4.21) 197 (6.35) 0.66 (0.53,
Tuguosnsonaoaaonauma 0.83)
$19me, ndaitawalasng
iasnnmlanaien we
MIRITININTEULRADA
Shlod
nauiasalaane 24 (0.76) 28 (0.89) 0.86 (0.50,
diasnnmlanaien 1.48)
NMILRYTININIZTULRAD 84 (2.65) 96 (3.03) 0.87 (0.65,
\Raa 1.17)
madsFIaannnnang*t 111 (3.51) 140 (4.42) 0.79 (0.62,
1.02)

P-Value

0.003

0.068

“duzifiulaniT sequential testing strategy flaanuuniianIuquaANUAANIIALIZLANT 1 IR

Tﬁ;@qﬁnﬁygﬁﬁl"ﬁﬂizlﬁu

Aa X 4 o o o A A A ' ' o a & a ' o '
L‘V\Gq]ﬂ']iﬂi'ﬂLﬂﬂ“ﬂusﬁdauwuﬁgﬂﬂﬂﬂE!@]V]I’]ﬂ%ﬂ']ﬁﬂi:LN%LW]QZ@UWG%:QT]%ULWUGﬂiGL@U?ﬂaaqaqﬁNﬂi 1378 14

2781 mi'mv; N3NLaIANG LW@(]ﬂ']iﬂIﬁLﬁ U?f@dﬁﬂﬁgﬂq@ﬂ el lunsUszdn
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LPD Title: Apixaban

LPD rev no.: 9.3

LPD Date: March 27, 2025

Country: Thailand

Reference CDS date: June 27, 2019

P . 1 Aa a a & o =
Ellﬂ 2: Kaplan-Meier Curve Llaﬂ\jﬂ'\ﬂiz&l"]mlqa'\ﬂL‘sa\llﬂﬂﬂqagaﬂLaaﬂq@ﬂ%ﬂaaﬂtaaﬂi%

] [] v
AN NIINADALADADWNITIINIYAITILIN INNNITANET AVERROES
0.0H +

Apixaban (ewvent=: §51.-2807)
o4l ™ = =" ASh (event=:113-2791)

p—valuae < .00C r =

0987 HR 045 (0,32, 0.62) !

.05 -
.04+

003

Proportion of Subjects with
Stroke /Systemic Embalism

.02

001

.00

0 an 180 270 360 450 540 B30 720 10
Daya Since Randorization
Humter of Subjects at Risk

ﬁgl;icclbun 207 2773 250849 40
27: 2725 2547

33

518
r3 =
o
e
o
-
[mym )
[yl |
F3e=
HLH
)
-1}
PN

A U . . . .
n’nzl.aaﬂaan‘[%gl]ﬂ’m atrial fibrillation

a

lun13finwn ARISTOTLE waz AVERROES jan@dgupiinlfusziliuduanudasansfa a1z

H A a { > Aaa { a 1 04 Ql
Lﬁa@aaﬂﬁgmm FINNIDDINNIZLAADDNUULAIUNAUNTAINUTALAUNIARANNLAANTINA VRS
dalus 1 adwiaannndn: Slulnaduaeas 2 n/eawiainnndy; ldsudaidenauas 2 99 wia

] A A a & do I o @ ' Y ° ) k¢ a
NN, nMazidansanfiedund iy adaias 1 dunkida lh lunzlnandswe Tula
Funad lugnan (Mulusiuzasiuan (corpus of the eye) asuun1ziiaasaniitiananilidaidu
nmzifaaesanlugnan) luaiuale ludada lundaiitesanny compartment syndrome wadLia
\ o A A o 2 Aa A ~ & =

ytasrias; nmzidensaniiduduaneisiia nnufeasanlunzlnandsstiunuiinig
\Hamaanluawad (Munannziaasananidwionluauasuan) ldiiaiuanastunats uaz ldida

ﬁwawaofuuaﬂ

nmzifaasani lijuuisudiianudrAynieaddin (CRNM) nansfisniziianaannendfingaiam
a o AN 1 o« v o A A ) ' &
wwidouwaud ldiduldanadarimuavesnnnfeasaniiyunss uazasaudaimuada lfiatng
%ae 1 98: NMIzlienaanfdadtnsunins lulsaneuns; AMziianaanfunnguuesii b boen
nIMINNAA NN TINE; Imsifsusndrunmsifieduiien (Endunsudinvedian wia s

[~ =) o
LNRALADA) I%ﬂ’liiﬂ‘lﬂq
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LPD Title: Apixaban

LPD rev no.: 9.3

LPD Date: March 27, 2025

Country: Thailand

Reference CDS date: June 27, 2019

n13Ans1 ARISTOTLE: wuanunitanimiaiidlunisaagu@niniuasnmiziianaaniiyuuss
autarimuavad ISTH szningugiiufsnmneie apixaban uaz warfarin (@a3197 8) uaz
wudgdinisnfesnzifensaniyuns uazf lduusiuddanuddgnisadin (CRNM) ana

v

afrUAVY ISTH LazN1ILIRaN0NNINNARARIBLIITALI

@135191N 8: qﬁaminimaam'szLﬁamaaniuﬁﬂ'm Atrial Fibrillation 21nn15@N1
ARISTOTLE

Apixaban Warfarin Hazard Ratio p-value
N=9088 N=9052 (SzAUANMY
n (%) n (%fi) \Basin 95%)
TULIT 327 (2.13) 462 (3.09) 0.69 (0.60, 0.80)  <0.0001
\§eTIa 10 (0.06) 37 (0.24)
lunzlnan 52 (0.33) 122 (0.80)
Ay
JULII+CRNM 613 (4.07) 877 (6.01) 0.68 (0.61, 0.75)  <0.0001
M 2356 (18.1) 3060 (25.8) 0.71 (0.68, 0.75)  <0.0001

* Uazifiulas3T sequential testing strategy dmiumIdnmfisanuuniiaganumilanii thaniuguaw
Aanaalszinni 1 NInae

Aa X 4 o o a ad a ' 1 Y a & A ' o '
waminiiifiedudsdunusnuaganlslunnlsduudazadnazgniuidissnifoideamadny 1 11y ud

mmau‘“ﬂsnmmmaLﬁ(ﬂmqmsniﬁl,ﬁ TeL LR IGITOH aENIN Tl

oy A v . A A ' A A
Iuaﬂwwvlmu apixaban NztdanaanlunslRanATEEanaININNIN 50% NMIZLABABNNTHLTY
ANTARNRUATAI GUSTO UazTIMI 8ARININNTT 40% LAz ANLRaaaanNdwanaunItIa

AARININNIN 70%

wumwq@ms%'mﬂ,ﬁaamﬂmmsvlsjﬁqﬂi:mﬁﬁl,ﬁmﬁ'uma:l,ﬁa@aan 1.7% uaz 2.5% w91

ALATUNIINBG8 apixaban WAz warfarin ANEAL
pudinmInirasnizifensanfijuusiluszuumaduamsanaudainuases ISTH (3auian1e

LH0AB8N LHTTULUNILAKEINTEIRUY TEUUMIAREIMIITAIRANS wazdn baase) wu'latesninlu
Wil e ld3U apixaban (0.76%/1) WalSouiinunugthenldsy warfarin (0.86%/1)
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Reference CDS date: June 27, 2019

a 6 = P ¥ o v ' U A vo
qummsm"uaam’maa@aaﬂwgumﬂugﬂ@nmmam%mmaa ISTH wu%gamﬂugﬂmﬂmu

apixaban (0.18%/%) WaiSsuifsuiugithedlesy warfarin (0.13%/1)

- ; o X 4 o
n13@n®1 AVERROES: wuqummmimaam'azl,ﬁa@aaﬂﬁgmmmmu Lﬁam%smﬁsmzmwﬂqm
Hi e ld30 apixaban uaz ASA ud lifidbddnniaiia (013190 9) AnuhveimuFsdia uaz
=} = -} Rt 1 U 3 1
m’szma@aaﬂ‘luﬂ:‘[mﬂﬂm:mmauﬂu‘luﬂqmﬂmswm 2 ngu

aa

@319 9: atiamsainazidenaaniudile Atral Fibrillation 91nn13@n®1 AVERROES

Apixaban ASA Hazard Ratio p-value
N=2798 N=2780 (3TAUAMNLT D3I
n (%f1l) n (%f1l) 95%)
IWLLIY 45 (1.41) 29 (0.92) 1.54 (0.96, 2.45) 0.0716
\FuTIR 5 (0.16) 5 (0.16)
lunslnandyue 11 (0.34) 11 (0.35)
JULIY + CRNM 140 (4.46) 101 (3.24) 1.38 (1.07, 1.78)  0.0144
PPLV 325 (10.85) 250 (8.32) 1.30 (1.10, 1.53)  0.0017

cda &£ 4 o o go ad a ' \ v A < a @ '
L'ﬂ@‘!ﬂqim'ﬂLﬂ@“ﬂ%sﬁﬂﬁNW%ﬁﬂu?@U@ﬂiﬁluﬂ'ﬁﬂizLN%LL@]azaUW\TQ$QﬂuULWUdﬂi\‘ll’@]ﬂﬁfﬂaa’]ﬁ’]ﬁ&lﬂi 1 378 U6

9

mmaﬁ'ﬂmnﬁﬂmaLﬁﬂmq}mitﬁﬁﬁ e GAE HLY MBEIN T lunTUsLAn

Wllﬂ’]i%EJ@]ﬂ’]i%’ﬂH’]LﬁadﬁﬂﬂLﬁ(ﬂﬂ’]ﬂ’]ivL&iﬁdﬂiZKGFﬁ’mﬂ']’RLﬁﬁ](ﬂﬂaﬂ 1.5% wae 1.3% ?lﬂdgﬂ’)ilﬁ

1@3unN33nE@8 apixaban waz ASA ANEIAL

mMazideyaluwiszansnaudas

INNNIANEY ARISTOTLE Naﬁ"lﬁﬁnmg@qﬁ%é’nﬂgugﬁﬁlﬁﬂsuﬁuﬁmﬂszﬁw%wa WRTHATBINTIL
Lﬁa@aan‘ﬁguma I@m‘“‘avl,ﬂﬁm’luaa@ﬂﬁaan‘“ﬂunnmjuﬂasJ leuri any WMIEn Az CHADS,
Qﬂaﬂﬁvl,&il,ﬂﬂ"l,@i”%'um warfarin 3$AUANNLANTBIVBI A NMTAAVWIALN apixaban ez ASA luutuy

JFNA0879 (a3UN 3)

9 Uy

[ a s =S d' 3 a o nd‘ L2 a 2 a A
\wLdEINUNIAN® AVERROES waftldanniay@nandgugiinldusadududszdniug uazna

A A a o [ P v (%
284nIziiananiyuusd danusaandasnulunnngudas ldun a1y Azuuu CHADS, szaLANN
unwiaspadla uaznslinialdldldunduwiandu i andew (977 4)

20



LPD Title: Apixaban

LPD rev no.: 9.3

LPD Date: March 27, 2025

Country: Thailand

Reference CDS date: June 27, 2019

A g 1 v a A o A o =S & CR =2
Lﬂ%“ﬂ%’]ﬁx‘]Lﬂ(ﬂ’)’mﬂ@’]%ﬂiz’ﬂﬂﬁwﬂLLﬂZﬂ’J’]&IlIaa(ﬂﬂUﬂi@]ﬁ]’]ﬂﬂ’]iﬂﬂﬂ’]ﬂdﬁ@ﬂl%ﬂﬂ’lEli,;(\‘]a’liql (373003

Hndargvinduniaunndn 75 1) denuseendasnungulzanimovue
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LPD Title: Apixaban

LPD rev no.: 9.3

LPD Date: March 27, 2025

Country: Thailand

Reference CDS date: June 27, 2019

P . o & a & ) -
Ellﬂ 3: Hazard Ratio (‘P’l']&l@!maﬂﬂmzw%?"‘%'ﬂaﬂﬂ"?ga&lLaaﬂq@m%“aaﬂlaaﬂi%a“aﬂ nag

“aaALaandWNIINNY (A) uaza1lziianaan (B) 91nn15@ne1 ARISTOTLE
A. Primary Efficacy Outcome: Stroke and Systemic Embolism

No. of No. of Events (% per yr) Hazard Ratio P-value for
Subgroup Patients  Apixaban Warfarin (95% C1) Interaction
All Patients 1820 212(1.27) 265 (1.60) —a—
Prior Warfarin/VKA Status 0.39
Experienced 10401 102 (1.1) 138(1.5 —a—
Naive 7800 110(1.5) 127 (1.8 —
Age 0.12
<65 yrs old 54T 51(1.0) 44 (0.9) -
=65 to <75 yrs old 7052 82(1.3) M2(1.7) —
=75 yrs old 5678 79(1.6) 109 2.2) —
Gender 0.60
Male 11785 132(1.2) 160 (1.5 —
Female B416 80(1.4) 105(1.8 —=
Weight 0.26
<60 kg 1985 34 (2.0) 52 (3.2) —a—
>B0 kg 16154 177(1.2) 22014 ——
Type of Atrial Fibrillation 0.70
Permanent/Persistent 15412 19 (1.4) 23517 ——
Paroxysmal 2786 21 (0.8) 30(1.1) =
Prior Stroke or TIA 0.1
Yes 36 73(2.5) 98 (3.2) =
No 14765 139 (1.0 167 (1.2) ——
Diabetes Mellitus 0.M1
Yes 4547 57(1.4) 75(1.9) =
No 13654 155(1.2) 190 (1.5 ——
Heart Failure 0.50
Yes 5541 70(1.4) 79(1.6) — =
No 12660 142(1.2) 186 (1.6) —a—
CHADS; Score 045
<1 6183 44 (0.7) 51(0.9) a
=2 6516 74(1.2) 82 (1.4 =
EX 5h02 94(1.9) 132 (2.8 —
Level of Renal Impairment 072
Severe or Moderate a7 54(2.1) 69 (2.7) -
Mild 7587 87(1.2) 16 (1.7) ——
Normal 7518 70(1.0) 79(1.1) &
Apixaban Dose 0.22
2.5 mg BID or placebo 831 12(1.7) 22 (3.3) =
5 mg BID or placebo 17370 200 (1.3) 24301.5 ——
Geographic Region 044
North America 4474 42 (1.0) 56 (1.3) =
Latin America ea 43(1.4) 52 (1.8) -
Europe 7343 75(1.1) 17{1.1) —a
Asia/Pacific 2916 52 (2.0) 80 (3.1) —a—
Aspirin at Randomization 0.44
Yes 5632 70(1.3) 94(1.9) -
No 12569 142(1.2) g . —m—+
0.25 0.5 1 2
) Apixaban Warfarin
Better Better
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B. Major Bleeding

Subgroup

All Patients

Prior Warfarin/VKA Status
Experienced
Naive

Age

<65 yrs old
>6510 <75 yrs old
>75yrsold

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

No. of

Patients

18140

10376
7764

5455
7030
5655

11747
6393

1978
16102

15361
2776

3422
14718

4526
13614

5527
12613

6169
6492
5479

3005
7565
7496

826
17314

4463
3460
7313
2904

5608
12532

No. of Events (% per yr)

Apixaban
327 (2.13)

185(2.1)
142 (2.2)

56 (1.2)
120 (2.0)
151(3.3)

225 (2.3)
102(1.9)

36 (2.3)
290 (2.1)

283 (2.2)
44(1.9)

77(28)
250 (2.0)

112(3.0)
215(1.9)

87(1.9)
240 (2.2)

76(1.4)
125(2.3)
126 (2.9)

73(3.2)
157 (2.5)
96 (1.5)

20(3.3)
307 (2.1)

106 (2.8)
60 (2.1)
110(1.7)
51 (2.1)

129 (2.7)
198 (1.9)

Warfarin
462 (3.09)

274 (3.2)
188 (3.0)

72 (1.5)
166 (2.8)
224 (5.2)

294 (3.0)
168 (3.3)

62 (4.3)
398 (3.0)

402 (3.2)
60 (2.6)

106 (3.9)
356 (2.9)

114 3.1)
348 (3.1)

137 3.1)
325 (3.1)

126 (2.3)
163 (3.0)
173 (4.2)

142 (6.4)
199 (3.2)
119(1.8)

37(6.7)
425 (3.0)

137 (3.6)
94 (3.9)
135 2.2
96 (4.1)

164 (3.7)
298 (2.8)

Hazard Ratio P-value for
(95% Cl) Interaction
—-—
0.50
—.
R —
0.64
—_—
RN —
R —
0.08
—.—
R —
0.22
P —
—.—
0.75
—.—
————
0.71
—_——
—-—
0.003
R —
—.—
0.30
R E—
—a—
0.40
—_—
P —
——
0.03
SR T
PR —
R TH—
0.21
=
—.—
0.16
N —
R S
R —§
R E—
0.40
.
L 1 + 1
0.?5 0.5 1 ;2
~ Apixaban Warfarin
Better Better
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P : Y & a & o -
Ellﬂ 4: Hazard Ratio mqﬂﬂ‘maﬂﬂmzw%ﬁ’]%'ﬂaﬂﬂqﬁzaulaaﬂEAﬂﬂ%waaﬂLaaﬂi%aa\laﬂ nag

“aaAldanarwna131enNg (A) uazallziianaan (B) 91nn1s@ny1 AVERROES
A. Primary Efficacy Outcome: Stroke and Systemic Embolism

MNo. of No. of Events (% per yr) Hazard Ratio P-value for
Subgroup Patients Apixaban ASA {95% Cl) Interaction
All Patients 5598 51 (162) 113(363) —a—
Warfarin/VKA Unsuitable 0.14
Demonstrated 2215 17 (1.4) 52 (4.2) —_——
Expected 3383 34 (1.8) 61(3.3) —a
0.1
<65 yrs old 1720 7(0.7) 19(1.9) —_—s
=65 to <75 yrs old 1987 24 (20 29(2.8) —_—
=75 yrs old 1891 20 0} 65 (6.0) —a—
Gender 0.43
Male 3277 26 (1.4) 49(27) ——
Female 2321 25 (1.9) 64 (4.9) —-
Weight 0.02
=60 kg 861 18 (3.9) 20(4.6) —
=60 kg 4715 33 (1.2 93(35) ——
Prior Stroke or TIA 0.18
Yes 764 10 (2.5) 33(8.3) e —
No 4834 41 (1.5) 80(3.0) —a—
Diabetes Mellitus 017
Yes 1095 14 (2.4) 22(35) —_
No 4503 37 (1.4) 91(37) ——
Heart Failure 0.52
Yes 1810 19(1.8) 35 (3.5) ———
No 3788 32 (1.5) 78 (37) —_——
CHADS, Scone 0.4
=1 2142 12 (1.0) 19 (1.6) —a——
=2 1973 23 (2.0) 43 (4.0) — =
=3 1483 16 (2.1) 51 (6.0) —
Level of Renal Impairment 0.31
Severe or Moderate 1084 13 (2.3 32 (5.6) —.
Mild 2149 22 (1.8) 58 (5.0) —a
Normal 1878 12(1.1) 16 (1.5) —_—
Apixaban Dose 0.37
2.5 myg BID or placebo 361 3(1.6) 12(6.2) =
5 mg BID or placebo 5237 48 (1.6) 101 (3.5) ——
Geographic Region 0.09
North America 804 5(0.9) 18 (3.4) .
Latin America 1185 B(1.3) 31 (5.1) —_—
Europe 2507 23 (1.6) 46 (3.2) -ooa
Asia/Pacific 1102 15(2.9 18 (3.4) —
0.05 025 05 1 2 4
Apixaban ASA
ther Better
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B. Major Bleeding

No. of No. of Events (% per yr) Hazard Ratio P-value for
Subgroup Patients  Apixaban ASA (95% CI) Interaction
All Patients 5578 45 (1.41) 29 (0.92) —
Warfarin/VKA Unsuitable 0.97
Demonstrated 2207 23(1.8) 15(1.2) -1
Expected 3371 22 (1.1) 14(0.7) —
Age >0.99
<65 yrs old 1717 8(0.8) 5(0.5) =
>65 to <75 yrs old 1979 11 (0.9 6 (0.6) =
275 yrs old 1882 26 (2.7) 18(1.7) -+
Gender 0.59
Male 3269 27 (1.4 19(1.0) —T
Female 2309 18 (1.4 10(0.8) -
Weight 0.55
<60 kg 876 9(1.9) 4(0.9) =
>60 kg 4701 36 (1.3) 25(0.9) T
Prior Stroke or TIA 0.15
Yes 763 15(3.6) 5(1.2) =
No 4815 30(1.1) 24(0.9) —T
Diabetes Mellitus 0.93
Yes 1092 10(1.7) 7(1.1) =
No 4486 35(1.4) 22 (0.9) T——
Heart Failure 0.13
Yes 1803 13(1.2) 13(1.3) —_—
No 3775 32(1.5) 16 (0.8) —
CHADS; Score 0.39
< 2133 7(0.6) 4(0.3) -
=2 1967 15(1.3) 13(1.2) I —
>3 1478 23(3.0) 12(1.4) —_—
Level of Renal Impairment 0.25
Severe or Moderate 1080 20(3.5) 9(1.6) —
Mild 2140 12(1.0) 13(1.1) —
Normal 1872 8(0.7) 4(0.4) =
Apixaban Dose 0.34
2.5 mg BID or placebo 360 8(4.5) 3(1.6) = >
5 mg BID or placebo 5218 37(1.2) 26 (0.9) e B
Geographic Region 0.54
North America 800 9(1.8) 5(1.0) =
Latin America 1184 9(1.4) 5(0.8) =
Europe 2498 20 (1.4) 10(0.7) 4
Asia/Pacific 1096 7(1.3) 9(1.6) -
025 05 1 2 4 8
~ Apixaban ASA "
Better Better

é’ﬂwﬁﬂmfaz atrial fibrillation 7ilait A9 uAW 10 (NVAF) Saaiunaznaaitaile
P1ALR DALY UNAW (acute coronary syndrome [ACS]) Laz/%3a3UN5VLLKRADALADANRI 1D
é‘f’muaag% (Percutaneous Coronary Intervention [PCI])

M3AN®1 AUGUSTUS S‘fmﬂumsﬁﬂﬂmumﬁw \Daaan Inguaiuqu VL@T%’upjﬂmﬁﬁma: atrial
fibrillation fAlsiiAsTasiuawiala (NVAF) $2arunaz ACS uaz/miasumsusnsnasaiiaaals
d8uaagn (PCl) 112 4614 Nanlumsinm Hhosawar 56 1hIUMIYi PCI uazgte
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a8z 43 711z ACS LHaNSINNNTANEN Qﬂmnmwﬂﬁ%’umﬁ'ﬂmﬁaUm P2Y12 inhibitor @1

sudsumiguainsunasguludszinaiug agrouuda (iheosasaz 90.3 1d30en clopidogrel)

Hihelanndwliy apixaban 5 fafiniu Tuazaednis (2.5 Tadnin Tuazaasadaninilgmantiaass
13 o X oy v v P A . .

anunnsinIaavnamsasteduly fihosasas 4.2 ldsumluswmesnanad) wia vitamin K
antagonist (VKA) (¢ target INR atfl 2.0 fi1 3.0) athilaatianiiauny ASA (81 fafinin Tuaz

qq; A [ [ d! L Aa o o dl a A o
A39) n3aemaanasnilaasanienelualdfin 14 Junasannfiian1iz ACS uaz/m3ansm
PCI a1giadsaidiede 69.9 T iz uainzuun CHA2DS2 VASC Ao 4.0 UazAiTog
289AzUWt HASBLED @a 2.0

agfdgunidunnudasadiufe niziienaaniTuuTInANMYINIITUNITE4 ISTH BIaLngnIol

U

o)

Lﬁa@aanﬁ"l&igul,mLL@iﬁmmﬁ'm”mumaﬂﬁﬁﬂ (CRNM) g@qanﬁygﬁﬁmﬂszﬁw%waﬁa (n) N3
Lﬁy%’ﬁmmﬂnﬂmm@m%mﬁhmm‘”’ﬂuﬁmU'm'még’m’mnﬂmm@; WAz (1) NILRLTIARID

AN ITiINALRaa (ischemic) INNNNEHE (ma:ﬁ'mﬁa@q@@?’umamﬁaﬂluauaa naitarale
aefiasanwalannaidon ﬁmﬁa@q@mﬂluﬁnmmm@gﬁﬁu (stent thrombosis) @184LI13UNT
snsuiautlunsaadaaualalswnisauamBaunas [urgent coronary revascularization]) Wa

MIANEIRARLATUNNIIA T LA sflfﬁﬂaqwﬁmimaamwmﬁm"’wﬁ’u

TunsiSoutiiaunslsen apixaban 70 VKA s Wuin apixaban uaasnafmitaninedngd
ﬁyéﬂﬂ”zymaaﬁﬁlu@@qﬁﬂgu{]ﬁmaamanﬁa@aanﬁ;mmm’mmwﬂﬁmimwaa ISTH %38
mamsaiidensenitlisuussuddanuidglunisadinfinandsaduiidewd 6 [HR=0.69, 95%
Cl: 0.58, 0.82; 2-sided p<0.0001] gms’mﬁl 10 FMILNANMIANBIGIUANNL BB ANURANILAZ

Use@nBuasasvasnsidIouiney apixaban U VKA

A1319% 10: HAVBINITANBYY AUGUSTUS - n131581 Apixaban Lfisuny VKA

Apixaban VKA qadIn Two-
@NALADS | sided P
(95% CI) Value

NTRBABENTITULTIM NN UHTRITIN T8
ISTH %‘%am@gmmﬁﬁa@aaﬂﬁvl,li‘;mml,wiﬁ

ANNAATNINARGEN

WU 2290 2259 0.69 (0.58- | <0.0001
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Apixaban VKA qadIn Two-
AMaLEns | sided P
(95% CI) Value
SwmthofiAamansal (%) 241 (10.5) | 332 (14.7) 0.82)
é’mwmnﬁﬂmmqmmi@ia 100 patient-yr 24.7 35.8
MIReTIARIoNITUMIINE L1
T3sWenLnan
TIUIW 2306 2308 0.84 (0.75- 0.003
SwmthofAamansal (%) 541 (23.5) | 632 (27.4) 0.94)
é’mwmnﬁﬂmmqmmi@ia 100 patient-yr 57.2 69.2
naiefianiamgnisnianaliaa (ischemic
event)
IWIB 2306 2308 0.92 (0.75- 0.437*
SwmthofiAamansal (%) 170 (7.4) | 182 (7.9) 1.13)
é’mwmnﬁﬂmmqmmi@ia 100 patient-yr 15.9 17.2

mmaﬁmnﬂﬁﬂﬁ%’u P2Y12 inhibitor laga123zla30 ASA $a8d1813a baisIun ber

*P value ldfingdeny

lunadsoudsunnslden ASA NUENMABNTK WU ASA LINNANULTNTINIINNIZIRaAB N

P €A = 6 A A 1 1A o w aa
WEHLL?G@’]@JLT]M%W%’]SMW?QG ISTH ‘VﬁaLﬁ@lﬂ'ﬁmma@laaﬂ“ﬂvLNi;‘HLLix‘]LL@]N@’)’]&J&W@]EQV]'N@NHT]

asfinpdnndaldunuaauwnsudiarvaaten (lidraziiu apixaban wia VKA)

uanite lann P2Y12 inhibitor ﬁ"lﬁ%?uag;riammh (HR=1.88, two-sided p<0.0001) #3ana1 1A

o = A @ : o o v = a A A A
ILANISLINSIINAD ﬂ’]{[ﬂjiﬂi?&lﬂﬂ ASA 7]’]1%1]@]'3']1]Lﬁi]\'i“lla\'iﬂ'ﬁl,ﬂ@ﬂ’]'ﬁzl,ﬂa(ﬂaaﬂ‘ﬂ?%ui\‘]%iﬂ

{ [l ' o s aa &/ L% { s [ U
L%@JﬂﬁitﬁLﬁa@]aaﬂﬁvL&JE%LLid LL@Iﬁﬂ’J']ZJa’]ﬂf].lqu']Gﬂﬂuﬂiﬁd“ll%lua']ﬁ’]ﬁl]ﬂiﬁvl,@iﬁﬂﬁiiﬂiﬂ"]@]’l |

lhl l&’ v 1 I v 1 o v dl
apixaban WWNAIKINTaaz 16.4 dalliidusasaz 33.1 dall (HR=2.00) uasvinlkanuiiesuasns

a &/ Y { L et ot v AI &/ v 1 < v
Lﬂ@]ﬂ’]’JzLaaﬂﬂﬂﬂiﬂx‘m%I%Eﬂ’JUﬁv[,ﬂi‘l_lﬂ']iiﬂ‘lﬂ"lﬂﬁﬂ VKA 1iWudnkanndasaz 26.1 dall idusasas

48.4 diall (HR=1.80) @190 11 uaz 12 fNILNANIAN I uANNlaaanaranLazlszANTHA

RIaR

P = ¥ [ v = >
MN1319N 11: Naﬂ’liﬂﬂﬂ’lﬂ’]%ﬂ']’lﬂﬂaaﬂﬂﬂi%ﬂ’]iﬁﬂ‘lﬂl’] AUGUSTUS - ﬂ’lisl’liﬂ’l ASA \{nauny

giviaan

AMzidanaaniizwisIaanen

ASA

giviaan

>

AFIBANN

Two-
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N

#21501209 ISTH W3aLwan1vok N=2277 N=2279 sided P
Lﬁﬂﬂﬂﬂﬂﬁl&i‘g%tﬁdLwiﬁmwa"wﬁ'zyma (95% Cl) Value
ARWN
Apixaban %38 VKA
SrwmdthofiAamansal (%) 367 (16.2) | 204 (9.0) | 1.88 (1.58- | <0.0001
é’mwmil,ﬁﬂmmqmmi@ia 100 patient-yr 40.5 21.0 2.23)
Apixaban*
SrwmdthofiAamansal (%) 157 (13.7) | 83 (7.3) | 2.0 (1.5-2.6) -
gnINMIAAmaNIIkda 100 patient-yr 33.1 16.4
VKA*
SwmthofiAamansal (%) 209 (18.6) | 121 (10.8) | 1.8 (1.4-2.3) ;
803N IAAMaNIIkda 100 patient-yr 48.4 26.1

21maAINNTe a3l P2Y12 inhibitor wazendumIudisnvadiian (laidhazidu apixaban nia VKA atnila

. =
DEIRI)

* mﬁmswzﬁnﬁjmiay

AN5197 12: wan1sanEa1wlsraNSualun1s@ns AUGUSTUS — n1slen ASA iiguniusn

“aan
ASA gvaan | dadimanaiias | Two-
N=2307 N=2307 sided P
Value
madeiianiomasnenaalulsimeunadn
SwmthofAamansal (%) 604 (26.2) | 569 (24.7) | 1.07 (0.96-1.20) | 0.222*
é’mwmil,ﬁﬂmmqmmi@ia 100 patient-yr 65.7 60.6
nsiefianiamgnisalinaifen
(ischemic event)
SwmthofiAamansal (%) 163 (7.1) | 189 (8.2) | 0.86 (0.70-1.07) | 0.174*
8n3ININAMaNIIkda 100 patient-yr 15.3 17.7

21maAINNTe a0 P2Y12 inhibitor wazendumIudisnvadiian (laidhazidu apixaban nia VKA atnila

. =
DEIRI)

* P-value laiflvisdany
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{{ﬂ'aﬂﬁvl@’f%'nms%'nmtﬁ"aﬂ%’nﬁ'\amzmstﬁuﬁ'ﬂﬂﬁ’né’umtﬁwﬂna (cardioversion)
EMANATE Junsansideluanaanduuuuideasin fifthondaunsiae 1500 ands ey
lasuenmunsudsarvadiaasiasulszmusnnawniains lsUmMIsnsunautasnii 48
T2l uazdmruamsnastnsumssnsielsuTImmIdusesialalvnsuadudng

(cardioversion) ta$nB1 NVAF

;jﬂ'mvl,@i”%'umsq'wlué'mwmu 1:1 WNBTUEN apixaban %3881 heparin Waz/%38 VKA 1Waladn

6 % A =1 > di o o (% % [ s = a
m@;msmmﬂsﬂmlmm:mamaa@ InITne e lsudIniznsiduaasva lalwnaundulng
e IWALRZ/MIBMBEIMAINNN LALLM apixaban MAUIA 5 UN. TUALFEIATIBENINEE 5 AT
[AI0UUNA 2.5 NN, 'S'uamaaﬂ%'ﬂugﬂ'galmaimﬁmummm‘ (gﬁ’sil’a 6.1.2)] %300E191BY 2 TALNd
%éﬁﬁnﬂvlﬁ‘?mlmﬂmﬁuﬁuluﬁ’%mmgq (loading dose) YW@ 10 N, [#38 5 WN. 1u;§ﬂaﬂuwaiﬂﬂﬁ
1 6 o o [ £ a >3 £Z > v >4 Al v & AI g
HAWNTU (9121 6.1.2)] wnFduaaslsuasniznisidutasna lalvnauudulnd lwisa89dw
lungunldTuen apixaban 8gthodwiu 342 nuldsvrmasniuduluinnmgs ({ihe 331

nelasuenluawia 10 un. waz 11 Mo l@TL1IMIe 5 Wn.)

laifianzidufaaanasfu/uan (0%) lumjwﬁvl@'ﬁ'um apixaban (n=753) Laslianziduliaa
FUBIAL/LAN 6 T8 (0.80%) 1uﬂ§juﬁv|,@i”%'um heparin Waz/%38 VKA (n=747; RR 0, 95% ClI 0.0,
0.64) (f p-value = 0.0151) NMIABINEURALA ) Lﬁw’ﬁusl,quﬂ’m 2 78 (0.27%) 1um§uﬁ"lﬁ%’um
apixaban Wag 1 318 (0.13%) ”Lumjuﬁ”lﬁé”um heparin Waz/%38 VKA (RR 1.98, 95% Cl 0.19,

54.00) lidnpnungnissiaaiengadulunasaiian

a & A A & A AV P A o @ Aa
fiwgminhifenaanijuussuszinanisaliianaani lijuussuddanudaylunadfin (CRNM)
Tuifile 3 378 (0.41%) Waz 11 18 (1.50%) muém"’ulumjuﬁiﬁ%’um apixaban 1W3gULNBUNY 6

718 (0.83%) WAz 13 7 (1.80%) IungauNlaTuen heparin uaz/w3a VKA

=2 AY A o & vy & K a a v A a a . v ' ' P
ﬂ’]ﬁﬁﬂ‘b"n"ﬂElL"Iidﬂ’]i?]"ﬂ%l,l,ﬂ@ml%L%uﬂdﬂiz&‘ﬂ‘ﬁﬂ’]‘wLLﬂZﬂ’J’]&lﬂaﬂ(ﬂﬂUﬂLWUULﬂUGﬂ%ﬁ@iz%?WGﬂQ&JW

@308 apixaban Waz heparin kaz/m3a VKA lunssnsinedsussmemsidusasnilaldnausan

Wudné

4.4.3 MITNBINITNMTINAAANEEAAAGK WA BALRBAR (VTE)
fimsdnsInendfin (AMPLIFY) iwauaasdssantnauazanudaaansuad apixaban lun3sns

m’szﬁuLﬁa@q@@"’ulumamﬁam‘hmuﬁﬂ (DVT) u,a:ma:m‘nﬁ@ﬁuLﬁﬂ@gﬂ@"’ulumamﬁamma
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Uaa (PE) uazmsfinslasmsliendaiitas (AMPLIFY-EXT) 1iwatla9nunnsiia DVT uas PE €N

HAINIATUNIINEI DVT Waz/1#3a PE @881 Iudaa1uadaaauin 6 09 12 1oaw

=< & = =< A o \ A ' P~ X A
MIAnEINIRaIdwMIANEN NN luwrat el ssine WUUY Angaeauwin wazUndagaInig Iugmm

a A A [ A o 2 i A a oA I
N.ﬂ']')$ﬂ&|l,aa(ﬂq@@]uluﬁﬂa(ﬂLﬂa@@qﬁfJuﬂﬂT?GUu (proximal DVT) LLaz/%A30 ﬂ']'.]:al]l,ﬂa@aq@l@]ulu

v

waoalRaaualaa (PE) LULWEAIOINTT ﬂm:ﬂﬁumiﬁmz‘ﬁ"wgﬂLﬁmwmﬂquﬁmim’@@qﬁ T
anudasanbusslintuarinee
A5197 13: é’nﬁmzmeﬂ‘szmnsmam{mmé’ﬂwium‘sﬁnmmm?\ﬁn
AMPLIFY AMPLIFY-EXT

Futholdsunsgu 5395 2482
SROe 56.9 56.7

>75 1 14.3% 13.3%
LW (T18) 58.7% 57.4%
\Hamnd

HIT71/ TR DLALTH 82.7% 85.3%

fd/ Tmastiwdomauanii 3.8% 3.2%

TLaLTY 8.4% 4.8%
A5197 14: ﬂaﬁ'mﬁmwaaé’ﬂ'm@ia DVT/PE Tun1s@nsinieaann

AMPLIFY AMPLIFY-EXT

lafifadbnszdu 89.8% 91.7%
{13216 PE 38 proximal VTE 16.2% n/a*
gifﬂasumﬁau"l,m"l,&ivl,@i” 6.4% 2.8%
vz (Maaduet) 2.7% 1.7%
N2139 (Hd9228) 9.7% 9.2%
MIriuzadle

CrCL 1Uné@ 64.5% 70.1%

CrCL 50 - <80 Wa./u1N 20.3% 21.6%

CrCL 30 - <50 48./u17 5.7% 5.3%

CrCL <30 wa./ul 0.5% 0.2%
113298 prothrombotic 2.5% 3.8%

genotype
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* giheynmolumsfinm AMPLIFY-EXT dasiitlszi@ PE %38 proximal VTE 3sazidhiiumisfinmle

n3dns1 AMPLIFY: §ihogngulildiunsinmdion1siudsznmu apixaban 10 wn. Tusz 2 A3
(e 7 2% enua28n1330Usen 1 apixaban 5 Un. 7uaz 2 39 LA 6 Laaw nIada
enoxaparin N I@RMMNI 1 un/nn. Tuaz 2 939 Lunanagedas 5 % (AWNI=19 INR YALUR3a
AN 2) UazTUIENn warfarin (339 INR 1hwane 2.0-3.0) uaan 6 Waeu gihofiidadniy

| @ A A L o A A A o A @ A @y Aa
mirhdalanfuiansan ldiagnissduifanlunasaifond wialdoaaslnyiu uazgiend
creatinine clearance #auni1 25 wa/wil (ulsaauniitbidny niamailnnizifeasanagazgn
[ =3 YV p.i s A ] e = v ~ s A
Ansananmidnm fihofaelaiunialdldiunsfiamdmnudidivesiion (wnga 48
771309) RN INTAN BN be

lunguethengnaulildiv warfarin dudesidudiafovaianfaglugiszesnsinm (INR 2.0-

3.0) Ao 60.9

ianUszaadnansainIfnmie tNauaaIdINIIN®eI apixaban lidasniinisinsean

enoxaparin/warfarin sl,uzg@ﬂﬁs"smlaamnﬁmma:ﬁwLﬁa@q@@”ﬂumamﬁamﬁ (VTE) UWULULRA

anIfifiadn (nzhuiieagadulunaeaifeadiduin (DVT) uaznmizmafieduiangadulu
o o ¢ o

A A R i Aa A A Aa A a A A o
%aa@Laa@lLL@l\jﬂa@l (PE) ‘Y]VLNQ\TLLﬂ?jj@]) ‘ﬂiaﬂ"limﬂ"ﬁ’]@ﬂﬁ&lWWﬁﬂUﬂ’ﬁLﬂ@mT]::aNL&Q@Q@@I%I%

ARAALRAAGT IUTIINITINB MY 6 LHaY
mM3AnEHuaad AR apixaban lidasnin enoxaparin/warfarin lu@‘@ﬂﬁi’mmaamnﬁ@ VTE
wuuwaadaINIfiiiady (DVT uaz PE N liflsundia) nianmafedianaunusny VIE (@a319n

15)

A13197 15: Namsﬁnmﬂszaﬂ%mwaam‘lumiﬁnm AMPLIFY

Apixaban Enoxaparin/Warfarin mmtém
N=2609 N=2635 qunns
n(%) n(%) (95% CI)
VTE w3am3ldodaad 59 (2.3) 71 (2.7) 0.84 (0.60,
RUNUSAL VTE* 1.18)
DVT 20 (0.7) 33 (1.2)
PE 27 (1.0) 23 (0.9)
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13197 15: Namsﬁnmﬂsza‘n%mwaam‘lumiﬁnm AMPLIFY

Apixaban Enoxaparin/Warfarin mmtém
N=2609 N=2635 qunns
n(%) n(%) (95% Cl)

MaF T afFuRENL 12 (0.4) 15 (0.6)

VTE
VTE niansiiudianyn 84 (3.2) 104 (4.0) 0.82 (0.61,
RLAEG) 1.08)
VTE w3omsiiediad 61 (2.3) 77 (2.9) 0.80 (0.57,
FUNUEAUAlLaTAEA 1.11)
\8aq (CV)
VTE mafofiafigunus 73 (2.8) 118 (4.5) 0.62 (0.47,
AU VTE #3anziianaan 0.83)

A
NI

* lajgauninilaiisuny enoxaparin/warfarin (fin P %a8n31 0.0001)

A A < . o =2 =< a A a A
Eﬂ‘ﬂ 5 ﬂaﬂi’]wLLﬁ(ﬂ\‘]L’Ja’]@]\‘]LL@]ﬂ’ﬁqNL‘U'lﬂ'liﬂﬂ‘]ﬂqﬁluﬂﬂﬂ’ﬁLﬂ@L%@!ﬂqimﬂlaﬂu?@E‘!@]ﬂﬁ&lﬂ“&l %)

ﬂszﬁw%wamqmsrﬁmﬂlu 2 ﬂﬁj@Jﬂ’]ﬁ%’ﬂU’l‘mﬂﬂ’ﬁﬁﬂH”] AMPLIFY

v
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3111 5: Kaplan-Meier Curve uaa3sa1lszanmeIaINiaaine DVT w3a PE A39U3N 138013

\HeBd AR NNwEAL VTE 91nn13@nE1 AMPLIFY (Intent-to-Treat Population)

e

o 0.0304 :

2 0.030 Apixaban (events: 59,/2691)

o — = — Eno/War (events: 71/2704) .

£ 00251 pmm T

6 __I'

I I

u o 0.0204 o= —

> " J_,_H—‘J_'

o - ;

S 0.0151 i

: -

k= | ,_H'

z o

o 0.0104 (]

8 o

S 0005 |

0 N

s

c  0.0004

0

g T T T T T T {
0 0 30 60 90 120 150 180 210 240 270 300
o

lime to VTE/VTE-related Death (Days)

Number of Subjects at Risk
Apixgban 2691 2606 2586 256 2541 2523 62 4 1 0 0
Eno/War 2704 2609 2585 25 2543 2533 3 1 1 0

Use®nBuavas apixaban luﬂﬂi%'ﬂw’lL%;J@Tuﬁm%'umazﬁuLﬁa@q@m”waamﬁam‘haa@ﬂﬁaaﬁ'u

dihefldiumsinsnzmaiedufeagadulunseaiieauaidaa (PE) [ANuLFIFUARNT 0.9,

119ANNTaNU 95% (0.5, 1.6)] nIanziuRengadulunaaaifaadidIudn (DVT) [A1NNEDI

[ v } § < a Aa o v et 1 1 1 d
FUWNT 0.8, TANUTANY 95% (0.5, 1.3)] ﬂs:ﬁmﬁwaiﬂym"l,i.laa@ﬂaadﬂm:%’mﬂﬁgwamja

nuﬁamq e MMsTnuedla ashuianiy (BMI) ATRANUTULTIVES PE FURINVDIAY

A A % A o 1 P [N o . A A A
\Hanfaadulunasaiioaddainin wazdsziansld heparin sliada (307 6)
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317 6: @anFLIFNAN 5209 VTE LuLUaasaIn15fitiag) (DVT w3e PE Ailsifoundia) nia

[ ¥
M ReFIANANNUEND VTE wanauansmeing1n

Subgroup Apixaban Eno/warfarin Relative Risk (95% ClI) P Value for
no.of no.of no.of no.of Interaction
events patients events patients

Overall 59 2609 14l 2635 ———

Index event 0.8198

PE (with or without DVT) 21 900 23 886 ——
DVT only 38 1698 47 1736 ——
Sex 0.4514
Male 35 1524 38 1557 ——
Female 24 1085 33 1078 ——
Age 0.3427
<65 years 39 1678 47 1714 —-—
65 to <75 years 13 542 1 561 P
=75 years 7 389 13 360 ——
Level of renal impairment 0.8757
Severe or moderate (4 169 ¥ 158 e
Mild 14 531 12 530 ——
Normal renal function 38 1676 42 1719 ——
Weight 04344
<60 kg 6 225 10 232 1
>60 to <100 kg 42 1870 43 1892 ==
=100 kg 1 509 18 508 a1
BMI 0.0639
=25 kg/m? 16 693 16 694 %
=25 to 30 kg/m? 2I7 985 26 1014 ——
>30 to 35 kg/m? 9 568 16 575 e
=35 kg/m? 7 349 12 335 ——
Anatomical extent of index PE 0.0569
Limited 3 72 2 88 ; 4 !
Intermediate 13 382 ¥ 385 A
Extensive 5 351 12 318 ——1"H
Anatomical extent of index DVT 0.2808
Popliteal vein 9 412 12 437 —
Femoral vein 1" 556 ¥ 571 A
lliac or common femoral 18 730 26 725 ——
Use of LMWH/UFH 0.4576
No LMWH/UFH use 6 350 12 374 0
=0 to 12 hours 7 361 10 329 A
>12 hours 46 1893 49 1927 = =
T T T T T 1

0.05 0.1 04 1.0 27 7.3 19.7

Apixaban better Eno/warfarin better

v

agdlgundduanudasaniofe n1zianaaniyuiss MIANBIWLIN apixaban tnitania
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enoxaparin/warfarin maaﬁﬁluud@@qaﬂgugﬁﬁmmmﬂaa@ﬁ'ﬂ [ANULFLIFUANT 0.31, T30

Baxiu 95% (0.17, 0.55), 1 P 1kaunn 0.0001] (ga397i 16)

13197 16: Naﬂ’lil?lﬂﬂ’l'lzlaaﬂE]E]ﬂsl%ﬂ’ﬁﬁﬂisl"l AMPLIFY

Apixaban  Enoxaparin/Warfarin

N=2676
n(%)

ﬂ’]’J‘:Lﬁa@]aaﬂﬁEuLL‘id 15 (0.6)
CRNM' 103 (3.9)
ma:Lﬁa@aaﬂﬁ'guLm 115 (4.3)
+ CRNM
mauﬁa@aaﬂ"l,aj;ul,m 313 (11.7)
YIRUA 402 (15.0)

N=2689
n(%)
49 (1.8)
215 (8.0)
261 (9.7)

505 (18.8)
676 (25.1)

ﬂ’J’I&ILéEI\‘]
AUNNS
(95% CI’)
0.31 (0.17, 0.55)
0.48 (0.38, 0.60)
0.44 (0.36, 0.55)

0.62 (0.54, 0.70)
0.59 (0.53, 0.66)

P-Value

<0.0001

* PIANLTONY

T CRNM = nmazifianaand lijuussudiianudragnisadin

cda £ 4 o o gao ad a ' ' o« A & a \ 9 \
L‘V\@lﬂqimqﬂLﬂ@“ﬂusﬁﬁﬁﬂwuﬁﬂu"ﬂ(ﬂq@ﬂiﬁﬂ%ﬂqiﬂizLN%LL@ﬂ$aEl']\?"ﬂzgﬂ%'].ll,wUUﬂiUL@]U'J@]aa'\ﬁ’]ﬁNﬂi1 Y LG

q

mmaﬁ'ﬂmmﬂﬂmaLﬁﬂmqmitﬁﬁﬁ 2 TRINLIAE AN MUBENIN T InTUL AN

lagrialdwunsfensanfijuusiuszninfensansfian lijuusiudiianuddynisadin w

dunsslafiauvasiane Tungunldiu apixaban wasninguildsu enoxapariniwarfarin N2z
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NanizAuiangadulunasaiiaad (VTE) unnuaasanmsiiiiadn (nazduiiangadulunase
\Haaddudn (DVT) uaznizmufeduiangadulunsaaiieauaddaa (PE) ldfundia) nia
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NNIANHINLIN apixaban 19 2 1a wilaniemasnneaiidludwaddsungiivesmaifia
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AN 17)

A1319N 17: Namsﬁnmﬂsza‘n%mwaam‘lumsﬁnm AMPLIFY-EXT

Apixaban Apixaban #1Maan  ANMWALISNANS (95%  P-value
cl)

2.5 an. 5.0 aIN. Apix 2.5 Apix 5.0
(N=840)  (N=813)  (N=829) an. an.

Weunuen  seunugn

waan waan
n (%)

VTE fifiadn wia 19 (2.3) 14 (1.7) 77 (9.3) 0.24 0.19 <0.0001
MuFeFIaaANN (0.15, 0.40)  (0.11, 0.33)
Caliy

DVT 6 (0.7) 7(0.9) 53 (6.4)

PE’ 7 (0.8) 4 (0.5) 13 (1.6)

MILFeTIN 6 (0.7) 3 (0.4) 11 (1.3)

INNNENARG
VTE flfiadn via 14 (1.7) 14 (1.7) 73 (8.8) 0.19 0.20
maFadian (0.11,0.33) (0.1, 0.34)
SUWWENU VTE
VTE flfiadn via 14 (1.7) 14 (1.7) 76 (9.2) 0.18 0.19
maFadian (0.10,0.32)  (0.11, 0.33)
funWusnumala
LRZWRALAEN
(CV)
DVT 7ilaifiour 6 (0.7) 8(1.0) 53 (6.4) 0.11 0.15
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Number of Subjects al Risk

Apixaban 2.5mg 840 835 830 823 818 811 533 0
1ban Smg 813 810 804 798 795 786 313 0
ebo 829 810 787 7 754 740 471 0
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13197 18: Namst'ﬁﬂm'azl,ﬁamaanslumsﬁnm AMPLIFY-EXT

ANMAALITNNNS (95% CI')

Apixaban Apixaban g1viaan
mMzdaasendl 2 (0.2) 1(0.1) 4 (0.5) 0.49 0.25
UL (0.09, 2.64) (0.03, 2.24)
CRNM' 25 (3.0) 34 (42) 19 (2.3) 1.29 1.82
(0.72, 2.33) (1.05, 3.18)
mMizdensanii 27 (3.2) 35(4.3)  22(27) 1.20 162
JULTI + CRNM (0.69, 2.10) (0.96, 2.73)
Mzdanaan 75(8.9)  98(12.1)  58(7.0) 1.26 1.70
Taiguuss (0.91, 1.75) (1.25, 2.31)
Yanua 94 (11.2) 121 (14.9) 74 (9.0) 1.24 1.65
(0.93, 1.65) (1.26, 2.16)
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3171 8: Kaplan-Meier Curve uansaszanmzainiizidanaaniiswiss/ niziianaanls
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00507 Apixaban 2.5mg (events: 27/840)
0.0454| = — — Apixaban 5mg (events: 35/811) _
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Proportion of Subjects with Major,/CRNM Bleeding

Time to Major/CRNM Bleeding (Days)
Number of Subjects at Risk

Apixaban 2.5mg 840 806 774 759 743 728 515 Q
Aflxobon 5mg~ 811 171 738 718 698 677 495 0
Placebo 826 766 723 688 667 641 455 0

wunziiaasanfipuusilumaduamisanauinmaives ISTH lugihe 1 18 (0.1%) Nld3u
apixaban 210 5 un. Juaz 2 a39 wuludthenldTueamwa 2.5 un. Tuaz 2 a33 wazlugile 1
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luts 12 ihauvasmsdinmn Swaugiholunduileiy apixaban [yw1a 2.5 an. Tuaz 2 A39 42
(5%) TWIA 5 AN. TUAz 2 A3 34 (4.2%)] deadriumsinmalulsweuaiesndgthenldsy
BNRRBN 62 (7.5%)]
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@ Pﬁzer
ELIQUIS™

1. Product name
ELIQUIS™

2. Name and strength of active ingredient(s)

ELIQUIS film-coated tablets are available for oral administration in strengths of 2.5 mg and 5 mg
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).

3. Product description
Tablet 2.5 mg: Yellow, round, biconvex film-coated tablets debossed with 893 on one side and 2%

on the other side.

Tablet 5 mg: Pink, oval, biconvex film-coated tablet debossed with 894 on one side and 5 on the

other side.

4. Pharmacodynamics/Pharmacokinetics

4.1 Pharmacodynamics

Apixaban, a selective inhibitor of the coagulation factor Xa (FXa), 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 C,5H,5N50,4, which corresponds to a molecular

weight of 459.5. Apixaban has the following structural formula:
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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.

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. In the thrombin
generation assay, apixaban reduced endogenous thrombin potential, a measure of thrombin

generation in human plasma.

Apixaban also demonstrates anti-FXa activity as evident by reduction in FXa enzyme activity in
the Rotachrom® Heparin chromogenic assay data from clinical studies. 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 linear over a wide dose range of apixaban. The dose- and
concentration-related changes observed following apixaban administration are more pronounced,

and less variable, with anti-FXa activity compared with clotting tests.

Table 1 below shows the predicted steady-state exposure and anti-Factor Xa activity for each
indication. In patients taking apixaban for the prevention of venous thromboembolic events (VTE)
following hip or knee replacement surgery, the results demonstrate a less than 1.6-fold fluctuation
in peak-to-trough levels. In non-valvular 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 VTE or
prevention of recurrence of VTE, the results demonstrate a less than 2.2-fold fluctuation in peak-

to-trough levels.
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Table 1: Predicted Apixaban Steady-state Exposure (ng/mL) and Anti-FXa Activity (IU/mL)

Apix. Apix. Apix. Anti-FXa  Apix. Anti-FXa
C C . Activity Max Activity Min

max min

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 VTE

2.5 mg BID 67 [30, 153] 32 [11, 90] 1.1 [0.47, 2.4] 0.51[0.17, 1.4]
5 mg BID 132 [59, 302] 63 [22, 177] 2.1[0.93, 4.8] 1.0 [0.35, 2.8]
10 mg BID 251 [111, 572] 120 [41, 335] 4.0 [1.8, 9.1] 1.9 [0.65, 5.3]

* 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-FXa assay may be useful in situations where knowledge of apixaban exposure

may help to inform clinical decisions.

4.2 Mechanism of action

Apixaban is a potent, oral, reversible, direct and highly selective active site inhibitor of FXa. It
does not require antithrombin Ill for antithrombotic activity. Apixaban inhibits free and clot-bound
FXa, and prothrombinase activity. Apixaban has no direct effects on platelet aggregation, but
indirectly inhibits platelet aggregation induced by thrombin. By inhibiting FXa, 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 hemostasis.

4.3 Pharmacokinetics

4.3.1 Absorption

The absolute bioavailability of apixaban is approximately 50% for doses up to 10 mg. Apixaban is
rapidly absorbed with maximum concentrations (C,,.x) 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
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with or without food. Apixaban demonstrates linear pharmacokinetics with dose proportional
increases in exposure for oral doses up to 10 mg. At doses 225 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.

Following oral administration of 10 mg of apixaban as 2 crushed 5 mg tablets suspended in

30 mL of water, exposure was comparable to exposure after oral administration of 2 intact 5 mg
tablets. Following oral administration of 10 mg of apixaban as 2 crushed 5 mg tablets mixed with
30 g of applesauce, the C,,, and AUC were 21% and 16% lower, respectively, when compared to

administration of 2 intact 5 mg tablets.

Following administration of a crushed 5 mg apixaban tablet suspended in 60 mL of D5W and
delivered via a nasogastric tube, exposure was similar to exposure seen in other clinical trials

involving healthy subjects receiving a single oral 5 mg apixaban tablet dose.

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

approximately 21 liters.

4.3.3 Metabolism 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 feces. 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 L/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).
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4.3.4 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.
No dose adjustment is necessary in patients with mild, moderate or severe renal impairment,

except as described in Section 6.1.2.

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 hemodialysis,
compared to that seen in subjects with normal renal function. Hemodialysis, started two hours
after administration of a single dose of apixaban 5 mg, decreased apixaban AUC by 14% in these

ESRD subijects, corresponding to an apixaban dialysis clearance of 18 mL/min.

4.3.5 Hepatic impairment
Apixaban has not been studied in patients with severe hepatic impairment or active hepatobiliary
disease. Apixaban is not recommended in patients with severe hepatic impairment (see section

9.4).

In a study comparing subjects with mild and moderate hepatic impairment (classified as Child
Pugh A and B, respectively) to healthy control subjects, the single-dose pharmacokinetics and
pharmacodynamics of apixaban 5 mg were not altered in subjects with hepatic impairment.
Changes in anti-FXa activity and INR were comparable between subjects with mild to moderate
hepatic impairment and healthy subjects. No dose adjustment is required in patients with mild or
moderate hepatic impairment; however, given the limited number of subjects studied, caution is

advised when using ELIQUIS in this population (see sections 6.3 and 9.4).

4.3.6 Elderly
Elderly patients (above 65 years) exhibited higher plasma concentrations than younger patients,
with mean AUC values being approximately 32% higher. No dose adjustment is required, except

as described in Section 6.1.2.
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4.3.7 Gender
Exposure to apixaban was approximately 18% higher in females than in males. No dose

adjustment is required.

4.3.8 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. No dose adjustment is required.

4.3.9 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. No dose adjustment is required, except as

described in Section 6.1.2.

4.3.10 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-FXa activity was best described by a linear model. The PK/PD
relationship observed in patients who received apixaban in Phase 2 or Phase 3 clinical trials was

consistent with that established in healthy subjects.

4.4 Clinical trial information

4.4.1 Prevention of VTE: 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 8464 patients were randomized in two pivotal, double-blind, multi-national
studies, comparing apixaban 2.5 mg given orally twice daily or enoxaparin 40 mg once daily.
Included in this total were 1262 patients of age 75 or older, 1004 patients with low body weight
(560 kg), 1495 patients with BMI 233 kg/m? and 437 patients with severe or moderate renal
impairment. The ADVANCE-3 study included 5407 patients undergoing elective hip replacement,
and the ADVANCE-2 study included 3057 patients undergoing elective knee replacement.

Subjects received either apixaban 2.5 mg given orally twice daily (po bid) or enoxaparin 40 mg
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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.

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 2).

Table 2: Efficacy results from pivotal phase lll 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 2.5 mg po bid | 40 mg sc od
Duration of 35+3d 35+3d 12+2d 12+2d
treatment
Total VTE/all-cause death
Number of 27/1949 74/1917 147/976 243/997
events/subjects
Event Rate 1.39% 3.86% <0.0001 15.06% 24.37% <0.0001
Relative Risk 0.36 0.62
95% ClI (0.22, 0.54) (0.51, 0.74)
Major VTE
Number of 10/2199 25/2195 13/1195 26/1199
events/subjects
Event Rate 0.45% 1.14% 0.0107 1.09% 2.17% 0.0373
Relative Risk 0.40 0.50
95% ClI (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 3). All the bleeding criteria included surgical site

bleeding.
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In both Phase Il studies, bleeding was assessed beginning with the first dose of double-blind
study drug, which was either enoxaparin or injectable placebo, given 9 to 15 hours before surgery.
Bleeding during the treatment period included events that occurred before the first dose of
apixaban, which was given 12-24 hours after surgery. Bleeding during the post-surgery treatment
period only included events occurring after the first dose of study drug after surgery. Over half the
occurrences of major bleeding in the apixaban group occurred prior to the first dose of apixaban.
Table 3 shows the bleeding results from the treatment period and the post-surgery treatment

period.

Table 3: Bleeding results from pivotal phase lll 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 Trea

tment Period

Major 9 (0.3%) 11 (0.4%) 4 (0.3%) 9 (0.6%)
Fatal 0 0 0 0
Major + CRNM 96 (3.6%) 115 (4.3%) 41 (2.7%) 56 (3.7%)
Al 261 (9.8%) 293 (11.0%) 89 (5.9%) 103 (6.8%)

* All the bleeding criteria included surgical site bleeding.

4.4.2 Prevention of stroke and systemic embolism: NVAF

The clinical program was designed to demonstrate the efficacy and safety of apixaban for the

prevention of stroke and systemic embolism in patients suitable for VKA (ARISTOTLE) and in

patients unsuitable for VKA (AVERROES). Both studies were active-controlled (vs warfarin in

ARISTOTLE and vs ASA in AVERROES), randomized, double-blind, parallel-arm, multi-national
trials in patients with non-valvular, persistent, paroxysmal, or permanent atrial fibrillation (AF) or

atrial flutter (AFI) and one or more of the following additional risk factors:
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prior stroke or transient ischemic attack (TIA) (also prior systemic embolism in ARISTOTLE)
age 275 years

arterial hypertension requiring treatment

diabetes mellitus

heart failure 2ZNew York Heart Association Class 2

decreased left ventricular ejection fraction (LVEF)

documented peripheral arterial disease (AVERROES only)

Table 4: Patient demographic characteristics in the clinical studies

ARISTOTLE AVERROES
Randomized Subjects 18201 5598
Mean Age 69.1 69.9
265 years 69.9% 69.3%
275 years 31.2% 33.8%
Gender
Male 64.7% 58.5%
Female 35.3% 41.5%
Race
White/Caucasian 82.6% 78.6%
Asian 14.5% 19.4%
Black/African American 1.2% 0.6%
Prior stroke or TIA 18.6% 13.6%
Hypertension 87.4% 86.4%
Diabetes 25.0% 19.6%
Heart failure (or LVEF <40%) 35.4% (or LVEF <35%) 33.7%
Mean CHADS, Score 2.1 2.0
CHADS, <1 34.0% 38.3%
CHADS,=2 35.8% 35.2%
CHADS, 23 30.2% 26.5%

ARISTOTLE Study: Patients were randomized to treatment with apixaban 5 mg orally twice daily
(or 2.5 mg twice daily in selected patients, 4.7%) or warfarin (target INR range 2.0-3.0) and
followed for a median of 89.86 weeks for apixaban and 87.79 weeks for warfarin. The apixaban

2.5 mg twice daily dose was assigned to patients with at least 2 of the following characteristics:
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age 280 years, body weight <60 kg, or serum creatinine 215 mg/dL (133 micromole/L). 43%
were VKA naive, defined as not previously received or have received <30 consecutive days of
treatment with warfarin or another VKA. Coronary artery disease was present in 33.2% of

patients.

For patients randomized to warfarin, the median percentage of time in therapeutic range (INR 2-3)

was 66%.

The primary objective of the study was to determine if apixaban 5 mg twice daily (or 2.5 mg twice
daily in selected patients) was non-inferior to warfarin for the prevention of stroke (ischemic,
hemorrhagic, or unspecified) and systemic embolism. Assessments of superiority of apixaban

versus warfarin were also prespecified for the primary endpoint and for death due to any cause.

The key study outcomes were prespecified and tested in a sequential, hierarchical manner to
conserve overall type 1 error. Apixaban was tested compared to warfarin for: (1) non-inferiority on
the composite endpoint of stroke and systemic embolism, (2) superiority on the composite
endpoint of stroke and systemic embolism, (3) superiority on major bleeding, and (4) superiority

on all-cause death.

In the study, apixaban achieved statistically significant superiority in the primary endpoint of
prevention of stroke (hemorrhagic or ischemic) and systemic embolism (see Table 5 and
Figure 1). Statistically significant superiority was also achieved in all-cause death (see Table 5),

Numeric reductions were observed for both CV and non-CV deaths.

Apixaban reduced the incidence of strokes compared to warfarin within each stroke severity
category, including less severe strokes (Rankin score 0 to 2, HR=0.89 [CI=0.64, 1.26]) and the
more clinically important fatal or disabling strokes (Rankin score 3 to 6, HR=0.71 [CI=0.54, 0.94]).
The reduction in the stroke and systemic embolism incidence was seen regardless of the stroke

risk at entry as categorized by CHADS, score.

10
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Table 5: Key Efficacy Outcomes in Patients with Atrial Fibrillation in the ARISTOTLE Study

Apixaban Warfarin Hazard Ratio
N=9120 N=9081 (95% ClI) P-Value
n (%lyr) n (%lyr)
Stroke  or  systemic 212 (1.27) 265 (1.60) 0.79 (0.66, 0.95) 0.0114
embolism*
Stroke
Ischemic or 162 (0.97) 175 (1.05) 0.92 (0.74, 1.13)
undetermined
Hemorrhagic 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)
All-cause death* 603 (3.52) 669 (3.94) 0.89 (0.80, 1.00) 0.0465

* Assessed by sequential testing strategy for superiority designed to control the overall type | error in the trial.

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

to multiple endpoints.

The rate of myocardial infarction was similar between the apixaban and warfarin treatment groups

(0.53%/year and 0.61%/year, respectively).

11
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Figure 1: Kaplan-Meier Curve Estimate of Time to First Stroke or Systemic Embolism in the

ARISTOTLE study

E 0.05 1 Apixaban (events: 212,/5120)
= — — — - ‘Warfarin (events: 265,/308&1)
i

E p—valug 0.0114

E 0.04 4 HR 075 (066, 0.95) R
I

e

9

T 0.03 1

2

in

fra]

F

P opoz2A

-

L

£

ju

[

= 0.01 -

C

=

Tt

[=]

oy

= 0,00 4

T
0 I 2] g 12 15 13 21 24 27 20 33 36

. . Time to Stroke /Systemic Embalizr (Months)
Humber of Subjects at Risk

Apixaban 5120 8726 5440 G051 3464 1754 GO0
arfarin F0E1 BEZ0 B301 5872 3405 1768

Centers were ranked post hoc by the percentage of time that warfarin-treated patients were in
therapeutic range (INR 2-3). Findings for stroke/systemic embolism, major bleeds, and all-cause
mortality are shown for centers above and below the median level of INR control in Table 6. The
benefits of apixaban relative to warfarin were consistent in patients enrolled at centers with INR

control below or above the median.

Table 6: Center INR Control in the ARISTOTLE Study

Centers with INR control
below the median of 66%
Hazard Ratio (95%

Confidence Interval)

Centers with INR control
above the median of 66%
Hazard Ratio (95%

Confidence Interval)

Stroke/systemic embolism

0.78 (0.62, 0.98)

0.81 (0.61, 1.08)

Major bleed

0.56 (0.45, 0.70)

0.82 (0.68, 1.00)

All-cause mortality

0.86 (0.74, 1.00)

0.93 (0.79, 1.10)

AVERROES Study: Patients were randomized to treatment with apixaban 5 mg orally twice daily
(or 2.5 mg twice daily in selected patients, 6.4%) or ASA 81 to 324 mg once daily. The selection
of an ASA dose of 81, 162, 243, or 324 mg was at the discretion of the investigator with 90.5% of

subjects receiving either an 81 mg (64.3%) or 162 mg (26.2%) dose at randomization.

12
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In the study, VKA therapy had been tried but discontinued in 40% of patients prior to enroliment.
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%), CHADS, 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%).

The primary objective of the study was to determine if apixaban 5 mg twice daily (2.5 mg twice
daily in selected patients) was superior to ASA (81-324 mg QD) for preventing the composite
outcome of stroke or systemic embolism. Assessments of superiority of apixaban versus ASA
were also pre-specified for major vascular events (composite outcome of stroke, systemic

embolism, myocardial infarction or vascular death) and for death due to any cause.

AVERROES was stopped early upon the recommendation of the trial’s independent Data
Monitoring Committee which found that a predefined interim analysis revealed clear evidence of
apixaban providing a clinically important reduction in stroke and systemic embolism and

acceptable safety profile.

In the study, apixaban demonstrated statistically significant superiority in the primary endpoint of
prevention of stroke (hemorrhagic or ischemic) and systemic embolism (see Table 7 and
Figure 2). A clinically important reduction was observed in the key secondary composite endpoint

of stroke, systemic embolism, myocardial infarction, or vascular death (see Table 7).

Apixaban reduced the incidence of strokes compared to ASA within each stroke severity category
(modified Rankin score 0 to 2, HR=0.51 [CI=0.29, 0.91]; modified Rankin score 3 to 6, HR=0.43
[CI=0.28, 0.65]). The reduction in the stroke incidence was seen regardless of the stroke risk at

entry as categorized by CHADS, score.

Apixaban also reduced the incidence of cardiovascular hospitalizations relative to ASA (HR=0.79,

Cl=0.69, 0.91).

13
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Table 7: Key Efficacy Outcomes in Patients with Atrial Fibrillation in the AVERROES Study

Apixaban ASA
N=2807 N=2791
n (%lyear) n (%lyear)
Stroke or systemic 51 (1.62) 113 (3.63)
embolism*
Stroke
Ischemic or 43 (1.37) 97 (3.11)
undetermined
Hemorrhagic 6 (0.19) 9 (0.28)
Systemic embolism 2 (0.06) 13 (0.41)
Stroke, systemic embolism, 132 (4.21) 197 (6.35)
MI, or vascular death*'
Myocardial infarction 24 (0.76) 28 (0.89)
Vascular Death 84 (2.65) 96 (3.03)
All-cause death*" 111 (3.51) 140 (4.42)

Hazard Ratio

(95% Cl)

0.45 (0.32, 0.62)

0.44 (0.31, 0.63)

0.67 (0.24, 1.88)
0.15 (0.03, 0.68)
0.66 (0.53, 0.83)

0.86 (0.50, 1.48)
0.87 (0.65, 1.17)
0.79 (0.62, 1.02)

P-Value

<0.0001

0.003

0.068

* Assessed by sequential testing strategy designed to control the overall type | error in the trial.

T Secondary endpoint.

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

to multiple endpoints.

Figure 2: Kaplan-Meier Curve Estimate of Time to First Stroke or Systemic Embolism in the

AVERROES study

14
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Bleeding in Patients with Atrial Fibrillation

In the ARISTOTLE and AVERROES studies, the primary safety endpoint was major bleeding,
which was defined as acute 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 (within the corpus of the eye; thus, a conjunctival bleed is not an intraocular
bleed), pericardial, intra-articular, intramuscular with compartment syndrome, retroperitoneal;
bleeding that is fatal. Intracranial hemorrhage included intracerebral (including hemorrhagic

stroke), subarachnoid, and subdural bleeds.

Clinically relevant non-major bleeding (CRNM) was defined as acute clinically overt bleeding that
does not satisfy additional criteria required for the bleeding event to be defined as a major
bleeding event and meets at least one of the following criteria: hospital admission for bleeding;
physician guided medical or surgical treatment for bleeding; change in antithrombotic treatment

(anticoagulant or antiplatelet) therapy.
ARISTOTLE Study: There was a statistically superior reduction in the incidence of ISTH major
bleeding between the apixaban and warfarin treatment groups (see Table 8). There was also a

substantial reduction in the incidence of ISTH major+CRNM and all bleeding.

Table 8: Bleeding Events in Patients with Atrial Fibrillation in the ARISTOTLE Study

15
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Apixaban Warfarin Hazard Ratio p-value
N=9088 N=9052 (95% Cl)

n (%lyear) n (%lyear)

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

* Assessed by sequential testing strategy for superiority designed to control the overall type | error in the trial.
Events associated with each endpoint were counted once per subject but subjects may have contributed events

to multiple endpoints.

Intracranial hemorrhage was reduced >50% with apixaban. GUSTO severe and TIMI major

bleeding were reduced >40% with apixaban. Fatal bleeding was reduced >70% with apixaban.

Treatment discontinuation due to bleeding related adverse reactions occurred in 1.7% and 2.5%

of patients treated with apixaban and warfarin, respectively.

The incidence of ISTH major gastrointestinal bleeds (including upper Gl, lower Gl, and rectal

bleeding) was lower with apixaban (0.76%/year) compared to warfarin (0.86%/year).

The incidence of ISTH major intraocular bleeding was higher with apixaban (0.18%/year)

compared to warfarin (0.13%/year).
AVERROES Study: There was an increase in the incidence of major bleeding between the
apixaban and ASA treatment group, which was not statistically significant (see Table 9). The

frequency of fatal and intracranial bleeding was similar in the 2 treatment groups.

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

Apixaban ASA Hazard Ratio p-value
N=2798 N=2780 (95% Cl)
n (%lyear) n (%lyear)
Major 45 (1.41) 29 (0.92) 1.54 (0.96, 2.45) 0.0716
Fatal 5 (0.16) 5 (0.16)
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Intracranial 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

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

to multiple endpoints.

Treatment discontinuation due to bleeding related adverse reactions occurred in 1.5% and 1.3%

of patients treated with apixaban and ASA, respectively.

Subpopulation Analysis

In the ARISTOTLE study, the results for the primary efficacy endpoint and major bleeding results
were generally consistent across all major subgroups including age, weight, CHADS, score,
warfarin naive status, level of renal impairment, assignment to reduced dose apixaban, and ASA

at randomization (see Figure 3).
Similarly, in the AVERROES study, the results for the primary efficacy endpoint and major
bleeding results were consistent across all major subgroups including age, CHADS, score, level of

renal impairment, and previous VKA use or VKA refusal (see Figure 4).

Notably, the efficacy and safety results for both studies in elderly patients (including those

275 years) were consistent with the overall population.

17



LPD Title: Apixaban

LPD rev no.: 9.3

LPD Date: March 27, 2025

Country: Thailand

Reference CDS date: June 27, 2019

Figure 3: Stroke and Systemic Embolism (A), and Bleeding (B) Hazard Ratios by Baseline

Characteristics - ARISTOTLE
A. Primary Efficacy Outcome: Stroke and Systemic Embolism

No. of No. of Events (% per yr) Hazard Ratio P-value for
Subgroup Patients  Apixaban Warfarin (95% C1) Interaction
All Patients 1820 212(1.27) 265 (1.60) —a—
Prior Warfarin/VKA Status 0.39
Experienced 10401 102 (1.1) 138(1.5 —a—
Naive 7800 110(1.5) 127 (1.8 —
Age 0.12
<65 yrs old 54T 51(1.0) 44 (0.9) =
=65 to <75 yrs old 7052 82(1.3) M2(1.7) —
=75 yrs old 5678 79(1.6) 109 2.2) ——
Gender 0.60
Male 11785 132(1.2) 160 (1.5 —
Female B416 80(1.4) 105(1.8 —=
Weight 0.26
260 kg 1985 34 (2.0) 52 (3.2) —a—
=60 kg 16154 177(1.2) 2214 ——
Type of Atrial Fibrillation 0.70
Permanent/Persistent 15412 191 (1.4) 23517 ——
Paroxysmal 2786 21(0.8) 30(1.1) =
Prior Stroke or TIA 0.1
Yes 3436 73(2.5) 98 (3.2) =
No 14765 139 (1.0 167 (1.2) ——
Diabetes Mellitus 0.M
Yes 4547 57(1.4) 75(1.9) =
No 13654 155(1.2) 190 (1.5 ——
Heart Failure 0.50
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No 12660 142(1.2) 186 (1.6) —a—
CHADS; Score 045
<1 6183 44 (0.7) 51 (0.9) a
=2 6516 74(1.2) 82 (1.4) =
EX 5h02 04 (1.9) 132(2.8) —
Level of Renal Impairment 0.2
Severe or Moderate T 54(2.1) 69 (2.7) -
Mild 7587 87(1.2) 16 (1.7) ——
Normal 7518 70(1.0) 79(1.1) &
Apixaban Dose 0.22
2.5 mg BID or placebo B3 12{1.7) 22 3.3) -
5 mg BID or placebo 17370 200 (1.3) 24301.5 ——
Geographic Region 0.44
North America 4474 42 (1.0) 56 (1.3) =
Latin America 3468 43 (1.4) 52(1.9) -
Europe 7343 75(1.1) 17{1.1) —a
Asia/Pacific 24916 52 (2.0) 80 (3.1) —
Aspirin at Randomization 0.44
Yes 5632 70(1.3) 8419 =
No 12569 142(1.2) g . — et
0.25 0.5 1 2
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B. Major Bleeding

Subgroup

All Patients

Prior Warfarin/VKA Status
Experienced
Naive

Age

<65 yrs old
>65to <75 yrs old
>75yrsold

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

No. of
Patients

18140

10376
7764

5455
7030
5655

11747
6393

1978
16102

15361
2776

3422
14718

4526
13614

5527
12613

6169
6492
5479

3005
7565
7496

826
17314

4463
3460
7313
2904

5608
12532

No. of Events (% per yr)

Apixaban
327 (2.13)

185 (2.1)
142 (2.2)

56 (1.2)
120 (2.0)
151 (3.3)

225 (2.3)
102 (1.9)

36 (2.3)
290 (2.1)

283 (2.2)
44(1.9)

77(238)
250 (2.0)

112(3.0)
215 (1.9)

87 (1.9)
240 (2.2)

76 (1.4)
125 (2.3)
126 (2.9)

73(32)
157 (2.5)
96 (1.5)

20 (3.3)
307 (2.1)

106 (2.8)
60 (2.1)
110(1.7)
51 (2.1)

129 (2.7)
198 (1.9)

Warfarin
462 (3.09)

274 (3.2)
188 (3.0)

72(1.5)
166 (2.8)
224(5.2)

294 (3.0)
168 (3.3)

62 (4.3)
398 (3.0)

402 (3.2)
60 (2.6)

106 (3.9)
356 (2.9)

114 (3.1)
348 (3.1)

137 (3.1)
325 (3.1)

126 (2.3)
163 (3.0)
173 (4.2)

142 (6.4)
199 (3.2)
119(1.8)

37 (6.7)
425(3.0)

137 (3.6)
94 (3.9)
135(2.2)
96 (4.1)

164 (3.7)
298 (2.8)

Hazard Ratio

(95% CI)

th M J ﬂ MLt

P-value for
Interaction

0.50

0.64

0.08

0.22

0.75

0.7

0.003

0.30

0.40
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0.16

0.40
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Apixaban
Better

19



LPD Title: Apixaban

LPD rev no.: 9.3

LPD Date: March 27, 2025

Country: Thailand

Reference CDS date: June 27, 2019

Figure 4: Stroke and Systemic Embolism (A), and Bleeding (B) Hazard Ratios by Baseline

Characteristics - AVERROES

A. Primary Efficacy Outcome: Stroke and Systemic Embolism
No. of Events (% per yr)
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All Patients

Warfarin/ VKA Unsuitable

Demonstrated
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Yes
No
Diabetes Mellitus
Yes
No
Heart Failure
Yes
No
CHADS, Score
<1
=2
=

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

Asia/Pacific
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5508
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1987
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B. Major Bleeding

No. of No. of Events (% per yr) Hazard Ratio P-value for
Subgroup Patients  Apixaban ASA (95% ClI) Interaction
All Patients 5578 45 (1.41) 29(0.92) ——
Warfarin/VKA Unsuitable 097
Demonstrated 2207 3 (1.8) 15(1.2) N
Expected 3371 22 (1.1) 14(0.7) —t—
Age >0.99
<65 yrs old 1717 8(0.8) 5(0.5) =
>65 to <75 yrs old 1979 11(0.9) 6(0.6) .
275 yrs old 1882 26 (2.7) 18(1.7) -+—
Gender 0.59
Male 3269 27 (1.4) T 9(1.0) —T—
Female 2309 18 (1.4) 10(0.8) O B a—
Weight 0.55
<60 kg 876 9(1.9 4(0.9) =
>60 kg 4701 36 (1.3) 25(0.9) +——
Prior Stroke or TIA 0.15
Yes 763 15 (3.6) 5(1.2) =
No 4815 30(1.1) 24 (0.9) —T
Diabetes Mellitus 0.93
Yes 1092 10(1.7) 7(1.1) =
No 4486 35(1.4) 22(0.9) ——
Heart Failure 0.13
Yes 1803 13(1.2) 13(1.3) —_——
No 3775 32(1.5) 16 (0.8) . —
CHADS; Score 0.39
<1 2133 7 (0.6) 4(0.3) .
=2 1967 15(1.3) 13(1.2) B
>3 1478 23 (3.0) 12 (1.4) ——
Level of Renal Impairment 0.25
Severe or Moderate 1080 20 (3.5) 9(1.6) —————
Mild 2140 12 (1.0) 13(1.1) —
Normal 1872 8(0.7) 4(0.4) -
Apixaban Dose 0.34
2.5 mg BID or placebo 360 8 (4.5) 3(1.6) = >
5 mg BID or placebo 5218 37(1.2) 26 (0.9) -
Geographic Region 0.54
North America 800 9(1.8) 5(1.0) =
Latin America 1184 9(1.4) 5(0.8) .
Europe 2498 20 (1.4) 10(0.7) T
Asia/Pacific 1096 7(1.3) 9(1.6) -
0.25 0.5 1 2 4 8
~ Apixaban ASA "
Better Better

NVAF Patients with ACS and/or undergoing PCI

AUGUSTUS, an open-label, randomized, controlled trial, enrolled 4614 patients with NVAF who
had ACS and/or underwent PCI. Fifty-six percent underwent PCl and 43% developed ACS at
enroliment. All patients received background therapy with a P2Y12 inhibitor prescribed per local

standard of care (90.3% of patients received clopidogrel).

Patients were randomized up to 14 days after the ACS and/or PCI to either apixaban 5 mg twice
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daily (2.5 mg twice daily if two or more of the dose-reduction criteria were met; 4.2% received
lower dose) or VKA (target INR of 2.0 to 3.0) and to either ASA (81 mg once daily) or placebo.
The mean age was 69.9 years, the median CHA2DS2 VASc score was 4.0, and the median

HASBLED score was 2.0.

The primary safety endpoint was ISTH major or CRNM bleeding. The secondary efficacy
endpoints were (a) all-cause death or all-cause re-hospitalization and (b) all-cause death or
ischemic events (stroke, myocardial infarction, stent thrombosis, urgent coronary

revascularization). These outcomes were analyzed by a hierarchical testing strategy.

In the apixaban versus VKA comparison, apixaban demonstrated statistically significant superiority
in the primary endpoint of adjudicated ISTH major or CRNM bleeding at month 6 [HR=0.69, 95%
Cl: 0.58, 0.82; 2-sided p<0.0001]. See Table 10 for results of the primary safety and secondary

efficacy outcomes for the apixaban vs VKA comparison.

Table 10: Results in the AUGUSTUS study - Apixaban vs VKA

Apixaban VKA Hazard Ratio Two-sided
(95% CI) P Value

ISTH major or CRNM bleeding
N 2290 2259 0.69 (0.58-0.82) <0.0001
No. of patients with event (%) 241 (10.5) 332 (14.7)

Event rate per 100 patient-yr 24.7 35.8

Death or re-hospitalization
N 2306 2308 0.84 (0.75-0.94) 0.003
No. of patients with event (%) 541 (23.5) 632 (27.4)

Event rate per 100 patient-yr 57.2 69.2

Death or ischemic event

N 2306 2308 0.92 (0.75-1.13) 0.437*
No. of patients with event (%) 170 (7.4) 182 (7.9)
Event rate per 100 patient-yr 15.9 17.2

All subjects received a P2Y12 inhibitor with or without ASA.

*P value was not significant

In the ASA versus placebo comparison, ASA significantly increased the risk of ISTH major or
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CRNM bleeding when added to anticoagulation (either apixaban or VKA) on top of P2Y12
inhibitor. (HR=1.88, two-sided p<0.0001). Specifically, concomitant use of ASA increased the risk
of major or CRNM bleeding in apixaban-treated subjects from 16.4% per year to 33.1% per year

(HR=2.00) and increased the bleeding risk in VKA-treated subjects from 26.1% per year to 48.4%

per year (HR=1.80). See Tables 11 and 12 for results of the primary safety and secondary

efficacy outcomes.

Table 11: Safety Results in the AUGUSTUS Study - ASA vs Placebo

ISTH major or CRNM bleeding ASA Placebo Hazard Ratio | Two-sided
N=2277 N=2279 (95% ClI) P Value
Apixaban or VKA
No. of patients with event (%) 367 (16.2) 204 (9.0) 1.88 (1.58-2.23) <0.0001
Event rate per 100 patient-yr 40.5 21.0
Apixaban*
No. of patients with event (%) 157 (13.7) 83 (7.3) 2.0 (1.5-2.6) -
Event rate per 100 patient-yr 331 16.4
VKA*
No. of patients with event (%) 209 (18.6) 121 (10.8) 1.8 (1.4-2.3) -
Event rate per 100 patient-yr 48.4 261
All subjects received a P2Y12 inhibitor and an anticoagulant (either apixaban or VKA).
* Sub group analysis
Table 12: Efficacy Results in the AUGUSTUS Study - ASA vs Placebo
ASA Placebo Hazard Ratio | Two-sided
N=2307 N=2307 P Value
Death or re-hospitalization
No. of patients with event (%) 604 (26.2) 569 (24.7) 1.07 (0.96-1.20) 0.222*
Event rate per 100 patient-yr 65.7 60.6
Death or ischemic event
No. of patients with event (%) 163 (7.1) 189 (8.2) 0.86 (0.70-1.07) 0.174*
Event rate per 100 patient-yr 15.3 17.7

All subjects received a P2Y12 inhibitor and an anticoagulant (either apixaban or VKA).

* P-value was not significant
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Patients undergoing cardioversion
EMANATE, an open-label, multi-center study, enrolled 1500 patients who were either oral

anticoagulant naive or pre-treated less than 48 hours, and scheduled for cardioversion for NVAF.

Patients were randomized 1:1 to apixaban or to heparin and/or VKA for the prevention of
cardiovascular events. Electrical and/or pharmacologic cardioversion was conducted after at least
5 doses of 5 mg twice daily apixaban [or 2.5 mg twice daily in selected patients (see section
6.1.2)] or at least 2 hours after a 10 mg loading dose [or a 5 mg loading dose in selected patients
(see section 6.1.2)] if earlier cardioversion was required. In the apixaban group, 342 patients
received a loading dose (331 patients received the 10 mg dose and 11 patients received the 5 mg

dose).

There were no strokes (0%) in the apixaban group (n=753) and 6 (0.80%) strokes in the heparin
and/or VKA group (n=747; RR 0, 95% CI 0.0, 0.64) (nominal p-value = 0.0151). All-cause death
occurred in 2 patients (0.27%) in the apixaban group and 1 patient (0.13%) in the heparin and/or

VKA group (RR 1.98, 95% CI 0.19, 54.00). No systemic embolism events were reported.

Major bleeding and CRNM bleeding events occurred in 3 (0.41%) and 11 (1.50%) patients,
respectively, in the apixaban group, compared to 6 (0.83%) and 13 (1.80%) patients in the
heparin and/or VKA group.

This exploratory study showed comparable efficacy and safety between apixaban and heparin

and/or VKA treatment groups in the setting of cardioversion.

4.4.3 Treatment of VTE

The clinical program was designed to demonstrate the efficacy and safety of apixaban for the
treatment of DVT and PE (AMPLIFY), and extended therapy for the prevention of recurrent DVT
and 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 and/or symptomatic PE. All key safety and efficacy endpoints were

adjudicated by an independent blinded committee.
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Table 13: Patient demographic characteristics in the clinical studies

AMPLIFY AMPLIFY-EXT

Randomized patients 5395 2482
Mean age 56.9 56.7

>75 years 14.3% 13.3%
Gender (male) 58.7% 57.4%
Race

White/Caucasian 82.7% 85.3%

Black/African American 3.8% 3.2%

Asian 8.4% 4.8%
Table 14: Patient risk factors for DVT/PE in the clinical studies

AMPLIFY AMPLIFY-EXT

Unprovoked events 89.8% 91.7%
Previous episode of PE or 16.2% n/a*
proximal VTE
Immobilization 6.4% 2.8%
Cancer (active) 2.7% 1.7%
Cancer (history) 9.7% 9.2%
Renal function

Normal CrCL 64.5% 70.1%

CrCL 50 - <80 mL/min 20.3% 21.6%

CrCL 30 - <50 mL/min 5.7% 5.3%

CrCL <30 mL/min 0.5% 0.2%
History of prothrombotic 2.5% 3.8%

genotype

* All patients in AMPLIFY-EXT were required to have a previous episode of PE or proximal VTE in order to enter

the study.

AMPLIFY Study: 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. 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, or
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active bleeding were excluded from the studies. Patients were allowed to enter the study with or

without prior parenteral anticoagulation (up to 48 hours).

For patients randomized to warfarin, the mean percentage of time in therapeutic range (INR

2.0-3.0) was 60.9.

The primary objective of the study was to determine if apixaban was non-inferior to

enoxaparin/warfarin therapy in the combined endpoint of adjudicated recurrent symptomatic VTE

(non-fatal DVT or non-fatal PE) or VTE-related death over 6 months of therapy.

In the study, apixaban was shown to be non-inferior to enoxaparin/warfarin in the combined

endpoint of adjudicated recurrent symptomatic VTE (non-fatal DVT or non-fatal PE) or

VTE-related death (see Table 15).

Table 15: Efficacy Results in the AMPLIFY Study

Apixaban Enoxaparin/Warfarin Relative Risk
N=2609 N=2635 (95% Cl)
n(%) n(%)

VTE or VTE-related death* 59 (2.3) 1(2.7) 0.84 (0.60, 1.18)

DVT 20 (0.7) 3(1.2)

PE 27 (1.0) 3(0.9)

VTE-related death 12 (0.4) 5 (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)
VTE, VTE-related death, or 73 (2.8) 118 (4.5) 0.62 (0.47, 0.83)

major bleeding

* Non-inferior compared to enoxaparin/warfarin (P-value <0.0001)

Figure 5 is a plot of the time from randomization to the occurrence of the first primary efficacy

endpoint event in the two treatment groups in the AMPLIFY study.
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Figure 5: Kaplan-Meier Estimate of Time to First DVT or PE, or VTE-related Death in the
AMPLIFY Study (Intent-to-Treat Population)

0.030

0.0254

0.020

0.015+

0.010

0.005

0,000

T T T T T
0 30 60 90 120 150 180 210 240 270 300

Proportion of Subjects with VTE/WTE—related Death

Number of Subjects at Risk
Apixgban 2691 2606 2!
Eno/War 2704 2609 25

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

heparin use was generally consistent (see Figure 6).
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Figure 6: Recurrent Symptomatic VTE (non-fatal DVT or non-fatal PE) or VTE-related Death

Relative Risk by Baseline Characteristics
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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 16).
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Table 16: Bleeding Results in the AMPLIFY Study

Apixaban Enoxaparin/Warfarin Relative Risk P-value
N=2676 N=2689 (95% CI¥)
n(%) n(%)

Major 15 (0.6) 49 (1.8) 0.31 (0.17, 0.55) <0.0001
CRNM' 103 (3.9) 215 (8.0) 0.48 (0.38, 0.60)
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)

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

to multiple endpoints.

The adjudicated major bleeding and CRNM bleeding at any anatomical site was generally lower in
the apixaban group 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.

During the 6 months of the study, fewer patients were hospitalized in the apixaban group [153

(5.7%)] compared to the warfarin treated patients [190 (7.1%)].

AMPLIFY-EXT Study: 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. Approximately one-third of patients participated in the AMPLIFY

study prior to enrollment in the AMPLIFY-EXT study.

The primary objective of the study was to determine if apixaban was superior to placebo in the
combined endpoint of symptomatic, recurrent VTE (non-fatal DVT or non-fatal PE) or all-cause

death.

In the study, both doses of apixaban were statistically superior to placebo in the primary endpoint

of symptomatic, recurrent VTE or all-cause death (see Table 17).
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Table 17: Efficacy Results in the AMPLIFY-EXT Study

Apixaban Apixaban Placebo Relative Risk (95% CI) P-value
2.5mg 5.0 mg Apix 2.5 Apix 5.0
(N=840) (N=813) (N=829) mg mg
vs. Placebo vs. Placebo
n (%)
Recurrent VTE 19 (2.3) 14 (1.7) 77 (9.3) 0.24 0.19 <0.0001
or all-cause (0.15, 0.40) (0.11, 0.33)
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 VTE 14 (1.7) 14 (1.7) 73 (8.8) 0.19 0.20
or VTE-related (0.11, 0.33)  (0.11, 0.34)
death
Recurrent VTE 14 (1.7) 14 (1.7) 76 (9.2) 0.18 0.19
or CV-related (0.10, 0.32) (0.11, 0.33)
death
Non-fatal DVTT 6 (0.7) 8 (1.0) 53 (6.4) 0.11 0.15
(0.05, 0.26) (0.07, 0.32)
Non-fatal 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)
CV-related 2 (0.2) 3 (0.4) 10 (1.2) 0.20 0.31
death (0.04, 0.90) (0.09, 1.11)

* For patients with more than one event contributing to the composite endpoint, only the first event was reported

(e.g., 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.

Figure 7 is a plot of the time from randomization to the occurrence of the first primary efficacy

endpoint event in the three treatment groups in the AMPLIFY-EXT study.
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Figure 7: Kaplan-Meier Estimate of Time to First DVT or PE, or All-cause Death in the
AMPLIFY-EXT Study (Intent-to-Treat Population)
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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 was similar between the apixaban and placebo groups, 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. The frequency of major +
CRNM bleeding in the apixaban 5 mg twice daily group was not statistically different from the
placebo group. The frequency of CRNM, minor bleeding, and all bleeding in the apixaban 5 mg

twice daily group was statistically different from the placebo group (see Table 18).

Table 18: Bleeding Results in the AMPLIFY-EXT Study

Apixaban Apixaban Placebo Relative Risk (95% CI¥)
2.5mg 5.0 mg Apix 2.5 mg Apix 5.0 mg
(N=840) (N=811) (N=826) 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)
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Table 18: Bleeding Results in the AMPLIFY-EXT Study

Apixaban Apixaban Placebo Relative Risk (95% CI¥)
CRNM' 25 (3.0) 34 (4.2) 19 (2.3) 1.29 1.82
(0.72, 2.33) (1.05, 3.18)
Major + CRNM 27 (3.2) 35 (4.3) 22 (2.7) 1.20 1.62
(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)
Al 94 (11.2) 121 (14.9) 74 (9.0) 1.24 1.65
(0.93, 1.65) (1.26, 2.16)

* Confidence interval.

T CRNM = clinically relevant nonmajor bleeding.

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

to multiple endpoints.

Figure 8 is a plot of the time from randomization to the occurrence of the first major or clinically

relevant non-major bleeding event in the three treatment groups in the AMPLIFY-EXT study.

Figure 8: Kaplan-Meier Estimate of Major/Clinically Relevant Non-major Bleeding During the

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

During the 12 months of the study, fewer patients were hospitalized in the apixaban groups [42
(5%) in the 2.5 mg twice daily group; 34 (4.2%) in the 5 mg twice daily group] compared to the
placebo treated patients [62 (7.5%)].

4.5 Non-clinical safety

Preclinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, fertility and
embryo-fetal development (see section 11). In the offspring of pregnant rats treated with apixaban
there were decreases in mating and fertility. These effects were minimal and observed only at
exposures considered sufficiently in excess of the maximum human exposure indicating little

relevance to clinical use.

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

hip or knee replacement surgery.

5.2 Prevention of stroke and systemic embolism: non-valvular atrial fibrillation

ELIQUIS is indicated to reduce the risk of stroke, systemic embolism, and death in patients with
non-valvular atrial fibrillation with one or more risk factors, including patients unsuitable for
warfarin. Compared to warfarin, ELIQUIS also results in less bleeding, including intracranial

hemorrhage.

5.3 Treatment of VTE
ELIQUIS is indicated for:
® {reatment of deep vein thrombosis (DVT) and pulmonary embolism (PE)

® prevention of recurrent DVT and PE

6. Recommended dose
ELIQUIS can be taken with or without food.

If a dose is missed, the patient should take ELIQUIS immediately and then continue with twice
daily administration as before.
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6.1 Recommended dosage
6.1.1 Prevention of VTE: 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.

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.

6.1.2 Prevention of stroke and systemic embolism: NVAF

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

Age, body weight, serum creatinine: In patients with at least 2 of the following characteristics, age
280 years, body weight <60 kg, or serum creatinine 215 mg/dL (133 micromole/L), the
recommended dose of ELIQUIS is 2.5 mg twice daily.

6.1.3 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.

6.1.4 Prevention of recurrent 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.

6.2 Renal impairment

6.2.1 Prevention of VTE: elective hip or knee replacement surgery

No dose adjustment is necessary in patients with mild, moderate or severe (creatinine clearance
15-29 mL/min) renal impairment (see section 4.3.4). Because there is limited clinical experience
in patients with creatinine clearance <15 mL/min and no data in patients undergoing dialysis,

apixaban is not recommended in these patients (see sections 9.3.1 and 4.3.4).

6.2.2 Prevention of stroke and systemic embolism: NVAF
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No dose adjustment is recommended in patients with creatinine clearance 15 to 29 mL/min,
except as described in section 6.1.2. Because there is no clinical experience in patients with

creatinine clearance <15 mL/min, a dosing recommendation cannot be provided.

There are no data in patients undergoing dialysis, therefore, ELIQUIS is not recommended in

these patients (see section 4.3.4).

6.2.3 Treatment of VTE

No dose adjustment is necessary in patients with mild, moderate, or severe (creatinine clearance
15—29 mL/min) renal impairment (see section 4.3.4). Because there is limited clinical experience
in patients with creatinine clearance <15 mL/min and no data in patients undergoing dialysis,

apixaban is not recommended in these patients (see section 4.3.4).

6.3 Hepatic impairment
ELIQUIS may 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 9.4 and 4.3.5).

ELIQUIS is not recommended in patients with severe hepatic impairment (see sections 9.4 and

4.3.5).

6.4 Body weight
6.4.1 Prevention of VTE: elective hip or knee replacement surgery

No dose adjustment required (see section 4.3).

6.4.2 Prevention of stroke and systemic embolism: NVAF

See section 6.1.2.

6.4.3 Treatment of VTE

No dose adjustment required (see section 4.3).

6.5 Gender

No dose adjustment required (see section 4.3).

6.6 Pediatric and adolescent
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The efficacy and safety of ELIQUIS in children below age 18 have not been established. No data

are available.

6.7 Elderly
6.7.1 Prevention of VTE: elective hip or knee replacement surgery

No dose adjustment required (see section 4.3).

6.7.2 Prevention of stroke and systemic embolism: NVAF

See section 6.1.2.

6.7.3 Treatment of VTE

No dose adjustment required (see section 4.3).

6.8 Converting from or to parenteral anticoagulants
In general, switching treatment from parenteral anticoagulants to ELIQUIS (and vice versa) can be

done at the next scheduled dose.

6.9 Converting from or to warfarin or other vitamin K antagonists (VKA)
When converting patients from warfarin or other VKA therapy to ELIQUIS, discontinue warfarin or

other VKA therapy and start ELIQUIS when the international normalized ratio (INR) is below 2.0.

When converting from ELIQUIS to warfarin or other VKA therapy, continue ELIQUIS for 48 hours

after the first dose of warfarin or other VKA therapy.

6.10 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 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. If surgery or
invasive procedures cannot be delayed, exercise appropriate caution taking into consideration an
increased risk of bleeding. This risk of bleeding should be weighed against the urgency of
intervention. In non-valvular atrial fibrillation patients, 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.
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ELIQUIS can be initiated or continued in NVAF patients who may require cardioversion.

For patients not previously treated with anticoagulants, at least 5 doses of ELIQUIS 5 mg twice
daily [2.5 mg twice daily in patients who qualify for a dose reduction (see section 6.1.2)] should be

given before cardioversion to ensure adequate anticoagulation (see section 4.4.2).

If cardioversion is required before 5 doses of ELIQUIS can be administered, a 10 mg loading
dose should be given, followed by 5 mg twice daily. The dosing regimen should be reduced to a
5 mg loading dose followed by 2.5 mg twice daily if the patient meets the criteria for dose
reduction (see section 6.1.2). The administration of the loading dose should be given at least 2

hours before cardioversion (see section 4.4.2).

Confirmation should be sought prior to cardioversion that the patient has taken ELIQUIS as
prescribed. Decisions on initiation and duration of treatment should take established guideline

recommendations for anticoagulant treatment in patients undergoing cardioversion into account.

6.11 Administration options

For patients who are unable to swallow whole tablets, ELIQUIS tablets may be crushed and
suspended in water, 5% dextrose in water (D5W), or apple juice, or mixed with applesauce and
promptly administered orally (see section 4.3.1). Alternatively, ELIQUIS tablets may be crushed
and suspended in 60 mL of water or D5W and promptly delivered through a nasogastric tube (see

section 4.3.1).

Crushed ELIQUIS tablets are stable in water, DSW, apple juice, and applesauce for up to 4 hours.

7. Mode of administration

Oral administration.

8. Contraindication

- Hypersensitivity to the active substance or to any of the excipients.

- Clinically significant active bleeding.

- Hepatic disease associated with coagulopathy and clinically relevant bleeding risk.

- 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
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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.

- 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 6) or when UFH is
given at doses necessary to maintain an open central venous or arterial catheter (see section

10).

9. Warning and precaution

9.1 Hemorrhage risk

As with other anticoagulants, patients taking ELIQUIS are to be carefully observed for signs of
bleeding. ELIQUIS is recommended to be used with caution in conditions with increased risk of
hemorrhage, such as: congenital or acquired bleeding disorders; active ulcerative gastrointestinal
disease; bacterial endocarditis; thrombocytopenia; platelet disorders; history of hemorrhagic
stroke; severe uncontrolled hypertension; and recent brain, spinal, or ophthalmological surgery.
ELIQUIS is not recommended in patients with hepatic disease associated with coagulopathy and
clinically relevant bleeding risk. ELIQUIS administration should be discontinued if severe

hemorrhage occurs (see section 13).

In the event of hemorrhagic complications, treatment must be discontinued and the source of
bleeding investigated. The initiation of appropriate treatment, e.g., surgical hemostasis or the
transfusion of fresh frozen plasma, should be considered. If life-threatening bleeding cannot be
controlled by the above measures, administration of prothrombin complex concentrates (PCCs) or
recombinant factor Vlla may be considered. Reversal of ELIQUIS pharmacodynamic effects, as
demonstrated by changes in the thrombin generation assay, has been demonstrated after
administration of 4-factor PCCs in healthy subjects. However, there is no clinical experience with
the use of 4-factor PCC products to reverse bleeding in individuals who have received ELIQUIS.
Currently, there is no experience with the use of recombinant factor Vlla in individuals receiving

apixaban.

9.2 Temporary discontinuation of ELIQUIS
Discontinuing anticoagulants, including ELIQUIS, for active bleeding, elective surgery, or invasive
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procedures places patients at an increased risk of thrombosis. Avoid lapses in therapy, and if
anticoagulation with ELIQUIS must be temporarily discontinued for any reason, restart therapy as

soon as possible.

9.3 Renal impairment

9.3.1 Prevention of VTE: elective hip or knee replacement surgery

Because there is limited clinical experience in patients with creatinine clearance <15 mL/min and
no data in patients undergoing dialysis, apixaban is not recommended in these patients (see

sections 6.2.1 and 4.3.4).

9.3.2 Prevention of stroke and systemic embolism: NVAF
There are no data in patients undergoing dialysis, therefore, ELIQUIS is not recommended in

these patients (see sections 4.3.4).

9.3.3 Treatment of VTE
Because there is limited clinical experience in patients with creatinine clearance <15 mL/min and
no data in patients undergoing dialysis, apixaban is not recommended in these patients (see

section 4.3.4).

9.4 Hepatic impairment

ELIQUIS is not recommended in patients with severe hepatic impairment (see section 4.3.5).

ELIQUIS may be used with caution in patients with mild or moderate hepatic impairment (Child

Pugh A or B) (see sections 6.3 and 4.3.5).

9.5 Interaction with strong inhibitors of both cytochrome P450 3A4 (CYP3A4) and P-
glycoprotein (P-gp)

ELIQUIS can be administered with caution in patients receiving concomitant systemic treatment
with strong inhibitors of both Cytochrome P450 3A4 (CYP3A4) and P-glycoprotein (P-gp), such as
azole-antimycotics (e.g., ketoconazole, itraconazole, voriconazole and posaconazole), HIV
protease inhibitors (e.g., ritonavir). These medicinal products may increase apixaban exposure by

2-fold) (see section 10).

9.6 Interaction with strong inducers of both CYP3A4 and P-gp
9.6.1 Prevention of VTE: elective hip or knee replacement surgery
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The concomitant use of ELIQUIS with strong CYP3A4 and P-gp inducers (e.g., rifampin,
phenytoin, carbamazepine, phenobarbital or St. John’s Wort) may lead to a ~50% reduction in
apixaban exposure. Use caution when co-administering ELIQUIS with strong inducers of both

CYP3A4 and P-gp (see section 10).

9.6.2 Prevention of stroke and systemic embolism: NVAF

The concomitant use of ELIQUIS with strong CYP3A4 and P-gp inducers (e.g., rifampin,
phenytoin, carbamazepine, phenobarbital or St. John’s Wort) may lead to a ~50% reduction in
apixaban exposure. Use caution when co-administering ELIQUIS with strong inducers of both

CYP3A4 and P-gp (see section 10).

9.6.3 Treatment of VTE

The concomitant use of ELIQUIS with strong CYP3A4 and P-gp inducers (e.g., rifampin,
phenytoin, carbamazepine, phenobarbital or St. John’s Wort) may lead to a ~50% reduction in
apixaban exposure. For the treatment of DVT or PE, ELIQUIS is not recommended in patients
receiving concomitant systemic treatment with strong inducers of both CYP3A4 and P-gp (see
section 10). For prevention of recurrent DVT and PE, use caution when co-administering ELIQUIS

with strong inducers of both CYP3A4 and P-gp (see section 10).

9.7 Interaction with other medicinal products affecting hemostasis

The concomitant use of ELIQUIS with antiplatelet agents increases the risk of bleeding. Care is to
be taken if patients are treated concomitantly with non-steroidal anti-inflammatory drugs (NSAIDs),
including acetylsalicylic acid (ASA). Other platelet aggregation inhibitors or other antithrombotic

agents are not recommended concomitantly with ELIQUIS following surgery (see section 10).

In patients with atrial fibrillation and a condition that warrants 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 (2.3%) use of concomitant dual antiplatelet therapy with

apixaban.

A clinical trial enrolled patients with atrial fibrillation who had acute coronary syndrome (ACS)
and/or underwent percutaneous coronary intervention (PCl) and a planned treatment period with a
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P2Y12 inhibitor, with or without ASA, and oral anticoagulant (either apixaban or VKA) for

6 months. The risk of ISTH (International Society on Thrombosis and Hemostasis) major or
CRNM (Clinically Relevant Non-Major) bleeding was significantly lower in apixaban-treated
subjects (24.7% per year) as compared to VKA-treated subjects (35.8% per year). Concomitant
use of ASA increased the risk of ISTH major or CRNM bleeding from 21.0% per year to 40.5%
per year when added to anticoagulation (either apixaban or VKA) on top of P2Y12 inhibitor.
Specifically, concomitant use of ASA increased the risk of major or CRNM bleeding in apixaban-
treated subjects from 16.4% per year to 33.1% per year and increased the bleeding risk in VKA-

treated subjects from 26.1% per year to 48.4% per year.

In a clinical trial of high-risk post-acute coronary syndrome patients, without atrial fibrillation
characterized by multiple cardiac and non-cardiac comorbidities, who received ASA or the
combination of ASA and clopidogrel, a significant increase in bleeding risk was reported for

apixaban compared to placebo.

9.8 Spinal/epidural anesthesia or puncture

Prevention of VTE: elective hip or knee replacement surgery

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 post-operative use of indwelling
epidural catheters or the concomitant use of medicinal products affecting hemostasis. 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.

9.9 Hip fracture surgery

Prevention of VTE: elective hip or knee replacement surgery

Apixaban has not been studied in clinical trials in patients undergoing hip fracture surgery to
evaluate efficacy and safety in these patients. Therefore, ELIQUIS is not recommended in these
patients.
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9.10 Pediatric use
The efficacy and safety of ELIQUIS in children below age 18 have not been established. No data

are available.

9.11 Effect on ability to drive and to use machines

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

9.12 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.

9.13 Acute PE in hemodynamically unstable patients or patients who require thrombolysis or
pulmonary embolectomy

9.13.1 Treatment of VTE

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.

9.14 Patients with antiphospholipid syndrome

Direct acting oral anticoagulants (DOACSs), including ELIQUIS, are not recommended for patients
with a history of thrombosis who are diagnosed with antiphospholipid syndrome (APS). In
particular for patients who are triple positive (for lupus anticoagulant, anticardiolipin antibodies,
and anti-beta 2-glycoprotein | antibodies), treatment with DOACs could be associated with
increased rates of recurrent thrombotic events compared with vitamin K antagonist therapy. The

efficacy and safety of ELIQUIS in patients with APS have not been established.

10. Interactions with other medicaments

10.1 Effect of other drugs on apixaban

10.1.1 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,,,.. No dose adjustment for apixaban is required with concomitant ketoconazole

therapy, however apixaban should be used with caution in patients receiving concomitant

systemic treatment with azole-antimycotics such as ketoconazole or other strong inhibitors of both
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CYP3A4 and P-gp (see section 9.5).

Active substances that are not considered strong inhibitors of both CYP3A4 and P-gp (e.g.,
diltiazem, naproxen, clarithromycin, amiodarone, verapamil, quinidine) are expected to increase
apixaban plasma concentration to a lesser extent. No dose adjustment for apixaban is required
when co-administered with agents that are not strong inhibitors of both CYP3A4 and P-gp. For
example, diltiazem (360 mg once a day), 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. Clarithromycin (500 mg,
twice a day), an inhibitor of P-gp and a strong inhibitor of CYP3A4, led to a 1.6-fold and 1.4-fold

increase in mean apixaban AUC and C,,.,, respectively.

10.1.2 Inducers of CYP3A4 and P-gp

Co-administration of apixaban with rifampin, 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 for the prevention of VTE following elective hip or knee replacement surgery or for the
prevention of stroke or systemic embolism in non-valvular atrial fibrillation patients, however
strong inducers of both CYP3A4 and P-gp should be co-administered with caution (see sections

9.6.1 and 9.6.2).

For the treatment of DVT and PE, concomitant therapy with strong inducers of both CYP3A4 and
P-gp is not recommended (see section 9.6.3). For the prevention of recurrent DVT and PE, strong

inducers of both CYP3A4 and P-gp should be co-administered with caution (see section 9.6.3).
10.1.3 Anticoagulants, platelet aggregation inhibitors, and NSAIDs
After combined administration of enoxaparin (40 mg single dose) with apixaban (5 mg single

dose), an additive effect on anti-FXa activity was observed.

Pharmacokinetic or pharmacodynamic interactions were not evident in healthy subjects when

apixaban was co-administered with ASA 325 mg once a day.
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Apixaban co-administered with clopidogrel (75 mg once daily) 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 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,,,,, in healthy subjects, 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.

NVAF patients with ACS and/or undergoing PCI can be treated with ELIQUIS in combination with

antiplatelet agents (see section 9.7).

Despite these findings, ELIQUIS should be used with caution when coadministered with NSAIDs,

ASA or P2Y12 inhibitors because these medicinal products typically increase the bleeding risk.

Other agents associated with serious bleeding are not recommended concomitantly with ELIQUIS,
such as: unfractionated heparins and heparin derivatives (including low molecular weight heparins
(LMWH)), FXa inhibiting oligosaccharides (e.g., fondaparinux), direct thrombin Il inhibitors (e.g.,
desirudin), thrombolytic agents, GPIIb/llla receptor antagonists, dipyridamole, dextran,
sulfinpyrazone, vitamin K antagonists, and other oral anticoagulants. It should be noted that
unfractionated heparin can be administered at doses necessary to maintain a patent central

venous or arterial catheter (see section 9.7).

10.1.4 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 drugs together, mean apixaban AUC and C,,,, 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,,,.

10.1.5 Laboratory parameters
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Clotting tests (e.g., PT, INR, and aPTT) are affected as expected by the mechanism of action of
apixaban (see section 4.2). Changes observed in these clotting tests at the expected therapeutic

dose are small and subject to a high degree of variability (see section 4.1).

10.1.6 Pediatric population

Interaction studies have only been performed in adults.

10.2 Effect of apixaban on other drugs

In vitro apixaban studies showed no inhibitory effect on the activity of CYP1A2, CYP2AG6,
CYP2B6, CYP2C8, CYP2C9, CYP2D6 or CYP3A4 (IC50 >45 |LM) and weak inhibitory effect on
the activity of CYP2C19 (IC50 >20 LLM) 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 LLM. Therefore, apixaban is not expected to alter the
metabolic clearance of co-administered 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.

11. Pregnancy and lactation

Pregnancy

There are limited 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.
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Breastfeeding

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
(Crmax @bout 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 directly with apixaban have shown no effect on fertility. However, in the
female offspring of pregnant rats treated with apixaban, there were decreases in mating and

fertility (see section 4.5).

12. Undesirable effects

12.1 Clinical experience

12.1.1 Prevention of VTE: elective hip or knee replacement surgery

The safety of apixaban has been evaluated in one phase Il and three phase Il studies including
5,924 patients exposed to apixaban 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 apixaban 2.5 mg twice daily experienced adverse
reactions. As with other anticoagulants, bleeding may occur during apixaban therapy in the
presence of associated risk factors such as organic lesions liable to bleed. Common adverse
reactions were anemia, hemorrhage, contusion, and nausea. The overall incidences of adverse
reactions of bleeding, anemia and abnormalities of transaminases (e.g., alanine aminotransferase
levels) were numerically lower in patients on apixaban compared to enoxaparin in the phase Il
and phase lll studies in elective hip and knee replacement surgery. The adverse reactions should

be interpreted within the surgical setting.

As with any anticoagulant, 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 post-hemorrhagic anemia. The
signs, symptoms, and severity will vary according to the location and degree or extent of the

bleeding (see sections 9.1 and 4.4).
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Adverse reactions in the one phase Il study and the three phase Il studies are listed in Table 19

by system organ classification (MedDRA) and by frequency.

Table 19: Treatment-emergent adverse reactions in post-surgery orthopedic patients

Common

(21/100 to <1/10)

Uncommon

(21/1,000 to <1/100)

Rare

(21/10,000 to <1/1,000)

Blood and lymphatic system disorders

Anemia (including
postoperative and
hemorrhagic anemia, and
respective laboratory

parameters)

Thrombocytopenia (including

platelet count decreases)

Immune system disorders

Hypersensitivity

Eye disorders

Ocular hemorrhage (including

conjunctival hemorrhage)

Vascular disorders

Hemorrhage (including
hematoma, and vaginal and

urethral hemorrhage)

Hypotension (including

procedural hypotension)

Respiratory, thoracic and mediastinal disorders

Epistaxis

Hemoptysis

Gastrointestinal disorders

Nausea Gastrointestinal hemorrhage Rectal hemorrhage, gingival
(including hematemesis and bleeding
melaena), hematochezia

Hepatobiliary disorders

Transaminases increased
(including alanine
aminotransferase increased
and alanine aminotransferase
abnormal), aspartate

aminotransferase increased,

47



LPD Title: Apixaban

LPD rev no.: 9.3

LPD Date: March 27, 2025

Country: Thailand

Reference CDS date: June 27, 2019

Common

(21/100 to <1/10)

Uncommon

(21/1,000 to <1/100)

Rare

(21/10,000 to <1/1,000)

gamma-glutamyltransferase
increased, liver function test
abnormal, blood alkaline
phosphatase increased, blood

bilirubin increased

Musculoskeletal and connective tissue disorders

Muscle hemorrhage

Renal and urinary disorders

Hematuria (including
respective laboratory

parameters)

Injury, poisoning and procedura

| complications

Contusion

Post procedural hemorrhage
(including post procedural
hematoma, wound
hemorrhage, vessel puncture
site hematoma and catheter
site hemorrhage), wound
secretion, incision site
hemorrhage (including incision

site hematoma), operative

hemorrhage

12.1.2 Prevention of stroke and systemic embolism: NVAF

The safety of apixaban has been evaluated in the ARISTOTLE and AVERROES studies, including

11284 patients exposed to apixaban 5 mg twice daily and 602 patients to 2.5 mg twice daily. The

apixaban exposures were =12 months for 9375 patients and 224 months for 3369 patients in the

two studies. In ARISTOTLE, the mean duration of exposure was 89.2 weeks on apixaban and
87.5 weeks on warfarin; total patient years for exposure was 15534 on apixaban and 15184 on
warfarin. In AVERROES, the mean duration of exposure was approximately 59 weeks in both

treatment groups; total patient years for exposure was 3193 on apixaban and 3150 on ASA.
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The overall discontinuation rate due to adverse reactions was 1.8% for apixaban and 2.6% for
warfarin in the ARISTOTLE study, and was 1.5% for apixaban and 1.3% for ASA in the
AVERROES study. The overall incidence of adverse reactions related to bleeding was numerically
lower in patients on apixaban compared to warfarin in the ARISTOTLE study (24.3% vs 31.0%).
and was similar in patients on apixaban compared to ASA in the AVERROES study (9.6% vs
8.5%).

Adverse reactions in the ARISTOTLE and AVERROES studies are listed in Table 20 by system
organ classification (MedDRA) and by frequency. The frequency assignments in Table 17 are
primarily based on the frequencies observed in the ARISTOTLE study. The adverse reactions

observed in the AVERROES study were consistent with those observed in the ARISTOTLE study.

Table 20: Treatment-emergent adverse reactions in NVAF patients

Common Uncommon Rare

(21/100 to <1/10) (21/1,000 to <1/100) (21/10,000 to <1/1,000)

Immune system disorders

Hypersensitivity (including
drug hypersensitivity such as
skin rash and anaphylactic
reaction such as allergic

edema)

Nervous system disorders

Brain haemorrhage, other
intracranial or intraspinal
haemorrhage (including
subdural haematoma,

subarachnoid haemorrhage,

and spinal haematoma)

Eye disorders

Eye haemorrhage (including

conjunctival haemorrhage)

Vascular disorders

Other haemorrhage, Intra-abdominal haemorrhage

haematoma
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Common

(21/100 to <1/10)

Uncommon

(21/1,000 to <1/100)

Rare

(21/10,000 to <1/1,000)

Respiratory, thoracic and media

stinal disorders

Epistaxis

Haemoptysis

Respiratory tract haemorrhage
(including pulmonary alveolar
haemorrhage, laryngeal
haemorrhage, and pharyngeal

haemorrhage)

Gastrointestinal disorders

Gastrointestinal haemorrhage
(including hematemesis and
melaena), rectal
haemorrhage, gingival

bleeding

Haemorrhoidal haemorrhage,
haematochezia, mouth

haemorrhage

Retroperitoneal haemorrhage

Renal and urinary disorders

Haematuria

Reproductive system and breas

t disorders

Abnormal vaginal
haemorrhage, urogenital

haemorrhage

General disorders and administration site conditions

Application site bleeding

Investigations

Occult blood positive

Injury, poisoning and procedural complications

Contusion

Traumatic haemorrhage, post

procedural haemorrhage,

incision site haemorrhage

12.1.3 Treatment of VTE

The safety of apixaban has been evaluated in the AMPLIFY and AMPLIFY-EXT studies, including

2676 patients exposed to apixaban 10 mg twice daily, 3359 patients exposed to apixaban 5 mg

twice daily, and 840 patients exposed to apixaban 2.5 mg twice daily. The mean duration of

exposure to apixaban was 154 days and to enoxaparin/warfarin was 152 days in the AMPLIFY
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study. The mean duration of exposure to apixaban was approximately 330 days and to placebo

was 312 days in the AMPLIFY-EXT study.

In the AMPLIFY study, adverse reactions related to bleeding occurred in 417 (15.6%) of
apixaban-treated patients compared to 661 (24.6%) of enoxaparin/warfarin-treated patients. The
discontinuation rate due to bleeding events was 0.7% in the apixaban-treated patients compared

to 1.7% in enoxaparin/warfarin-treated patients in the AMPLIFY study.

In the AMPLIFY-EXT study, adverse reactions related to bleeding occurred in 219 (13.3%) of
apixaban-treated patients compared to 72 (8.7%) of placebo-treated patients. The discontinuation
rate due to bleeding events was approximately 1% in the apixaban-treated patients compared to

0.4% in those patients in the placebo group in the AMPLIFY-EXT study.

Common adverse reactions (=1%) were gingival bleeding, epistaxis, contusion, hematuria,

hematoma, and menorrhagia.

Adverse reactions in the AMPLIFY and AMPLIFY-EXT studies are listed in Table 21 by system
organ classification (MedDRA) and by frequency.

Table 21: Treatment-emergent adverse reactions in VTEtx patients

Common Uncommon Rare

(21/100 to <1/10) (21/1,000 to <1/100) (21/10,000 to <1/1,000)

Blood and lymphatic system disorders

Haemorrhagic anaemia,
haemorrhagic diathesis,

spontaneous haematoma

Nervous system disorders

Cerebral haemorrhage,

haemorrhagic stroke

Eye disorders

Conjunctival haemorrhage Eye haemorrhage, retinal
haemorrhage, scleral
haemorrhage, vitreous

haemorrhage
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Table 21: Treatment-emergent adverse reactions in VTEtx patients

Common

(21/100 to <1/10)

Uncommon

(21/1,000 to <1/100)

Rare

(21/10,000 to <1/1,000)

Ear and labyrinth disorders

Ear haemorrhage

Cardiac disorders

Pericardial haemorrhage

Vascular disorders

Haematoma

Haemorrhage,
intra-abdominal haematoma,

shock haemorrhagic

Respiratory, thoracic, and mediastinal disorders

Epistaxis

Haemoptysis

Pulmonary alveolar

haemorrhage

Gastrointestinal disorders

Gingival bleeding

Rectal haemorrhage,
haematochezia, haemorrhoidal
haemorrhage, gastrointestinal

haemorrhage, haematemesis

Melaena, anal haemorrhage,
gastric ulcer haemorrhage,
mouth haemorrhage,
abdominal wall haematoma,
Mallory-Weiss syndrome,
gastric haemorrhage, peptic
ulcer haemorrhage, small

intestine haemorrhage

Skin and subcutaneous tissue disorders

Ecchymosis, skin haemorrhage

Petechiae, purpura,
increased tendency to
bruise, blood blister, skin

ulcer haemorrhage

Musculoskeletal and connective tissue disorders

Muscle haemorrhage

Renal and urinary disorders

Haematuria

Haemorrhage urinary tract

Reproductive system and breast disorders

Menorrhagia

Vaginal haemorrhage,

Menometrorrhagia, uterine
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Table 21: Treatment-emergent adverse reactions in VTEtx patients

Common

(21/100 to <1/10)

Uncommon

(21/1,000 to <1/100)

Rare

(21/10,000 to <1/1,000)

metrorrhagia

haemorrhage, genital
haemorrhage, breast
haematoma,
haematospermia,
postmenopausal

haemorrhage

General disorders and administration site conditions

Injection site haematoma,
vessel puncture site

haematoma

Injection site haemorrhage,

infusion site haematoma

Investigations

Blood urine present, occult

blood positive

Occult blood, red blood cells

urine positive

Injury, poisoning, and procedural

complications

Contusion

Wound haemorrhage, post
procedural haemorrhage,

traumatic haematoma

Periorbital haematoma,
vascular pseudoaneurysm,
subcutaneous haematoma,
procedural haemorrhage,
post procedural haematoma,
post procedural haematuria,
extradural haematoma, renal
haematoma, subdural

haemorrhage

13. Overdose and treatment

There is no antidote to ELIQUIS. Overdose of ELIQUIS may result in a higher risk of bleeding.

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 a day for 7 days or 50 mg once a day for 3 days) had no

clinically relevant adverse effects.
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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.

Hemodialysis is unlikely to be an effective means of managing apixaban overdose (see section

4.3.4).

14. Storage condition

Please see details on the carton.

Store below 30°C.

15. Dosage forms and packaging available
Tablet 2.5 mg: cartons containing Alu-PVC/PVDC blisters of 30 film-coated tablets (3 blisters of 10

film-coated tablets each) or 60 film-coated tablets (6 blisters of 10 film-coated tablets each).

Tablet 5 mg: cartons containing Alu-PVC/PVDC blisters of 20 film-coated tablets (2 blisters of
10 film-coated tablets each), 30 film-coated tablets (3 blisters of 10 film-coated tablets each) or 60

film-coated tablets (6 blisters of 10 film-coated tablets each).

16. Name and address of marketing authorization holder
Pfizer (Thailand) Limited, Bangkok, Thailand

17. Date of revision of package insert
March 27, 2025

NOTE: Rotachrom® is a registered trademark of Diagnostica Stago.

LPD Revision No.: 9.3
LPD Date: March 27, 2025

Country: Thailand
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