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W42 25 %5 -5 % i (Eliquis®

Film-Coated Tablet 2.5 mg, 5 mg)

-5 U NS N

F R RS
R GHHERE-FLET | THEL

Eliquis® Film-Coated S Apixaban

Tablet 2.5 mg, 5 mg

N1 AL EE Y (OR) FaR
FEFFRHETH | SALsEE (R) AP

RS F B 2.5 Mg/ 4~ 5 Mg/ 4

i?ﬁﬁﬁg* F R 3*"‘5"‘1;\;&?E?‘%’Ji:r},ug%%ﬁy%gﬁajﬁiip-»};Iy_—ri,')__;ra}%,ﬁ_,ﬂ

FRHF4 P R B2 PRE - AGTFF 5 ()T F 4%
e dT ek v 3 17 (transient ischemic attack ) 0 (2)+ #2 <
2375 K 0 B)F B (MR 0 2 (B)F k2 s BB
(N HA Class >II)

3
¢

FEREFLTLFER
ENF

e Y AR e!

&
Wi A S RapRopR P F P LTI -
L2 pa2ippz
2. s 3 EFA A FO] A 40%
30 RR LSRR TR R R R RS
Y M N DR
4. #4875 k(5 ) rd
5. EAC AT 65 KT TA KT & H G AR B L RA SR
LEE
6. % # B %A
#E“f iE

Lo 4§ B R
2. 14 xpga P b
3. ek mb6 B MFAKLEY R

4. 3 HAcdin b “ﬁr‘v’ﬂ'i‘l
5. mmﬁLj—“f %t 25 mL/min
6. 2
SRR A SRS () §187
EdE TR BR | IPERELIRTATE
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B FTRTE LJRALAIRTRTE

A TRy oG E WMERSAS () BFREGES

LA (17 » #5 5 AR E O pACRANS
BRI R

S BN

- %% 5 0 Aok ? 2RI rivaroxaban &2 dabigatran 3 ¥5 1 %4 & > @ warfarin
I e 2 %"L\ g TR o

= iEFRPRTR SHER LA -

R A0 R v % ilri(wgfé&—»):

R AR T AR S IE Fp st~ w2z ARISTOTLE {- AVERROES &/ 3#
B0 ME G R pew EeE Aok 11 B B RS S 172 ko & ARISTOTLE
Y (aplxaban B L“ A E A mwarfarln) 4= AVERROES Fé":’@ (apixaban ® £t #
aspirin) enE % &7 > HWEY REAF AR b b & (CHADS, » #=1) AR 5 4o 1
apixaban g 7 ¢ R fr 2 £ M % dovc S T warfarin fe aspirine gt #b o 11 B B Eert fie
E T /]% P 4% i apixaban 4 %] £ dabigatran {- rivaroxaban 4p ¥ sxit el $F
o

1. Apixaban 4~ %] £ dabigatran f- rivaroxaban z_ & 4& ¢ fi e 45

K c i f»‘%rwéﬁi;?éf HEZ 1] HFa RS A7 LgJe » #% & apixaban 4 %]
dabigatran fr' rivaroxaban +* f et F PRy o 11 K 2 ;,;Je AT N TRk RS A & 1Y
ARISTOTLE (apixaban +- # warfarin) ~ RE-LY (dabigatran ** # warfarin) ~ =
ROCKET-AF (rivaroxaban ' g warfarin) #% 5 1 - 3B E&% Y 5 SR ¢ v (3
oA SRR A s R E B e warfarin B OH RIS 03 7 L ROE 2 IRk R
& » ARISTOTLE {- ROCKET-AF #5% 4% & Fp » BEmE> > @ RE-LY #
# = adjusted dose of warfarin ;o 48 42 7' & B 2= i % (open-label ) #75¢ - & 7 45
R v Rk e T o

(1) * B 2>E 4% rapixaban 4~ %%t dabigatran 4- rivaroxaban ¢ #& ¥ & B F L
B oo

(2) *® B : Apixaban 4 %] %+ dabigatran v rivaroxaban ‘t i % ¥ BB F LR o

(B) wv il ARV RES - ReBgor il BEF LR > |2 Rasmussen (2012) 4+

- .»4—4

AT G P b Jp = EF L 17 0 Kom apixaban vt dabigatran 150 mg & F
ot T R b % 0 b st 5 0.39(95% C1:0.16-095) s A Awm g Y Bo=
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%3t/ 5 B & ¢ apixaban 4- dabigatran 150 mg ;5% 48 & e

(4) &~ Jn 07 I B4R s 78 om apixaban & ¥ vt dabigatran 150 mg  # i £
e bk ;1008 PR S % F &2t apixaban 2 dabigatran 110

Mg ;@ 8 3% M %+t JAA 47477 apixaban AF % 1+ rivaroxaban § # i E
T RGBS E LR 2 B PR O~ B R R PR G R A 1T OF BT
apixaban £ rivaroxaban 4p § -°

(5) Ha ¢ B rapixaban 4 %] ¥t dabigatran fv rivaroxaban vt g 5 AT W & AR

FAR -
(6) 27+ ¥ - :apixaban 4 %] 4 dabigatran - rivaroxaban st B i % B ot ' & A
FAR -

Apixaban £ warfarin & #&'* #& - ARISTOTLE #%

ARISTOTLE &% & g8~ /%~ Bp ~ Bmst ~ M warfarin 3 FtgRas R 5 ¢
w(F 7 BN 39 M 1,034 B TR P o TRk Rk kp A a5 & @ % warfarin
A K B A % 18,201 [ R apixaban . (9,120 + ) £ warfarin %= (9,081 + )-
A ERFTIpIEHE I TSR R BT AP HER G LR RF S R BT
1.44 > & apixaban =t #& warfarin &= )72 ¥ 1 > BliE- ot e F T ST
warfarin o =% ;f:ﬂif’f EdeP i 7Ok A E ) 353% 0 I A K ) 16% 0 #F AN
AL AF 5§ 84% -

(1) A &Fredpih @ b & 20 BREHS 5 apixaban e {- warfarin e & 3 2
Fomul i 1.27%F- 1.60% > ~ 47 %+ apixaban £7 % 3t warfarin % > b &t
(hazard ratio, HR) % 0.79 (95% CI: 0.66~0.95) ; i&— # 4 17 &g 7 apixaban
s i warfarin & o

(2) = & Jpoxdpih o 270 F]7 = 4 5 ! apixaban 2 fe warfarin i g 4 o0 w
% 3.52%r 3.94% - apixaban & %t warfarin 23 e = b g o HR 3
0.89 (95% CI: 0.80~0.99) -

(3) =t & Fredp ik o w0 F gl 2 5 apixaban jefe warfarin e chE g 4 54 8
% 0.53%4r 0.61% > HR 5 0.88 (95% CI: 0.66~1.17) -

(4) L &% 2P £ 018 T 2 Capixaban A ¥t warfarin 2§ g <
Me b EHF A FEAE S 213%F 3.09%  HR % 0.69 (95% CI: 0.60~0.80) -

(5) s &F 2Pt &4 N A TRA AR 2E & U5 apixaban e & ¥+t warfarin
EFRENE L ML ATRRAAMAE A ML R EHFL F AL 407%Te
6.01% > HR % 0.68 (95% CI: 0.61~0.75) »

(6) ik Ap M F ¢t apixaban e warfarin a7 XF EFH e ER Y
Bt AT gt Fqpd o e A 2 E 2 ¢ > apixaban 2 warfarin =3
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40 G F B S 2.2% 0 2.6% o

T~ %s)ﬁtiﬁi‘l’
‘v £ < CADTH & = R NICE %%k & 72 p L & L L2 R !

L GRS Rameom ¥ Lt ke B ) Mappil ¥ 23 30 bl
S eAp b = & o

2. FHERUR A IR R TR LR AR £ 4 Fo i kA 3 - BE S
el S =

3. Tk % FSLATRA L FIVROE A P 6 R P Al R 8 ST S TR R
f™ warfarin @ % % 3§ ¥ dden | 7 2 5 (aspirin) Jofk o

4. %‘%?iﬁiﬁ%%lN mgwéﬁﬁﬁ ﬁ’AM¢@ ESRE N TS &
ﬁjﬁ:‘:ﬁ’ﬁi“"b*fﬂ CA R AR S SR mr%»r%t 2 ek warfarin ¢ f¢
i /fs]ﬁ“ﬁ*«#'ﬁi*ffﬂ* WA ER A PB BRL R

f=q

N = A3 !

P HRE- PE* AR S 2+ Ao 247 5% iRk |, 114 & & (life
years> i i LYs) 2 5B 2 & F i 4 # (quality-adjusted life-years > f§ £ QALYs)
BRRdp R e AR A T BV AHA CRBREW 52 F) UHRUR A R 2 kR R
%5:}%: FA O BEEEAAY NNEEFRFEFITR TN SR APH T E - B
LA N LR B ehufs A % ¥ % o g apixaban 10mg (& = 5mg - % p & =t )~ warfarin »
dabigatran 110 mg £ dabigatran 150 mg o & F A #H > =4 477 > 4p > warfarin >
apixaban 7 ICER & %) % 40,000 # £/QALY - % ® i L 08 7 A HEF T K
PR R RS AR AT A ] T TR i R AR e
HESFTEF ERTOSERRE WD RE RS xi FRELw m2 3 i & 3 T e
Wil 5 e

7o R i

G AR RIS B B A S~ iR T £ & RE Y 92700 § A5 8.10

AR A REIEE P 5008 3 150 AR o BB Y S ILE R A AT

ﬁ@c,mﬁgﬁ&%ﬁﬂﬁﬁ%4&\@mwﬁ%igfﬁ¢%%ﬂ%ia&iﬂ%
P BT R BRI R ‘B‘.fpfhmﬁ‘ 7 & ~ ¥ "% dabigatran eh& p %
7 > Bl apixaban e B Z F A 2,900 F 73] 8.66 G B o 7 F Kk ehif B R K & 700
D223 kAR A FEE Y > apixaban ¥ keip E &8 2 & JR p >t apixaban gF

p % % % > dabigatran £ rivaroxaban -
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o AIARFEFEADDEFRERLPES (FTE) ZRTH
~ FE 55 & 1 545 2 545 3
# &% % | Eliquis® Pradaxa Xarelto Coumadin Tablets
Film-Coated Tablet | Capsules 110 Film-Coated % 1mg, 2.5 mg,
2.5mg, 5 mg g, 150 mg Tablets 15 mg, 20 5mg, 10 mg
g
1 = 4/ | apixaban dabigatran etexilate | rivaroxaban warfarin
7 E 2.5 mg/5 mg 1 6.83mg/172.95 | 15 mg/20 mg 1 mg/2.5 mg/ 5 mg/
mg 10 mg
wA e | wrmig % BEA L LRI | TR RIE R PENTFEETS
% %
WHO/A | BO1AF02 BO1AEO7 BO1AF01 BO1AA03
TC %5
R A RS i = e Il et = e N S I MR A S R S N A BT
e | wsgagdpl | fapbplad | s A EE S H AP
@Rk (2P TIA-0R [P REarig | (non-valvularatrial | 7o 0 R

I R e R
27 hE>EMR
B ERTFF e
GRECOL I el b
IR GR A ERR T
1% (transient
ischemic attack ) »
Qe s x
75 % > (3)F o
L OLY R
(5)F gk 2o %
#  (NYHA Class
=1l)-

E o

fibrillation) * 5
TR - B
FlFH*ApmE o
IE v R E >IN
1> % (systemic
embolism) - & *& ¥
F 4o Low R FE
B B EdL K0
TSR R
o BEL R b
e AF RT3
i®(transient
ischemic attack) -
2. iR
i F JEAR T
IRFEI R A E TR

¥
1‘1 ’;Qr TR R n
-

oo 23EB &SR
Flo % AR £
[2¢ T e o BRI
sldzz o g
:}ﬁ—_o

Ry RE o
(RS CAI I = 1.9 % 3 zhaspagid | 10h a0 &
o < SRR AIEE R | LR g
:&’Eﬁ??"j‘g—r;d (I‘ = "’]Jl’,ﬁtl}‘_;

itz —

(E0)- B Seqap N
PEPRE
(2) 2w F b A
& 40% o
(3)F stk 2 B

FB kW kb

- ) Rk B4
B Y
e ﬁ%ﬁ%ﬁ?ﬁ ’
iE I B S 2 #%
<R EE

(VTE)> *2#* 10 mg
R U
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PR AR E S S
VL

(4)# 8 75 % (7)

I,{_l— o

(5) 8 4 > 65 K&
ITAKE B

B~ B R

TR B IR o
245 E B
(W RE
o BRI ;)F‘; B
(2)14 = psE 2 d
b o

)i Zx = 6B ?
row A BT ¥R oo
(4) P i‘g drdi g
W trE IR o
ﬁﬁmmﬁL¢%“
A1+%% 30 mL/min -
(6)i B 1 3F 5§
,@‘E’r o

L3R & L
fSipf B %5
¥ AIRBE L
RIS iof 0 e b
2 iF 1 (102/2/1)
(D52 5 i
2o R B )ﬁ 4
/p, 5 I}%Fﬁgﬁ‘ Gl
PG e N s )
%ﬁﬁ)f@&:
(2)s#F g5
¥ & (\enous
ultrasonography ) ~
HFRER
(Venography ) &
o ¢ D-dimer #
Bl BET R R
R R
2,250 S 5 R
EoA 28 5 A
15mg 2 20mg 4z_
AR ET IR
-1- Z_—
WF 50
PO RE
DEREE SR
Fo] 3 40% o
(3)F Ak 2 w5
B ek ow ke
SR € F B
FIAAN S M O
0
(4)# & 75 % (7)
0
(5) & &= /i ++ 65 &
I Tk LES
(USRS 2
TR IR
(6)2 7% fh3k -
IR SR
Egggr»:;—_};;‘j_‘ﬁ ;?3 o
n14 = pg4avd
Roo
Myc %k 6 3"
[ Ay 3 A
IVH 54 s b
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F’f"‘r‘g‘/‘ﬂ o
V Hmﬁ/ﬁ_ ﬁq'_/:t- uz]; a8
30 mL/min -
VI & 25555 fe i
5o
l l
25mg: 3.21 ~
5.0mg : 4.98 ~
10mg : 8.9 ~
FHE | ERHE D E A | ERBMELF AT | RIS | A AR R B ER
®OAE | X EXvr RS PR 110 ~150 mg- - (CrCl) >50 A ¥R AT R
2% Imge Ao LA mUmin e o2 | R o ik PT/NR &
HEy TrE24 | b “ﬁ—'ﬁiﬁ% AR | GRBE S CIRE A | dpom A —‘35&&:@5
«f‘jff’i_mﬁ‘%‘ 1 iER | AF A v PR 110 1155320 | % » /iii:f[;‘a A e
HE L25mgEFEpP [mgy - XA =X o Er-gxeo vl | () HASF R
S Brig 3 (CrCl) 4| # 5t & ** PT/INR
- E# =80 & *+ 30 2 50 mL/min | SEHp B dhup X o i
«fE <60 27 Fé“m?ﬁ‘,;f v AEIRE | B ME|E B AR
< FVCRR R R THELIXI0E 5 | 2> 4HEL F P
=1.5 mg/dL 155 o 2mg X 5mg P 4>
& p & HE L @ * > ¥ ix PT/INR
20 mg - BIEEDERE o
aFERE ¢§£?§
A rl&Ep 2mg I
10 mg & & ¥ ¥ &
R m,..a:#?r 3T
% o
}%%i & BB =X o & P =X e —EB——:’KO /:fr»lrv}%‘l'—r—l‘
FHer > Ik
INR & % it 74|
EBE-
/’«' E?T‘TV‘ - i - s~ A — A o
A_;.v.}/i?i B _g.E]AT»!-z.'?’lOZmo —4B47"%'%|d’98fu0 Bz#-%,""]498
= F' L o
B4 R RS G i7Y)
L P PR v
(head-to-head comparison )
LR R v v

(indirect comparison )

L SR
ﬁ’»?m&mﬁ'

i r g

&é*ﬂ\

TRk e R 4 3 1 R e
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2o AERFRPEFREERZ S HER

% i BoAT %

CADTH/pCODR AK®102 & 3% 20 F ﬁzﬁng apixaban #* ** CHADS; » #&=1-

(4c £ +) 2o warfarin ja o B ) A P s s S BRI
Aiﬁﬁé&ﬁiﬁw&%o

PBAC (&) NH 102 £ 3 RN ERE LA LR

(authority required-streamlined ) 2= ;% jz % apixaban i 3 fe &
b SEANIE T N v Gy BN R R R 2 I
P Rk o& _}_-ﬁz,]v}e};:%7 CARE I Y- i_ﬁ/,k%s}i%m}lxﬁr‘]_*
CAE I .%4“&(#.&?4’ Zﬁgﬂ‘ﬂn)\fr’%‘rﬁ*”mﬁ»j‘_’?]t\

e A g A PR R 2 B8 =TS K3 B R
4 WP 5 5. R Be/& 2w 3 S A 5 <35% o

NICE (# &) NP 102 & 2 7 a2 fcdt apixaban fLi e B ARG 5
B e ?i”?lﬁﬁ%ﬂ4%&ﬁﬁﬂﬁﬁibﬁ&§¢
R EE o BTG 4R 1L g G ¢ b mAETMRA S B T
2. BT A 33 F B A B 55 A BB

tx ! CADTH % Canadian Agency for Drugs and Technologies in Health 4 £ « & 5.2 E;ﬁ:fgr PR D

pCODR & pan-Canadian Oncology Drug Review 4t £ + %8 % 1 & | 3% fp S chig R 3¢ 2010 # =
22 % CADTH ch& (v > 2 & § F3 G AT B ES Difph BIRE = *2cf

PBAC % Pharmaceutical Benefits Advisory Committee % &% 53 £ R ¢ SRR
NICE % National Institute for Health and Care Excellence B 5 B T e 3 5 4557 7 e ihidgg o
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(¢ st W2 25 £3 5 EL ) FRPHTREL

FLEBRL MR AFELLRY cFEPH TR
L pd AFE1I02£ 117 20 p
i g ;.L & PR R B F R LR R IR 0 B AT fé\%‘r%ﬁ GRS S

o IR G LR TR AR S F o e A Rk B ARAL o B L
%z@?ﬁwﬁ@@ﬁﬁﬁﬁﬁ%m"\’%%§g%%ﬁ¢ﬁ%£*+@ﬁ
FoaZr-LE Bp .2 ‘-4¢7fi§'l“*fﬁ%51%‘7fi#i’lilp+## » A B2 A ?5%%’?%
Bokd o (NTHAELKY ) R FLARTIINE 0 HNERE v HFL AR
&R e ('1T AR ) i 2 %‘T%-)%‘ii#iffd?eiﬁ’% o e r it
Fd RSt RA2BP AN XK B EARTRFL u’rﬁ;ﬂ\zﬂ:%)’ [
RARE REFAFRLABL 5Y 0 SRR R OB o cHdp L BhT A &
ZAIPPHHEIRESLLH R PR AR

ﬁﬁ%ﬁﬁ@ﬂﬂtﬁ%ﬂﬁﬂ%m%%ﬁ%é&%ﬁfﬁ%é%&ﬁa
EH R AR RS R TR SR U TR R H G AN
%%@m?@ RBARA o T AL L TRR RS TSR AE RS hE
R R EIHEEE T 2N SR SE RT3 VS SO R R
% o

- S BRISRRR

5 gk e #s (atrial fibrillation, AF) 2 §z2k < =73 5 T PR RenffAE[1] -
- dm g g A R Fldes ;_E'_%«ﬂw*ﬁ B o ¥ E R AR > B A ‘Z,T*{rg o pt ¢}
R oo B F AR (FRBVRA R FRCR AL SRR E ) LR %@
PR § G AR F A [2-4] 0 0 20w 5 N A RINEA R A RB PR F AR S
oS peE iR - A P EE i EcE 4483 E 240-320 ¢ 0 B iR 5 R F—,m:t"*
s g 2MPECF RCFEFREIIT N FESF L4 160
BEVEERAEF O HOFPREL S EI A CFILN T R R ;‘ﬁ‘
P AT A MR m S s wEs PE IR G S R IR R 0 2 R
3 EPEAAIR [4,5] RIpARFLIGIINSF 2007 £ 1 2011 & > i
l%‘ﬁ Tf}%‘ St & 4F > Aot ICD-9-CM 2 %745 427 (wHRME & &7 &) b § b &
;; 78,557 80k HEdLF MY o K 2% A e 50%][6] - Lee £ 4 A 47 1997
32002 £ ARFRFEETHEY NP e AF A rm;gﬂ AAEE > o Tias
# 5 738 & > 553% 5 9 dus 4 o NEep¥r s AF dup L 1997 £ 10 § 4}
OL » H4: 7 2002 & % 10 § * 3 150 ¢ ZECLAF ;¥ L5 & f2dk i oo
T~ S RIRCR s~ B B~ dha b R [7]

\*“

T
g

-._l
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P cho e B R &G o ROR TR 4 R T2 B e KRS
(congestive heart failure) » @ — 45 4 f & o i peape ™ > 4 € BpFER
E’«‘W«’l&i"u%%%o £ Hd AR £ 2§ s ;kﬁﬁul,& s BEE T s %

PHF LR P RRBECSE A PSS RERXEPERE
(systemlc embolism) = # B (stroke) # 2 [5]c &5 - B ® b T4 FTALE T -
LTS e MY R R PRI Ga G g (e 4 ¢ 0 16.5%k 4 8§ AR 2
[8]°AF 1460 o A ob - R R A o B RE A R ARRRPE
RAFLRF O] F o S RAFR R AF LI RS 2P E L - B
R

ek i F @ * CHADS, £ £ & CHA,DS,-VASc # 4 =% AF }}% Aoga
Boenh th oo T0F A P e B %ﬁ“?zi—ﬁ\mlﬁ% o C-H-A-D-S &~ %] % £ # 5 Mg
% 8 (congestive heart failure )~ % = /& (hypertension )~ # # 75 #& ( z ) 2+ (age
>75 years ) ¥ P (diabetes) 4r* h T (prior stroke or transient ischemia
attack) > 7 ¥ Rk ‘)ﬁs{ﬂﬁ?lZ/w\ s Hep 438 L b1 A o 0 0L ME%E1
A;ﬂ&&%ﬁ’ZQ(g)UFE B b & 12[4, 10, 11] o JATIRAE b b i 2T

£ 4 CHA,DS-VASC £t CHADS, At » #ps 4 £ 5 75 f (3 ) 11 d
1meca 20 0 Frfiten § R A (vascular disease ) ~ # #2 4 3t 65 7| 74 g frd 5]
%~ 4+ (sex category: female sex) = B &' %]+ 5 ¥ h i (previous stroke,
transient ischemia attack, or systemic embolism) &2 ## 75 % (3 ) ~+ £i & ¥
BB G FF 0 EL 24 @iwu%%%(*iuzﬁﬁﬂﬁ%ﬁ#%iwi%
M5 LVEF<40%) ~ % o B ~ Ao ~ ~ 1~ E46 430 65 3] 74 e B A
(T~ ¥ E PR~ A E ke ) AFRAAPM L2 £ oY b G T
+ 35 145 CHADS-VASC & £ 344 0 & £ 7 M &1 4 27 BR G
24 (7)) M2 P53k w11, 12] -

@ fugn WA A PR e E D e BEE o Bded 4 g I (intracerebral
hemorrhage ) - §&/& % * el w b *%4 3% 2 HAS-BLED & % » HAS-BLED 4 %] &
# % x & (hypertension )~ ¥ # it foi%# v £ % (abnormal renal/liver function )
® b (stroke)~ i ¥ (bleeding) ~ # & T R "% % i o pFAF L & (labile
INRs) ~ + =+ 65 g+ & 4 (elderly) ~ PR * Fim -] {7 ~ 47 FIfE & 85 &7
## (drugs or alcohol ) - Tt EFHRBEFfFH R BN L PR B
zﬁﬁ%#éﬁLlA’ﬂ%MJaéﬁlé‘mﬁﬁﬁa94>«%¢34‘(§)HJ%7

oo tos i B REEREE [11,12] -

Tkt o e SRAFR OB L > L 2H FThRH A SRR F A SR
Flrgpk s B A RIoY A RGN BRI RN kR ¥ F 1L
SRS EF BESIEFF AL REY R [59] BT RIS RE L
L | 5% & Fr4) 3 (oral antiplatelet agents ) » 4of® £77- & (aspirin) » 12 % FuiE
= A (oral anticoagulants, OACs) » 4rfa 4 % K $&#u#| (warfarin) » izat & 5.2
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Lifppp &Pl BRE AR R RGN R REE TR B AR
4 [9] - & * + - aspirin 3@ TR ER T > A2 I e foifp o warfarin
feF f BB €5 2308 5 n k& E % 1345 INR (international normalized
ratio ) fﬁ?”ﬁ’—ﬁ”ﬁ'ﬁ*’#l P27 3BF FRRFEFAAE > F L TFEE
EAE AR ARES N AP AT B E R AT v RPuE L B i iE
HHp e drsie 57 8- Eae T3 o 4pfi3t warfarin » % A v PR B E G
AesrP X R EHE FE AT RIERE[13] P w A7A v PRy S A (novel
oral anticoagulants, NOACs )i & % 4 2 2 * %> % 1af 5 & #58 s fedr4]#H|(direct
thrombin inhibitors ) » 4 dabigatran etexilate (BO1AEQ7) ®; % 2 %F 5 2 it x ¥
<+ Xa Fr+#41# (direct factor Xa inhibitors ) 4 nvaroxaban(BOlAFOl)afr apixaban

( BOLAF02) °[1, 13, 14] -
Tk &Rt
o

2012 £ 5 7 LY R g aF (FuY b £ TS PFipdp sl b E A

) 1 51433% CHADS,-VASC ¥ B b "7 & % 644 AF I oS 13 He

Mok = 23 0 F PF4p) CCS ip 3l ~ ACCF/AHA/HRS g 51122 NICE 4551 > £+
A7) v PR e A (NOACS) ™ #& 41 3 Bhaz 3k [1] -

1. #»oedgi 4 (paroxysmal ) & 3 4 1+ (persistent) AF &iﬁ R W
RER%  LEKREMER AR BERETHRG 2 (CrCIb < 15
mL/min) &3+ it B ¥ JF," »dabigatran #_warfarin z_#t > 43 F ¢ B B4 F o
¥ - i3 »xaguE# (Class |, Level of Evidence BY) -

2. KRR Y v RIS AL AF BF 0 P EEARTH A 2(CrCl < 30
mL/min)—jgz » 48 & L 2 * dabigatran 150 mg bid ( Class I, Level of evidence
B); m#&% 75k~ ¢ R¥#i2 2> (CrCl: 30-50 mL/min) ~ 2% & § 7
% i 5:;’LJI§5Q 2 544 R “éﬁj?, » 1224 1 * dabigatran 110 mg bid (Class I,
Level of evidence C) -

3. “#73 & fi¢ * dabigatran mé,ﬁ R F I T RIT A LEEAFEHE

(P b ' 15 Bipdpil tw S8 A¥E) 5517 FERE > LACCP2
CCS 2012 A74x cnAFfis frinfirdp 51 ¢ R E AT v RS B TR 3# 5%
ko FRNGEFCRRY v IRFURE A RFRETH A 2P BAER

iz * dabigatran ~ rivaroxaban z* apixaban (- £ % /87s) °

TR p SATC AR -

® CrCl : Creatinine Clearance mf&ﬁi—i“ﬁz

¢ =358 & class | ALk & /rz%‘ﬂ* 'Baa;alz S¥wme L F classll FAE S n R EEE G L
RE[EL LAY BB EEL AT ’3%\ SRR BAERTRA R ERE 5B TEE R
N T e N ;Lgﬁﬁ;&sp T EBRELCTE REBLA [13]
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%= 1395 CHA,DS-VASCscore # AF g5 4 i# * Fis fadl2 23k
(#grp (67 b B F5 Picdpsl © o S aps) £ 4A-1B)

AF & T 4 3 Ak G % B
— - o
&A% EE (2r1) Asplr; (81-325mg/d) & Class |
e g
. . | Aspirin (81-325mg/d ) & ©
- Z ¥
4 <65 & ’ (f;ﬁl’; &A1 gzt 4 (INR Class |
= 2.0-3.0)
3 2 N S
- B A F | v opRfuste &) (INR
3 Grl) 2.0-3.0) Class |
Aspirin (81-325 mg/d ) & v
EEY%TFF (21) PRy A (INR Class |
&4 65 & -74 A 2.0-3.0)
2 FON . v s
§o- Bt g F | v R4 A (INR
3 (1) 2.0-3.0) Class |
PEr—— - - a
. : joEY & e & ¥+ | v PRFuE s B (INR
)
# >75 K& (s 1) 2.03.0) Class |
r U .0-3.
430 b & TIA BB fo*;’?; ONR2030 1 gpss
E

L AT EFRO RN Lo RN A S <35% - B Bm L BB &L E A
(e~ %l FABE L E B )02 NI ERER I class | AR A SR E G #E
WEIRE Yo LE  EREEE A TRERKRL LB TEE FEHK[L]

% B ACC/AHA/HRS - 2011 #

2011 & ACC/AHA/HRS"# 4 317 AF 5 4 5 4 5 Bt fr g s oz ok > 2
#oh & 5 class I°4 40 [16]

1 ez fgagpds (IoneAF) f ¢ &5 # L mF  ERTH AF
ABERRESRNERS A L RERE @HREs AN

2. EHf RUARGA R AN R BN BHR G APER R R E
Fte S R (IR E A

3. rid A KRBl T2 G A T RM2 AR e 29 b B B G 4
R T ORI e AT B R FRAED P RS
INR 2 5 32 @ 5 ig42 973 eh b '& Ldp AF B4 5 & 2R ER
¢ (dod b~ R aA o B T S 2R E ok BEMRER R (R

3
=)

¢ ACC: American College of Cardiology » % F~ RE 1 ; AHA: American Heart Association > # &
%8s ¢ 5 HRS: Heart Rhythm Society @ % Bw 5 5 ¢ o

® Class I: Conditions for which there is evidence and/or general agreement that a given
procedure/therapy is beneficial, useful, and effective. [5]

" Level of Evidence A: Data derived from multiple randomized clinical trials or meta-analyses. [5]
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BEBHA)-

4, —;TllI?'lFt‘)iJi“ﬁ”]—a- iR K FRELE T L PuE D in
TR Kﬁr_]*G#L‘&&?S;&(z)HL‘rgm@"ui‘»z%\'miﬂ(
HEeh A HER (BT A < 35% g A < 25%) folb o (i % s
A) -

5. A dpiok® o 20 EFT R INR & 5 Al MRS o BEFE YT
#] INR & (;%_#gi B A) o

6. ™A Kﬁlf‘% 2 F v RFURL B GE Y 0 EkF X JR® aspirin 81-325

¥u (pﬂ_%fﬁ,&A)°

7. RT3 AIBERRL AR B A 0 B4R A D R TR ) T R
S /r)%‘é%rrmlNR B EasF AT S 25 (RS 5B)-

8. ¥t s Rwi(atrial flutter)sis 4 > 23R Ar AF i % — B4 £ Fid i
B (FHpE5C)e

ST R A (permanent) AF i A T E P R B 2 B MR E R R BT
.J:%z _El,‘*ﬁ AL SERTEIC e A B g & &R TR 1]% BeE T % ::(CrCl <15
mL/min) & & 2 55505 (E_’x—?‘«&«&{& FiRdp ) E2&V @& * dabigatran 1% 3
warfarin ( dabigatran is useful as an alternative to warfarin) Fgf# ¢ b 2 > £ & {344
g2y - JapiER (FR% A class | IR E &G Bg) [17] -

& ESC > 2012 &

2012 & g+ < 5KE ¢ (European Society of Cardiology, ESC) 4+ #f #5013
o % MR o 4 R % AT Al T R FE & & (NOACS) B A TR B s
(thromboembolism) &uE & F P 4o~ [18] :

1 #PEkie ® OAC ipdfi ch2Eipiid o 5 B g yg é (non-valvular AF)
A FFlAEEFFURL o FIEL - F A 2 3 K Bmal v s Ak
=X INRTRIEFZ R EAF2d 2 K&Ea (2 INREAL2 D
32 ) ML m@miz* Ninhp b o RERa - ENOAC, ¢ 1 &
# o frdrd)& (dabigatran) 2 & € F]5 Xa #r4)4& (rivaroxaban ~
apixaban) - (Class I, Level of evidence B) -

2. ANTREEE o FJER R Y OAC /s ehx N 2hrmpird v L gl
Foom 4 B K - 48 NOAC » ¢ 45 B 458 a fiF 3 ) A
(dabigatran ) &% ® 4% & F]5 Xa Fr#]# (rivaroxaban ~ apixaban )- (Class
I1a, Level of evidence A) -

3. ™ dabigatran ¥ > < $% 55 4 hdabigatran & £ &4 150 mg # X 2 =%

—

9 Class I: Benefit>>>Risk, procedure/treatment should be performed/administered.
Level B: Limited populations evaluated. Data derived from a single randomized trial or
nonrandomized studies.[17]
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SRAYE1I0mMg# X 20 =80 e E A PR Y B33
(T % (& 7. (e verapamil )~ 15 & b *%& 1 (HAS-BLED=3)~ ¥ & %
5 A }_—"ﬂ‘ (CrClI 30-49 mL/min) - (Class lla, Level of evidence B) -

4. ™ rivaroxaban pF o % 3805 4 drivaroxaban # € 4 20 mg -+ 1

s REAYE 15mgF X 1=k i 3 b %1 (HAS-BLED=3) -
P RT3 24 (CrCl 30-49 mL/min) - (Class lla, Level of evidence
C)-

5 mAATRLERTE- 8 NOAC in Rl PF o e el 4 Zinf o is ¥ R
i Ha (CCH > §F 1# 1=t 3P RE#H a2 \J‘(%ﬁﬁ*ﬁ?$
Bz 5 > & EFgk CrCl eh=t#ic/:% 2 2 3 = - (Class lla, Level of
evidence B) -

6. TARATHF D Jﬁ‘ (CrCl <30 mL/min) # #£3% 17 NOACs (dabigatran -
rivaroxaban ~ apixaban) ;=% ° (Class Ill, Level of evidence A) -

S BRI RFEENAFLRPRR

Eliquis® e & A % aplxaban I - EE N T iR 515 Xa B e
Bl HINEHE B ARG S AL FlF Xa ;F‘,’K i AR Eliquis® FEAR iz
Prv ek 5 T e A LR i’».ffié\‘«:éﬁ?ﬁ%’}fﬁ [ VR 2 BUBE; S5
FAPFL R E PR BRTF g () EFLY B S ER G
& % % (transient ischemic attack ) »  (2)+# gg« %:«Eu £ 75 &0 BB (4)
Wm0 % (5)F k2 < % B (NYHAClass =11) - |

Apixaban 1 ATC % #f#5[19] # BO1AF02 - 4> blood and blood forming
organs/ antithrombotic agents/ antithrombotic agents/ direct factor Xa inhibitors #g
u o I h BO1AF & #g 0¥ 1485 & 5 rivaroxaban - Rivaroxaban >t A Fe + 5 1
oo RAI I fEE £ X5 R (GGF$ e )

EORY T8 LS S TS R R S R N
FoFREH CEEFTEAN) ST AR E ARG S A
FEVRMAELES A CR) SR B EE M LT Y kg
e Tapp e p TaEpRE - & THEp L RERE Fy ApLws
7 warfarin" ( BOLAAO3 ) ~ clopidogrel " ( BOLACO04 ) - dabigatran etexilate’

" Warfarin fm;@@mrn RS LR AR R s HARM AR L2 R RE o 2FB R
R Flo 5 R AyEes 2 (8 { ”%**"3—514\\ BERER

' Clopldogrel PP RRs TR E A R TR & E R B e R B PR A T
Bo A 2R E R BRET B e R ~ ¢ R A B Fl F o Azas 4‘)'7":“%’4 o g1
ASPIRIN ok s 2 ST B b 2 2 & % ;r(7 f% s o feb QL i B ) 4 (@
WHEABRERA Mo R B R EDRF) 2 kbR T ® o & ASPIRIN & % 7 %
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( BOLAEQ7) -~ rivaroxaban® ( BOLAFO1 ) 14 ¢ #p B it Bom 83 warfarin ~ dabigatran
etexilate ~ rivaroxaban fc§ 3t i % (%L A w 2s- ).

oz ,'—5’?'\%@%?% FARIT e R 2 B AR E RS R
ATC ~ 5/ A RFET§ )%&[20] A3 Hixz & RIRRIT LA EE[21]
& & 2.[19] [20] [20]
BO1AF02 oA A ZESEITM G 5 B RE 116 2.5 mg/tablet i£3x 1’(1‘ L
Apixaban Fop kT IR 57 5 mg/tablet

Fl+ X EA P R EEE g
S ST LR SO E E!

A WE L ER PR O
(transient ischemic attack ) > (2)
EEANAENTE R 3)F &

B (AR % (6)F mAk s

% (NYHACIass =1l) -

B01AA03 13E 3 [ 0 #H% R g % 110 1 mg/tablet -]
Warfarin HARRE Ao o 0 E g o 20 4 2.5 mg/tablet
TR ok Flu s SRagEds 2/ 3 mg/tablet
B S RTEI I As 2 0 5 mg/tablet
REE e 10 mg/tablet
BO1AC04 FMATH A Y b s R 110 75 mg/tablet ?;i?;ﬁ—ﬂ,‘ﬁﬁs”?— e

Clopidogrel ¥R B B R R B R e
Hop A 2k drk a3 ¢
S ML
Bl deanr = Yang 4 o &
ASPIRIN # * ¥ 52t ST g2 + 4
2 A Mg (R fE u.zf
e QL Al T )B4 (&
g,; Tk $5 8% A SN it Rf‘]v
o L EMR ) 2k R
EE % o2 ASPIRIN & * v #
N FLA R ST R 2 2 &
LT S EEs
Vitamin K antagonists s 5 &
AWEEE O HF 20— BEA
PO e N I I S
PR > ¥ 22 ASPIRIN #
IR R R R R E S s B
REFE 4R

PENLN s e ST A E A 2 B e R s 40 3 £ 3% X Vitamin K antagonists e 5
QbR E WG I - BEALFEE L ER S e KH o v & ASPIRIN
Eor NIk E R R EE L RREEE > FHEY R oo
I Dabigatran etexilate + 7 if ok & | FE B 2580 5 5 BT E FRELI R E2EMRE o
K Rivaroxaban 7 if i 3 T 1% e § gE#s (non-valvular atrial fibrillation) » 4 & 7]
I BEEFIFEFFARE Y B A 2P %}_ﬁ(systemlc embolism) - 7 % F]+ Llelr' s
TR B o B iﬁa« FET5 & 1%5]1;];5 ‘a ’:b 4 %0 BB AT nfaﬂr‘.\i 7 1% (transient
ischemic attack) 2.Rivaroxaban * »**# M & 23 A F(Y #F 2 5 B F % Jf}_fr);?“ B
R E TR A ﬁﬂiﬁ?i’éa%ﬂ”‘; Btz a(VTE) - |
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ATC A 575
& A £[19]

3
[20]

FFFT i R [20]

£ g
[20]

ERRFT L FE[21]

BO1AEO7
Dabigatran
etexilate

BO1AFO01
Rivaroxaban

AL § R aye s 130

RELPpEripPisg o
|

Xarelto film-coated tablets 10 116
mg: U
1% 0 2bogmcd o 5 gpds fx_
(non-valvular atrial fibrillation) ®

VIR R R

AR OB YR E 2L BRE
(systemic embolism) - & *%& F]+
Bldons B B on B E &L T
RIS R MR~ B L

* b S CRATIL AR B T

(transient ischemic attack)
2.Rivaroxaban * *t# % x >3
ERE(EF A G ok B
e ) &0 LR !’7‘; H¥HEX TR
bR 2 F%e

%7 (VTE) -

Xarelto film-coated tablets 15

mg/ 20 mg:

1% 30 2Epuid o 5 gEds

% E

110
mg/capsule
150
mg/capsule

10 mg/tablet
15 mg/tablet
20 mg/tablet

2.1.5.1.Dabigatran (4r
Pradaxa )

1.9 % 3% 2Empgtd o 5 g
ﬁﬁ@@&’fﬁﬁgf
7% it 2 :
OO 50 -
E
OEXE S R N
40% -

)7 Az R T
H A ke SR € R B
BT S i S

F o

AE& TS ()L -
B)E# A3 65 KT T4 Kk
TEE AR R
B Tk B PR T o
Zﬁ%ﬁﬁ'

D+ B F OB o TR
P }]’;‘-j o

Q14 =pgd R o
(R)c&x =6 B » pF 4
BEEP R o
(4)F 34 0
DLV
(5);;@&?7;.3:«? E
mL/min -

(6)7% & 13 fri 2 -
2.1.4.2.Rivaroxaban (4=
Xarelto )

PR A

L 1 5 (R
g — )

2. 2EFpl 0 s R AR
B 0 *2* 15mg 2 20mg

RS

o b e

RAT 6T F L
(1)%% 49 R R 2EHR
% o

(2= B8O A Fo) 2
40% o

(3)F B2 R e
AR REHURRE RSB
b TIVANC W= M W VB
(A)=dT5 (7)1t o

(B)E# A3 65 kT T4 K&

LE
= @

AR B s B
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ATC & 5375 A FFV @ Boe[20] A3 HE=3E RTINS A E E[21]
% A £[19] [20]  [20]
(non-valvular atrial fibrillation) T R A R o
25 TR - TR TG K (6)+* 5 152
FABEIFRY R E 2 PR ImA ST R <P
% (systemic embolism) o j& *& 7] P oo
FhHr s R H FLR £ M4 X P34 ¢ b o
ANERTSR S BRR o BB Mick#e6 37 NgF24
4% ¢ b2 EATH G O TE g ? b oo
(transient ischemic attack)- 2. IVF 3 4 da B ' e
R o ﬁx_gi EENEE I%AL w,m,ﬁ Viepg peTrs 5o 30
ggg;-,u A FEP R R mL/min o
# 7% h&_*k’ g VIE & 5ol 2
= RER R (5 RYMER)
*3F4 1 & %% CADTH/pCODR-PBAC % NICE z %5 T PR IR L & 2

g;q;ﬁﬁ;_t;ig\fi;gggggﬁyz.,t!fs%ﬁ:}%gﬂﬁlrf 5“4‘? F
Cochrane/PubMed/Embase 4p B = & » /B 2 1 & F o k3% w2 3 M 23K
2 paipMIRRA L Bk o

K L P
CADTH/pCODR
2013237 20p &4 o
(4\2 i - ) 2 v
PBAC (i) 32013 & 37 24 o
NICE (= %) 32013 20 24

2R ETA

SMC (F#:ff) »+ 2013 & 21 11 p 24 -
Cochrane/PubMed/Embase w3 &F & % o
évi‘ ;J% I~ 1 ’}'@%’;3?:‘5@5 .‘;’5}%‘/{9:&«3’ “"LLﬁ,‘7 Q}J?c

3 : SMC % Scottish Medicines Consortium gt &4 £ R ¢ HFR o

(- YCADTH/pCODR ( 4c £ + ) [22]

Eliquis® (aplxaban) 2012 # 6" 7 L5 £ b #4 % A (Common Drug Review,
CDR)/®% » ¥ %4 & %4 R ¢ (Canadian Drug Expert Committee, CDEC ) &
ﬁkf’**ﬁﬁ&i%%ﬁﬁﬁ%agﬁim%*ﬁi%ﬂ'EEEEP
[23]°2013 # 3 * 20 p £ jE1¥ CDEC &3 * »*" CHADS, » #=1 * 2 warfarin
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;;%Eﬁu EP s ke SRR R A LY R fr2 Pt E
e fienmd § 28k

1. &3 R S~ R R R4 :#% (randomized controlled trials, RCTs)
ARISTOTLE 54 AVERROES #%*® > WP #4HEY R F R Y b
B % (CHADS, » #c=1) ¢ AF ;5 4 » 12 apixaban 517 @ R fr 2 & 12
1% (stroke and systemic embolism, SSE ) i&** warfarin 4= acetylsalicylic
acid (ASA) -

2. Apixaban (&=t 25 mg& 5mg> & % 2=hip G A 32 %) hE

P % % 4- dabigatran (& % 2 =% » & = 110 mg & 150 mg) 4p k - e v
warfarin (# = 2mg = 10mg > 4c % 0.07 =~ )~ ASA (# = 80mg = 325
mg > 4c i 0.01 = )~ e rivaroxaban (# % 15 mg 2 20 mg > 4c % 2.84
R)mEpERE -

CDEC i i & iz 45 45 » apixaban 2 38 “f 8 » ¥ B Tk #% (T
ARISTOTLE :#% = AVERROES %5 ° %%—5&5, ﬂ‘i‘ﬁﬁ* "ﬁéﬁ:—: BREHk }I?cb%' < [24,
25]) £t bk S e e A Eliquis® 5 § 7 B4 fam i dnsit ~ 5 4 B
HHALERME GRihgi2 > LA < & wﬂ pﬁ )%*vfi#’Lr #4 (Canadian
Agency for Drugs and Technologies in Health, CADTH) &-4f AF 5 * 517 ¢ R o
DU R fue AR R AR S o o ¢ WA k0T L (patient input
information) %]+

S HRAS S RETR R A ¥ AP R R ER E MR RE ¥R R
bl el FfeAn B 2 A

-5 -/?j}a‘s&;}mg{g.,r}%m L% 0 IR n]‘méfﬁi—amf%xﬁ'—x;\,:fu e
- fE g ad o

(= )PBAC (i)

Eliquis® (apixaban) 2.5 mg/tablet & 2011 & 7 » & jE (980 % 2.4 1 o5
@4 R ¢ (Pharmaceutical Benefits Advisory Committee, PBAC) & Iqﬁ“:‘%‘&sz
B T B < jiFeng; & IR F% w324 % Jx (venous thromboembolism )
2% [26] 22012 & 11 * Fy 7 4-% Eliquis® (apixaban) 2.5 mg/tablet 4= 5 mg/tablet
AR R gﬂ_»];:grw,.« EP BRI B ARG FF bR ML 5 ‘;;_é«ﬁ’_ﬁ?‘fh}?‘:,
YR AP RELY € R E P Eliquis® & A RN D

' J = T for the prevention of stroke and systemic embolism (SSE) in patients with atrial fibrillation (AF)
who meet all of the following clinical criteria:
Clinical Criteria: 1. Patients with a CHADS; score >1. 2. Patients who are unable to readily achieve
adequate anticoagulation with warfarin |
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( Therapeutic Goods Administration) + & ¥ » 12 % = ﬁ\t-;:;; o (FF 1A
FLET HA R ) =Y FAEPBACH E[27] ) 2 & 2013 & 3 2 R A3
- S RATE R FURL SR [;Jr‘?"/é;l[ZS] ¥ aplxaban ~ dabigatran ~ fr
rivaroxaban #rB~tHz2 L RTF M 0 £ e PBAC £ R ¢ f b w8 S48 L

( Pharmaceutical Benefits Scheme, PBS ) = f % ¢ 3 ( authority
required-streamlined ) 7= 3¢ 1'{?‘ apixaban i s e B 2Ll SHRAPEE T
R B W B £ A VA Y R A 2EPBREZY AP R A >
BEDEGFF oL IL G537 b (a8 2P 3I0%) B ndd L #FF

PP R g ks D RE 2 ERZT5 K53 B R4 BB S

T Ao/ 2o g A A F <35%[29] 0 12T ﬁ} PBAC # 2012 & 11 * [27]¥ 2013

E 30 [20] 6 AP SR TS AP HE 2 Y B

2012 & 11 * ¢ 3&[27]

45
R Y a3 AR o warfarin fo aspirin #5344 & > 14 dabigatran fr
rlvaroxaban s AKREEAS DY R PBAC £ | 305 43 &iER &
i o

TRhk R ol -

¥ 32 2 apixaban E & g £ 3 & o warfarin (ARISTOTLE #2% ™) e
v i aspirin (AVERROES gk M) chng % A incst PR ok 325 0 2 warfarin
s ¥ 2 5t ot AP 45 i apixaban fo dabigatran 12 % rivaroxaban
RCTs: dabigatran +* # warfarin (RE-LY 5 ) &« rivaroxaban +* $z warfarin

(ROCKET-AF 35 )0 11 & S0 8 A 47 5 hip b < 5 Bocst % 244 i35 o

PBACL f ¢ &2

i

d

1. B = f apixaban & »cgr & > |2+ gt warfarin 5 1245 ARISTOTLE
7% PBAC 3P ¥ X i £ 4 > 1258 <% (absolute effects) 4
,J- o

2. P = fL apixaban o > 3 aspirin s &2 aspirin £ ¥ b it eh & 24
1245 AVERROES 2% > PBAC #.P* ¥ 4& X i 7 = i apixaban v i
B i3t oaspirin > e # 4% % apixaban 3% > |2 F ¥ oaspirin 4p
(comparable ) -

3. PBAC 1995 3+ e % 5 2 apixaban 5 mg/bid™* # dabigatran 110

TR RS S E% e pR 2 [23,24] -
" bid .45 1 = 2 (twiceaday)
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mg/bid ~ +* # dabigatran 150 mg/bid ~ +* # rivaroxaban 20 mg/qd°® ;i ¢
By A2 Emidt ¥ 43 apixaban &¥ b & > %k
»z >t dabigatran 110 mg f- rivaroxaban - e & &> dabigatran 150 mg -
Y T i Ak SO Ay N ) B (hazard ratio, HR ) #£7 4p
A& (relative risk, RR) I A £ #* apixaban > ¢ & 2 IRE F € 40 13
apixaban = »x % % *t dabigatran £ rivaroxaban > %@ 3 2. » PBAC 2
% apixaban E i 3 > 3% /i % dabigatran 110 mg f+ dabigatran 150 mg
B > X 4p§ *% rivaroxaban - Fpt PBAC 3 i B = 4L apixaban e v
% % *t dabigatran 110 mg {r rivaroxaban #_& 320> it 2 X B P 2 A
apixaban = T2 % >t dabigatran 150 mg -

4, fAp¥E 2 PBAC £/ i feni % > 1 f2 apixaban &€ *
& ehk M b Mt dabigatran 110 mg i 0 2l B P EF LR A
< dw ehh % o B %t dabigatran 150 mg {e rivaroxaban i o B F £
#L apixaban % > 4 iE >+ dabigatran - rivaroxaban > X @ g dia ek
% b &g o+ apixaban % *t dabigatran 110 mg ¥ dabigatran 150 mg ; # ¢t
PBAC ~ ;1 & T rivaroxaban % ROCKET-AF #2%® % » & % 3 b & 1+

R P apixaban Hnt R E § R GE DT o Mg § T
PBAC & i 4 apixaban % 2 |+ >+ dabigatran e rivaroxaban s fL3 PR o

t}\mi« =

2013 # 3 ' ¢ :x[29]

PBAC £ F & 30w 5 5 s Fusta 5% v AE[28] » adp $Hip »cr dp st %
P EP

1. #73) v PR4st A (novel oral anticoagulants, NOACs ; 4p apixaban -
dabigatran ~ {= rivaroxaban) - 4@ 3 fj.%v' IR - i i S L A
Eehi & g% 4pik7 v warfarin o RgEp diw i 2P R g 4 K
B %>t warfarin - PBAC 7 f#44" ARISTOTLE #% > RE X2 F R W
RE3R 2 e I8 Bk o

2. 1R wARAR L LI R R R R Ap 0 warfarin 0 g R AR ISR R
A 3 (numbers needed to treat, NNT ) > PBAC £ § ¢ BL% 3] NOACs /4

Biok A Bap A E O Hop A RIS L e

3. PHxpripwRL LA ERILE fﬁ?ﬁ%?ﬁ%fj‘u/ﬁﬂ\ Hedptkihigs % 5 g -
Ry frek L fogx T fERAEIRL Y R A *’k’ﬁ’p‘%}%%ﬁi ‘£
*In ﬂrﬁ”"’é o R RSN gl ¥ g HlcE B FIR) O T
o TRk L AR E et Sy kaE o

4, #xm 7 > PBAC £¢ 338 NOACS tejpp o fedia ¢ B g4 Fen
B it warfaring ¥ & B 3Es B ARG a0 el - Rt 2 PBAC

°qd 471 % 1= (onceaday)-
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o

05 3 NOACS 2 B3 Tk Tl F A B 5 & %

|

(=)NICE (£ /)

®RE RrGE R T RE S A 7 2 (National Institute for Health and Care
Excellence, NICE) 7 A 2012 = 1 7 Ja ji apixaban i s 3% 4% (245 < G 2 o o
B AR R R e R g e R iE 1 [30] 02013 # 2 0 f U H - fiE
i (single technology appraisal, STA) = ;% » i ¥ 4& & apixaban itz fe & 22985
oo s gapd P e f 10 LA GFFHATEE Y R o SR E i
FEHOLRTFFIHE L FF PR EE AL FIF 2 EHZTEK 3 F
s &4 AR 5 5. F Rk e R #B[31] ¢

dpalegd S A F B 4500 apixaban inf o % TR %5 P2 A rj-*u apixaban
AP ¥4+ warfarin ~ rivaroxaban ~ f- dabigatran 7k *& & £ rGE Tt 1 AT 2 o
$200 wpR* warfarin s 4 g 3 apixaban sk BB G 8 E e Y £
LINR ezl AR R -

©UT R A R € 5% apixaban i ZESRRCMG S BAREE R L TR Y b e
PEERE AR ST 2P Gt £ Rp[31]

R M S e

B RiE TRk RSk 9E 4 ¢ 42 ARISTOTLE #% - AVERROES #5% (3%
AR e N Ek 1,%1%1 2 [24, 25]) > 12 2 A% BB W X e+ BT
( Bayesian Markov chain Monte Carlo simulation) i& {747 2 38 e % 5L & & 47
(network meta-analyses, NMAs) - % 1 78 NMA 2 ARISTOTLE :#5% (apixaban
vo g warfarin) ~ RE-LY #2% (dabigatran +* # warfarin ) ~ 4= ROCKET-AF # %
(rivaroxaban * #iz warfarin) & i ~ #7242 # 5 % 2 38 NMA 2 AVERROES # %
(apixaban +* & aspirin) ~ ARISTOTLE :#% ~ RE-LY #% - v ROCKET-AF #
s 7 A A#NICE £ B € B & % & (warfarin ~ rivaroxaban ~ - dabigatran )
FREH A F g TR %% ARISTOTLE %5k b Bl4didsh o

L B ¢ HF5 44 ARISTOTLE 5% % % > 445 INR 22 1 3 F ﬁ'-# I E
PR 4t L350 (mean time in therapeutic range, TTR) ~ f1x & BHog ~ 11 2
CHADS, 4 #ics # enfFa) » 4 £ 8 3 w483 7 % R R X g & JR4% % % (National
Health Services) - % R ¢ 4.5 ARISTOTLE &% ﬂ’z%:){% A T R P E R

M o

% f € 4-F) ARISTOTLE 2% chi £ 47 & Mapth (975 #2307 b fr2 & 1242
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) E B RA 475 % 0 4% apixaban v & warfarin A 5 ¢ b & 2>
i & foocdptht 0 L RTRAEG RE

% B g £ ARISTOTLE #5% 7 2 ¥ 2 chdiedy - 4.5 apixaban +* #& warfarin
7B andi bk o #w] A0 warfarin S EER B e 0k Yk o

iR gﬁﬁgqﬁ Vi en 2 JF %S 4 471 i apixaban ¥ rivaroxaban v
dabigatran st fF enf 00k 7 st @ £ - 8278 % 2 38 NMA 12 AVERROES
%% (apixaban ‘* #& aspirin) ~ ARISTOTLE #5 ~ RE-LY #% - ROCKET-AF #
SR s AT RH > R sE A & X warfarin Jak R 0 A A RE-LY
#5{r ROCKET-AF 5 & 2 § 30 i Bcdf » K& % 238 NMA 0~ s 4 %3
Fpre daif S X 27 4 & 82 warfarin e ¥ #1014 B € 4% % 138 NMA

(if & 8% warfarin eh% 3 )& % £ 5 AL izdgeopt 14 R €+ L & 7| rivaroxaban
11 ROCKET-AF # 5% v RE-LY #5% & ARISTOTLE #=% 4 » #& ¥ CHADS; - 5
A B B m)]% A > @ ® ROCKET-AF :#% s warfarin 22 TTR T 35E ¢ RE-LY
#% & ARISTOTLE #5% k{8 M » g 2 EH A Mk e s £ & NMA & 47
gk EF 2AmEt o £ €22 3 NMA & % 5 apixaban ~ rivaroxaban ~ {r

dabigatran <~ fRip it fenE S Ap g > B EFRLE LR (RA2ET 2 ), ¥ L
Tee %G 4143 > 4710 e A NMA é%%ﬁ&: Pl o2 | g RBRENE
AT R A IR E P A AR SRR AL LTRSS R

FEE3FEd 7 4% » apixaban ~ dabigatran ~ f- rivaroxaban 2. f iy o

= NMA & A # B ¥| apixaban - rivaroxaban - {= dabigatran ¢ k & 2 ¥ {4
ST ERESE LN

= apixaban ** $ rivaroxaban § $ i€ T dw dp iR 4 S

W SFARR S *h o apixaban v aﬁ& dabigatran 150 mg 3 #iLehd @ 3 35 %
FAFafRRpM e & N w dp ik (RE-LY 2% AR 2B dpth) 8 2
F

= apixaban v $& dabigatran 110 mg § $2 4 iz - J . 3945 (any bleeding )
4%

m  apixaban ** #& dabigatran § #i i se UL g 4 5 o

BIRTIRAN T

Tk & fo(clinical specialists) 3P A fik § 285 s 4 9 & 3% Figta

o R iR o (e R BT S TRA 3 Fok warfarin @ 3R 2 A E chds ) B 5
(asplrm) i o k% B f_(patient experts) # 5 -é‘w,e%ﬁ%; INR & ¢ i & 2 7 &
SR U AR RF R G R E R 4D AF AR R RS ]
~ e ;g b warfarin € fo3F 5 3 4 "/fﬁ*‘%’*%é_iif EF > - ik
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Eliquis®(apixaban ) . 2011 # 12 * = jEpate i 44 | ¢ ( Scottish Medicines
Consortium, SMC) & & Tef' t R X EFH AT R M S B S 4 iR
1>% Jx (venous thromboembolism ) Jff# 2. * [32] - 2013 # 2 * 11 p { jE SMC
PR TR B R R B PRAE & 5t (National Health Services) & » # »v 3 25 1
AT AR O S RA R A A RGP A2 P RE 2 B
Tl et il B0 R AR L B F 2 EH=T5 A3 B R4 B
Fefm s 5. 7oA s F B [ 5o sk € (New York Heart Association, NYHA )
FTRF A BEF 280 JoSMC EA - A HT VG 1P R S T
ﬁu%ﬁhﬁﬁﬁﬁk?ﬂﬁﬁ&ﬁiﬁﬂi&ﬁﬁﬂjg\%gﬁﬂgu%%%%
apixaban >4 ¢ PRPUE R A0 0 R B F R E T O RFUR S B KE S e ¥
R % o fjIEdEE SMC IR L p 3> T[33] -

m  SMC %% B #£i% 7 ARISTOTLE :#5% - AVERROES Fi‘%ﬁ(’*b‘ﬁﬁl A
Y T ;;ch,%v. < [24,25] ) 3R £ 3P apixaban %&¥ Rk v £
g i & HL A &y pcdg i B30 warfarin e aspirin > & & warfarin 1%
HAEFRF] (E#2FLEL 033%) &£ R4 & kptd pjps

(¥ warfarin et > 2 & kp o 'tn‘_ﬂ bR U ;2 oaspirin et gk o

Jﬁiaarlr*“&/ﬁ‘“ )ood ot g s A A G &Y bR
SR ERRE P R K g o PR R 2 KRG TRA
1enE &4 gt o apixaban & F vt g warfarin § il v F]5 S 5 o

m  ARISTOTLE ;é%?#“éfz”fﬁ PR E G e BR % 'rf’lf)?s Ao
ARISTOTLE #5% ¢ warfarin 2 245 INR %22 1 3 p R PR F 4
ek ¢ I35 (centres with mean time in therapeutic range, cTTR )
% 620 2 H L RAFEHRTVFAPT T ERIRRORGTE 0 LK [F
%%%AWﬁ*ﬁiﬂoﬁp;#dWRAﬁﬁ L2 SR T
B INR 414 FI} apixaban +* & warfarin #rBL 2 3] hi & & % dp kot
i (SMC HERE 3 PR

m  ARISTOTLE #% - ARBTG5 3 31%:’16:},35 A fg * oaspirin » LiF e
PEPR* aspirin > i&¥ i § H e i B & o

W EEARIEZ P apixaban 't fi warfarin 2 aspirin AF# L aeekipy 0 2
mE R LR
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m IR A2 F apixaban shf24 | (antidote) - I3 i #& warfarin cfz 3 = 2
I3 ig * 3t apixaban o 7 H P R A D L MR R :y:t:;,;g A Bt F (T
£ BN M Ak 24 ) FFJE R apixaban o £ 00 ¢ R B G R
FRR G GE A PlE SRR 48 ) Fﬁﬁéff?x?x C

m  Warfarin 3 & ZRINR> 2 ¢85 5 ZRfea 3 7% o Apixaban
A O E R INR £ ac i F R f 4% o BRE PB4 BT INR 24073 a8 =
ek oo

m 442 NOAGCS e300 AT 5 Bodh o B YR 298 L S 25 8 A 47
( network meta-analyses, NMAs ) 14t $i apixaban £ dabigatran fv
rivaroxaban o % 138 NMA 4843 &3 4 F Kikrudl oo . (B
» ARISTOTLE :#%% ~ RE-LY #% - ROCKET-AF #5% ) % 238 NMA
447 3 & S 4 (4~ AVERROES #% ARISTOTLE 35 RE-LY
% ~ ROCKET-AF 3% ) o & i85k ihys 4 #4543 — % (4 CHADS,
Prds b Rl g T A2 PR EORY AR R
2 F KEBFAoRop L o T PR aspirin jf ch 4 dic warfarin e g
FINR 23 3P %%%J_?]ifﬁ?%‘*'ﬁ vt ) o NMAS 2 5% B or Bif & &2 7
e F K FERAMeRR A hiE- fondptkn 7 0 X7 ERE
o+ apixaban - rivaroxaban ~ {- dabigatran % F ¥ 7 F S EEoT
apixaban +* rivaroxaban ¢ dabigatran § # b crE & w FE S5 g )
ez e T oo a2 Sapad 2 K HRHISR m}% Ay T
= NMA o o~ £ 4§ 222 &5 warfarin o £ 3 0 F]pt NMA 04 45
BRI RESTAIFEH R -

2. TF FARARBE 2 pr

(1) &2
~34r 4 * 2t 4F Cochrane/PubMed/Embase 7 + FAL R 2. = j2 3 4o ¢
T 7] PICOS fazdoFiEiE » TiH 0 L& A ERITELGiIERT 1;)?3 X

¥ (population) ~ i > i# (intervention ) ~ % »c ¥ P& & (comparator ) ~ # »<ip]
24tk (outcome) % F= 3 - > ;2 (study design) > H & ix it F@ 4o @

Population For RS A LR G s g g de o & (non-valvular
atrial fibrillation) » # #:3 » — 58 g F]+ 4 ¢ (1) § &

4 % ¢ ko2 BT G4k L 3 (7 (transient ischemic attack )

(2Ed <32 X3 75 o Q)F LB (DR 2
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(5)F 2 s 28 o

;}zu,értf-;gfi DAE

Intervention | apixaban

Comparator | # B i i ¢ Je ' 2 73] v JR$wstw A - 4o dabigatran

rivaroxaban

Outcome PREREMBRETE L BT EF L K

Study design | Bt RS E A 4T

i pe + it 2 PICOS » i% 1% Cochrane/PubMed/Embase % < )*k LR > 2t 2013

£ 10" 24 p > 2 apixaban -~ atrial fibrillation #x 5 R 423 g-wi;?zv s JF ek
ﬁ%@ﬂ%iw&o

Q) HFL%

*3F 2 4 b & PubMed ~ Embase -~ Cochrane Library & 3 < )EJ‘:L SR AR
FEE 21002 Fe o ¥ oL EE (8) §R27 (T g
ynk 2P )N HREREF 2 () 2ARERRLAERL-FELET)
F#EQ B[B4-42)F v AL & 47> )]%o w2t 43 B ?[‘k #“‘f 9K Eif ?)Ek,;, )

ko 6;&?[;%% i A4 4 #3272 PICOS ~ 9;;; % - ﬂ"‘?@pf“}?}*k 5};?,?§ o
& #7A v PRFUE - A i warfarin eniL 8 A 7 ;*J< 1 qu;?\?vf%j’ﬂfyl 1 E AR P
MhE A EETAREL && (quality-adjusted Ilfe year) ~ 1§ 4 3w ey e F2
HERE (5 R F R Lse ) 4 1L f v JR[34-41, 43-45] M 0t it £
R = SRR = aplxaban g H @A) e PR#M;{L B A D AT o

11 o B 420t BB & A 45 % JeO i » enTRsk 3% 1 & 12 ARISTOTLE[25] -
RE-LY[46] ~ f~ ROCKET AF[47]3#5% 5 1 (4 Assiri 2013[43]4 » 21 5 3% -
Biondi-Zoccai 2013[44]5 ~ 7 38 :#% ~ Dogliotti 2013[45] 5 » 20 & :#% ~ Baker
2012[34) 5 ~ 4 38 %% ) > ok vk 1 & 12 adjusted dose of warfarin ~ dabigatran
150/110 mg twice daily ~ rivaroxaban 20 mg once daily ~ 4= apixaban 5 mg twice daily

(“f Assiri 2013[43] 4 7 9 58 ;5% W% ~ Biondi-Zoccai 2013[44] 4 47 5 78 i3
)%‘ i 1g ~ Dogliotti 2013[45] 4 47 7 ip g Kvg ) (Gr%R 41 )

1R BE RS ST Jgkv’ ' 5 25([43, 45]@# * R LB RE R R RE
Fpen s £ AL E A 4772 (mixed treatment comparison ) - 3 & [35, 38, 44] & *
L X g 2472 (network meta-analysis ) ~ 6 % [34, 36, 37, 39-41]1¢ * 523 B cnff &
e iz > = (Bucher method ) i * 5 & Wb gkt & & 47 e Assiri 2013[43]fr Dogliotti
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2013[45] & ) » T 22 938 0% vk > 102 2038 & 21 IB TRk iE Sk Ecdy o H AR
% s »~ apixaban 5 mg twice daily~dabigatran 150/110 mg twice daily~rivaroxaban
20 mg once daily ~ 4= adjusted dose of warfarin =& 2% #icdy (K,ért Biondi-Zoccai
2013[44] ~ +7 apixaban ~ high/low dose dabigatran ~ rivaroxaban ~ high/low dose
edoxaban ~ { adjusted dose of warfarin % 5 58 ;5% )

® #  #& ( ARISTOTLE[25] - RE-LY[46] - ROCKET AF[47] ~ 4
AVERROSE[24]3# % ) chic R b &2 4p Bl 3 3K 57 5 5 L Wk T > LSRR 4 4%
aﬁzpﬁ PR o 11 B L E 2 4T 2 Rk L PICOS 35 A v
LR RIE A\v}%o[‘kmmfsfﬂﬁ'—- ’Q;EL“IT%‘ Ao

ARISTOTLE[25] - RE-LY[46] ~ v ROCKET AF[47]:5% tjc k{8 + » ¢+
oo A 05 5 ARISTOTLE fe RE-LY @2k » < 40%: 4 0 @
ROCKET AF 3% 4 » <35%5 4 ; &-$P3ik 't 5306 > RE-LY {= ROCKET
AF 35 3 “,$< 30 ml/min g 4 0 ARISTOTLE 22.5% # "4r‘< 25 ml/min ehups A
RE-LY # Bt g & i b (250 e £ o BAT T3R5 1 0 3 85% ¥ ; BRI

(% 5#) ~sEgsA % ~ 12 adjusted dose of warfarin & ¥ BB o ch2h 4 Mot s
Z ¥ 75 3% > ARISTOTLE {- ROCKET AF 2% &A% % En ~ Bm#HE> 7 o

@ RE-LY #5 7 adjusted dose of warfarin 7% i6 42 f| €_3 B 2 i¥ % (open-label )
W e GERLWET)

PR g X T a Y f«*ﬂcﬁ #£4p1T 0 MEB] 4 F 4piT 5 RE-LY 2% 7 AF
BRGSO A g A vt ot ARISTOTLE & ROCKET AF g 5 5 A
H_% & * vitamin K antagonist &2 aspirin e+t 5 & 35 3#% % 7 £ £ ;ARISTOTLE
v RE-LY #% 7 CHADS, T 324 #ic~ 5 2.1 » > m ROCKET AF #5% #-i1 3.5
# > ROCKET AF 2% 5 4 A3 § ¢ b~ @Y L Gk b 3 17 2 \f"ﬂﬁ_%/}% g
& F o AR At 5 OF v ARISTOTLE & RE-LY 3% 5 o (3% 2742 )

£ ¥ # ¢ & ( ARISTOTLE[25] - RE-LY[46] - ROCKET AF[47] ~ 4r
AVERROSE[24]:2% ) & ¥ 3¢ #& (Assiri 2013[43] ~ Biondi-Zoccai 2013[44] ~
Dogliotti 2013[45] ~ Mitchell 2013[38] ~ Baker 2012[34] ~ Harenberg 2012[35] -~ Lip
2012[36] ~ Mantha 2012[37] ~ Rasmussen 2012[39] ~ Schneeweiss 2012[40] ~ Testa
2012[41] ) 4-%F apixaban ~ dabigatran ~ 4= rivaroxaban 4 %+t #& warfarin > 12 2
apixaban ~ %]+t # dabigatran fv rivaroxaban ¢ kb 2 > £ Mg P b ik 4
T (A2 3) 2 mTALP R~ el HE A T2 L M p P ETS
T~ BEPN ML EE NS B e FE 2T EﬁvLIE:}F’}}}_mLLﬁJ\ % ?“5151,

2234+

f§ 4 %%, % apixaban - dabigatran ~ rivaroxaban % % iR F e
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#1 % £ E 4 47 apixaban ~ dabigatran ~ rivaroxaban & i rodp iR %

e vdp 1R A AT RS
Pho& > 4% m Apixaban E 3% # warfarin f- dabigatran 150 mg E 3% i
(jr%Ld) warfarin # 2 9| EEE LR o

m  Apixaban 4 %] %t dabigatran - rivaroxaban R &b g % W
AEFLIE  LRESTTREET - RIE
o m  Apixaban ® %t #& warfarin §- dabigatran 150 mg ® 3%t #&
GFrsas-) warfarin i 3|5t L BEE LB o
m  Apixaban 4 %] % dabigatran {c rivaroxaban R &b g % W
ERHFLE > LALLM TEELF - KM
I 7 %) m  Apixaban ® £+t #& warfarin j& it F B2 ¥ £ R dabigatran
T b 150mg ® £ fwowarfarin £ szt FEEF LB o
7 ) = Apixaban 4 %] 4 dabigatran e rivaroxaban R £t i & Y
ENFLR LALAERE G - R
ERVRAERE T R R AR P EFLE -
i s ReoBri27 ¥ A3 > /& Rasmussen
2012 &4t ¢ b ¢ e R A 1T 0 BT apixaban A
%t dabigatran 150 mg j #& b s T R R & 0 b R
(hazard ratio, HR ) % 0.39 (95% C10.16-0.95) ; @ L= @& ¥
bo=x EF AT RIEE T 2 s A E
= Apixaban E #* # warfarin - dabigatran 110 mg E &t #&
warfarin 5 £ ] szt F B ¥ £ B > e dabigatran 150 mg ® £
v warfarin B3 B ¥ 7 oo
m 10AER&E VR ATP 7 5 Ao apixaban & ¥ v dabigatran
150 mg 7 M endE < g p A E > 5 1B EH
dabigatran 110 mg £ 150 mg 4 47.% % & -+ apixaban £
dabigatran ;X7 BgF £ B > ¥ 1 FEALAT LG P kL D
=t %2 ¢ Bgo7 apixaban 't dabigatran 150 mg & ¥ 7 # i<
< At foREoo
m 10 7 B £t e 5 ' B2 ot apixaban £2 dabigatran 110 mg 4p
¥ o
m 10 @A 479 5 83F Ao apixaban &2 % ¢ rivaroxaban
FRMOE X DL RGN EE W 2K FRAERICR
B RESR A 17 9% 7 A om apixaban £ rivaroxaban 4p
¥ o
w e R m  Apixaban ® £+t #& warfarin ~ dabigatran 110 ¢ 150 mg ® #
(gﬁ—z;c Li&L-) v d warfarin ~ rivaroxaban ® 3t $i warfarin F iE 3 suit b
BMEAR o
u Apixaban 4 %] ¥t dabigatran fr rivaroxaban HfF 3 vt g % Y
AHFAL LTRESPIEEREG - RPE o

2
v
2
v

~
-

|

»
@
e
e
~
| |

[N
A
5%

)y
2
o
o R
P
-
N—

28/104



102CDR09018_Eliquis Film-Coateds 2.5mg/5mg

Y m 23 B4 A 47 0 Bg ot apixaban & ¥ ¢ dabigatran 110 st
(GGF$d+=) 150 mg 7 $ K EBTSR B e B Bk Bk 2 38 AP s 47

k7 om apixaban *“ $& rivaroxaban 7 fi i enagg > H P W 1 0E
: f
REEF| B VEELR

AR S m  Apixaban E %' $# warfarin ~ dabigatran 110 & 150 mg & #%
(;ﬁ—zc &L= v % warfarin ~ rivaroxaban ® vt 2 warfarin i i 3 set b
BEALAR

m 53 4 iy & T apixaban £2 dabigatran 110 mg &% 150 mg
AP EFLR CAEFE Y 3 158 4 4757 apixaban &
F vt rivaroxaban 7 #CEgE R Do bofe ot o H A 3 IE A 47 R
A % ¥ apixaban £ rivaroxaban 3 £ £ °

FO%iE m E R PR 0 i dabigatran 150 mg & ¥ ¢ warfarin 7 # 3
(Featre) b

m 578 Bt A 47 58 apixaban ¥¢ dabigatran 110 mg g ¥ o

[ 5 af B 4Ev A4 3 4 78 A 45 8o apixaban B ¥
dabigatran 150 mg 7 # <75 HiE I 'R > ¥ 1
FatrhET Ehad hope R REIEFRML A YR
HR A EEMNAERF I EFLE -

3 Bt o 478 % W B o apixaban & ¥ vt rivaroxaban
BT B D bR SRR

7 F B E R RPN i apixaban & ¥ warfarin 3 i< =
GFgni+1) % o

m  Apixaban 4 %] ¥t dabigatran {r rivaroxaban R 3t g % Y

"
EHEFLR  LALAFERES - R
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e . Apixaban +* | Apixaban . . Dabigatran | Dabigatran | .
. KNP .. |Apixaban ) . Apixaban +* | Apixaban + Rivaroxaban =
~ fgkﬁnﬁfu Subgroup | | S . Dabigatran | Dabigatran | . L 110 mg +* | 150 mg +* . AR CASIVE
ok o Warfarin Rivaroxaban| Aspirin . . vv Warfarin
¥ 110 mg 150 mg Warfarin Warfarin
E & # (randomized controlled trial )
ARISTOTLE HR =0.79 Randomized
[25] (0.66~0.95) controlled trial
RR =0.91|RR =0.66 Randomized
RE-LY[46] _
(0.74~1.11) | (0.53~0.82) controlled trial
ROCKET AF HR = 0.88 |Randomized
[47] (0.75~1.03)" [controlled trial
AVERROSE HR =0.45 Randomized
[24] (0.32~0.62) controlled trial
& #v #& (indirect comparison)
_ _ _ _ Mixed treatment
Assiri 2013[43] 21 9€ RR =0.86 RR = 1.09 (0.64~1.85) RR=1.03\RR =037 RR = 0.78 (0.52~1.16) RR =083 comparison
(0.61~1.19) (0.61~1.75) | (0.27~0.54) (0.55~1.26) .
meta-analysis
Biondi-Zoccai 7 5 OR=0.78|OR=0.85|OR=1.17|OR =0.89 OR =0.91|0OR =0.21 |OR = 0.87 |Network
2013[44] (0.62~0.96) | (0.62~1.17)° | (0.85~1.63)™ | (0.65~1.20) (0.72~1.15) | (0.02~1.78) | (0.71~1.07) |meta-analysis
Dogliotti 20 74 OR=0.86|OR=0.78|/OR=1.11/OR=0.95|OR =0.38/ OR =1.11 | OR =0.78 |OR = 0.91 |Multitreatment
2013[45] (0.52~1.37)i | (0.35~1.71) | (0.50~2.44) | (0.41~2.02) | (0.23~0.61) | (0.58~2.08) | (0.39~1.46) | (0.49~1.73) |meta-analysis
Mitchell s | 4 |HR=080/HR=088|HR=122|HR=0.1 HR = 0.90| HR = 0.65 |HR = 0.87 iz’:sizlnzzvork
2013[38] (0.66~0.95) | (0.67~1.15) | (0.92~1.63) | (0.71~1.16) (0.74~1.11) | (0.52~0.81) | (0.74~1.03) | . YSIS,
fixed-effects model
Baker 2012[34] 4t 4 NA RR=1.13\RR =091 Bucher method
(0.90~1.58) | (0.71~1.15)
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e . Apixaban +* | Apixaban . . Dabigatran | Dabigatran | .
. KNP .. |Apixaban v ) . Apixaban +* | Apixaban + Rivaroxaban =
~ fgkﬁnﬁfu Subgroup | | S . Dabigatran | Dabigatran | . L 110 mg +* | 150 mg +* . AR CASIVE
ok o Warfarin Rivaroxaban| Aspirin . . vv Warfarin
¥ 110 mg 150 mg Warfarin Warfarin
Harenberg 3 4 OR=0.88|OR=1.22|0OR=0.90 Network
2012[35] (0.67~1.15)i | (0.91~1.64) | (0.70~1.16) meta-analysis
Lip 2012[36] 3 4 HR =088 \HR =122/HR =0.90 Bucher method
(0.67~1.15) | (0.91~1.62) | (0.71~1.13)
Mantha OR=0.88/OR=1.22|0OR=0.90
3 4 Bucher method
2012[37] (0.67~1.15) | (0.91~1.62) | (0.71~1.16)
Secondary HR=0.90HR=1.01 HR=0.81
Rasmussen 2012 |prevention 3 4 (0.56~1.45) | (0.63~1.63) | (0.56~1.17) Bucher method
[39] Primary HR =0.88 HR =1.37 |HR = 1.06
prevention (0.63~1.23) | (0.95~1.96) | (0.74~1.53)
Total HR=0.88 HR=1.12 NA
Schneeweiss population 3 4 (0.67~1.15) | (0.92~1.62) Bucher method
2012[40] CHADS2 = HR = 0.86|HR = 0.97 |HR = 0.77 Hener metho
3 (0.58~1.27) | (0.65~1.45) | (0.56~1.06)
OR=08 |[OR=1.16| OR=1
Testa 2012[41] 3 4 . Bucher method
(0.6~1.1)i | (0.85~1.59) | (0.7~1.3)

€ 5% vk & 42 aspirin, aspirin plus clopidogrel, warfarin, aspirin plus warfarin; dabigatran, rivaroxaban, apixaban, edoxaban, and placebo; # ;5% K% # 4% apixaban,
dabigatran, edoxaban, and rivaroxaban; § 5% X4 & 4% aspirin, aspirin plus clopidogrel, dabigatran 150 mg twice daily, dabigatran 110 mg twice daily, adjusted dose of
warfarin, rivaroxaban, apixaban, and placebo/control; ¥ intention-to-treat population; @ apixaban compared with low-dose dabigatran; in apixaban compared with high-dose
dabigatran; j #4434 #4+¢ b (thromboembolic stroke)#s » ¥ tirZ f ¢ ¥ £ ARISTOTLE 2% -~ RE-LY ;#% - ROCKET-AF %% -~ PETRO :#% ( Prevention of
Embolic and Thrombotic Events in Patients with Persistent Atrial Fibrillation ) - 4= %8 3 4 7+ ThHESEERFIEFLR -

HR hazard ratio; RR relative risk; OR odds ratio; NA not available -
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4~ 22|05 i | Apixaban Apixaban +* Apixaban »* Apixaban +* | Apixaban +* | dabigatran 110 | dabigatran 150 |Rivaroxaban
2 kB Subgroup 7 o | Apixadan Dabigatran 110 | Dabigatran 150 pix pixaha ' _ 9 o [rvaroxahs
f S | ik Warfarin mg mg Rivaroxaban| Aspirin | mg ** Warfarin | mg ** Warfarin | +* Warfarin
% #% v & (randomized controlled trial )
ARISTOTLE HR =0.79
[25] (0.65~0.95)
RR =0.92 RR =0.64
RE-LY[46]
(0.74~1.13) (0.51~0.81)
ROCKET AF HR =0.85
[47] (0.70~1.03)
AVERROSE HR =0.46
[24] (0.33~0.65)
B # v #& (indirect comparison)
Assiri 2013[43] 21 9¢ RR =0.86 RR =1.09 (0.64~1.85) RR =103 RR =037 RR =0.78 (0.52~1.16) RR =083
(0.61~1.19) (0.61~1.75) | (0.26~0.53) (0.55~1.26)
Biondi-Zoccal 7 | s NA NA NA NA NA NA NA
2013[44]
Dogliotti 20 44 OR=082| OR=0.90 OR=130 |[OR=1.07|OR=0.42] OR=0.91 OR=0.63 |[OR=0.77
2013[45] (0.58~1.17) (0.50~1.57) (0.72~2.33) (0.60~1.87) | (0.29~0.62) (0.59~1.44) (0.40~1.01) (0.50~1.22)
Mitchell 3 A HR=0.79| HR=0.86 HR =123 |HR=0.88 HR =0.91 HR =0.64 |HR=0.89
2013[38] (0.66~0.95) (0.66~1.15) (0.91~1.67) (0.68~1.14) (0.74~1.12) (0.51~0.81) (0.76~1.07)
£ RR=121 |RR=0.95
Baker 2012[34] 4 4 NA
(0.91~1.62) (0.73~1.24)
Harenberg 3 | 4 NA NA NA
2012[35]
Lip 2012[36] 3 4 HR =0.86 HR=1.23 |HR=0.93
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N ” . Apixaban +* Apixaban v . . . . .
) B~ 3 [7a % K| Apixaban it ) ) Apixaban +* | Apixaban +* | dabigatran 110 | dabigatran 150 |Rivaroxaban
? }Ek%%}i Subgroup S | v Warfarin Dabigatran 110 | Dabigatran 150 Rivaroxaban| Aspirin | mg ** Warfarin | mg ** Warfarin | +* Warfarin
’ mg mg
(0.65~1.14) (0.92~1.66) (0.71~1.22)
Mantha 2012[37] 3 4 NA NA NA
Secondary HR =0.80 HR =093 |HR=0.72
Rasmussen 2012 |prevention 3 4 (0.49~1.30) (0.57~1.53) (0.49~1.06)
[39] Primary HR =0.91 HR=145 |[HR=1.11
prevention (0.65~1.28) (1.01~2.08) (0.77~1.59)
Schneeweiss Total population| 3 4 NA NA NA
2012[40] CHADS2 =3 NA NA NA
Testa 2012[41] 3 4 NA NA NA

€ 5% vk # 4% aspirin, aspirin plus clopidogrel, warfarin, aspirin plus warfarin; dabigatran, rivaroxaban, apixaban, edoxaban, and placebo; # &% # % ¢ 3= apixaban,
dabigatran, edoxaban, and rivaroxaban; § ;=% % % ¢ 3= aspirin, aspirin plus clopidogrel, dabigatran 150 mg twice daily, dabigatran 110 mg twice daily, adjusted dose of
warfarin, rivaroxaban, apixaban, and placebo/control; ¥ on-treatment population; £ ARISTOTLE #2 ~ RE-LY #5% - ROCKET-AF #5% ~ PETRO #5% (Prevention of
Embolic and Thrombotic Events in Patients with Persistent Atrial Fibrillation) - fe 483 & 7 Zptee* 28 P REF L 8 o
HR hazard ratio; RR relative risk; OR odds ratio; NA not available -

33/104




102CDR09018_Eliquis Film-Coateds 2.5mg/5mg

.~ Apixaban 22 H @ Fug D H ad e sy (272 5) 2 AE7 R FtRE B RO RS %

x| ek K| Apixaban v Apixaban +* Apixaban +* Apixaban +* | Apixaban +* | dabigatran 110 | dabigatran 150 | Rivaroxaban
2 fgkﬁnﬁ,{ Subgroup 2" . Dabigatran 110 | Dabigatran 150 | . . ) . ) . . .
% #ic LER S Warfarin mg mg Rivaroxaban Aspirin mg +* Warfarinimg ** Warfarin| +* Warfarin
% & #& (randomized controlled trial )
ARISTOTLE HR =0.92
[47] (0.74~1.13)
RR=111 | RR=0.76
RE-LY[46]
(0.89~1.40) (0.60~0.98)

ROCKET AF HR =0.94
[47] (0.75~1.17)¥
AVERROSE HR =0.37
[24] (0.25~0.55)§
B ¢ #& (indirect comparison)
Assiri o1 o€ RR =0.96 RR = 1.03 (051-2.10) RR=095| RR=041 RR = 0.94 (0.54-1.66) RR =0.92
2013[43] (0.62~1.50) (0.48~1.97) (0.26~0.65) (0.62~1.95)
Biondi-Zoccal 7 | s NA NA NA NA NA NA NA
2013[44]
Dogliotti 20 48 OR = 0.8;3 OR=0.79 | OR=1.14 |OR=098| OR=0.39 | OR=1.13 | OR=0.77 | OR=0.90
2013[45] (0.58~1.31) (0.41~1.50) (0.57~2.17) (0.48~1.80) (0.26~0.60) (0.69~1.88) (0.47~1.30) (0.56~1.58)
Mitchell 3 4 HR=096 | HR=0.85 | HR=1.27 | HR=0.98 HR=0.88 | HR=0.76 | HR=0.99
2013[38] (o.77~1.21)§ (0.62~1.18) (0.91~1.81) (0.73~1.31) (0.65~1.17) (0.58~0.98) (0.82~1.19)
Baker 4 4 NA RR=1.19 | RR=0.80
2012[34] (0.86~1.65)§ | (0.60~1.08)
Harenberg 3 4 NA NA NA

2012[35]
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Apixaban +*

Apixaban +*

. x| ek K| Apixaban v ) ) Apixaban +* | Apixaban +* | dabigatran 110 | dabigatran 150 | Rivaroxaban
® fgkﬁnﬁ,{ Subgroup ) . Dabigatran 110 | Dabigatran 150 | | L. . . .
% #ic L3 Warfarin mg mg Rivaroxaban Aspirin mg +* Warfarinimg ** Warfarin| +* Warfarin
. HR=0.83 | HR=121 | HR=0.98
Lip 2012[36] 3 4
(0.61~1.13) (0.88~1.67) (0.72~1.33)
Mantha 3 A OR=0.82 | OR=1.20 | OR=1.02
2012[37] (0.60~1.13) (0.86~1.67) (0.75~1.38)
Secondary HR=0.68 | HR=0.86 | HR=0.83
Rasmussen  |prevention 3 4 (0.40~1.17) (0.49~1.50) (0.55~1.27)
2012 [39] |Primary HR=093 | HR=147 | HR=1.10
prevention (0.64~1.36) (0.98~2.21) (0.73~1.67)
Total
Schneeweiss oa . NA NA NA
2012[40] population 3 4
CHADS2 =3 NA NA NA
Testa 3 A OR=082 | OR=1.19 | OR=0.9
2012[41] (0.6~1.05)8 (0.8~1.6) (0.7-1.3)

€ 5 vk & 4& aspirin, aspirin plus clopidogrel, warfarin, aspirin plus warfarin; dabigatran, rivaroxaban, apixaban, edoxaban, and placebo; # % v ¢ 3= apixaban,

dabigatran, edoxaban, and rivaroxaban; § ;=% % ¢ 3= aspirin, aspirin plus clopidogrel, dabigatran 150 mg twice daily, dabigatran 110 mg twice daily, adjusted dose of

warfarin, rivaroxaban, apixaban, and placebo/control; ¥ on-treatment population and excluded unspecified type; § excluded unspecified type stroke; £ ARISTOTLE :#5% ~
RE-LY :#5% ~ ROCKET-AF :#5% ~ PETRO #5% (Prevention of Embolic and Thrombotic Events in Patients with Persistent Atrial Fibrillation) - 4248 % 4 7 :24p i3
FEMF I HFALR
HR hazard ratio; RR relative risk; OR odds ratio; NA not available -
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Apixaban vt

Apixaban +t

. S~z ek K |Apixaban vt . ) Apixaban +* [Apixaban '* | dabigatran 110 | dabigatran 150 |Rivaroxaban
< kM EL Subgroup ) . Dabigatran 110 | Dabigatran 150 | . . ) ) .
f % #ic (ES Warfarin mg mg Rivaroxaban| Aspirin |mg** Warfarinjmg +* Warfarin| +* Warfarin
% # v #& (randomized controlled trial )
ARISTOTLE HR =0.88
[47] (0.66~1.17)
RR=1.35 | RR=1.38
RE-LY[46]
(0.98~1.87) (1.00~1.91)
ROCKET AF HR =0.81
[47] (0.63~1.06)¥
AVERROSE HR = 0.86
[24] (0.50~1.48)
& #v #& (indirect comparison)
Assiri 2013[43] 21 9¢ NR NR NR NR NR NR NR NR
Blondi-Zoccal 7 | s NA NA NA NA NA NA NA
2013[44]
o OR=096| OR=0.71 | OR=0.70 |OR=1.20[OR=0.69| OR=1.37 | OR=1.40 |[OR=0.81
Dogliotti 2013[45] 20 78
(0.61~1.70) | (0.33~1.70) (0.33~1.70) | (0.57~2.85) | (0.40~1.18) | (0.72~2.55) (0.72~2.62) | (0.43~1.47)
. HR=0.87| HR=0.68 | HR=0.69 |HR=0.95 HR=128 | HR=1.27 [HR=0.92
Mitchell 2013[38] 3 4
(0.65~1.17) | (0.45~1.03) (0.45~1.05) (0.66~1.38) (0.96~1.74) (0.94~1.73) | (0.73~1.16)
Baker 2012[34] 4£ 4 NA NA NA
OR=0.69 | OR=1.00 |IOR=1.10
Harenberg 2012[35] 3 4
(0.45~1.05) (0.97~2.23) | (0.75~1.62)
Lip 2012[36] 3 4 HR=0.68 | HR=0.69 [HR =1.09
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N ” . Apixaban +* | Apixaban . . . . .
. B3| Jek o | Apixaban . ) Apixaban +* [Apixaban '* | dabigatran 110 | dabigatran 150 |Rivaroxaban
® fgkﬁnﬁi Subgroup ) . Dabigatran 110 | Dabigatran 150 | . . ) ) .
% #ic (ES Warfarin mg mg Rivaroxaban| Aspirin |mg** Warfarinjmg +* Warfarin| +* Warfarin
(0.45~1.03) (0.46~1.05) (0.74~1.60)
OR=0.67 | OR=0.68 |OR=1.10
Mantha 2012[37] 3 4
(0.44~1.01) (0.45~1.03) (0.74~1.62)
Secondary HR=053 | HR=0.39 |HR=0.55
Rasmussen 2012 prevention 3 4 (0.21~1.32) (0.16~0.95) (0.27~1.11)
[39] Primary HR=0.73 | HR=0.82 [HR=1.26
prevention (0.46~1.16) (0.51~1.31) (0.80~1.99)
Total
_ o NA NA NA
Schneeweiss 2012[40] |population 3 4
CHADS2 =3 NA NA NA
OR=0.6 OR=06 |OR=11
Testa 2012[41] 3 4
(0.4~0.9) (0.4~0.96) (0.7~1.6)

€ 5% vk # 4& aspirin, aspirin plus clopidogrel, warfarin, aspirin plus warfarin; dabigatran, rivaroxaban, apixaban, edoxaban, and placebo; # 57 ¥ 1% ¢ 3= apixaban,

dabigatran, edoxaban, and rivaroxaban; § ;5 # % & & aspirin, aspirin plus clopidogrel, dabigatran 150 mg twice daily, dabigatran 110 mg twice daily, adjusted dose of
¥ on-treatment population; £ ARISTOTLE #5 ~ RE-LY #5% - ROCKET-AF #5% ~ PETRO #5% ( Prevention of

warfarin, rivaroxaban, apixaban, and placebo/control;

Embolic and Thrombotic Events in Patients with Persistent Atrial Fibrillation) - fe %83 % 7 BETE SR NI R 3 4

HR hazard ratio; RR relative risk; OR odds ratio; NR not reported; NA not available -
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Apixaban vt

Apixaban +*

. Bon 3R U5 K | Apixaban . ) Apixaban t* |Apixaban t* |Dabigatran 110| Dabigatran 150 | Rivaroxaban
® fgkﬁnﬁ,{ Subgroup B . Dabigatran 110 | Dabigatran 150 . . ) ) . ) . )
5 i w2 fic | Warfarin mg mg Rivaroxaban Aspirin  |mg +* Warfarinmg +* Warfarin| +* Warfarin
2 & #&  (randomized controlled trial )
ARISTOTLE HR =0.69
[47] (0.60~0.80)
RR=0.80 | RR=0.93
RE-LY[46]
(0.69~0.93) (0.81~1.07)
ROCKET AF HR =1.04
[47] (0.90~1.20)
AVERROSE HR =1.13
[24] (0.74~1.75)
B # ¢ #& (indirect comparison)
Assiri 2013[43] 21 ge |RR=068 RR =0.71 (0.11-4.61) RR=069 |RR=0.97 oo _ 004 (0.22~4.06) RR=1.00
(0.22~2.10) (0.10~4.60) | (0.31~3.17) (0.23~4.44)
Biondi-Zoccai 7 5 OR=0.68] OR=0.85 OR =0.73 OR =0.66 OR=080| OR=119 | OR=1.02
2013[44] (0.58~0.80) (0.66~1.08)@ (0.57~0.93)m (0.52~0.84) (0.66~0.97) (0.53~2.60) (0.85~1.23)
Dogliotti 20 74 OR=0.68/ OR=0.86 OR=0.74 OR=0.67 |OR=1.14| OR=0.80 | OR=0.93 | OR=1.02
2013[45] (0.25~1.72) (0.17~4.03) (0.14~3.40) (0.13~3.19) | (0.46~3.18) | (0.21~2.83) (0.26~3.35) (0.28~3.77)
Mitchell 3 4 HR=0.69] HR=0.86 HR=0.74 HR = 0.66 HR=081 | HR=0.93 | HR=1.04
2013[38] (0.60~0.79) (0.70~1.05) (0.61~0.90) (0.54~0.81) (0.70~0.93) (0.81~1.07) (0.91~1.20)
Baker 2012[34] 4t 4 NA RR=0.75 | RR=0.69
(0.62~0.92) (0.57~0.84)
Harenberg 3 4 OR =0.87 OR=0.74 | OR=0.68
2012[35] (0.71~1.07) (0.60~0.91) (0.55~0.83)
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Apixaban vt

Apixaban +*

. ffj‘f”’zﬁ Subgroup ; S gié m:%‘ K As:/);::r:n“ Dabigatran 110 | Dabigatran 150 ,:ip:jxaban L Apixat?a'n L DabiLgatran 11.0 DabiLgatran 15.0 RLivaroxabz?m
L E3 mg mg aroxaban Aspirin  |mg +* Warfarinmg +* Warfarin| +* Warfarin
. HR =0.86 HR =0.74 HR = 0.66
Lip 2012[36] 3 4
(0.7~1.06) (0.61~0.91) (0.54~0.81)
Mantha 3 4 OR =0.87 OR=0.74 | OR=0.68
2012[37] (0.70~1.06) (0.61~0.91) (0.55~0.83)
Secondary HR=1.11 HR=0.72 | HR=0.75
Rasmussen 2012 prevention 3 4 (0.72~1.69) (0.48~1.08) (0.53~1.07)
[39] Primary HR =0.80 HR=0.75 |HR=0.61
prevention (0.64~1.00) (0.60~0.94) (0.48~0.78)
Total HR =0.83 HR =0.70 NA
Schneeweiss  |population 3 4 (0.68~1.02) (0.58~0.86)
2012[40] CHADS2 HR =0.84 HR =0.66 HR =0.68
=3 (0.61~1.16) (0.48~0.90) (0.52~0.90)
Testa 2012[41] 3 4 NA NA NA

€ 5 vk & 3£ aspirin, aspirin plus clopidogrel, warfarin, aspirin plus warfarin; dabigatran, rivaroxaban, apixaban, edoxaban, and placebo; # /- & ¢ 4% apixaban,

dabigatran, edoxaban, and rivaroxaban; § 5% & & 4% aspirin, aspirin plus clopidogrel, dabigatran 150 mg twice daily, dabigatran 110 mg twice daily, adjusted dose of

warfarin, rivaroxaban, apixaban, and placebo/control; @ apixaban compared with low-dose dabigatran; m apixaban compared with high-dose dabigatran; £ ARISTOTLE &

2 ~ RE-LY #2 - ROCKET-AF #55 ~ PETRO @2 (Prevention of Embolic and Thrombotic Events in Patients with Persistent Atrial Fibrillation ) - J= %8 % 4 =+ itk

FERFOIHEFAR

HR hazard ratio; RR relative risk; OR odds ratio; NA not available -
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2012[35]

&~ 38| i K | Apixaban | APIXEDEN | Apbaban Lo | Apixaban | dabigatran 110 | dabigatran 150 | Rivaroxaban
. ’EJ“%% Subgroup oz m;);,% # | Apixa ar? Dabigatran 110 | Dabigatran 150 Plxa an pixa 'a.n abigatran : abigatran . ivaroxa z.m

k¥ | v ¥ | Warfarin mg mg Rivaroxaban Aspirin mg +* Warfarin|mg +* Warfarin Warfarin
2 #Fw & (randomized controlled trial )
ARISTOTLE HR =0.51
[47] (0.35~0.75)

RR=0.31 | RR=0.26
RE-LY[46]
(0.17~0.56) (0.14~0.49)

ROCKET AF HR =0.59
[47] (0.37~0.93)"
AVERROSE HR =0.67
[24] (0.24~1.88)
B # v #& (indirect comparison)
Assirl 21 | o¢ | NA NA NA NA NA NA NA NA
2013[43]
Blondi-Zoceal 7 | s NA NA NA NA NA NA NA
2013[44]
Dogliotti 20 75 OR=0.44| OR=1.50 OR=184 | OR=0.77|OR=095| OR=0.30 | OR=0.24 | OR=0.58
2013[45] (0.10~1.61) | (0.14~11.71) (0.17~14.60) (0.07~6.50) | (0.20~3.27) (0.05~1.83) (0.04~1.60) (0.10~3.28)
Mitchell 3 A HR=051| HR=1.63 HR=198 | HR=0.87 HR=031 | HR=0.26 | HR=0.58
2013[38] (0.35~0.75) (0.82~3.45) (0.94~4.41) (0.49~1.55) (0.16~0.56) (0.13~0.48) (0.38~0.89)
Baker r A NA RR=193 | RR=0.88
2012[34] (0.93~4.02) (0.49~1.58)
Harenberg 3 4 NA NA NA
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Apixaban

Apixaban +*

) B 3E sk K | Apixaban v . ) Apixaban t* | Apixaban 't | dabigatran 110 | dabigatran 150 |Rivaroxaban *
2 )]gie,%%ji Subgroup ) . Dabigatran 110 | Dabigatran 150 . . . . .
Sl | v Warfarin mg mg Rivaroxaban Aspirin mg +* Warfarin|mg +* Warfarin Warfarin
. HR =1.65 HR=196 | HR=0.86
Lip 2012[36] 3 4
(0.81~3.34) (0.94~4.08) (0.48~1.57)
Mantha 3 A OR=1.64 OR=193 | OR=0.88
2012[37] (0.81~3.34) (0.92~4.07) (0.48~1.59)
Secondary HR =3.64 HR=1.48 | HR=0.55
Rasmussen  |prevention 3 4 (0.79~16.7) (0.45~4.85) (0.23~1.29)
2012 [39] |Primary HR =1.34 HR=236 | HR=1.44
prevention (0.59~3.06) (0.90~6.17) (0.61~3.37)
Total
Schneeweiss oa . NA NA NA
2012[40] population 3 4
CHADS2 =3 NA NA NA
Testa 3 A OR=16 OR=19 OR=0.8
2012[41] (0.8~3.3) (0.9~4.1) (0.4~1.59)

€ 5 vk & 3£ aspirin, aspirin plus clopidogrel, warfarin, aspirin plus warfarin; dabigatran, rivaroxaban, apixaban, edoxaban, and placebo; # /5% % ¢ 4% apixaban,

dabigatran, edoxaban, and rivaroxaban; § 5% W v& & 4% aspirin, aspirin plus clopidogrel, dabigatran 150 mg twice daily, dabigatran 110 mg twice daily, adjusted dose of

warfarin, rivaroxaban, apixaban, and placebo/control;

and Thrombotic Events in Patients with Persistent Atrial Fibrillation ) - 42 #8 3 % 7 :Z4p 5% %

HR hazard ratio; RR relative risk; OR odds ratio; NA not available -
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. /F“f" - Subgroup AP DL N Apixabar? L %};E?S;Ta: Ag:g?;;;a: APixaban LL Apixab'a.n dabigatran 119 dabigatran 159 Rivaroxabz':m
k¥ | v: ¥k | Warfarin Rivaroxaban | +* Aspirin | mg ** Warfarin | mg ** Warfarin | +* Warfarin
110 mg 150 mg
R # v+ #& (indirect comparison)
Assiri 2013[43] 21 9¢ NA NA NA NA NA NA NA NA
Biondi-Zoccai 7 5 OR=0.90| OR = 06@6 OR = 0.61;1 OR =0.82 OR =0.80 OR =141 [OR=1.09
2013[44] (0.78~1.03) | (0.54~0.81) (0.52~0.78) (0.67~1.01) (1.36~1.58) (1.21~1.65) (0.94~1.26)
Dogliotti 2013[45] 20 7° NA NA NA NA NA NA NA NA
Mitchell 2013[38] 3 4 HR=091| HR=0.69 | HR=0.66 | HR =0.85 HR =1.32 HR =137 |[HR=1.08
(0.86~0.96) | (0.62~0.76) (0.60~0.74) (0.78~0.92) (1.21~1.45) (1.26~1.50) (1.01~1.15)
Baker 2012[34] 4 4 NA NA NA
Harenberg 2012[35] 3 4 NA NA NA
Lip 2012[36] 3 4 NA NA NA
Mantha 2012[37] 3 4 NA NA NA
Rasmussen 2012 sf:\(l)::t?(?r/l 3 A NA NA NA
[39] Primary prevention NA NA NA
Schneeweiss Total population 3 . NA NA NA
2012[40] CHADS2 =3 NA NA NA
Testa 2012[41] 3 4 NA NA NA

€ 9% Wvk & 3£ aspirin, aspirin plus clopidogrel, warfarin, aspirin plus warfarin; dabigatran, rivaroxaban, apixaban, edoxaban, and placebo; # ;5% # % ¢ 4% apixaban, dabigatran, edoxaban, and
rivaroxaban; § ;5% K v & 4% aspirin, aspirin plus clopidogrel, dabigatran 150 mg twice daily, dabigatran 110 mg twice daily, adjusted dose of warfarin, rivaroxaban, apixaban, and placebo/control;
@ apixaban compared with low-dose dabigatran; i apixaban compared with high-dose dabigatran; £ ARISTOTLE ##5% ~ RE-LY #% - ROCKET-AF &% ~ PETRO 25 (Prevention of Embolic
and Thrombotic Events in Patients with Persistent Atrial Fibrillation ) - 4z 8 3 % 7 324 % % & 435 F B8 ¥ £ & - HR hazard ratio; RR relative risk; OR odds ratio; NA not available -
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o~ ek R | Apixaban Apixaban +* | Apixaban +* Apixaban +* | Apixaban + |dabigatran 110 dabigatran Rivaroxaban +*
2k B Subgroup 7 m;}%’f w pixahan Dabigatran | Dabigatran pix pixaha 9 Ul 5o mg e | VAroXans
f Sk | ik Warfarin Rivaroxaban Aspirin  |mg +* Warfarin . Warfarin
110 mg 150 mg Warfarin
% # v #& (randomized controlled trial )
ARISTOTLE HR =0.42
[47] (0.30~0.58)
RR=0.31 | RR=0.40
RE-LY[46]
(0.20~0.47) | (0.27~0.60)
ROCKET AF HR =0.67
[47] (0.47~0.93)
AVERROSE HR =0.85
[24] (0.38~1.90)
& #v #& (indirect comparison)
Assiri 2013[43] 2 | of | RR=042 RR = 1.16 (0.21-6.52) NA | RRE0820 e 036 010-124) NA
(0.13~1.32) (0.22~3.06)
Biondi-Zoccal 7 | s NA NA NA NA NA NA NA
2013[44]
Dogliott 20 | 7° NA NA NA NA NA NA NA NA
2013[45]
Mitchell 3 A HR =0.41 HR=137 | HR=0.98 | HR =0.58 HR=0.30 | HR=0.42| HR=0.71
2013[38] (0.29~0.57) (0.81~2.39) | (0.60~1.64) | (0.36~0.93) (0.19~0.46) | (0.28-0.61) | (0.51~1.01)
Baker 2012[34] 4F 4 NA NA NA
Harenberg 3 A OR=141 | OR=1.00 | OR=0.65
2012[35] (0.81~2.45) (0.60~1.67) (0.40~1.04)
Lip 2012[36] 3 4 HR=135| HR=1.05 | HR =0.63
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o " . Apixaban +* | Apixaban * i i . dabigatran .
. Ao~ |Iak K| Apixaban vt . . Apixaban +* | Apixaban +* |dabigatran 110 Rivaroxaban +*
® fgkﬁnﬁi Subgroup ) . Dabigatran Dabigatran . . .| 150 mg +* .
L “p .
% B 2 Warfarin Rivaroxaban Aspirin  |mg +* Warfarin Warfarin
110 mg 150 mg Warfarin
(0.79~2.32) (0.63~1.76) (0.39~1.01)
Manth
antha 3 | 4 NA NA NA
2012[37]
Secondary 3 A HR=185| HR=0.90 | HR =0.50
Rasmussen 2012 |prevention (0.64~5.33) (0.37~2.18) (0.24~1.04)
[39] Primary HR=1.26 | HR=1.02 | HR=0.77
prevention (0.67~2.37) (0.56~1.88) (0.40~1.49)
Schneeweiss Total population| 3 4 NA NA NA
2012[40] CHADS2 =3 NA NA NA
Testa 2012[41] 3 4 NA NA NA

€ 5 vk & 3£ aspirin, aspirin plus clopidogrel, warfarin, aspirin plus warfarin; dabigatran, rivaroxaban, apixaban, edoxaban, and placebo; # 5% %% ¢ 4% apixaban,
dabigatran, edoxaban, and rivaroxaban; § 5% W& & 4% aspirin, aspirin plus clopidogrel, dabigatran 150 mg twice daily, dabigatran 110 mg twice daily, adjusted dose of
warfarin, rivaroxaban, apixaban, and placebo/control; £ ARISTOTLE 2% ~ RE-LY #2% - ROCKET-AF #5% -~ PETRO 2 (Prevention of Embolic and Thrombotic Events
in Patients with Persistent Atrial Fibrillation) - fe 48 F 4 72 dpih e * E A P HEF L R -

HR hazard ratio; RR relative risk; OR odds ratio; NA not available -
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o~k i i | Apixaban v |/ \Pxaban e | Apixaban it L0 b | Apixaban | dabigatran 110 | dabigatran 150 | Ri ban 1t
I Subgroup oz ,r)«,‘ # | Apixa an. Dabigatran 110 | Dabigatran 150 Plxa an pixa 'a.n abigatran : abigatran ' ivaroxa z';m
f k¥ | ¥ | Warfarin mg mg Rivaroxaban Aspirin | mg * Warfarin | mg +* Warfarin Warfarin
% & #& (randomized controlled trial )
ARISTOTLE HR =0.89
[47] (0.70~1.15)
RR=1.10 RR =1.50
RE-LY[46]
(0.86~1.41) (1.19~1.89)
ROCKET AF NA
[47]
AVERROSE HR =086
[24] (0.40~1.86)
B # v #& (indirect comparison)
Assiri 2013[43] 21 9¢ NA NA NA NA NA NA NA NA
Blondi-Zoccal 7 | s NA NA NA NA NA NA NA
2013[44]
Dogliotti 20 | 7° NA NA NA NA NA NA NA NA
2013[45]
Mitchell 3 A HR=0.89| HR=0.82 HR=0.60 | HR=0.61 HR =0.91 HR =1.46 HR =1.45
2013[38] (0.68~1.16) (0.58~1.18) (0.43~0.86) (0.43~0.86) (0.85~1.38) (1.17~1.85) (1.19~1.79)
Baker 2012[34] 4 4 NA RR=0.60 | RR =059
(0.43~0.84) (0.41~0.83)

Harenberg s | 4 NA NA NA
2012[35]
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-y I Apixaban Apixaban , . , , .
) B~ |Vs R K | Apixaban . . Apixaban +* | Apixaban +* | dabigatran 110 | dabigatran 150 | Rivaroxaban +*
2 )Eie,%%ii Subgroup ) . Dabigatran 110 | Dabigatran 150 . L. . . .
k¥ | ¥ | Warfarin mg mg Rivaroxaban Aspirin | mg * Warfarin | mg +* Warfarin Warfarin
. HR=0.81 | HR=0.59
Lip 2012[36] 3 4 NA
(0.57~1.15) (0.42~0.83)
Mantha 3 A OR=0.80 | OR=0.59 | OR=0.60
2012[37] (0.56~1.15) (0.41~0.83) (0.43~0.83)
HR =0.84 HR = 0.
Secondz_:\ry 3 A 0.8 0.50 NA
Rasmussen prevention (0.38~1.85) (0.23~1.06)
2012 [39] Primary HR=0.78 | HR=0.61 NA
prevention (0.53~1.16) (0.42~0.89)
Total
Schneeweiss . 3 4 NA NA NA
2012[40] population
CHADS2 =3 NA NA
Testa 2012[41] 3 4 NA NA NA

€ 5% vk # 42 aspirin, aspirin plus clopidogrel, warfarin, aspirin plus warfarin; dabigatran, rivaroxaban, apixaban, edoxaban, and placebo; # ;5% K% # 4% apixaban,

dabigatran, edoxaban, and rivaroxaban; & ;5 K& & 4% aspirin, aspirin plus clopidogrel, dabigatran 150 mg twice daily, dabigatran 110 mg twice daily, adjusted dose of
warfarin, rivaroxaban, apixaban, and placebo/control; £ ARISTOTLE &2 - RE-LY 2% - ROCKET-AF #£5% -~ PETRO 2 (Prevention of Embolic and Thrombotic Events

in Patients with Persistent Atrial Fibrillation ) - 3= 8 3 % BEE R N 3

HR hazard ratio; RR relative risk; OR odds ratio; NA not available -
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o e Subgroup S~ 2205 % K | Apixaban Apixaban vt Apixaban +* Apixaban +* | Apixaban +* | dabigatran 110 | dabigatran 150 |Rivaroxaban +*
i g S ¥ | i3 | Warfarin  |Dabigatran 110 mg|Dabigatran 150 mg | Rivaroxaban| Aspirin | mg * Warfarin | mg * Warfarin Warfarin
® ¥ #& (randomized controlled trial )
ARISTOTLE HR =0.89
[47] (0.80~0.998)
RR=0.91 RR =0.88
RE-LY[46]
(0.80~1.03) (0.77~1.00)

ROCKET AF HR =0.85
[47] (0.70~1.02)"
AVERROSE HR =0.79
[24] (0.62~1.02)
B # ¢ #& (indirect comparison)
Assiri 21 9¢ RR =089 RR =0.98 (0.67~1.44) RR=1.06\RR=0.76 RR =1.11 (0.83~1.50) RR =083
2013[43] (0.70~1.14) (0.71~1.6) | (0.59~0.98) (0.6~1.16)
Biondi-Zoccai ; 5* OR=0.89| OR=0.98 OR=101 |OR=1.07 OR=0.91 OR=0.32 | OR=0.83
2013[44] (0.75~1.05) (0.77~1.25)° (0.79~1.29)" (0.82~1.41) (0.76~1.09) (0.05~1.94) (0.66~1.03)
Dogliotti 20 - OR=092| OR=1.02 OR=105 |OR=101|0OR=0.72| OR=0.91 OR=0.88 | OR=0.91
2013[45] (0.67~1.41) (0.59~2.00) (0.60~2.07) (0.58~1.96) | (0.48~1.01) (0.56~1.46) (0.53~1.43) (0.55~1.46)
Mitchell 3 4 HR =0.89 HR =0.98 HR =1.01 HR =0.97 HR =0.91 HR =0.89 HR =0.92
2013[38] (0.80~1.00) (0.67~1.17) (0.86~1.20) (0.83~1.14) (0.80~1.04) (0.78~1.01) (0.82~1.03)
Baker A A NA RR=1.01 RR =1.08
2012[34] (0.86~1.19) (0.87~1.33)
Harenberg 3 A OR=0.98 OR=101 |OR=1.10
2012[35] (0.82~1.17) (0.85~1.20) (0.88~1.37)
Lip 2012[36] 3 4 HR =0.98 HR=1.01 HR = 1.05
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. Subgroup S~ 2205 % K | Apixaban Apixaban vt Apixaban +* Apixaban +* | Apixaban +* | dabigatran 110 | dabigatran 150 |Rivaroxaban +*
i ’ S ¥ | i ¥ | Warfarin  |Dabigatran 110 mg|Dabigatran 150 mg | Rivaroxaban| Aspirin | mg ** Warfarin | mg * Warfarin Warfarin
(0.83~1.16) (0.85~1.20) (0.84~1.30)
Mantha 3 4 OR=0.98 OR=1.01 OR=0.97
2012[37] (0.82~1.17) (0.85~1.20) (0.83~1.15)
Secondary HR =1.27 HR=094 |HR=0.92
Rasmussen  |prevention 3 A (0.88~1.84) (0.66~1.33) (0.69~1.22)
2012 [39] |Primary HR =0.94 HR=105 |HR=1.02
prevention (0.77~1.14) (0.86~1.27) (0.83~1.25)
Schneeweiss Total . NA NA NA
population 3 4
e NA NA
OR=1.03 OR =1.06 OR=1.13
Testa 2012[41] 3 4
(0.8~1.23) (0.88~1.28) (0.9~1.4)

€ 5 vk & 3£ aspirin, aspirin plus clopidogrel, warfarin, aspirin plus warfarin; dabigatran, rivaroxaban, apixaban, edoxaban, and placebo; # /5% & ¢ 4% apixaban,

dabigatran, edoxaban, and rivaroxaban; § 5% & & 4% aspirin, aspirin plus clopidogrel, dabigatran 150 mg twice daily, dabigatran 110 mg twice daily, adjusted dose of

warfarin, rivaroxaban, apixaban, and placebo/control;

¥ on-treatment population; @ apixaban compared with low-dose dabigatran; m apixaban compared with high-dose
dabigatran; £ ARISTOTLE #5 ~ RE-LY #5% -~ ROCKET-AF #% -~ PETRO 2% (Prevention of Embolic and Thrombotic Events in Patients with Persistent Atrial

Fibrillation) - = %8 % 4 7+ Rt HELR -

HR hazard ratio; RR relative risk; OR odds ratio; NA not available -
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(1 )EHF R 2 FA

BokY SFRiag 2P (B 2 AR B HERE ) TR
RercAp B FA 4R

1 @FHE =& (BRI ET T2 R) 0 iaL 2 PP RIE R RS T
BVNARRGERE T 200 ok 5 NOAC # %~ EAp ke P R £ 3
ke LHZER i ATC = 75 ~ 4p I PR % =X $ic 0 2% 3k 2 dabigatran etexilate

TN NI N
'V’»ﬂ'}%f PTG

BT O AF)E B RIBE RS TR R T f‘% EA W © X ap
iR E 2 %2 50 305 warfarin £2 rivaroxaban 7f ¥ )%‘*

\\\?{r
o

2. RHEAE (AP P HEEHBEE T 2HEARKTR) 2 Aot mp
ARISTOTLE 3#% (3% %% 1 CV185-030) 4 » & R¥ 3%f 2 £ 3% 4 #c
557 A o K dk AR B TR oo Bl -

3 @$£25%%%@%%8@@%“@&@¢%¢%ﬂ§ﬁ?ﬁi%%ﬁﬁ
4 A & 4= Pradaxa®( dabigatran 110 mg % 150 mg)\XareIto@( rivaroxaban )
z Eliquis®(apixaban ) t% 2 % 4p 4 major bleeding % total discontinuations
% 1 favor Elqu|s (apixaban) &% o 5% 2 P R ELp Elqu|s@ifp$@ﬁ.“
warfarin &> 3 2 g 2 o AH g F Rt e A Y )gL SRR SR
o BRER ALY (2) )&

® ~ Ot

-\

a1

R
\\\?{r

F LA S R AR &%%@ b a
B ~ AREFe LN REL EF5E BEGER ATC » 885 > 1Y
% apixaban e &t ARG R o B R ﬁw\ #‘r J*Jv Bk SiERT L
warfarin ~ dabigatran ~ # rivaroxaban i B rt g 5 o

2. LERFHPETEERLGHER

m 444 CADTH* 2013 & 3 7 20 p 2% 3R 4F2 » 42 fcf* Eliquis®
* 3T CHADS, A #=1 * 2 warfarin ;5 20238 7] 20 A Fuif s e 5§ 4
BFFEB ALY R e g .
£ PBAC »t 2013 & 3 7 if 4 iR ik R At s ks b Y
(authority required-streamlined ) = 5%z ¢ Eliquis® i s e & ﬂj‘F’-‘ﬁ—M
Mé%ﬁﬁﬁn@?i'P1mf%q+m%&’ﬁﬁa& R =S
Bar i EAY R AP pRESEETF oL B0 R (Bl
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AF P AR ) BT A g T A2 Rl g e D RE 2,
ERZTERK 3 B B A BRR D S EBA RIS F S
35% o

n FENICE 2013 & 2 % 2 » 23 i Eliquis®ia s b & 2mpuip o
SHAPH LT 0 LA ERFF R AR Y R o g ahin
FEB AR FF 4L L F 37 b B reAk BT;2. E82T5
BB B B A B S F MK S E o

m O FEEGH SMC 32013 & 2 0 11 p O ARt R A R IRAE 5 AT
HE Eliquis®® * 3 5 3 138 o' F15 enzbaaiiis 5 B & 4
FAEP Y R R L BRg o BT e IL B R AEEE
WA TE 2 EEZT5H 3 B AR A BRR 5 F RS E B
(X o gt ¢ (New York Heart Association, NYHA) % =74 iy 4 % &
F2m &0 Jo

3. Ap¥PmoxrE 2 (AR )
1) £ warfarin & #+* #% - ARISTOTLE #%

ARISTOTLE z#& * Sg#d 4 /%~ B3 » B m # > 7 warfarin i SR
STy R kypAawy gy warfarin M E qRE Yo (8 7 oA 39
Bl£71,034 B Fk ¢ o )4 K g A % 18,201 = 4 3 apixaban 2(9,120 4 )
2 warfarin 2 (9,081 * ) 2 & focdg i 7 ¥ AFTRT > TRA X5 AP
Wh'e B %RFat bR 1445 F apixaban et #& warfarin e 37 ¥
P BlRE - ot R AR o g AP RY R AR AR Me T EA
SR D S PRE LR E SRR L A o

a. E#¢ dci 7O/ A 353% ; LAt 16% ; FH A AL
B AF 5§ 84% 5 %) 57%¢up A ek & % st & K gm0 30
Lo AMEY R RETITAF LT ERZTE RE N 31%; K
19%_&;—;;;,—‘5 A :qr «}; N :@%&t{%;ﬁvi T~ & iﬁx.ﬁ_&%ﬁr—, g '\'»"«?ﬁ%
HHE L g IS F A LF AL 35% 1 M Aup 4 K8 25% i e
B Lfi]ﬁ; L 87% ; L5 CHADS, # #ic s 2.1 »~ » CHADS,=2 —%" ¢
66% -

b. Warfarin 2 /7 7 # & INR (4% &2 1 3o #¢ B2 PR chT 30 &t
% 62.2% > ¢ i~ #Hc s 66.0% -

C. A&RGrcdpih- 7 b 2P Mgy 4 5 apixaban e {r warfarin e
Eg 4 Fau i 1.27%(212 % )P4 1.60% (265 + )» 4 47 & 7 apixaban
& > warfarin % > b *% 1 (hazard ratio, HR) % 0.79 (95% CI:

Plrgap E8£ 3 p@ren (2010217 30p ) e 4 i & #ico
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0.66~0.95, p < 0.001)> i& - 4 4~ 47 &g 7+ apixaban = &>+ warfarin & (p=
0.01)-

d =&k Peiptk s 2 F - B2 I apixaban ‘e fc warfarin jec > & F]
o= EFA A w G 352% (603 4 ) - 3.94% (669 ~ ) apixaban
kg ¥ ¢ warfarin 23 # = b ' o HR 5 0.89(95% CI: 0.80~0.99, p
=0.047) -

e. I EFocdptk o Al R H 4 5 apixaban e {o warfarin e g 4 5
W% 0.53% (90 4 ) - 0.61% (102 « )> HR % 0.88 (95% CI: 0.66~1.17,

p=0.37)-
f. A& P44 £ 4 5 F 2 apixaban 28 F ¢ warfarin kg fiig
g < M b B A FRAE G 213% (327 £ ) §-3.09% (462 £ ) >

HR % 0.69 (95% ClI: 0.60~0.80, p<0.001) -

9 TEX2PEHE LS DD ATRAAMEL S D apixaban A F
warfarin ‘23 g end * g AR A EE A e e BB A S0k
B % 4.07%(613 % )4- 6.01%(877 ~ )>HR % 0.68(95% CI: 0.61~0.75,
p<0.001)-

h. Kf S 4p B 2 ¢h > apixaban fefe warfarin fe 7 L FE 2 FH N K%
ERF EREA AL E P FApE o ABE A 2T ® ¢ apixaban &
2 warfarin je g 4 % et F ik B L 2.2% (202/9088 ) - 2.6%
(231/9052) -

(2)  ~ % dabigatran f- rivaroxaban b fi R b fi s 47

a. ® % PubMed - Embase ~ Cochrane Library % + = e SRl - pl s
MR E T T R R L 2 PR R R R e U S T 2
;];Jc £4 11K Fw;-t TR R L Jgk? # & apixaban 4 %] £ dabigatran
fe rivaroxaban v feshd Y c 1L H R E S RG 2K PR E
ERCRETRECRER  BATS PR R 47? 11 hF&E R
Bl AT AT O TR % 0 1 & 14 ARISTOTLE » RE-LY ~ v
ROCKET-AF #% 5 1 > 3 B ik & e 8 oo v 3 5404 530
> » ARISTOTLE 4= RE-LY #& 3 » < 40%61”:'}?5 4 » @ ROCKET-AF #
S~ < 35%:?5 A ﬁ*%ﬂwﬁ&ﬁi—i‘f F 3R> » RE-LY = ROCKET-AF
%1% < 30 ml/min 075 4 > ARISTOTLE 3% £ 74 < 25 ml/min £ <
RE-LY ifsktif L b (L0 cips 4 o AT R F > 3%k s %

B 29w (3 o4) "4 % 11 adjusted dose of warfarin % /&0
R A % M R 2 9 Tk 325% 0 ARISTOTLE 4r ROCKET-AF % i
Y HEER a0 s RE-LY 3% & adjusted dose of warfarin 7>
T B AR E 4% B2 (T E (open-label ) 5% - RE-LY 5% * AF %573 5 4%
F R A e 40t 0t ARISTOTLE & ROCKET-AF 3 > 5 A
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A_F i * vitamin K antagonist £ aspirin st 5 3 3 B E%E 5 A £
ARISTOTLE 4= RE-LY i#Z% 7 CHADS, T34 #c~ 5 21 » > @
ROCKET AF % #-iT 3.5 4 » ROCKET-AF 3% 4 £%F ¢ b ~ ‘&
WAL 0 S 2P RR R o BB R
ARISTOTLE 2 RE-LY #% % -

Apixaban 4 %]+ fi dabigatran e rivaroxaban f % 8 g R B 0 foenls
%ﬁ@’?—&r’" :

m ¢ R >E MR apixaban 4~ % ¥t dabigatran {- rivaroxaban =R
BUREFTAEFLE  FREAFEFLG KRB

m YR Apixaban 4 %] ¥+ dabigatran {v rivaroxaban R vt % %

FRNFLR  LRESEHEEG - KRiEo

m B ']:%_”g‘ (% %) 2/ 3" Rk ! apixaban 4 %)%t dabigatran
fr rivaroxaban RV RES F EEF LR > FRELPTREE
F - R

B SR AR RLRES-ROETRTEELRE N
Rasmussen 2012 £-$f L 30 5 ¢ B o5 € eh=x &3 4 47 > BT apixaban
vv dabigatran 150 mg & ¥ 7 # b e Bmﬁ% Rt oo R “é% v (hazard

ratio, HR) % 0.39 (95% Cl: 0.16-0.95) ; @ L& & ¢ kb X *2¥H 54
17 B| & 51 apixaban { dabigatran 150 mg 7% 48 § ©
[ ] £ dig

i. 10 s8 AR 4 o477 3 7 38 Bgor apixaban & ¥+t dabigatran
150 mg 7 e+ N RSB E L o3 1 B EH
dabigatran 110 mg £ 150 mg 4 #7 % % % 7+ apixaban £

dabigatran 2§ B¥F L& - ¥ LR @ Am G ¢ b o=
EHEY MoT aplxaban vv dabigatran 150 mg &2 ¥ 3 $i i< ehE £ )
m R OEL oo

. 1078 B 30t g % % A om apixaban ¥ dabigatran 110 mg 4p g ©

iii. 10 78 B d v g 47 ¢ 5 8 78 Ao+ apixaban &g ¥ v rivaroxaban
FRMAE A DL RG22 R~ B R
Rt JE gy & 47 9% 1 B or apixaban ¢ rivaroxaban 4§ e

] ¢ b :apixaban 4 %] %t dabigatran - rivaroxaban s 3t
ST YANELR LALAFEREG - R
n Tie R 12 78 v s 47 0 Aot apixaban &g % ¢ dabigatran 110

apixaban +* # rivaroxaban 7 # i< g >0 H P 1 5 B % T

dh
2k
g
v %
2 150 mg 7 B M $rin R b te S Bt S 2 PR R TR
_T.
“[L L " {FI—‘!Z ﬂ o
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= P 9 1537 fF 45 s B 7 apixaban & dabigatran 110 mg # 150
mg it A F LR AR &R § LA A TAT apixaban & ¥
vborivaroxaban 3 i egEp i B 0 H A 3 A TR A L 3F
apixaban £ rivaroxaban 7 £ £ -

mF

i. 578 A #t # s 47 % 7 apixaban £2 dabigatran 110 mg 4p §

i ST Y 5 458 4 478277 apixaban & ¥ 1t dabigatran
150 mg § PS8 Bk b e SR 0 T 1A TR
Whme hpe P EEIRFR DG YR BT EHER
AFLPEELR -

i, 3R iR 475 % % BT apixaban & ¥ vt rivaroxaban
BT g N e A

m > T3 lapixaban 4 %) ¥t dabigatran fr rivaroxaban R b fie
n

BEOMACAMFLE  ARLAEFEG - Ko
Fhm:
(1) 44+ CADTH %75 * BAE& 5 4 € & RALY 5 % g i

CRNERES S 8 ) R R A R R R N Nl L R
B blehfen S frdp B s A o

m R R R S P AR o R R £ X D F R R
ToE-fE AR AL

(2) #FINICE 37T & T2 4 % 7L 2

= TRA R RO TRA G VOB AR S P AR R R LR TR
B B warfarin @ B2 4 if ¥ chiun ) B # 5 (aspirin) o e

WA R EAF R INR Bk A 2w A S U Ip A R
BB g LIV e s RApd A2 E s { « i
b warfarin g fozF S ab P B AL T R 3T Hid
FAER AP BRL R o
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(- )ERF RN AP i GAEF Y

L 2gFRO2FLPFHL

BB Y TR - LGRS L Y R BN  Aok A 78
LAk S 4g o Aulig 4 b & (lifeyears AL LYS) 2 Stk 2 E SR
+ & (quality-adjusted life-years » #§ £ QALYS) 5 i rcdpth o 324F £ 10w 5
Pids® L @l ¢ R b % F]F o 4 5 %% b apixaban 10 mg (& % 5

mg - & p & = )~ warfarin ~ dabigatran 110 mg ¥ dabigatran 150 mg = = % -

GHEAHFY BT AEA (RRED 5 A ) UERR AR L DR R R A F
%4*’é%ﬁ$% 113% G EATIFEFATIR o A B 5 R AFEE R A
K B JEaE N e 2L NI -1 R e 2L IO = ST I S LI L SRR e
Bo2P MR SRPRAAREPTRR G BB D e b
thﬁﬁ%ﬁﬁifi%k\éﬂf;‘ﬂ \-é-)ib'?t{;;br}w@‘ P\?'FE": **-m—rr\;}}‘)\_tj‘,b)gﬁpx »l:
PN BT AR DRE Y S SFE VR RS SRS 3 S e
BEEOEER % o

-5

B e Bofy pxF Sy 0 fapixaban 22 warfarin en3n e > Rt B B R
3#% (ARISTOTLE ) # apixaban - dabigatran 110 mg £2 dabigatran 150 mg 3%
Ao R - B ERA T BES B E 20 #123E25% (ARISTOTLE &2 RE-LY )»
{& iz dabigatran £ apixaban =4p % »% ©

R A#H S Z o457 o dp T warfarin o apixaban sk i e s A iR
% 0 ¥ LA & & 2 vt @ (incremental cost-effectiveness ratio #ICER i )
5% 40,000 £ £/QALY - ¥ - 2 5 > ARFOBIPRRE RS o FFHE
QALY # )& e0fE E4g:iF 15,000 % £ » Bl faw BE > % ¢ » %12 apixaban % &
*ATE R FAPFRE o

2. E%ﬂ ‘Q;I‘F/HT\J

HYW R PR NAEARTEHRL A% CRIGHRL T IHEFTK
PHERPEREAR T AAPT ) AT BIRF] R ”k“rﬁa?”mﬁ—ﬁ\ﬁ%gofii
B T S o SR B R S R B B 1 BT
* o KA L AR RN B T AR BRI R A 1T LR AP M B A
Pk REZGIRL EZH/EEF TN ELLH 2 ac;,‘; o,T%.,F B R

]

o8
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ARR R AR A g o %“XE*WPP“’x%@Wﬁﬁm@&m?
}%‘Q\'ﬂ‘ > "%q’r#mﬁﬂ_ %i’—‘r-r'l Jf 4 % IE ""‘Jffﬁ:& Kﬁm F‘CEL%E’E‘ '\*{;:.or-r prtkﬁ
F e BTRA o R EAR R 7R G AR o

G5% 7 ik TRAPN RS ESCRFIE 2 STERRL  REGRL DR A
LRSS IR

(1) v oedp (Kb p 3134 38) ZRie— Hamp !

A. #F & N §¢ apixaban & warfarin chf o E A E RV RER 0 KA
ARISTOTLE %% © @%mv?ﬂT%9 ERF RO (RERRTHA
E itk ) B R cE Rk k p ARISTOTLE 388 A% £ =t 2 47 5 %
P dt Bif 6 M AR M S R % R o

B. i‘ﬁ— ® §¢ apixaban - dabigatran 110 mg £ dabigatran 150 mg =" $if 2o 45 B~
T e ’c‘?"/éﬁ A iES P E 4 #E% (ARISTOTLE £ RE-LY ) da iz
dablgatran t*? apixaban £4p ﬁ)@% T SR S A s W RGT T PRFUA L B R

Fé‘*ﬁ.pujy;;é/;%j_»;ql 11 B > 3 ¢ itk {FF—%‘;‘XB pﬁQ[chm}@*_"F'_H
I SR 'Wﬁ??}?‘m’ Rl S I’iﬁ;b%»l“r; 2 f—r*i 7 el Frt
AATE K BB 2 R E Rk e R THRE LS AR

C. AP @ warfarin % £ 4 ML FEE 2 hh e B E 4P p > ARISTOTLE
W N d B R A Fredp ¥ A& (hazardratio) fa iz @A (7

D. A%P B PR EFLL (RIURL EFX ) BAFLY B 2T DR GdrF

E. ;\‘r;s-;p@ % 38 3= i % 5. (warfarin ~ dabigatran £2 apixaban) e scet % > 487

FAEREE M AR R IR RS T r AR RA R TR T gk

%n\@ LR o ARM R RS A (Mlde? RARE B G ~ ESN L E Y

Eh GO ER ) BRELFETRIEL C BRI WY 0 K3
WRAREREAL AR RREREFET LT LR -

F.3F2 i p % CHADS, » # » p 2 15.9%5"3’!3)1% ARE FikiE- JE RS
F]+ (CHADS; » #c5 0 Table 1~p.10)> 87 p 55 4 37 f# > 5 » A 478
Kops A A F iR o

(2 #F x4t Fﬁ}%&ﬂx(%ﬁ#;ﬁg 35-36) T &it- HeFnip
A FANZEELEE ARP AR REQRFER ) TARP 2 £8

W2 mF o EREAMPFERDIRRELE =
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B. 4F+ ¢ apixaban &% p FF B RF SRR RFERT LT ) 2 8
MR RAITREZRESRGEHENSITEEES -

C. R # A & fdenFH kR B4 miok S~ (Table 29 P.25) #3r2
dRS SR N HEE RS R SR TR & R = S
FEHE D F o RGP TN F S EEULEE LA E > TR AR
7R F BRIl R

Q) MeEEREHErr mt (Rimp 41-49) § &8 H anip

A BRI HERUA R AR L AR MR 0 AERHCT S RS R -
F-2a 0 REKFA- LRl R (20 hE) B B2 ¢4
B R VRS 2 P ERE SRR IR E G N ER A
B A TR 0 TR R A T R

B. " 2ains 0 RIBERY b BE /2R vl & A B > 4pf>T apixaban o
dabigatran 110 mg £ dabigatran 150 mg = ‘e 4 PORfS 0 BB b A RS
PP ko MBI G 13T apixaban 4k L fERER E A ERBERE R A
17 (%%%tbiifbi’a{ ) BEREL

C. W% > P24+ » » J B3 dabigatran 110 mg £7 dabigatran 150 mg &
S A F - R F - Tl h 0 apixaban o 4 IR S SR
= %8 ¢ (European Society of Cardiology ) 2012 # £3% > =
CIRFUAL BRF TV RTETH o8 ¥ 1 & 1= REEK G J1> apixaban
ek S AERT BAE > Bk ESC2012 £ 5 MR A AT E B L

D. v o rcg it ok 200 > BB R AN EF LR R > ER T H
RRERAPT > BREVEG X 2 a R (EHE G 2s 1) fikpg
A Y I % TRP W

E. #§ & 23R4 > ER AT B A 747 o apixaban ¥ % &7 ICER & chbf % o

i ft apixaban £F & F ACE o FEE AR RUR RIS AR M F R 2
Ao FASFH LR AN 0 B R B IERIE % o
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Cochrane Library/PubMed/Embase #p i ~ /,?% » B fEL R %5}? PR e %
HiE®E P A2 E T %% o

R P

CADTH/pCODR 2013 & 31 22 o

(4 & <)

PBAC (&) £d R > Au3 2012 11 % 2 2013 &3 % 24 o
NICE (# &) 2013 &£ 21 22 o

R Fhp#er  SMCORRFFRPHTRIL 202013820 o4 -
i

ERFRELTA | SRR L R A ST gk o

71 SMC & Scottish Medicines Consortium g1 i # 4 4 | € 58 -
CRD % Centre for Reviews and Dissemination, University of York, England.ﬁvﬁ%:@, °

INAHTA % International Network of Agencies for Health Technology Assessment HER o
1. CADTH/pCODR (4t £ * )

#ypic £~ & 4 | ¢ (Canadian Drug Expert Committee » 12 ™ f 4
CDEC) »* 2013 # 3 * # # chf % 1£3x[48] > & 3% 1&;‘ apixaban * % 5 SR RE
#: 7 & CHADS, = - 78 & ' F] =+ ehs £+ 1% 5 35 warfarin ioi & &7 & a0t
BpHhER O NIFPFL P R B2 EERE -

B ¥ 2 - Bl Asc* & 47 (cost-utility analysis) - #=f apixaban * *tw %
FAFERoR L At SRR S Bie 20 Ep o A\:T%LK’B Bz (1)
wip * 2 % Kisdus (Vitamin K antagonists » i #£ VKA » &4 warfarin % )
oy A #E ¢ o s warfarin 5ot g #E RS (2) Rt VKA dhup LY R
12 rivaroxaban # dabigatran % 7 v PR B VRE SIS T 4
#-4) ( Markov model ) 14 ek £ it k0 & AR L R R RE R
2EPRE BT R P N ENE TR A b KE S TR
iR w2t < i 2 (clinically relevant non-major bleeds) % it & »
PR T F ECRUR A R R R R kR E e R H
B+ A& g2t 4 (decrement in quality of life) -

AR RO OCRIR S 42 0 il Y VKA S A HY 5 - Bl R

® CHADS, & 1 T 7 78 5% F| 3+ mﬁ‘”ﬁ, [49] > & 452 1. ¥ & 1.~ % =B (congestive heart failure »
100 & PRz gtk ke Fo e 2R E0AD B s 2 2. B B L (hypertension I ¢ )3, &
# 75 g 12+ (age )4 ;Jf%ﬁ]l:;ﬁa(diabetes mellitus)2 5. 4 x (¢ B 2 8pF M g4k 0 5 ((stroke
or transient ischemic attack ) °
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apixaban £ warfarin 5§/ :#% (ARISTOTLE) [50] ; %% i * VKA s 4
P PR $E - B R apixaban 22 acetylsalicylic acid ( &]4c aspirin) enfgF 5 5%
(AVERROES) [51] ~ % — A]d Fu 7 #4 {7 ¢ ~ ¢ #& apixaban ~ rivaroxaban 2
dabigatran 7} suit 2 frw B2 5 50 £ 4 47 (network meta-analysis ) 7 - 7l
o g rivaroxaban ¥ warfarin enfe 5k #% (ROCKET-AF) [52]2 - Bt #&
dabigatran £2 warfarin =§z% &% (RE-LY ) [53] -

R i-‘ic:}ﬂ o Aigr VKA m}]% A F Y s gpg>t warfarin o apixaban

& B te— H = QALY ehifisif = & 5 13,695 4c ' 27 i * VKA dup A # P 0 F

#p >t acetylsalicylic acid > apixaban s34 = & 5 2,986 4c i*/QALY > % 4p 13t

rivaroxaban # dabigatran > P'| apixaban =3 = & 4 ** 551 4¢ i /QALY ¥ 10,177
4o R JQALY o

CADTH 3= B} (Common Drug Review ) i%. 5 B # 2 cha 45 11T 4 gk
e ) MFPEFORIATIMHE T F U ERFGEBELALR
E RTA +fr (re-analyses) 48 % 7 "5 (2) mra#w— PIp FHRET & AF L
1L

B vt o4 (F )k Sbh e w97 e 40 5 245 ) 0 4 4% apixaban & f ¢ £ <
sk~ TRk AR B 2RE S mi”vi 3 N e Iﬁgﬂ—- b iR+ rivaroxaban
g« dabigatran > & apixaban " Mk g H ) o P = BIERIR RDE N GHEFR
(credible interval) £ 4r > 2 TERIb G A B F LR > ki ICER ##tiy

i e

B fs » CDEC )2k ehid 4o 1 (1) » B B g~ R BRFR L ¥
apixaban Pt s RAaEs T EY RP 3 AP R b & (CHADS, A\ﬁol)'rﬁ:;,;a A
Hipp ¥ b2 > LM% amcd B warfarin 2 acetylsalicylic acid ;5 (2) i 2%
’E?ll‘;é'_—“ »apixaban (& p & = > & =t 25mg ¥| 5mg) & p % 3 £ dabigatran (#
P& =% 110mg 3 150 mg) 4p % ° & 3 > warfarin (= p 2mg ¥} 10 mg) ~
acetylsalicylic acid( # p 80 mg | 325 mg )% rivaroxaban(% p 15mg 3] 20 mg)-
o ¥ a2 3R PR dabigatran[54] - #- apixaban i® 3 i warfarin J5 % F & Tiﬁ 28]
B RER o

2. PBAC (i)

YR B Ag %3 L2 B ¢ ( Pharmaceutical Benefits Advisory
Committee > 12 * f{§ # PBAC) £ {53 # cha | 2B 4E & < & 'FT 42012 & 11
ViR 1;:$u apixaban LSRN S U8 W RS L RN S A 3 R
WAE Y b & > P B R E[B5] o AR £ A 4p Rt warfarin &
aspirin » apixaban 1 ICER &7 /EE_»:;M B " "3V ESEEL, Y- 35 >
PBAC A 4& % Fu s 0 38 1 5k (1) apixaban e »x 72 % % dabigatran £
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rivaroxaban % (2) apixaban 3% 2 {4+ i3t dablgatran rivaroxaban > #x A it £ % 1p
3t dabigatran - apixaban & 5 & = Ak F 2 g e

H {2t 2013 & 3 * 4 & #® iz dabigatran~rivaroxaban % apixaban = 78 #7 v R
e B8 > 2R AEDF ADFEET T 4% apixaban 3B AT ph 2 4
( Pharmaceutical Benefits Scheme » STREAMLINED authority required F-:# 32
Jfg),%%@ih?ﬁ%@ﬂr}.uéggzg@gﬁa;}?&& 9«}; TR L._Ig‘}zui,!;r‘],,. 1 (1) %5}\
¢ b (L HR PR ) BTG L TR 2R A Tk ,bm}_-_ﬁ/:r'}s}i
% (2) #de b %20 75 & 5 (3) BB (4) B A(B) wHEBS L
7 B 5] 2t 35%[56] -

RELFFEFR RS AR FELIVE - RIv AR S RAFE 2 fo
o B e 7 R4 [57]0 & fPBAC € 374 £ 4p B 46 122 3% o % PBAC ** 2012
£ 12 7 & R 1?‘-‘5 #7/4 +7 dabigatran-~rivaroxaban % apixaban = 7& 37 v PRFsE n
Bz = hog o T4 uuﬂ’“fﬁ g ERME R T I BERAE
£ h m;i,—g\éq\vlt‘?ﬁ_"“] LHREBTEDT %Iﬁaz R

I HEZRe 3 (1) ST warfarin s = 38 v PRPUR . Ep 2 Fra iR g L
BEPR g @il Y R A 1@‘;}F]s}ﬂ =& WAPAR L N 1 IE;}F]%E Sy p iR g
T (2) = 7 v JRFLGLL BBk warfarin 50 642 3] 80%3 100% (m 2
F 1535 B~ % warfarin 50%%7 aspirin 50% ) ; (3) PBAC /i & I % #if * % i 1% £ e
¥4 H_75 kb oahE & FJ“ s BRI E 2 ToEdes o H DA R tes ¥
B3 4o 0 Z R A AT ﬁ'*ﬁ FE AT SR B (4) KQ) Y B
JochiE dk > R g R 5 10 # & 20 & ¥ 5 (5) dabigatran e R i i * |
£ (110 mg &t 150mg) 2 A # 4c T 32> 2 PBAC /L R 3| Tk 1 110 mg #2 5 %
oo g2k A 47 3R £ dabigatran 110 mg hiE % K R TRAk F A% o

ZHERGRE ﬂtf—“‘@’éf%éﬁw%ﬁﬂz BAY o L 3T e % 2%
i~ 72+ warfarin = SR B4R 2w PF R L e A (international normalized
ratio > f§ A INR » 33 #F warfarln AE DS R eHRIL P ) I RJ o ROR G
BRI R A B3FEL ICER & > 1§72t PBAC i=f v PRI # 4 ICER & &
TRAVRESER -

PBAC AR FIZBELFRF & * oL 1933 £ B> BB L p

N AR RESITEEEPRE V- 25 gL 785 ”?IFL‘ x5
7 ICER {8 Fi&- i 4 45 H0A] 028 45 ~ S8 vcdp iR £ o Flut PBAC Su— 2

#E"ii‘lﬁ-:‘? r‘rﬂ@—g‘xb g F—jr“ » F\“J- SHE =B N Bk ¥R ]-L < warfarin »
LA\’]“’TFE?F'&,:.\ 15 & > #/ktg‘.f’l‘;%JEg{ B4 o

B >t apixaban s AV O PBAC L L PR F wE vt X A A &0 1 A2

59/104



102CDR09018_Eliquis Film-Coateds 2.5mg/5mg

FRIAFTHFR T RAF AN Y RO EARP Y RBLLARE T L
7.2 % > iz 3+ apixaban 7 ICER & 4 »* 45,000 ;% %:/QALY 3] 75,000 ;£ #/QALY »
A RATR B AT R IE U Sl A 47 B % P - PBAC B 2 apixaban f K
B~ % warfarin ¢t > 72 ¥ 5 B~ (% aspirin & £ E 4 sk o ICER 7 st BT 2 o

B té > PBAC 2532k 38 d 4o 1 WL BB rivaroxaban s i iE i g v A
itk o apixaban ¥t E o eR| € T 0% F 2 rivaroxaban Ap 0 rciE ik B
rivaroxaban = 11 & o PBAC e pFiE 3% apixaban ek 'k A #rpi Rk (T E F T
FoARE L VPFEY 2FIF NG RN FESFE LTI LA L TR R

3. NICE (# &)

ki R R raE B 2 R A A7 7 B (National Institute for Health and Care
Excellence » ™ @ # NICE) % 2013 & 2 * 3 # 7 NICE ¥ - §###37® B 45 5]
(technology appraisal guidance 275) [58] » & & Jx§ aplxaban LA S S
BATEH A E R A U R AT E - B HE () KFAC R R
2EERE (2 F& 75 ot S (3) BB (4) %ﬁl-fﬁa (5) F AR B
%%oﬁﬁﬂkﬁéﬁﬁ&%w&@*ﬁ’%ﬁ%4*¢ﬁ wm*wﬂmn~
dabigatran ¥2 rivaroxaban - apixaban ;5% ek % 2 st F ;£ AR warfarin
m)%m)]% A iEH INR =Gt apixaban /o ek "G B2 F o

M- RIS An® o470 B R A RS2 B RAEE JRA+ (National
Health Service » NHS) ¢ i3 4 4+ ¢ pR4%+ (Personal Social Service) @Lgk*» » » 3=
f apixaban * v S RAFEHE A Rk AERER LB L o S A Enk Y
i%%éﬁﬁmmﬁﬁﬁﬂNiﬁﬁﬁ%i%ﬁ@ﬁwnﬁ?mmWMﬁ%&q
21(2) i * warfarin s £ ¥ o o3RG LR E I ¢ 4 warfarin (R E P
T ia%§ 5 45mg) £ dabigatran (&% 80;&%£ p & = 150 mg > 80 pk 1z ¢ dﬂz
&P A 110mg) > # Bl Kei X 50 E A M Fo

AR ST AR A L 2 2 g 4 BN E iR LR fAd 18 Bk
Biiled BB s 60 BROFNWEFL - BHg R L pgs

BHBFFATRG S R A PTRE R AR B AT H % et 2R
SEaREE (R g )k o £ 4R R 7 F F7 4 A (UK GP-based survey »
Gallagher et al., 2011) % % & Tps HFEAF A R R A PR E ek R
8y ern CHADS, % #ics # 24 & > Pap%}?g/\}—/g CA N S - N[N LS S
AN FRA iR M A e TEERE T RERAE o

PREBREEA S A A SRS < H > B e N SR AR s B Y b (B
POERSS: ) e R (Y S ERASC ) 2P ERE RS Y
FRRER NG CHBEA L EE (eI e ) TR AT A e R B e
F RO R SRR B R
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RaFd o e R oL & A 47 1T 5 Pl o :})‘%\mé& L HIER L S BXEH
Y R S S LI 5 A i NPAPE S WA T IR T R 11 RN e [’%
wAE S AR B R E hip 3t E o 1 0u 2010/2011 & B < NHS F o PRI 5
3+ % (NHSreference cost) 3% %= AehEiE » ¢ 32 ¥ % ~INREZ BT * ~ 8
LT R F R T

A * warfarin m}ﬁa A F ¥ 4p Rt warfarin apixaban (0 ICER & % 5 11,008
FHIQALY (% i 4r 0.164 QALYS & ki 4r 1,795 # 48 ) &= H # a70
FR4i% o A (rivaroxaban ¥ dabigatran) » 2 apixaban B £ & A F gHC o A
iF * warfarin m}’% A F P > Ap gt aspirin o apixaban =0 ICER & % 5 2,903 &4
IQALY o a7 B A 45 4 % &7 apixaban 1 ICER & % % & 20,000 # 43 /QALY 1/
TS PR R A R4 9 ICER 7% & 20,000 #43/QALY & 30,000 43
IQALY 1™ e & & 5 80%7 87% -

ERG (evidence review group®) @i fu 8 4% 2. A 45 » L @@L > FA

i warfarin dhige s g 47 o0 g warfarin fhup A R A 0 R H R

"> & ERG 3% W5 i * warfarin ehie % 50 & 2~ 4522 ARISTOTLE #2% (' #&
apixaban & warfarln)[SO] @ EHP T R AL o e pF o ARISTOTLE 3#5% e & if i+ ~
PR HE AT Y S i 4 R R R TR AT o R Y

WL EBD TN Ty Bk 622%F KRB L E Wik T RER T &
ARISTOTLE #5 A 3F 2 #ypF i igdd o 2 4 b "g s ix B st £ ¢z apixaban i
BB I R R AP

ERG X R FIRF H B enAd > 21758 % L5 7 LI 47 A 2b g
37 o ERG #8144 47 P 4p 23 warfarin - apixaban 7 ICER & %) 3 16,852
#4/QALY - ERG i i Bp At &8kt A H iR hig 3t o i iv B8 K
e LA SR 0 ¢ 4 (L) R BT B PRREALR ~ Na B R R E S
AR R RREL R EAHE D AR AP BTRE T AT T (2) M B
HRHFHENH s R FirRenr = b % R%E 50 88 warfarin 7 & 518 2.3
= b REH U FRL B LR o

LA % CERGLE RFH Y NS ER 2 MG FH4E 2451 ()
FA - LS b gz/wgg*mmﬁ;g:—ﬁﬁ&i+ I]%Ii RIS E# L AW X
Bk GHIL O ERG SR BAEHEY R B REE S ER G RBEL L]
g S e o '»’Wfiﬁw LB R HER R (%‘3‘% | E4x e 127 b )5 (2) ERG
i I - % * apixaban - dabigatran £ rivaroxaban S &3 * warfarin & ¥ - f& ¢

\

¢ % = w ¢ v warfarin 5 %P8 % 5pF > apixaban - ICER & 4% rivaroxaban £¢ dabigatran <+ ICER
B & TEESiE > A5 extended dominance -

Y1225 NICE 8- SR EAEY RE Y FFRFRL Ll d 92 h g e 89 it
= » A% ad BMJ Technology Assessment Group (BMJ-TAG) k3= o
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PRI 24 > @ ZER B3R craspirin 5 (3) ERG =% il 3] P = &k ahk
TIER & A k8227 CHADS, A il - e 7 X4l = UMK Ok Bk b &
T REER PR

i%&%Q’EMS}%mﬁﬂﬂﬁﬁﬁﬁ?ﬁéiﬁﬁwﬁﬁ’%Wﬁﬁ
Hhagkrsct #d TR FEEARENRE > 2kEHa £ - ERG » LE IR

7 3K apixaban ~ dabigatran £ rivaroxaban * ## B sk dp 4 Ap g o @ A R
‘:,E:mnf;, P e A JI3t apixaban o ¥ - 2 G > B A>T NHS Fﬁ}% PRFF 53t & % %
TP RESNLA4078 58 )’ e fp >t iE 2 dabigatran( technology appraisal
guidance 249[59] » 2,772 ® 4% ) ¥ rivaroxaban (technology appraisal guidance
256[60] - 1,658 4% ) ehdgsl » St R EAPERE 0 2 FEA R o

ERGHAFEIBABEXRNUPAFTRmAH > FL4 o451 (1) BRE s R Fl5e-
RV b EERAS NG A FELA R (2 BR iRt BT LS
o F E RS 0.00029 5 (3) BRKAE R PR B R S 4 0 (B R
BRECY R PR % (@) THEIPRENS ASEL PR ERE 5 2 (5)
Bk A TR G 26 & o & 47 % 3p 1) apixaban 4p 3+ warfarin 7 ICER & £2 i
BAHFS A LR IT - PARLFRLERDY b ERR > P ICER & 3 5
12,277 =& /QALY » i L o e F 244 » B] ICER & 2 3] 9,771
#FH/QALY o § 73 3T l?x;}{'- b 3| = pF > apixaban 0 ICER &% 5 12,757 & 43
[QALY (#x% #{+r 0.14 QALYS » = A3+ 1,823 43 ) -

ERG 7 f = 747 & Pl R A 470 & 48 0 (1) i & 4R = ML %
JE b % 0 ) apixaban #p #2>® warfarin 7 ICER & ety ™ 2 3] 10,779 & 43 /QALY ;
2) # i F1E P s R iR DR st 454 > B apixaban 4p #>t warfarin ¢ ICER
Bty v 13§ 14530 & /QALY ; (3) xR MBS 0 B D M F B
warfarin > Bl ~ 47 5% %% B4+ 3 > # ¢ [apixaban # * dabigatran 110 mg ,
ICER & i3 3 287 & 4 /QALY(4p > warfarin )» = " apixaban # * rivaroxaban |
1 ICER &} 2 ] 60,366 & 43/QALY (4p#>* dabigatran sequential dose’) ; # &
ERG:u5 238 A 178 % 1L f23 > 71 5 ICER E @ MHB-P it & - S5 on
&% % > 113k dabigatran i Es B R A A#H S X AT EK -

FERMP YT ML ERG RS - R 4 j¢ apixaban i A £ 4
VRIS ,_gkyg*j AT AR B A~ 17 ¢ o apixaban 4p #3t warfarin =0 ICER
B % M3 20,000 #4&/QALY - 3 ERG L iFenif 2 AT B A 17 > o B e %
Z #sf 5 warfarin (@ 2-aspirin) ¥ it @ apixaban # ICER & % *+ 20,000 # 45
QALY » w # 2 B ¢ & ERG 2R BFTIEfFH LA 8% V- 25 v £ |

We X UG EIR o P A2 §f % apixaban ~ dabigatran £2 rivaroxaban £t
PR xRk E o Bte & B €3 AT warfarin o apixaban % # & = ko F
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i fE 5 0 goaE ket apixaban ©
4, #Hi FRA TR 25
(1) SMC (@t )

kYRt %4 £ B ¢ (Scottish Medicines Consortium » 12 T #§ £ SMC) **
2013 # 2 7 g # ch% 836/13 5L iR [61] - &3k Jc ' apixaban * »2L¥paTit ok
FAFR A ERA RV NP LTI E - FRL B A (L) FHLY RS
2EERE Q) £ 75 gt Q) BB (4) AR (O) FoRALSE
FB D RE ORI E REH LA KRL ¥ aA 2 (NYHAClass = 11) o

R # - RS A2nh 445 350 apixaban * e f SRAPEE s X ok
AT EER R A A\ﬁf‘w‘i B EE (1) g * VKA (Bl4ewarfarin ) ¢h
s A ¥ > & warfarin ~ dabigatran 110 mg ~ dabigatran 110 mg/150 mg & 4
¥ (sequential dose )®¢7 rivaroxaban 3 't 2% 5.5 (2) &7 if * VKA g A 3 ¢
P E_r2 aspirin ~ dabigatran 110 mg - dabigatran 110 mg/150 mg 4+ § & & &
rivaroxaban i “ § 5. o 3% A {51 A Y ( Markov model ) Hek 4 £
Pk EE o s PP R (E-P S ER )R b (P R )
PEMBRE SV E S CSRAER ML T X X I8 BRRERLE B
AT F R A Tl Bl 8 2 B N IR BT -

W i E SRR p S R R AL E 247 (network meta-analysis) 0 p FANR oY
apixaban £ warfarin 51 ARISTOTLE :#2[50]- +* $z apixaban £ acetylsalicylic acid
11 AVERROES :#5% [51]~ % +* #& dabigatran £2 warfarin ¢ RE-LY @& (# 1 2010
& ehiz % ) [53] o kb PFIERK F R 4 Fgr E, B% Bor B rd o

e BB YRR SR P R i S FARARETEA
PR iEE T 44 (decrement in quality of life) » e P 7n 5 3- % B8 [ e
Bk 454 o o oaspirin ~ dabigatran ~ rivaroxaban £ apixaban * ) & sk 4
% % 0.002> m warfarin * Z# Fp] 5 0013 & &~ 87 hp 3{?."]@}1% B
warfarin * Z 8 /¥ 2] INR e & 5 200 & 4 -

B AR Rd D g VKA o 4 3¢ jp ot warfarin - apixaban
e ICER & 5 12,119 # 4 /QALY( »c % 3 4r 0.155 QALYS> = A 3 ¢ 1,877 &4 );
fRHOTH 6 g 5 apixaban & A e E B A7 VKA i A E Y
AP #t dabigatran #: 4 % € > apixaban 0 ICER & % 13,467 & 4&/QALY (x4 3
4v 0.045 QALYs > = & 3 4r 606 # 42 ); 4p >+ dabigatran 110 mg # rivaroxaban >

® A% 80 fps 4 & p @ =t dabigatran 150 mg » 80 A=k A £ L & p A =t dabigatran 110 mg -
Pors iz r & Ak 4 A5 dominance » ¢ % > g it AL 5 extended dominance
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apixaban £ = &z F g% o

SRR AATRIET AN S R AP HAE R & F B A TR T apixaban
ICER & % 14>+ 20,000 # 43 /QALY = 4 *% warfarin g2 2 &6 % 2 5 chiigh o
14 > Pl ICER & #-3 % 7| 16,903 # 42 /QALY -

SMC3a i e A 473 T = B

(1) B > A4 Z BB Rocigth R E A4 7 H b ot
AR AERVHFALR AR FH “$ T Fordp R rr gk o B EgE* VKA
fs A ¥ ¢ > apixaban (7 ICER & 4 » 13,218 # 4 /QALY 1] 18,335 & £ /QALY >
w7 3 * VKA s A ¥ ¥ - apixaban #p $&>* rivaroxaban 7 ICER & % 5 10,481
# 42 IQALY -

(2) RQ) > #HRELITTE G BEF T U] 0 BlAc it VKA B 4
A o 2 i VKA i A ko L —fga\ 172 % kA F ) » RE-LY #5% 2010
£ F a2 (RE-LY :#5% & dabigatran £2 warfarin) ; &0 58 341 > :2 % 3
» RE-LY gk e 2 50 8 o 47> T 4 % AERF LR gt B A VKA
ehps 4 ¥ ¢ dabigatran == A~ 22 QALYSs HitiE < k& B o @ apixaban Apft
warfarin (0 ICER B2 AA# > S22 24558540 > P R AS 78S 7401 o

(3) &4 SMC 3 & i H SR> 3
S T LR S FER Y E
A A RIR LD B R e

|

TWhP L H AR ER R
AR E ISR R LAl

N

Rt

S

o

LI E WP L B RN T & MR &Y A $e /> 54,538 4 3| 55,586
TEREED FREF A 055%F] 1250% > Hitw T & mé"&“'}a’" i3 241
FEHST 55793 848 0 £ &P warfarin a0t G4 v BB TR B

A

(1) B~ 0%:warfarin £2 100%¢+i dabigatran # rivaroxaban : R ik & 3§ & fir
# /13 3,000 42 7] 10.6 § ® 43 ;

(2) B~ 6%¢ warfarin &2 94%¢:7 dabigatran 2 rivaroxaban : Ri% -
FAR1585873400F 78

i
4y
~m
o
=
]

(3) B~k 25%¢< warfarin 2 75%¢H dabigatran  rivaroxaban : J]i% +
A58 247114008 54

W
4y
>y
Jo
=

(4) P~ 50%:= warfarin ¥2 50%¢+i dabigatran # rivaroxaban : R i%
F AN 1153 %473 2700 3 743 -

(%
w
&y
=y
Y
=
]
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A SMCLR TP 370 JRIUF L B e R E 57 & MO e BB
SRR URASDFEEFT LRRF R RERR

B fs SMC 2 = 12 i;

i & 4§ §_apixaban s »x i3t warfarin (g1 ¢ R
P RLEREEREA DL TR

a
r )’ 13 E”"'fg‘)sr’ﬂq_/tl {&bt"lggfw

5. i X hkEeY v

AEERE RP) k- MIRP FHR9mEm 7 (G40 2 (- )25
jﬁ#ft:". Rp E AEFT )0 22 RIRG L SRk Mt Bk s
Y P

A AR REMBEE

(= )5 42

L L NE S0 r*iﬁ'—e:ﬂs—i\f:\f%‘f#’;"ﬁr[&h LA §:3ed) i?%
FeE a2 [63] ¢ ,w@pux%,.ﬁﬁﬁvi.ﬁ«fﬁiﬁ‘%’-'jTF)"#%'—B"P i 4R
o0 WRRIG TR AT G

AR AR R F R vt EAR[64] A H paF L v s B aypd (ICD-9 CM
code : 427.31) = g%#wwrf&&,“wﬁ&§%®4ﬂ~ﬁwaé2ﬂ
(ICD-9CMcode : 427) > p] 2011 # ( 2 & 100 # ) & f it .&Ff%mﬁ (z /M-
¢V) ¥ 503,497 4 > H ¢ F (b AT% > @ & B EEL IR EET E

.,u?;ﬁ)g;?z * a7 274 i (BREE L - 8- =)o fpir>t 2010 & m,IL?E A #ic
485,616 + 5 2011 # A e £ 3.7% °

f':b';— Pl AR & L3 T2 4% A[65] 0 p 1990 & 4= 3 B 35 gt F % &

F138# (¢ i) MBS r FRIPCERAFEH TR FFNE 14% >
AHRE0T% FAFAUIMLIE T AHELIF L2 1688+ 452 076
R ES R s SRR 4y (body mass |ndex)~ 4B S AAE \;E**’—t
;I;E;;&,Q,g’#gﬁv“‘ﬁ;‘ar{—"z’ S & agpfn/];‘ag ﬂf‘air‘ Bk e 5 2.9 2 (4p
Hh k0 95% % 0F F ¥ A2 1.28 3] 6.59) 0 7= ehh 'k 5 2.05 % (95% 1 #F ® A
22 127 51 3.32) 0 BMFH R F

V- PR AR>ANEE %Y R E Tz ey 0 11 2003 £ 7 7 3 2004
£ 6 T B T %'lﬁs@’s&’*’?ﬁ”ﬁm"&m BE2PMES IS RGP
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(ICD-9 CM code : 427.31) = %’ﬁx’é%%ﬁ%ﬂ%& (g P ~OP)Fomg
AT EET 2RE G 39541 A B EfckiEi > HImagel 70 o § ik
57% < 347 1 - HAF L AT % # ¥ Fuis FRchpe £ B 45 E R AP
WF G0 2006 & QAT kA HTH G ns RRRF ¢ AR Rl (i SRS 7
180 pp ) EH A LS B S ERFE L F L B2 L 56.4%29.0%2 14.6% ;
Hoe R pradadps amyis 120 p p ™ warfarin et 6] 5 24.4% » @ 2 g 3
Fedp il e warfarin 2 aspirin et &) 3 65.3% » 142 " 344 51 > aspirin 9
) 18 42.2%[66] °

Bois - BB B v AEF {[67] 0 A BA - FFH Y R - FHE PR
Bro Jc4 >t 2003 & 1% 3| 2005 & 12 ¥ EFEY Lo éé’é‘«“-’a@ﬁﬁ%ﬁﬂﬁ{.yﬁa& (&
B %Y 60 A ) £ 1,211 0 A Fuis Bt 519 5 53% 0 ¢ 45 4 3%;*
Sk ol B 1% warfarin © 3287 1 PR 7O 4 S Fusal B 2k
o B AR ek TR ARROYE SR %@?f‘ = warfarin 2 aspirin ¥ }‘a&
M P bR R FRMN (B REFFIR s B INR L *% M F
e E B X 4A28<0.01 3] 025 FF )

FRENIEE FREFEHTD 2 L HBE 2EP Y 2L S E T 5
P o F 4 > apixaban & WHO ATC/DDD Index 2013 %% = BO1AF02 > / " BO1A

-

antithrombotic agents ; =" BO1AF direct factor Xa inhibitors | #7[60] - 55 4 34 & % ~
FREM - 2 EFCREFTRELA FA 0 B BOIAF 812 R girl e sy §
- 538 > T4 rivaroxaban" v e BE 3% A 5 B 2L EEOHLG § AR R EEE chif ok 2

apixaban = 2 4p #[22] -

#h B4 iR E & AR orivaroxaban F g i e 2 ¢ 15 mg & 20 mg
B ® (BB 5 B025648100 2 B025647100) v iT 5 2@ o 5 e
Whm AT R B 2 P e inHERN L - T TR W—* S A
B AREREARTAPI[68] o o B o T S TR S SRR
Fop AT R B 2P RE s EL 0 ¥ § dabigatran (% 5% A G
B025459100 ¥z B025458100) » f= ' * 3t B & 3 | " 7]+ fs A +#[68] -

¥ - 2 5 > w g apixaban 4p B cnfRs $ PR RS 0 8 2 warfarin[50] 2 aspirin[51]
SHRBRER mkILZEE LY o

9 & 3£ American College of Cardiology ( ACC) - American Heart Association ( AHA) £ European
Society of Cardiology (ESC) -

" % rivaroxaban 7 WHO ATC/DDD Index 2013 %5 % BOLAF0l » %o # - %5)% Bt~ 5 E
ST R A FE e ATC s 5 BOLAXO06 -
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SR i A B¢ s iEgR Y rivaroxaban £ dabigatran i B ApiT b £ &

e v

g > @ warfarin £ aspirin 7~ 5 ¥ iy i 4 &E R o
(Z )33 58

;;;}%ﬂxgt_ﬁjgi‘—‘ﬁ (Rp ) BEDEE f%rr-?/n\ﬂ}fr IR & E T
AR Rl SRR R A iR RRERTE R 2T ﬂP\ m?#zwﬁ@f
AR KRpABFE L G AE L*’;;ﬁm—};;iiAgtﬁ?ﬁ,z A B X
dabigatran £ rivaroxaban et |7 2 E R E 0l £ o A PR R
B AERrEFRLELF - ENFT AR APRRAFDI FFEF A0
10%3] 58% » # & E# gt 2,700 § ~ 5| 810 RAF » 7 keI E BF G L
500 § ~ ] 1.50 B~ F o

P HT DL B ERH B & 54T

1. i * apixaban i3k % l‘}%{m}"‘ﬁ/\ﬁi’ﬂ»\%q” A B a E (1)
2013 E AR A T @ics A Bk A KT &4 v % (2) 2 2005 # 7] 2009
Ez REFTEEASI Bt Raygd g FF 5 039% 0 £ 2L F 5
6.86% ; (3) o =it & 47 {8 4 65 f 12 F:]]';‘i& %% 75% 5 2 d @E%g,\%g 65 &
AR R EAATE R Gt bl 5 B9%[69] - KK B BEEg
AT PFR#m/ﬁeL*wm}Zf‘s A %3 79,000 % 3] 103,000 ~ -

2. B Y2005 # 7] 2009 & g FFAE ST EE B 65 AL F R ‘G T
A ¥ o> dabigatran & rivaroxaban st &) 5 5% A g_:;;—\;; A RT EP AT
TR L 2 Ll ) 43 10%3) 40% o Bk E @ Y 3T JREUA L B e
A ¥ 73 8,000 ~ 3] 41,000 * -

3. fapixaban i » i& W ehfi B > R LB 3 dabigatran £ rivaroxaban & &
T bF ¥ - 3G 0t apixaban o~ RS OEFR 0 R ARG
apixaban & & g% % 43 10% 3] 58% o A P B~ % dabigatran &
rivaroxaban & 3§ % 5.l GRS A A o

4. # 7 apixaban chE B EF RERBEEYE > Fp A (25mgs 5mg) T
Bk E Tk 3 s 250 % o

o
3

dabigatran £ rivaroxaban & & 2 5 Rl ki kL o § ¥ 5 ¢ (1) dabigatran
P 3R (110mg 150mg > +$g 58 ~ ) ¥ BEEF & T X #ikc i 250
v # R EF L 29,000 &~ ; (2) rivaroxaban & p — a(l5 mg &« 20 mg > & 4z_
98 ~ ) I n&;{#ﬁliﬂ S X fi 250 % > ERER L 24500 & -

3o

M
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B S EERE TR B R S T Ao T

NI o SO USRS - ) s LR S S I &
F o MHBEE S A FEMEAROERTHEES SR AR Y
AR R AR L o TR A TR F AR TR RS 0 F BT S A
PR s B9 5 of Sl J et B E R S R

1) & % 270 JRFUA L 2 500 B o B sl TR kR 5 2005 & 3] 2009 E eid iF
i P
f\ﬁ:iiéa\ 17 (e 370 PRFusd e 2 588 2012 & Bdpp » i REH )0 4P B
ﬂ 5‘{? r-r ;;;’fﬁ °
(2 e sBAFEdF 2 F 75 RREHRM %1200 & F 75 5 A#H T HE L
%

EdfaiaERZBES > P 2013 £ ek (755 5 051% 0 @ 2 0.48% ;
SAE R NG ORI kR o

A

2. MEP#AABAENBAERF ME 2 BRI mTPAF > o3
(1) B3R ™ ATC PRPUR L B & 40 T 65 g b s 4

b HRRE PR AR TR~ R E SRR g
Bz gifﬁi/ﬁi » ¥ 65 o b m}ria HoHE PR S 2EMRE S ZOF
) o] 3T 400% ~ o SR SRS BB PR B s A P 65 R s 4

REP AT ;}ﬂm 60}&;|J‘Fm)]';‘5&13:ﬂ my 87%73 - fAr ERE B
i o [69] 0 F AR B H B o B AP B B A H S H
FHERGH ARG DRPIF OO RT A ARG KB e

(2) K apixaban i AR TP AL 0 F € K o 3E 0F IR B R

ARG GEFP i* dabigatran £ rivaroxaban =03 i R0 & %f:i-;xig;fr
FATH - B FE (CFFF Y EERAR ) TAF F‘:IE#“,%f'%"i (-
MﬁrxﬁL,Fiﬁf.f d 3% 30 mL/min T i 3] 25 mL/min > BRI RCE A EAaE ) e
Ap #2>t dabigatran £2 rivaroxaban - apixaban if * ¥ % F st &g 0 € F A Hic
5 UREY B R A o

3. 3K apixaban #P~% dabigatran £ rivaroxaban W3- 3 g R Bk
warfarin % 3-

d AT T PRI

v R 2012 # 1 % A= RS 0 B B ETT IR
il B Font Brik g ¥

o dFEER Y o EH B warfarin %G s

F i FATH apixaban &80 % € eyl AT pPRFUAL # & B~ 5T warfarin
FHF e i R Ot k) BB apixaban 2~ % dabigatran £2 rivaroxaban
mﬂ%@%bﬁ R T8~ apixaban ¢7f B B & % p >t apixaban i p
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% % % ** dabigatran & rivaroxaban -

#Efm’?lﬂ‘\p*ﬂ]ﬁi/‘iim/r%ﬁaml7)"E%‘A’\}]’%\? ?EE%\W%“
[66] > & % #ops 4 1o i@ * warfarin > 354e it fF SMC 2 3¢ & #74F & 47[61] »
# apixaban B~ % warfarin vt 4% % 0 PIE 5 B 4P ¥R A 4 o

4. B Aok wHEERE® S & 107 1 p 423 % dabigatran £+ § 13 & 3
51 ~ (% & % 75 B025459100 £ B025458100) > # p # % d 116 ~ ™ i3 ] 102
7 > k¢ apixaban e3g B @ T i L HRH 4 o

FE U A% CRARF AT A REE R H A 45 5% L PRI
B EREHRL ARG ERAFLAFREFNZEL A% © RRF BER
ga,g

e 5 Raypd o 75« ¥ 34" dabigatran s p ;#v s B apixaban HE R
Zp f» 2900 8 ~ 7] 8.66 R o b’“r%“ RenIp Y G A 700 3 1) 223 iR
T AR E Y > apixaban F keI B & 3 & JR p 3 apixaban F p & ? B
*t dabigatran ¥2 rivaroxaban -

S

SN ﬁcu &\P ’.é %%

ERFRPHER LB HE RS R AT

(1) 4 £~ CADTH &3 i apixaban * 3t 5 g yEd © & CHADS, iz - 8 2
" 13 s 4 o ' 5 g warfarin ,r%F Te7 i i ﬁ;ef)ﬁfmﬁ o A5 1 2R
chig A £ 4o Dapixaban h# p % 3 27 dabigatran 4p § 0 ¢t B8 dabigatran

i % warfarin &8 855 o

(2) # PBAC &% % % & «hif it 7 fc b apixaban ¢ 2 54t ph 3t d o % 2 2y
Moo s gagd ¥ 5 CHADS, i - IE;% % ¥ m),% A(HP oS RSB
TEAF SR BA L0 g A F 3 3500) 0 A AR gAY B
T :apixaban i p R rlvaroxaban B ¥ 0wt PR rivaroxaban i ik A
PR R E U A E o RE D VDB R 2 AR
I E MARR R

(3) # B NICE 3% {c§* apixaban * »> 2b¥aid o 5 sk gpd- ¥ § CHADS, iz -
7 e Tl ﬁ“’“ﬁv‘f,‘ﬁ A(RP oo RBNT R LG RADCERS)
A, E RS A § 40T L dp et warfarin o apixaban i & & A E s

R 1B T8 o

2. 5“@:‘*%‘?" Ap B 4—“ T ;1[7%‘
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(1) B4 4 & > AP < E3R Y rivaroxaban £ dabigatran % #A4piTPx
SF EIE 0@ warfarin 2 aspirin 7 G ¥ A P S FiE I o

(2) tom AsTFE A o R - Pl ARFTEEE 2 2 A 2470 AR
E pmEL™ > 4pdRct warfarin > apixaban 7 ICER &% 52 40,000 £ £ /QALY -
H%Y CWEURL AT AHEF TR ERFERE AR A
o B e R AR M ik AL R LU RE R TR F R
FoSRAR R8> REZHFL ARBEAFAZRES R TN EIRLH T

(3) LMBEENAL > RF Ry AP »EFehT T £ EREF A 2,700 F
~ 3 8.10 R > srk kendp B B X A 500 3 ~ 3| 1.50 namﬁ? o h%®
R & EE X EJ?E,?})‘;‘;4§9:\|L13—</‘1‘}LE,

ARHEREFIZHE Gk SRR EKX RIS
SCRFEE (75 - 109 'F dabigatran & p # 5 o ﬂ] aplxaban e Ji
A2+ 2900 § ~ 3] 8.66 &~ Ao 1A kendp B e G A 700 § & 5 2.23

5 At i®E ¢ > apixaban F keI y @ 4 & R p >t apixaban & p
% *t dabigatran ¥ rivaroxaban -

w o W
Smi 4 TmR g
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# 2> (= FrepipriE (clearance, Cr) %t 25 mg/dL & »f& =it !fﬁ
(creatinine clearance, CCr) -] ** 25 ml/min ] »

Ao (39 ® 11,034 B Eﬁ%& LA )4\’%& e 4 9% 18,201 {5 4 I apixaban
® 2 warfarin = (2006 # 12 * 19 p 3 2010 # 4 » 2 p ). 3 & fpondpik
PREEERE EEXL RS 2T B :’mﬁiﬁ%%:%"»‘“ﬁ
; AR pEEELE A N TR (Rdh ISTHYRE 5 g %ﬁﬂ;}éﬂ")
OV ﬁQ%JLZIB;ﬁW‘iQ M/BE G Nk s gL
[71]) > = & % i‘”%‘ﬁﬁ‘—w'é‘ O AN 0 N K A S (T&}%P,ﬁ;#\éﬁﬂ
Mk G g B RFER BN P PR SRR R e )
A PR B g 2R EER DL 2 AR E o R e
AR RoTdptRn? ¥R TRR B3 AR e )2 14400 90%te T4 &
99% 2 #f T F¥ chiE 23 > E 2 5% B R RIM AL 1.38) 5 F
apixaban ‘et # warfarin fei 3285 1> BliE— b BOBARY o P15 A TR
* ok v (intention-to-treat) 47 R Al > diw T 244700 T S PRE 1 A5
T BESIEE L L c B At p iy Eks 201021 0 30 o

CISTH £ M= B EEe 8 ¢ (International Society on Thrombosis and Haemostasis )2 # < é{ﬁ’é‘% °

82/104



oy

102CDR09018_Eliquis Film-Coateds 2.5mg/5mg

- apixaban % - % & =x > & X v JR apixaban 5 ¥ s /4x_( & # =80
Fo ME <60 kg vepkprE =15 mg/dL s B E S 2
FRPR25 F 4 - XA &)

- warfarin &= @ pR* 2 T /o A KA E T INR (international
normalized ratio) #E474] 4 2 F] 3 B & o

it

%

18,201 =5 + (apixaban ‘= 9,120 % »warfarin 2 9,081 * ) i » &% > 97.9%
RAEHC E8Y B T0 A& A 353% 5 L K 16%  #F
B AF K & 84% 1 K 57%:up A ek @ 7 Mt & K Bbs 1
30 % 1k o AMEBY BB GFF AT AT I ERZT5 K b 31%: 5 19%
SRR I A SRR AL E o A S L R R S A R
AN AF AL 5% BRE A K 25% 3 s gk B 49
& 87% ; T = CHADS, » #c 5 2.1 » » CHADS, =2 ﬁ t 66% o (&ypie £ <
CADTH = 5 ¢1CDEC ¢ 3% £ L./ apixaban 2o R pF i @ =85 89 ik
aspirin = % 88 :¥[22] - )

Warfarin e 7 7 8 B > INR ‘83 5.2 3 3ip R PR T 307 A
62.2% > ¥ =#ic i 66.0% - Apixaban &3 428 o 4 (4.7%) > apixaban
(P25 T /&g - X A=) o E* £ warfarin 205 403 4 (4.4%)
U apixaban % g # @ % £ o Apixaban =& ¥ v¢ warfarin &5 #5 ih

A Eefk (p=0.001):

apixaban warfarin ‘=
n=9120 n =9081

zA e A Bk 6810(74.7%) 6588(72.5%)

AR R A K 2310(25.3%) 2493(27.5%)
Fl5e = 331(3.6%) 349(3.8%)
A A 679(7.4%) 738(8.1%)

B bR 2R E O & R ocdy 304 > apixaban e {r warfarin fe e g 4
Fowl i 1.27% (212 4 ) *4r 1.60% (265 + ) 4 45 & 7 apixaban %% % >
warfarin - i * ‘* (hazard ratio, HR ) 5 0.79(95% CI: 0.66~0.95, p < 0.001 )»
i - ¥ 4~ 478 apixaban it warfarin = (p = 0.01)° ~ 477 h #73] >
apixaban % 4 diw $4 ¥ h ek ' §_warfarin 252 0.51 & (apixaban % %
49%:k % ) > 7 ¥ HR % 0.51 (95% CI: 0.35~0.75, p < 0.001 ) ; apixaban ‘&
A A RS b ook % E warfarin 29 0.92 2 (apixaban T %
8%k % )0 7* 7 HR 5 0.92 (95% CI: 0.74~1.13, p = 0.42) - Apixaban ‘e fr

Sl ph EARA T PR (2011 & 10 30p ) hE 4 Ao
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warfarin fecne g 4 5o w5 0.50% (84 4 ) 4w 0.71% (117 ~ )> HR 5 0.71
(95% CI: 0.54~0.94 ) -

=% & fy vicdp 3% 6> - apixaban e fe warfarin fe e 5 Flov = g 4 F oA u] G

3.52% (603 * ) 4r 3.94% (669 + ) apixaban & ¥ +* warfarin %3 $ii<
g7 = k' o HR 5 0.89 (95% CI: 0.80~0.99, p = 0.047 ) o s 34T % eE 3 4
Foa w5 053% (90 £ ) 4= 0.61% (102 + ) HR % 0.88 (95% CI: 0.66~1.17,

p=0.37)-

1 &% > gk ¢ apixaban e AF F v warfarin 2 fhE < Tl bR E
FAFiRAE S 213% (327 £ ) 4 3.09% (462 * ) HR % 0.69 (95% CI:
0.60~0.80, p < 0.001) -

= & % 243451 * apixaban kg ¥t warfarin 23 M enE & J w2 Rk 4R
M2tE <~ N h'g o EFAFRAEL 407% (613 4 ) fv6.01% (877 ~ )
HR % 0.68 (95% CI: 0.61~0.75, p<0.001) -
2w Ap B E 2 b > apixaban fefr warfarin 2 A L FE 2 S FH e B R
FoBE AT Ehg 4 FApd o fd 2 2% 27 > apixaban g warfarin
AW L ant xR G 2.2% (202/9088) fr 2.6% (231/9052) -

)
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Apixaban % (9,120 +) Warfarin % (9,081 +)

7 *dp B wea ig EEET . EEAIF RRM(B%C) P
PRERLERE 212 1.27 265 160  0.79(0.66~0.95)  0.01
iR 15 0.09 17 010  0.87(0.44~175)  0.70
¢ B 199 1.19 250 151  0.79(0.65~096)  0.01

S5 MR A &

ﬁ:ﬁ; e T 0.97 175 1.05 0.92(0.74~1.13)  0.42

IFR A 40 0.24 78 047  051(0.35-0.75)  <0.001

RAMAL NN

if, &Lﬁ i 84 0.50 117 0.71 0.71(0.80~0.99)  0.047
2 F 603 3.52 669 394  0.89(0.80~0.998)  0.047

S Bk NR 1.80 NR 202 089(0.76~1.04)  NR

oy b NR 1.14 NR 122 093(0.77-113)  NR
S 90 0.53 101 0.61  0.88(0.66~1.17)  0.37
LI 2 327 2.13 462 3.09 0.69 (0.60~0.80) < 0.001

NI 52 0.33 122 0.80  0.42(0.30~0.58)  <0.001

P 105 0.76 119 086 0.89(0.70~115)  0.37
£ 4w AR AP

WAg g 613 4.07 877 601  068(0.61~0.75)  <0.001
T 2356 18.1 3060 258 0.71(0.68~0.75)  <0.001
3 AE (%) 7406(81.5) 7521(83.1) NR NR

C L AR

Bt 3 2% a18050) 3302(36.5) NR NR

(%)
Wohk kg

o2

£ r7 %7 1009 6.13 1168 720 085(0.78~0.92)  <0.001

S s REA ML

T

NR: not report.
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£ aspirin r* #-AVERROES :#5% (NCT00496769 ) » 2011 & [24, 71]

X ¥ % vitamin K antagonists Jof sc s 7 2 2 iF & * 05K ehps 4 » E >
50 > T ek 6B NF AFZE  AGRE IS RERCTRKE L
S5 ERAPEE 0 T D0 T A - A

- %?ﬁ& LR EE S T

- E#=T54

- EWRER R

- BXSR Y R

- frkw ikl o5 € (New York Heart Association, NYHA) % 8

S

F A n 25N e R
2w g eI A <35% ;

- R ?%éﬁ%ﬁ%o

#“T%ﬂ—? AR AR A R kW 6B PR F A FENL AL N
BRGTH G S ES RS i%zéﬁgf’p W EFFLLEL
BE A A > (VepipTE B+t 2.5 mg/dL & ﬂfbﬁ&ﬁi—i"f Fo1 4 25 ml/min) ~
& G epl @ =ps (alanine aminotransferase, ALT ) & % F* % f& i "=fis
(aspartate aminotransferase, AST ) < >t 1 F & F *2 2 i3 02 b il vk g F & 4t
. B LS B b~ g5t aspirin i AT JcdE PR ® thienopyridine

B3 K3 AVERROES 54 % siib & in s ) ~ Bast » BIEHR LR
;L,;gr_; RN S TN ﬁﬁv@,ﬁ £ —\Kiﬁ&%/}m5599 o 4 (36 F e
522 B §k ¢ ) I apixaban (e g aspirin 2 (2007 £ 9 * 10 p & 2009 &
127 23 p)c AR Frehh i A 2Rk A B% 2RHELE

T2 (A2 R EELRED2 500 ‘i"/‘*xgﬁiﬂl 2B Y
r\—a‘iﬁ‘“fiw}; b AR ) BT SR e R E 4
Fowg gAFERFF K AR oh gEE AT A HEY Rk
% @ (intention-to-treat) ~ 47 m Al - i B¥ 1 2010 # 5% 28 p » L3511 & -

- apixaban % : - X & =x > & X v JR apixaban 5 ¥ s /4x_( & # =80
Ao B E <60 kg 5 vepspFiE =1.5 mg/dL 5 12t ‘ki P2
PR 25 E R gr 0 - XA ),

- asplrln.giﬁi’\ﬂli% 1% 442 (81 F 5 /4z) ~Fd L5k ¥ »}55

RN ETR|E o " 2 8lmg I 324 mg R -
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25

it
oy
i

1. 5599 iy 4 (apixaban % 2,808 % - aspirin & 2,791 4 )  » g% > T i5E
#5708k St 41%; e e ?b:)r;a A xt 19.7%  FEE MR A A AF
Xk T3% 5 K A0%chs A ok E @ dd & K im0 Ry
%) 15%p 4tk dide 30 A poi 2 KPBRAoR o AREY bR
ERIESAR R LRI BUICEL R I B k-2 e AL TR A S REY - R 1
B 48 d 86% ; NYHA % 1 & % 2 B A B 32% o % 38 % 4 s 4
HE 6% o FEILFT ’i—‘ﬁ] 5% 3 % éﬁvm\ﬁ/ﬁ—‘ﬁ] ¢ 3% ; ¥
/T\}]% A X 20% 5 TR ’/E% ¥ 2% ; L35 CHADS, » #ic 5 2.0 & »
CHADS,;=2 —‘F*{ g4 64% -

2. 3 PR aspirin (% &)= p&E 2 8lmg * By ik bld s o 8
64%(3,602 + )- H = 5 162mg/day * & ¢ ¢ 26%(1,468 * ); ¢ clopidogrel
EarxolxgHd 1.5% (84 4 ) Apixaban 2§ 179 i £ (6%) i
apixaban( ™ 2.5 F s./4z> - X A =X )eng % * & aspirin 2R F 182 4 (7%)
0 apixaban € A cnF S £ o5 & 87y #) A >apixaban 2 & ¥ v warfarin
K R mﬁr,— AYETInR 0 P ETIS Rt F kB G 17.9%4r 20.5% 0 b &Mt
% 0.88 (95% CI: 0.78~0.99, p=0.003) - ( iz 43 *r £ ~ CADTH = % <7 CDEC
¢ kAR 2 P apixaban s PR Y #c s 60 iF o aspirin 2 5 59 iF 5 F]
3 A E @A a a0t kA L 9.5% 13.0%[22] ¢ )

3. B¢ R A 2EPREI &R RICA capixaban e aspirin e E g 4 X
A ul % 1.6% (51 4 ) 4w 3.7% (113 + ) A~ 5855+ apixaban %8 ¥ aspirin

B Rk 'R 0 B % 5 045 (95% CI: 0.32~0.62, p<0.001) - 457 R
#7) > apixaban &% 4 45 ¢ R ehk % E_aspirin &9 0.37 & (apixaban

27 '8 63%+h & ) 7 T HR 5 0.37(95% CI: 0.25~0.55, p < 0.001 ); apixaban
B A 4 NRMP bk Y% F_aspirin 2¢0.43 & (apixaban (T % 57%
ek M )0 7 HR % 0.43 (95% CI: 0.28~0.65, p < 0.001 ) ; apixaban i\ &
aspirin 22 4 1 ¢ Rk ek % 5 0.67 (95% Cl: 0.24~1.88,p=0.45) -

4. H U@ #edp 1R¥% (> tapixaban e aspirin e 5 F]5r = ER 4 F o u i
3.5% (111 ~ ) 4v 4.4% (140 ~ ) - apixaban 2+t f& aspirin e 7 F] 5 =
B %48 % 0 HR % 0.79 (95% CI: 0.62~1.02, p = 0.07) 5 2 e i & 7 |5
= Fe RIEFLB oL RanE g A F A w5 0.8%(24 4 ) 0.9%(28
£ )»HR % 0.86 (95% CI: 0.50~1.48,p=0.59) -

5. A &% »fHipikapixaban it oaspirin B 4 £ 4 DD ¥k G RE
ABF o LAEHFLR 2 EF A FRAEL 14% (44 1) {0 1.2% (39
A )»HR % 1.13 (95% Cl: 0.74~1.75,p=0.57) -

6. Hi & »{+igkrapixaban et o aspirin e 4 TRk AR B 2L E < UG Oh R

T i p 82 ppore. (2011 & 179 30p ) chd 2 % & fico
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g o EFAFERAES 31%(96 4 )Fr2.7% (84 4 ) HR 5 1.15(95% ClI:
0.86~1.54, p = 0.35) ; apixaban % ¥ %+t aspirin ‘2.3 #B ] I F it > &
#FA FikAE S 6.3%(188 £ )fr5.0%(153 4 )>»HR 5 1.24(95% CI: 1.00~1.53,

p=0.05)-

7. apixaban 2% ¥ (p<0.001) *“ aspirin Ed >3 4 BEF 2 F 2 g4 F i
B 5 22.2% (622/2808) 4= 27.2% (760/2791) - # 2 F 2 ¢ g L4rF 4 AR
2 (infections and infestations) 4 4 F & A 5 4.2% (117/2808) 4= 5.3%
(148/2791 ) ~ #¢ & % ¥Li T (nervous system disorders) # 24 & & 5 % 3.0%
(85/2808 )f- 6.6%( 183/2791):2 35 # 2 F 2 ¢hp @& & 5 0.045 fv<0.001-

4 = AVERROES 5 i & ;1

Apixaban = (2,808 +)

Aspirin % (2,791 +)

L5 b Egas Egd kR (5%C) P
P CEIRE G
PRAXEMERE 51 1.6 113 3.7 045 (0.32~0.62)  <0.001
rEMERE 2 0.1 13 0.4 0.15(0.03-0.68)  0.01
¢ R 49 1.6 105 3.4 0.46 (0.33~0.65) < 0.001
S R 35 1.1 03 3.0 0.37 (0.25~0.55) < 0.001
IR 6 0.2 9 0.3 0.67(0.24~1.88)  0.45
iz ’; ERR S 31 1.0 72 2.3 0.43 (0.28~0.65) < 0.001
2 H 111 35 140 4.4 0.79 (0.62~1.02)  0.07
Y 84 2.7 96 3.1 0.87 (0.65-1.17)  0.37
R 24 0.8 28 0.9 0.86 (0.50~1.47)  0.59
YT L 367 12.6 455 15.9 0.79 (0.69~0.91)  <0.001
R TE L 44 1.4 39 1.2 113(0.74~1.75)  0.57
BER s 11 0.4 13 0.4 0.85 (0.38~1.90) 0.69
eI 12 0.4 14 0.4 0.86 (0.40~1.86)  0.71
A AR AL E X D 96 3.1 84 27 1.15 (0.86~1.54) 0.35
T 188 6.3 153 5.0 1.24 (1.00~1.53) 0.05
B g (%) 622(22.2) 760(27.2) NR <0.001
Teh E2tE © 0 b
2 EARR e 163 5.3 220 7.2 0.74 (0.60~0.90)  0.003

B oosm p ot F

—

MR S EE e

NR: not report.
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HEERZh SLER R RS A Rk %

PubMed & R %

((((("apixaban"[Supplementary Concept] OR "apixaban"[All Fields]) AND ("Atrial
Fibrillation"[Majr] OR (non-valvular[All Fields] AND (“atrial fibrillation"[MeSH
Terms] OR (“atrial"[All Fields] AND "fibrillation"[All Fields]) OR "atrial
fibrillation"[All Fields])))) AND systematic[sb]) NOT ((("apixaban”[Supplementary
Concept] OR "apixaban"[All Fields]) AND ("Atrial Fibrillation"[Majr] OR
(non-valvular[All Fields] AND ("atrial fibrillation"[MeSH Terms] OR (“atrial"[All
Fields] AND "fibrillation"[All Fields]) OR "atrial fibrillation"[All Fields])))) AND
Review[ptyp])) OR ((("apixaban"[Supplementary Concept] OR "apixaban"[All
Fields]) AND ("Atrial Fibrillation"[Majr] OR (non-valvular[All Fields] AND ("atrial
fibrillation"[MeSH Terms] OR (“atrial"[All Fields] AND "fibrillation"[All Fields])
OR "atrial fibrillation"[All Fields])))) AND Meta-Analysis[ptyp])) OR
("apixaban"[All Fields] AND atrial fibrillation[All Fields] AND inprocess[sb] AND
("meta-analysis"[All Fields]))

PubMed #x %

Sea Items

rch Query found

#1 |apixaban 682
#2 |"Atrial Fibrillation"[Majr] 24851
#3 |non-valvular atrial fibrillation 521
#4 |#2 OR #3 25037
#5 [#1 AND #4 211
#6 [#1 AND #4 Filters: Systematic Reviews 27
#7 |#1 AND #4 Filters: Review 110
#8 |#6 NOT #7 12
#9 [#1 AND #4 Filters: Meta-Analysis 8
#10 #8 OR #9 18
411 "apixaban"[All Fields] AND atrial fibrillation[All Fields] AND .

inprocess[sb] AND ("meta-analysis"[All Fields])
#12 |#10 OR #11 22
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Cochrane Library & vt &2 & %

ID Search Hits

#1 |apixaban:ti,ab,kw (Word variations have been searched) 65

49 #1 in Cochrane Reviews (Cochrane Database of Systematic Reviews : 5
Issue 11 of 12, November 2013)

Embase & § & :

(('apixaban'/exp OR apixaban) AND (‘'non valvular' AND atrial AND fibrillation))
AND (‘'meta analysis (topic)'/de OR 'systematic review'/de)

Embase #& & %

No. Query Results
#1 |apixaban 2234
#2 |non-valvular atrial fibrillation 976
#3 |[#1 AND #2 95
#5 |#3 AND (‘'meta analysis (topic)'/de OR 'systematic review'/de) 10
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S kAL R REHEEH B 5 R % ¥
F =N ¥ oz % R 5
N N . . . . . |® % 338 (apixaban, dabigatran etexilate, rivaroxaban
. Factor Xa inhibitors versus vitamin K antagonists for preventing cerebral or systemic embolism in %g E' (ap o g . ' X )
Bruins Slot 2013 i . o Z 5ok owarfarin ehst £ 4 1 o 3 2RE Lt i
patients with atrial fibrillation. . ’ .
apixaban ¥ wararin -
. . L - . . e % +7 Non-valvular atrial fibrillation 3 fx = * & F Rk
Burnett 2013 |The hidden costs of anticoagulation in hospitalized patients with non-valvular atrial fibrillation. . i 3 % PICO ?g P
BL o f. o
. L e . @ B 335 (apixaban, dabigatran etexilate, rivaroxaban
Novel oral anticoagulants versus warfarin in non-valvular atrial fibrillation: a meta-analysis of 50,578 ?*‘ ?, (ap L g . , ] )
Capodanno 2013 . ZE L g owararin shst S A o TZEH fhil i
patients. . } .
apixaban ¥ warfarin -
Cost-effectiveness of new oral anticoagulants compared with warfarin in preventing stroke and other
Coyle 2013 _ ew oral anticoagulants comp P g SE ek % o 3 8 PICO -
cardiovascular events in patients with atrial fibrillation.
) . o - AwAEM Y R 0 P X E A AF gk % F]F -
Grewal 2013 |Anticoagulation for non - Valvular atrial fibrillation in older people. _&P’F o . L &%l
warfarin ¥ novel oral anticoagulants =i * o
- . . . . - . FETA U OPRAA e A X BAEM SIS TR
Clinical trials with new oral anticoagulants. Additive value of indirect comparisons also named|] i . . jﬁ“/ﬂ% J f‘f{” ?:j " B?‘H 2
Harenberg 2013 B ARG S AR En A TR Y R 2 AP
network meta-analyses. o . L
Ferb g ko A RS IE -
Holster 2013 New oral anticoagulants increase risk for gastrointestinal bleeding: a systematic review and|# & #73 74| © PRy H v SARE L T +
meta-analysis. ek 0 EE AT g o * 7 PICOS -
. . . . o . . e Tl RERES R G THE A 0 ML ) A
Combined anticoagulation and antiplatelet therapy for high-risk patients with atrial fibrillation: a|"_ " Lﬁ i* %rﬁ ) '33 o %?L J, s J
Lane 2013 svstematic review Lifuge B RE Y JURe BRI BB
y ' PICOS -
I . L . ¥ 3% new anticoagulants B %] /i S &2 w Ag > T A A 47
Perez 2013 |Implications of new anticoagulants in primary practice.
p g p yp fﬂ\ﬂ'LFgﬁ"%_‘:‘il’Lﬁ:L"
. Comparative effectiveness of dabigatran, rivaroxaban, apixaban, and warfarin in the management of
Pink 2013 | -omparatt  dabigatra P J TP =T
patients with nonvalvular atrial fibrillation.
Agarwal 2012 Current trial-associated outcomes with warfarin in prevention of stroke in patients with nonvalvular|4# % 7 58 (apixaban, dabigatran etexilate, rivaroxaban,

atrial fibrillation: a meta-analysis.

ximelagatran, idraparinux, aspirin,
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¥ - itk ER Bt P2 R F)
aspirin+clopidogrel) s 3 1% +* #& wararin €%t & &
47 o ¥ 2L ¥ fh % apixaban £# warfarin -
Boehlen 2012 |[New anticoagulants: better knowledge, better prescriptions]. - HFTHY R o 2 o
Chakrabarti 2012 |Cost-effective medicines for stroke prophylaxis in patients with atrial fibrillation LT Rk e oedp ik o 2 2 PICO -
. . . Sl . . @ B 4 75 (apixaban, dabigatran etexilate, rivaroxaban,
. Efficacy and safety of the novel oral anticoagulants in atrial fibrillation: a systematic review and REAR &p _ g L .
Dentali 2012 . . edoxaban) & &-+* i wararin i g A 47 o I 2L H b
meta-analysis of the literature. . ’ .
1t & apixaban ¥ warfarin -
. . . . . . 7 % 337 (apixaban, dabigatran etexilate, rivaroxaban)
. Meta-analysis of efficacy and safety of new oral anticoagulants (dabigatran, rivaroxaban, apixaban)| . . ]
Miller 2012 y y y g ( g P ) =l o warfarin (hst & 445 o 7 2R H ol i

versus warfarin in patients with atrial fibrillation.

apixaban ¥ wararin o

[No authors listed]

2012

Apixaban in other situations?

Osterspey 2012 |[Role of the new oral anticoagulants in comparison to vitamin K antagonists in practice]. - WA R LY o
. Heterogeneity in published evidence for stroke prevention in patients with atrial fibrillation: A
Simon 2012 g. y- P P P g - L% By -
systematic review
Focused 2012 update of the Canadian Cardiovascular Society atrial fibrillation guidelines:
Skanes 2012 . b : Y g e E A CHFE il o
recommendations for stroke prevention and rate/rhythm control.
New anticoagulants are somewhat more effective than warfarin in non-valvular atrial fibrillation and| | o
Steurer 2012 . - WM T o LT o
venous thromboembolisms
Lam 2011 |Alternatives to chronic warfarin therapy for the prevention of stroke in patients with atrial fibrillation |- 4w g+~ F
. . . . PR s ) WA PR B R s B AR
Li 2011 |Antiplatelet agents and anticoagulants for hypertension T ’
P plateletag g vP 7o g ek o 3 £ PICO -
Veltkamp 2011 |[New oral anticoagulants in atrial fibrillation]. - Bw AR R LT o
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‘477 ARISTOTLE :#% ~ RE-LY #% - ROCKET-AF % ~ AVERROES % 7% 7 ¥ ik
=y ARISTOTLE %5 [47] RE-LY 546, 72] ROCKET AF #5[47] AVERROES :£5%[24]
*EP Y 2011 2009; 2010 updated 2011 2011

feka LER R TSGR ehd %
(T RIE2EF)ETHERL <>
4 aypds (atrial fibrillation, AF) &
% 3 #+ (atrial flutter) » ¥ 1 > 4
- TR

- ER=T5 K

- B¢ b EATEG L F T
(transient ischemic attack ) ~ & 2 £}
RERL

-3 P A G R %
=ou F B0 K =40% ;

- MR

- FEFEAIOR LR -

- 3|J

B gl

fekpd 6B P KT R
%&ﬁ&m#A@Q(&@"l8
) PRV - B

- AEm g EA Y b~ BEEEG

f&g%‘«%ﬁé‘é
- Ed= 75;%«
- E# A3 65 %

\%%ﬁf?(ﬁwi*

Ay 30 % p g 12 4z T WS B
F oS SRS oo T RART 1
1ER TS F 134 % B aps nF
18 &) o #7% 8
S BT L=t Y 3

Ao R FEE BT F kg
(cardioversion) > 24 /] R 5 2 K G
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ek ARISTOTLE %5 [47] RE-LY :&5[46, 72] ROCKET AF 5 [47] AVERROES 5% [24]
BURFIEFOAFS P RAERFp 4§ 7 BRECHFEA R 14 2P (L iRd s BREF ORI E A Do F PSR TR s Tk 6 B
HPER FF A FRAFURL BRI F AP btk w e 6B P FAEBEIEE SRR ZCEF e R FE P I FAKENL AL L B R
B (&r& I SHREEED) s fx a7 (£ b~ A ik :’ﬁf,,ijv»: SV S S BT S B E R A~ B e R n“rﬂP’ﬁ Vi i R R S L =
AP EELY R E X FRIRE A ok 5p 30 mI/min 4R ol bR SRR B R R e R AR LA ERTH
165 mg | & ¢h aspirin 2 - pF PR * w2 o Fe > il EHP K3 90,000/ul ~ F A | A > (Vbﬁj‘ﬁi‘ltﬂ % >t 2.5 mg/dL
aspirin £ clopidogrel ~ & & ¥ # it 2 2 Fodl? Eeng & B wm 3B g ;Z’rxﬁﬂ—f-‘%f Fop 25 ml/min) ~ i R
( & FrepepriE (clearance, Cr) & *t 4BE A EY b 14 X N4 (T |vRplh i vRpd (alanme aminotransferase,
2.5 mg/dL s »ofik 44 5 (creatinine ek~ HE R FURE o |ALT) & = /* % phig v=fs (aspartate
clearance, CCr) -] ** 25 ml/min] - i ~ & BFPR* aspirin 421 100 mg ~ 4~ |aminotransferase, AST ) + >t it ¥ i@}
Jewh 5 & N * aspirin & & 2B ARMES A B
o g thienopyridines # 555 ~ & a2 % [*2L 1.5 212 F ~ & 4 aspirin iE 47 5 Jedg
T #5432 Sy |45 B 5~ A iR 10 % |BR v thienopyridine % -
[ = SR * 0 L PET) ¢
(fibrinolytics) ~ & #p /7 4 % NSAID %
i & M 10 g/dL ~ R E e R
& ~ warfarin 2 & ~ HIV g % % ~ »e
rrxﬁi—-,%*% ] 30 ml/min ~ 5 & 40
LA ALT * 03 B8 F @12~ 5
FHE GO 2ESRER R A RD
3 &P BRI SR W
rivaroxaban ~ warfarin ~ & = & #| 6 47
X o
s EE u3F aspirin =100 mg/day ¢ H & i |2 3F H * aspirin =100 mgday & ¥ * |7 7 # & % & thienopyridine it &

,-%ngléiﬂ o

thienopyridine -

o

o BT
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ROCKET AF 2 %[47]

AVERROES %5 [24]

# £ % INR (international normalized
ratio) Eiod 23 3 B o

f5F M) 1 INRE

B 2132/

% o

BN ARISTOTLE :£25%[47] RE-LY :#=[46, 72]
FEZWTRAER . B A R B SRR BT P A BR S 2P RERER BB AR B (SRR BRI
B~ Fm#t (double-dummy) ~ Gt | ¥R~ 27 L RDE LR R > BRR O BEEEHE LT o FREC FRE SR AR
FERHR AT HCRFE TR R P L TR BT A N E R RGO LR A P L SR g B RO R ;‘ﬁ“é AN R TN
7Rt ¥ § & &% warfarin s 22 §esk ¢ |4 kop 4 % dabigatran 150 e T A A NS RE A T B TGRSR SRR A o 4
S A e SRS A i%op A4 4 apixaban &gt |dabigatran 110 24 warfarin & o & rivarxaban ‘e gt warfarin & o apixaban = & aspirin & -
warfarin % - dabigatran ‘e * B 12 VR E
warfarin fe gk * 2L5 42 N F o
ppde [FERBERNORIOMBRAS ¢ 3 o ALp PURBLERA o8 §SAEN DA RLIBRFA |¢ £ H6BRAT < LP IR
R e oo (LR 157 4 ) 522 B yesk ¢ oo o
Apixaban % : — = & = » # =t v JR  |Dabigatran 150 k% 2 V5 R Rivarxaban 2 : — = 1=t » *= X v JR |Apixaban %= : - 2 & = » & =X r JR
apixaban 5 ¥ ¥ /4z_( # # =80 & ; dabigatran 150 % s./% % >—- % & = ;| rivarxaban 20 ¥ s /4x( PUfLFF4 5| apixaban 5 E sU/4z_(# #£ =80 i
€ <60kg; "pprE =15 Dabigatran 110 ‘e ;5% > 58 5 ¢ JR i+ 30-49 ml/min % > :xPR 15 = 5| # & <60kg; v fFE =15
mg/dL ; ™+ & 3 ° 238 & > :xPR| dabigatran 110 £ 5./ g - A &5 Mg - X 1) mg/dL ; 72+ & T2 Iﬁﬁ ) BTPR
S 25 s/ - XA %) Warfarin ‘e izd5 3 » & ¥ T pl- S e |Warfarin 2 @ 23 ZH £ 2 INR &84 25 i lsz - 2 A=)
. Warfarin 2 @ pJR* 2 % 5./42 > ¥ 8% | INR &3 & warfarin i 4 #/ £ (13~ £ 2F3BF - Aspirin e : X 2 pR* 1 1 44:_(81

g o o LRk Y FE Y
ST € f [ i X 81mg I 324 mg

3
)'IJ

ECE eI 8
ESL =Y TR

1.44

1.46

1.46

not required
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e

ARISTOTLE :25%[47]

RE-LY :#5%[46, 72]

ROCKET AF 2 %[47]

AVERROES %5 [24]

AR

Primary and secondary efficacy
analyses: intention-to-treat populatio;
bleeding events: modified
intentionto-treat sensitivity analysis

All analyses were based on the
intention-to-treat principle.

Primary analysis was prespecified to be
performed in the per-protocol population
which included all patients who received
at least one dose of a study. Key
secondary efficacy end points were also
tested for superiority in the as-treated
safety population. We performed post
hoc analyses of events in the
intention-to-treat population and events
occurring during the end-of-study
transition to open-label treatment with
conventional anticoagulant agents.

All primary efficacy and safety analyses
were based on the intention-to-treat
principle.

LS

1.8 &

RE-LY 2009 #2% : 2.0 #

1.94 & (707 =)

11 #
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ARISTOTLE :25%[47]

RE-LY :#2[46]

ROCKET AF 2 %[47]

AVERROES %5 [24]

. Dabigatran Dabigatran
Characteristic Apixaban Warfarin 110gm 150gm Warfarin Rivaroxaban Warfarin Apixaban Aspirin
(N =9120) | (N =9081) g g (N=6022) | (N=7131) | (N=7133) | (N=2808) | (N=2791)
(N =6015) | (N=26076)
Age, year
Median 70 70 73 73
Interquartile range 63-76 63-76 65-78 65-78
Mean + SD 71.4+8.6 71.5+8.8 71.6£8.6 70+9 70£10
Female sex, no. (%) 3234 (35.5) | 3182 (35.0) | 2149 (35.7) | 2236 (36.8) | 2213 (36.7) | 2831(39.7) | 2832(39.7) | 1148 (40.9) | 1174 (42.1)
Region
Asia 923 (15.3) 933 (15.4)| 926 (15.4)
Asian Pacific 1456 (16.0) | 1460 (16.1)
Asia and South Africa 547 (19) 555 (20)
Type of atrial fibrillation, no. (%)
1929/6011 1978/6075 2036/6021
Paroxysmal 1374 (15.1) | 1412 (15.5) 1245 (17.5) | 1269 (17.8) 760 (27) 752 (27)
(32.1) (32.6) (33.8)
. 4082/6011 4097/6075 3985/6021 £
Persistent or permanent 7744 (84.9) | 7668 (84.4) 5786 (81.1)" | 5762 (80.8) | 2047 (72.9) | 2038 (73.0)
(67.9) (67.4) (66.2)
Previous medication use
o . 3011/6015 3049/6076 2929/6022 1
Vitamin K antagonist, no. (%) 5208 (57.1)* | 5193 (57.2) 4443 (62.3) | 4461 (62.5) 401 (14) 426 (15)
(50.1) (50.2) (48.6)
. 2404/6013 2352/6075 2442/6017 q
Aspirin 2859 (31.3)§ | 2773 (30.5) 2586 (36.3) | 2619 (36.7) | 2137 (76) 2081 (75)
(40.0) (38.7) (40.6)
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ARISTOTLE :5%[47]

RE-LY :#2[46]

ROCKET AF 22 [47]

AVERROES %5 [24]

. Dabigatran Dabigatran
Characteristic Apixaban Warfarin 110gm 150gm Warfarin Rivaroxaban Warfarin Apixaban Aspirin
(N=9120) | (N =9081) g g (N=6022) | (N=7131) | (N=7133) | (N=2808) | (N=2791)
(N =6015) | (N=26076)
) . . 1008/6015 1029/6076 968/6022
Prior myocardial infarction, no. (%) 1319 (14.5) | 1266 (13.9) 1182 (16.6) | 1286 (18.0)
(16.8) (16.9) (16.1)
CHADS, score
Mean score (+ SD) 2.1+1.1 2.1+1.1 2.1+1.1 2.2£1.2 2.1+1.1 3.48+0.94 3.46+0.95 2.0x1.1 2.1+1.1
Distribution, no. (%)
1958/6014 1958/6076 1859/6022
1 3100 (34.0) | 3083 (34.0) 1004 (36) 1022 (37)
(32.6) (32.2) (30.9)
2088/6014 2137/6076 2230/6022
2 3262 (35.8) | 3254 (35.8) 925 (13.0) 934 (13.1) 1045 (37) 954 (34)
(34.7) (35.2) (37.0)
3 3058 (42.9) | 3158 (44.3)
4 1968/6014 1981/6076 1933/6022 | 2092 (29.3) | 1999 (28.0)
2758 (30.2) | 2744 (30.2) 758 (27) 812 (29)
5 (32.7) (32.6) (32.1) 932 (13.1) 881 (12.4)
6 123 (1.7) 159 (2.2)
Age >75 yr, no. (%) 2850 (31.2) | 2828 (31.1)
Prior stroke, TIA, or systemic 1195/6015 1233/6076 1195/6022 v
i 1748 (19.2) | 1790 (19.7) ¥ 3916 (54.9) | 3895 (54.6) 390 (14) 374 (13)
embolism, no. (%) (19.9) (20.3) (19.8)
Heart failure or reduced left
. I . 1937/6015 1934/6076 1922/6022
ventricular ejection fraction, no. 3235 (35.5) | 3216 (35.4) 4467 (62.6) | 4441 (62.3) 1118 (40) 1053 (38)
(32.2) (31.8) (31.9)
(%)
. 1409/6015 1402/6076 1410/6022
Diabetes, no. (%) 2284 (25.0) | 2263 (24.9) 2878 (40.4) | 2817 (39.5) 537 (19) 559 (20)
(23.4) (23.1) (23.4)
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ARISTOTLE :5%[47] RE-LY :#5[46] ROCKET AF 2 [47] AVERROES %5 [24]

Dabigatran Dabigatran

Characteristic Apixaban Warfarin 110 mg 150 mg Warfarin | Rivaroxaban | Warfarin Apixaban Aspirin
(N=9120) | (N =9081) (N=6022) | (N=7131) | (N=7133) | (N=2808) | (N=2791)
(N=6015) | (N =6076)
Hypertension, no. (%) 7962 (87.3) | 7954 (87.6) 4738/6015 | 4795/6076 | 475016022 | o0 (90.3) | 6474(90.8) | 2408 (86) | 2429 (87)
(78.8) (78.9) (78.9)
Peripheral vascular disease, no. (%) 401 (5.6) 438 (6.1) 66 (2) 87 (3)
Creatinine clearance, no. (%)
Normal, >80 ml/min 3761 (41.2) | 3757 (41.4) 5826/18113 (32.2) 2285 (32.4) | 2222 (31.2) 2021/5599 (36.1)
Mild ::I‘/pniii;me“t' >>01t0 80 3817 (41.9) | 3770 (415) 8766/18113 (48.4) 3208 (46.2) | 3400 (47.7) 2374/5599 (42.4)
Moderate impairment (>30t0 50| ) 20c 150y | 1382 (15.2) 3505/18113 (19.4) 1490 (20.9) | 1459 (20.5)
ml/min) 1198/5599 (21.4);
Severe impairment (<30 ml/min) | 137 (1.5) 133 (1.5) 0 0 0
Median 67 67
Interquartile range 52-88 52-86

* Prior use of vitamin K antagonist for >30 consecutive days; § at time of randomization; ¥ Only previous stroke or transient ischemic attack; £ only persistent;  within 30

days before screening; jcalculated creatinine clearance < 25 ml/min is excluded.
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* Y

Population

Intervention/Comparotor

Outcome

Study design

Assiri 2013[43]

Adult patients with nonvalvular
atrial fibrillation.

Warfarin, aspirin, clopidogrel,
apixaban, dabigatran,
rivaroxaban, edoxaban

Stroke orembolism, stroke, all/any ischemic and
undefined stroke, all/any systemic embolism, fatal stroke,
nonfatal stroke, myocardial infarction, any vascular death,
death from any cause, major bleeding, non major
bleeding, intracranial hemorrhage.

Only prospective,
randomized controlled trials.

Biondi-Zoccai
2013[44]

Atrial fibrillation.

Warfarin, apixaban, dabigatran,
rivaroxaban, edoxaban

Stroke or systemic embolism, all-cause death, major
bleeding, drug discontinuation.

Randomized trials.

Dogliotti 2013[45]

Patients with non-valvular atrial
fibrillation.

Warfarin, aspirin, clopidogrel,
dabigatran, apixaban,
rivaroxaban

Stroke, ischaemic stroke or systemic embolism, mortality,
major bleeding.

Randomized controlled
phase 11 or 111 trials.

Mitchell 2013[38]

Adult patients with a risk of
stroke and diagnosed with mild
to moderate nonvalvular atrial
fibrillation with at least one
additional risk factor for stroke.

Warfarin, aspirin, clopidogrel
plus aspirin, apixaban,
dabigatran, rivaroxaban,
edoxaban, ximelagatran

Ischemic stroke, total stroke, total stroke and systemic
embolism, hemorrhagic stroke, myocardial infarction,
major bleeding, minor bleeding, gastrointestinal bleeding,
intracranial hemorrhage, all cause death, overall
discontinuations.

Prospective, randomized
controlled trials,
double-blind or open-label,
111 studies.

Patients with nonvalvular atrial

Warfarin, apixaban, dabigatran,

Composite of stroke or systemic emboli, any stroke,
ischemic stroke, systemic emboli, mortality, major

Randomized controlled

Baker 2012[34 o . . . . . .
[34] fibrillation. rivaroxaban bleeding, hemorrhagic stroke, and gastrointestinal trials.
bleeding.
. . . Stroke (ischemic and hemorrhagic), systemic embolism, .
Harenberg . . e Warfarin, apixaban, dabigatran, . ( . — .g ). sy Prospective, controlled and
Patients with atrial fibrillation. | . major bleeding complications, intracerebral hemorrhage, .
2012[35] rivaroxaban randomized tdals.

myocardial infarction and mortality.

Lip 2012[36]

Atrial fibrillation.

Warfarin, apixaban, dabigatran,
rivaroxaban

All stroke and systemic embolism, major bleeding,
mortality, myocardial infarction, life-threatening
bleeding, intracranial bleeding.

Not mentioned.
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* Y Population Intervention/Comparotor Outcome Study design
Stroke and systemic embolism, major bleeding,
Warfarin, apixaban, dabigatran, intracranial hemorrhage, all cause mortality, ischemic or
Mantha 2012[37] |Atrial fibrillation. rivaroxaban uncertain stroke, hemorrhagic stroke, myocardial Phase 111 trials.
infarction, gastrointestinal bleeding, premature
discontinuation.
Primary and secondary prevention on stroke or systemic
embolism, stroke, ischaemic or uncertain type of stroke,
Rasmussen Atrial fibrillation. Warfarin, apixaban, dabigatran, |haemorrhagic stroke, disabling or fatal stroke, d.eath from Phase 111 trials.
2012[39] rivaroxaban any cause, death fromvascular causes, myocardial

infarction, major bleeding, intracranial bleeding,
gastrointestinal bleeding, other location bleeding.

Schneeweiss

Atrial fibrillation.

Warfarin, apixaban, dabigatran,

Stroke or systemic embolism, all-cause mortality, and

Phase |1l randomized

2012[40] rivaroxaban major hemorrhage. controlled trials.
Patients with nonvalvular atrial |Warfarin, apixaban, dabigatran Thromboembolic stroke and systemic embolisms,
Testa 2012[41] 3P ' g " [hemorrhagic stroke, extracranial major bleeding, all cause |Randomized phase-11I trials.

fibrillation.

rivaroxaban

mortality and myocardial infarction.
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Duplicate study selection and

Language of

Status of publication (i.e.

2> JEk S EE ‘a priori’ desi . Comprehensive literature search L Grey literature) used as an
IE ¥ a prioft destgtt data extraction P publication . y . . ).
inclusion criterion
MEDLINE, EMBASE, the Cochrane Collaboration
Assiri 2013[43]  |No reported Yes ' ' English Not mentioned
[43] P (January1,1991~August 31,2012) g
- . MEDLINE/PubMed (on Sep. 10, 2011), Google Scholar,
Biondi-Zoccai . ( P ) g . 2008-2011 conference
Yes Yes Cochrane Library, and Scopus; 2008-2011 conference Non-restriction ,
2013[44] . . . proceedings.
proceedings; references of retrieved studies.
Dogliotti Study selection: not reported; |Medline, Embase and the Cochrane database (through May 2013), . .
g Yes y . P . ( g y ) Non-restriction |Not mentioned
2013[45] data extraction: yes. reference lists.

Mitchell 2013[38]

Not mentioned

One reviewer; second
reviewer for uncertainties and
verification.

Medline in process and Medline, Cochrane library, EMBASE,
CINAHL, BIOSIS(in May 2011 amd February 2012), reference
lists, ClinicalTrials.gov

English

2007-2012 conference
proceedings

Baker 2012[34] |Not mentioned |Yes MEDLINE and Cochrane Central through February 2012 Non-restriction |Clinicaltrials.gov
Harenberg . . Medline and EMBASE, regulatory documents, reference lists, and . Regulatory documents,
Not mentioned [Not mentioned . . . . Not mentioned e .
2012[35] trial registry (ClinicalTrials.gov) clinicaltrials.gov
Lip 2012[36] Not mentioned |Not mentioned Not mentioned Not mentioned |Not mentioned
Mantha 2012[37] |Not mentioned |Not mentioned PubMed Not mentioned |Not mentioned
Clinical trials registers,
Rasmussen . . Medline and Central (up to June 2012), clinical trials registers, . conference proceedings, and
Not mentioned [Not mentioned . . . Not mentioned .
2012[39] conference proceedings, and websites of regulatory agencies websites of regulatory

agencies

Schneeweiss

Not mentioned

Data extraction: yes.

PubMed and clinicaltrials.gov (in October 2011), document of

Not mentioned

Document of U.S. FDA

2012[40] U.S. FDA
PubM h 2011 1 March 2012
. _ ubMed (on 30th October O , updated on arch 2012), o 2008-2011 conference
Testa 2012[41] |Not mentioned |Not mentioned Google Scholar, Cochrane Library, and Scopus; 2008-2011 Non-restriction

conference proceedings; references of retrieved studies.

proceedings.
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Scientific quality of

Included and Characteristics |, . ... . . the included studies . .
o . Scientific quality of the included . . |Methods used to combine . . Conflict of
® ;g%..aﬁn%i excluded study |of the included . used appropriately in . . Publication bias |.
. . studies assessed and documented . the findings of studies interest
list studies formulating
conclusions
. . No; only recored open-label or . Mixed treatment comparison .
Assiri 2013[43] |Only included. |Yes o y P Not mentioned . P Not mentioned Declared
blinding. meta-Analysis
N . According to the risk of bias tool Fixed-effect model, network | . . .
Biondi-Zoccai . Visual inspection
Yes Yes recommended by the cochrane Not mentioned meta-analyses (star-shaped None declared
2013[44] . of funnel plots
collaboration. network)
Random-effects model
- Authors performed .
Dogliotti . No; only recored open-label or e multitreatment .
Only included. |Yes - . four sensitivity S Not mentioned Declared
2013[45] blinding, sample size. meta-analysis within a
analyses. .
Bayesian framework
According to the methodolo .
. . g . gy Bayesian network Declared; funded
Mitchell . checklist (appendix D) of the Authors performed L . .
Only included. |Yes . . o meta-analysis, fixed-effects |Not mentioned by Bristol Myers
2013[38] National Institute for Health and Care (sensitivity analyses. .
model Squibb.
Excellence (NICE).
According to the methods guide of Adjusted indirect Funnel olots and
Baker 2012[34] |Only included. |Yes Agency for Healthcare Research and |Not mentioned comparison meta-analyses Eqger t:sts Declared
Quality (AHRQ). using Bucher approach g9
Harenber No; only recored study design, such
2012[35]9 Yes Yes as open-label, double blind, double  |Not mentioned Network meta-analysis Not mentioned Declared
dummy.
No; only recored study design, such Indirect comparisons Usin
Lip 2012[36] Only included. |Yes as open-label, double blind, double  |Not mentioned P g Not mentioned Declared

dummy.

Bucher method
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Scientific quality of

Included and Characteristics |, . ... . . the included studies . .
o . Scientific quality of the included . . |Methods used to combine . . Conflict of
® ;g%..aﬁn%i excluded study |of the included . used appropriately in . . Publication bias |.
. . studies assessed and documented . the findings of studies interest
list studies formulating
conclusions
No; only recored study design, such Indirect comparisons usin
Mantha 2012[37] |Only included. |Yes as randomization, blinding, Not mentioned P g Not mentioned Declared
) Bucher method
population analysed.
No; only recored study design, such . . .
Rasmussen . . . Indirect comparisons using .
Only included. |Yes as open-label, double blind, double  |Not mentioned Not mentioned Declared
2012[39] Bucher method
dummy.
Schneeweiss No; only recored study design, such . Indirect comparisons usin .
Wel Only included. |Yes y . ey design, su Not mentioned I parl using Not mentioned Declared
2012[40] as double blind. Bucher method
According to the risk of bias tool Indirect comparisons using |Publication bias
Testa 2012[41] |Only included. |Yes recommended by The Cochrane Not mentioned P g None declared

Collaboration.

Bucher method

was not appraised.

* AMSTAR (assessment of multiple systematic reviews ) & # - fx4-%t & s L];Jete« RE ~ L];Jce—;?;f— & g % [73] -
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