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2 ® 106 # 1 * = ' Rapid Response Report > 4% idarucizumab
* 3t # A3 g dabigatran Fusta (FF 2 Rk B v & A E e
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Gt - AR Y EF Do fFg Y o R
%fﬁﬁ o fEpE R (dilute-thrombin-time ) {e ecarin clotting-time
T8 I eh%% % o idarucizumab £ 3 B & i # dabigatran {F* gk
3o IRa o TRk RS L wﬁ%zwm 7 SN R P
% ( surrogate outcomes ) ¥ * & & - b & F& Iz @ o
(generalizability) & — JE 8 o ¥ b > FL ¢ I p ¥ &

34 3] idarucizumab #p B & A2xFiEiG 2 /ﬁﬁq o

PBAC (;2:')

2AEL06E 40 250 0 hmFH

NICE (&1’ )

3K 105 # 5 * =i " Evidence summary ;- ¥+>% idarucizumab
i #& dabigatran z_ Fifg e (T * B (TR ATE X p 2 KT o
FEFEEED  2F NP s mEHREZ 2 AF] (e
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tx : CADTH % Canadian Agency for Drugs and Technologies in Health 4 £ + & 5.2 ‘?55)% PR ﬁ‘iﬁm

pCODR & pan-Canadian Oncology Drug Review 4t £ < " % 1 & o 3% 5 e S chig | - 2t 2010 & =
2% 5 CADTH eh g iep & > A & | §13= G ATB E P ik g 2 & 20cf

PBAC i Pharmaceutical Benefits Adwsory Committee % 5- % 1354 L R € ma’ﬁ’é, ;

NICE % National Institute for Health and Care Excellence B fi B T fR ik 4 4887 § Fechig | ©
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e L s it (idarucizumab - 10T B AL A ) A B 106 £ 3 0 31
PEAARFELE]INSSELFFRE (NTHHFESES) BEFT fzﬁ »H e
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FH 5 0.95% (95% % # %R 1 094% 3 096%) > F Pt LML ¥R (94
1.1%’—4']“3‘_10.8%’P<0001)’_F%ﬁii‘ﬁ“&i%&ﬂ:i\géfaﬂ:‘g[g]o—Jé;:n*v'g,
Jf’}]\%‘lrﬂ‘fr:u% ,Fk ﬁ»,g,r}%’,\,uggpxxpf,ﬁg, ‘L;ﬁmﬁj]#‘?&,ﬁly?wﬁ
PR prE iR R A P ﬁﬂm;ﬂ‘i;{»‘gg;}r ENY AN AN E R ST SN =8
TR E AN 0 LS Tl E R [2] e

T b At SRR L ok J pilpzéﬂ\ﬁﬁﬂ A LA A
:}%'f‘"" Bo#Aehpig s m i@ %w«r’%‘ﬂ AT N R R
EFFF L e B R[2] o ¥ Lohvr Réin 8 &R FEu | R E P A
( Bl4e @ aspirin) friad -% K 348 (&]4e @ warfarin) » izdt o e 2 5.7 & %
%%&gﬁ‘j/w»ﬁg f}?a“’&‘fr“"ﬁ.&‘é%]”"fﬁq'?lta‘&i’éwﬁaw
[2] -

FHIEB SR b § ST P P FREE S Aok e & Rl
Rt Hos Fuga 2R i E warfarin KIE A +&ﬂjs\[4] o d 3t warfarin #7/5
Z 2 T B INR (lInternational Normalize Ratio) # Z#&| & > *

]
AU EEHEARIET  AF T FLA A L FALEAY

#7A) s o A (New oral anticoagulants » NOACs ) &ﬁi&’% S = L
warfarin % 2] INR > fe 8d >t miz &7 ¢ kRS FraE R - v F LLRH A
s Floshw F i % [4]- # ¢ - Dabigatran & - g#&e{m frdrd & > v RS
s JE 2 ER ALfig fF (esterase) (K fE ~ A KGRI 0 BB D HRITHIGLE
fis (thrombin) i# ¥lfusg e s2[2] -

UG RBEL LA A 0 d Y TG e R 2 B «k.g #
warfarin B #3773 Fuig o 2 52 EHZ ijfr‘ﬁ:ﬁ‘fl TR R > F) P ER A

B ?f%i’lﬁiﬁ:ffﬁﬁ' g+ 70 [4] s - Hirbutl > 8 v JRiEo ﬁ" i
%] #| dabigatran 4% & M35 i H (a specmc reversal agent) [5] - ¥4+ % & ﬂf‘% =
W~ B R A SR gl g 4 R o idarucizumab ¥ i H ) dabigatran
shipa. (7% [5] -

}ﬁlp%‘%r%«;\‘.ﬁ]iqii\‘.ﬁ;m

#£3APE106# 4% 27 p ok > %39 ATC/DDD Index 2017 &t + 7L & 7 4 »
* &G TV03 b'“r”ﬁ Hi s A s ¢ TVO3AB jz4 &l - 2 ATC code %
TVO3AB37 | » iim ATC 4 #f4c 5([6] :
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V Various ;

V03 All Other Therapeutic Products ;
VV03a All Other Therapeutic Products ;
VV03ab Antidotes ;

V03ab37 ldarucizumab -

FIARI6E 47 27p 2> HELARTRINS R EF P REFEL 2 QLT
FLE T F ?51%3?%2“3%1%}; "’ﬁ?}FqJJ.F&é?& " dabigatran ;| > 4§

TR ERE(ES)) BTk E *-‘%1’ AFHAF b2 B 6 F @i dabigatran
}‘ﬁ#’—%g‘?' r%IE[l]Od‘}"i\]_X]EI gu‘[’%”‘ 'E!;Ja b'?ﬂx ;fgp;.iﬁ%f S IE F‘(ﬂ‘
AR RO B R B ¢

CADTH -~ PBAC %2 NICE \Fﬁfé‘vf%}i’f—lp FE 2 L*Pi #
1) H Féf/%;fi;};t i LHJ: g Cochrane/PubMed #p Es,é <
31#; EENE g?“‘i LiERE P a.,;;gﬁgq;gﬁzﬁﬁ’“ 5 o

Rk F2L P
3R 106 & 1 * = Rapid Response Report ;> 4%t
CADTH (4 £+ ) | idarucizumab * >t = & 4 if & dabigatran ¥ o 7% 2§
BoRg v s A AR E Jeinfdg 3R TP o
PBAC (i2H) IARM106# 47 25 pak haEFao

K 105 # 5 * = [ Evidence summary | > ¥ 3%

NICE (& &) idarucizumab ¥ # dabigatran z_ Fikg o 17 % & (7 2 %
S
A FETH SMC (g i) Fhf#mhawd -

Cochrane/PubMed &% & % o
EHRFRELTH | RPFRETH- B

3 1 SMC % Scottish Medicines Consortium @&  Z4 % | ¢ HFR
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3R 106 # 1 * = i " Rapid Response Report > 4-4t idarucizumab * >t = &
A+ i dabigatran Fugf e %% 2§k ok~ At FE frinfrdp s TP o 323F

AL AT B ROk &

A GAFE Y o - E N - HE - g

Y A %“#;ﬁrﬁ #%n fix pF R (dilute-thrombin-time ) = ecarin clotting-time

(ECT) iR T ’;' )

% % »idarucizumab Z 7 & & if # dabigatran &% g4 o IRa o

A ;#E i »ot s (lack of comparative evidence) » ¥ # > 12
HF ®4p ¥ 5 % (surrogate outcomes ) ¥t A& F-i& - R § % i@ * (generalizability )

T P N F I Y
F(F 5 @it € 1 & B® 15 % seriousness) » 11 % @& * idarucizumab
& 1 (deterioration) =i (potential ) » T if >t M9 % HE %

-,

7l & ¢ * idarucizumab® -
FARINP T Tl p 2 2 bl S BRER
prend s oI, P 2R Y o Fe Ry

LM F

%15 # dabigatran Fugs (T chF B Z

7k iE

2 R

1% = 3% REVERSE-AD #-% @édz e e AR

TS

41 % dabigatran ;o B m&dﬂz IR A pendia

AT A=

ERL I A BT 0 8]
fedw -

I’TT’J'Q/T'\»

R T o {335k AR s pEpF R (blood dilute thrombin time) e ecarin
thrombin time % % & - idarucizumab % i # dabigatran shis (€% = & £

7&%(1‘1:)}%0{03\@

(hemodynamic stability) +

Gl Shic s LRI LE A S S A L

- 7
;%%#*%ﬁﬁ&%ﬁﬁiﬁiﬁﬁ4§%iﬁ
27

|
it E'«f;;fﬁ oﬂ%?gﬁ‘(‘;"ﬁigﬁjﬁfx%%’ﬂr.

4 = Teh R 38% REVERSE-AD # % F#[8]

B sy Ax B & B3
ALK 51 39 90
Edp¢ 8 (#H) | 770 (481 93) | 76.0 (56 1 93) | 76.5 (48 1 93)
FHEAAB(EAY)| 32 (63%) 18 (46%) 50 (56% )
LA B (A )| 19 (37%) 21 (54%) 40 (44%)
o 54 ml/min 60 ml/min 58 ml/min
R R S (D
(16 2 187) (11 2 171) (11 z 187)
T R AR fr
o AL 40 (78%) 28 (72%) 68 (76%)
WA Ad (FAY)
= ECT e PR A 47 (92%) 34 (87%) 81 (90%)

® Two guidelines strongly recommend idarucizumab use as indicated, assigning higher value on the
seriousness of the clinical presentation and the potential to prevent further deterioration than on the
quality of the supporting evidence, which they deemed as “moderate-quality evidence”.
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Cage (F A
LA REERA AR (L AY)
EERTURA 5 (10%) 1(3%) 6 (7%)
PRI T 2 (6%) 3 (8%) 6 (7%)
G A 43 (84%) 35 (90%) 58 (87%)
&% dabigatran B E £ 2 kA A B (L ep AW )
£ pa = 150 mg 14 (27%) 15 (38%) 29 (32%)
£ p A= 110 mg 34 (67%) 24 (63%) 58 (54%)
% p A =% 75mg 1 (2%) 0 (0%) 1 (1%)
Hw 2 (4%) 0 (0%) 2 (2%)
=i * dabigatran FPIGRFRF £ 22 A A3 (L 2F 4)
IR Y i 15.2 ] p& 16.6 | p& 15.4 ] p&
112 ] R 17 (33%) 15 (38%) 32 (36%)
(A1)
12 3 24 1 A g 21 (41%) 10 (26%) 31 (34%)
(pA~)
24 3 48 | R A e 12 (24%) 10 (26%) 22 (24%)
(g Ar)
&% dabigatran f g £ 22t Ak (2 2F A )
N 47 (92%) 39 (100%) 86 (96%)
Frhg 1 (2%) 0 (0%) 1 (1%)
H 3 (6%) 0 (0%) 3 (3%)
Ne AL 2 i Ak (g AL)
KR 18 (35%) N/A 18 (20%)
£ 15 4p B 9 (18%) N/A 9 (10%)
3 20 (39%) N/A 20 (22%)
Hw 11 (22%) N/A 11 (12%)

" Presenting with overt, uncontrollable, life threatening bleeding.

* Require emergency/ urgent surgery or other invasive procedure that cannot be

delayed for at least 8 hours and normal hemostasis is required.

i Tk iRl REVERSE-AD i & % 3% 6 & % [8]

T, Ak B &
Y 51 39

P BER R
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A3 dTT 2. 4 /) ¥ dabigatran 100% 100%
PimB A AR i (100% to 100% ) (100% to 100% )
(959% 2 #f % &) n =40 n=28
&> ECT 2. 4 -] p# ¢ dabigatran 100% 100%
PimB A AR i (100% to 100% ) (100% to 100% )
(959% 2 #f % &) n =47 n=34
X BITER R
Fp iR it dTT 98% 93%
Boyp iR - F2 ECT 89% 88%
Y . ” 84 ng/ml 76 ng/ml
.40 54 dabigatran Jk 21 (3% 641) (4 3 2880)
v es 6t e Soatai : 1 ng/ml 1 ng/ml
A o] ¥ 8 S5 dabigatran ok BT (171 219) (131 1290)
Bl FLAL (S 4 ) PE2 1 ng/ml 1 ng/ml
4 dabigatran & & T (1% 1.35) (1% 1510)
A FLL (S 24 ) BE2 2.3 ng/ml 1 ng/ml
P54t dabigatran ;& & T (13 348) (12 171)
M B pER (P i) 1L4 1 N/A
n =36
RS AT N I N/A 52:0/;3

" median maximum percentage reversal.
* normalization.

T concentration of unbound dabigatran, ng/milliliter.

% between vials.

(= )PBAC (&)

ZAM106# 47 25 p 0 A AL e

(=)NICE (&= &) [9]

AR 105 # 5 ¥

2y (69 R B T D2 R

2 " Evidence summary p %+t idarucizumab i3 4 dabigatran
+%4F £ 4p 01 idarucizumab &% - B A

REE 357 ch@E R *3riigzbad 2 K HEHE v JRHuEA (non-vitamin K
antagonist oral anticoagulant - NOAC ) ¢ dabigatran snfuisga i% o &% I & -
AR E2 L AT (fRe7#% RE-VERSE AD ; n =90) =¥ & 4~ 47 (interim
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analysis) ¢ » %4 594 € cridarucizumab 55 $5° )
4 peena & A 5 % >3 &7 dabigatran etexilate efs &
%'Q"E!%i%%%@’t’q—hrﬂ;hi’ﬁi KipHhH da o

=+ ?“*3

&gmi§%£$
w ™

1) o

. 2123 % RE-VERSEAD ¥ » ¥ 3 fE Il A2 & B4 £ v R A
dabigatran etexilate e & + % 90 = & ¥ > %+ 59 | & idarucizumab
o RF A TanE R

i i #& dabigatran etexilate s (7% > ¢ =g < & & F (median
maximum reversal ) 100% -

ii. .88 1 98%g £ ﬁrﬁﬁl e pF & (diluted thrombin time » dTT )
4= ecarin clotting tlme (ECT)48> 1 % m(F 24 +7:n=68 3 81)-

Il 4 ez o PP P 2#c (median investigator-reported time
to cessation of bleeding) % 11.4 ]} FF (n=35)-

NI, 92% &5+ (n = 36) BEI| L ¥ ¢hpie? b (normal intraoperative
haemostasis ) °

(2) %24

l.  ldarucizumab £ dabigatran 2 H ¥R & L F R 2 g T

H @ bugte Al aitr o Idarumzumab if #& dabigatran shiipEe % & &
FHE LA b G B T R E AR R g

[l. 1245 idarucizumab # &% #& (product characteristics ) s, » & &iE {7
7 RE-VERSE AD## 7 # » 3% 123 4 P X5 26 A 7= o & - R A
g = ?;fi" METF 715 index event s Ap M & & g 03 B R (complication
of the index event or associated with comorbidities ) > 3¥w% 2 |4 £ 12 23 R
%1

. = & & chidarucizumab @ 7 3 L f{ e chz £ 2
FIFE G B % wE g & i g,; o

IV. 1245 idarucizumab 2 &3 #cid 5o 19958 224 LR - A EF X 2
MG o B AT it 799 RE-VERSE AD #%. ,Fén Ff?,j ¢y 123
%dz » %% 15 3 I idarucizumab 07 R E g4 o

o

® Idarucizumab binds specifically to dabigatran and its metabolites and will not reverse the effects of
any other anticoagulant. Reversing the anticoagulant effect of dabigatran etexilate with idarucizumab
exposes people to the thrombotic risk of their underlying disease; restarting anticoagulant therapy
should be considered as soon as is medically appropriate (idarucizumab summary of product
characteristics).
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ey A B &
G H i A 4 51 39
17.6% 23.1%
TR RR R A (9/51) (9/39)
BARE AT b kA 25.5% 20.5%
Bep vt (f3E7r= for EE) (13/51) (8/39)
BAu T A 5.9% 5.1%
& f A B A (3/51) (2/39)

SMC =+ 2016 # = i =i 4R 2 o & fe{* » 3238 4 4p 1 idarucizumab &
dabigatran i £ 235 @& > * 304% X dabigatran Je e E R F 0§ R 7 &+
(‘emergency surgery ) /’T & 42 % (urgent procedures) & & 2 4 ¢ & * F X frdland)
= (life-threatening or uncontrolled bleeding) 7 & g H Fugn (% pFig *+ o
B— 35 % I~ 225848 5 &)k 514 3 (case-series study )2 1% % 3# % RE-VERSE
AD ¢ - i * idarucizumab ;- if #& dabigatran siE* 2 ¢ i < F AL F

(a median maximum percentage reversal ) % 1009 -

2. TFFTAEARM 2
(1) #=x>32
~3R 4 * 2 3F Cochrane/PubMed T+ FFL B 2 = F P 4o

T35 PICOS i adoxi5it » THx 0 &4 AN ZERITELGIERT 7\}’—;5 A
¥ (population) ~ ;5% = 7= (intervention) ~ & »c4f P& 5 (comparator ) ~ F »p)
245 1% (outcome) % 7 7 3k 3+#2 = & (study design) » H 0% i i @ 4o

Population 7 & P-if K # dabigatran e (T * s A T 2

Intervention " ldarucizumab

Comparator * K

13/27



106BTD04011_Praxbind

Outcome Fe AP B 5 Rl 4p 1R

Study design | ST A I BB %K

i P&t i 2 PICOS » 5 4 Cochrane/PubMed % < i F LI » * 2017 & 4 7
25 p > 2 Tldarucizumab | i i MAE3 2 (740F > d *t A 5 ATC A %124
A IV TR AER A ER X PR AR S R R I AT
s #En 4P B ;/?J#ﬂ% ZHESHBER PR LR MA > LB E B R 200 40 M
HBEHREE S FmiPRE ‘a‘\nx 0 WHiE— o

(2) #F =%

Safety, tolerability, and efficacy of idarucizumab for the reversal of the
anticoagulant effect of dabigatran in healthy male volunteers: a randomised,
placebo-controlled, double-blind phase 1 trial. [11]

l. p e

Stephan Glund % + »* 2015 # % ** The Lancet 2 — 7% idarucizumab % | ¥ 52
BB 0 AFAENE L A 5 dabigatran fug ok sl hE >
Mo~ AR P Aesed o oo P A HE =G (rising-dose assessment) o £ Fx
%_ (dose-finding) & INir & 7AYo

PTG - N s X AR ‘%;’1 P24 %% (proof-of-concept) % | &
Tk 5% (4% NCT01688830) » a-&éﬁé/‘%? 18 3 45 iz it B A FF
Fo T Ldpdcs 1851 299kg/m2° ~E %A~ 51929492 5+25

p

g(F'&FrKA" %)—‘ ‘I%A}?'J’E_-—E'—v'l"‘*'ﬁ.,£“4]m7}?'%,z.ll3.lmw | N
% idarucizumab £ % A o #7F %4 ¥ X v IR dabigatran 220 mg - & p 3
FTERZAX o e AL BRBE ARMBELG2 ) AR

. 2 & 5%

Rt

WA AT A BT 019229 (5+25)gz mEF 12 LE
(idarucizumab : 9 = ; & 13 =) 4 g HEep 3 11 X F
(idarucizumab : 8 i+ ; % | : 3 ) F2 3 B% &7 idarucizumab it i ¥
KL E B 4e = 2 4 dabigatran shfupga (T o245 dTT % 4 = AUEC,.2
% 3% AUEC,pehT 3ot ighgr » X & 5 1.01-1g & & 25 026 (%
% 74%) > 2g AR5 0.06 (%515 94%) > 4g A€ e s 0.02 ("5 98%) -
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(5+25)gf?¥l‘§£_’€_9_;% 001 ("5 99% ) iXF HABE? LFE LG 2 LF

BPERGAE R > AR EZFRG BRI LT EFAE FOREAM L
PoFERApM A 2E 22 AH LA (mildintensity) > x5 7 if_,ﬁ,.—ﬁ%‘ﬁ;i‘ﬁ
= irrx lg#EF 1 (Wadniem{rigip o) #X(6+25)9H L7
Liz(A e &L F/HG 1 x(mainted) £ 4 =p dabigatran
"5“’/%@/:—’}5 il (3‘1’7?’_‘_‘_3-/']'\{?111 Aw Yo o

V. %%

nrﬁﬁ e Rpst v | PRk E%s 7 % % o o idarucizumab ¥ 12 =
N =2 ’%‘iﬁﬁlﬁfi & & § 8% dabigatran Jo R 31 Az b s (T
oo Hat R M 4r o B R AR AP T 2R o

A randomised study in healthy volunteers to investigate the safety, tolerability
and pharmacokinetics of idarucizumab, a specific antidote to dabigatran. [12]

. B

R Y 2 P oenh 3 4 idarucizumab ehE e 4 B s & d it femt L o

S TRk 3RS % 5 NCTO1688830 0 27 48 i Ap e o 4 iBk £ 38 5 £ 84 )
% 18 % 45 Fehigp X E 9 H A& 13 IMIJ R A R At
1 20mg 3 8g + 10 & & s idarucizumab > & £+ 5 4 45 p ﬁi%lﬁ 19~2 g .
4 g # idarucizumab - = IW?'J?_ e R R H AL 4 % T idarucizumab e
BAl > A f2 55 301Ky 110 i< iy #ze;\zﬂia%w (27 >
% A& > 83 i+ idarucizumab ) -

T RS AR % E (peak) frid & & (total exposure) £2 & & &

By ]v}f.i%»sc o ,ij%],: SRAATET R %/}ag s HES Bt TR 5 4 dn
idarucizumab X % # (half-life) § 5% 45 248 & 5 A48 j%],lm,.%ng‘ .
idarucizumab x- Jf(/;}zf}: B 4] pER 'R D R 504 (@ o |darucizumab ( Al §
dabigatran iR T ) #5% e 2-8c (coagulation parameters) P R fiF
/gu (endogenous thrombin potential ) i 3 & 2 & 58 - ldarucizumab fv% /& #
R L E S A HE S Ap 0> P ¢ idarucizumab # B & B o A TRk Rk
FRpMAAFROF 2 EF A (F2 2 R RLEFH 3 i
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idarucizumab 2. X ) R R < 5 AR 2Ly - B LEE Wk
v BT oo
V. %%

Idarucizumab =h#E 36 4 E P ped &7 R )& o kR (rapid
peak exposure ) fop-i# 3 K,ért 48 b (rapid elimination) & £ > $+#»c 8 %
e B o B § M4 idarucizumab % > @ M 2 4F o

(7 )4 R 2 FH
mﬁﬁﬁﬁﬁéﬂﬁﬂ—a’m*é3%&&*?%~%%&aw@\$%
Bqég_a,% AR W“’Sﬁ&fé‘*ﬁi:}i'L" ‘”ﬁ:i N R BUMER )?k\}v@‘g‘éﬁ v KR T AN

TR BTG

IR FHFHER R B SR

(1) CADTH "= % 106 # 1 * = {7 2. " Rapid Response Report | pho -
BN~ EREF - apgphaoe cmg Y  REFRALPFEFR
(dilute-thrombin-time ) 4= ecarin clotting-time =7 ¥] e % > idarucizumab
£ % % & i 4 dabigatran 1T % dwkd o KA o ETRk RSk L AP T R
H¥ 0 L F %% (surrogate outcomes) A i H G K 2 i
(generalizability ) #_— 78 % o

(2) NICE*>*=a R 105 & 5 * = i% [ Evidence summary | 4p t - idarucizumab ¥ *
wyEtad % K #*#‘mﬂ-ﬂl T pRFUER| P dabigatran i (T * o

(3) SMC ** 2016 # = i efn™iz 4F £ F & Jc§* idarucizumab > * %“#%71 dabigatran
e Ry R %j’$13il?éi4ﬁ/?%fiﬁ CEE A EER R pddia
FEAFHHEE puge (7% pFR Y o

2. pEHARE L 2

(1) t%i#5% REVERSE-AD #-£ @4 A 4a &> Al g ﬁam LR R e )
f;4¢wmi’B@%$$%iﬁézﬁw@i» CPEEH s S
YR S S L

(2) t®.23#%% REVERSE-AD © % £ 2= Jgki;] 41> idarucizumab B-iE - = D i3

s_.
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# 7 dabigatran 7 88 % 98%&%‘ PoenbuE L A o
3. Bk
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I ~BREFER

(- )ERFRNZAP Fp GAEF Y

RERE T ASH AL AR FR L F PR

A4p2 31 & 4% CADTH/pCODR-PBAC % NICE 2z %Jﬁiw-ﬁ.’;’, e A e
E R *w‘ﬂ EEEE RN SR R
CRD/INAHTA/Cochrane/PubMed/Embase #p i < /F*Je » B fEL R Pf)% TR E

l‘\

BB HERE P RRE] R

&K ik wEp Y

CADTH/pCODR * 2017 # 1 * 31 p =4 - & idarucizumab z_ Rapid
(4c &%) Response Report -

PBAC (&) 22017 &#5% 22p 1 HEFH -
NICE (& &) 2016 # 5 % 24 p =4 — & idarucizumab 2 Evidence
Summary -

H s %5)%“ 3= | SMC (Ftef) *t 2016 # 8 * 5 p =>4 idarucizuman

R FRpHF=REL (No. 1178/16)
& 'F?‘f" CRD/Cochrane/PubMed/Embase =3 & & % -
SR LR T

3x : CRD % Centre for Reviews and Dissemination, University of York, England.ﬁv&%,’.@, °
1. CADTH/pCODR (4t £+ ) [7]

CADTH=*t2017 & 1" 31 p =4 - % idarucizumab( r ™ #£ % 4 & )2 Rapid
Response Report | » 3¢ 4 P e & 444 & F4p 0 4R &2 % 20 PR * dabigatran T
B Tﬂ?‘f,%iﬁl%%ﬁﬁ BEAEEEZLAIZ D A R e R R

MRS T

1. Standard supportive care ( e.g. dabigatran discontinuation, fluids, RBCs, platelets, fresh frozen plasma,
control of bleeding site, activated charcoal for recent ingestion, tranexamic acid )

Activated Prothrombin complex concentrate (aPCC )

Recombinant activated factor VII

activated Prothrombin complex concentrate

Renal replacement therapy  (e.g., hemodialysis, hemoperfusion, hemofiltration ) .

SIETNN
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T T SRR )RR E R f?éjfjé:l%%* o AT G IRA 3R 2 ¢
BIIP XA R A AR e fot ok SR L 4¥ 0% (standard supportive
care)w%«T;iﬁ/T%fiﬁ f}.-lfr, R R LRIty o] N T

]po

2. PBAC (&)
32017 #57% 22p 2t hEFAH
3. NICE (#®) [9]

32016 # 5% 24 p 22 - F ~ 52 Evidence Summary ;> p < @ 3
B FARR AT > B & F B’»Aﬂ«;. gt R o2 ? A P WA
FEIR G v PRI NG B R F PR £ T A T R AR
iR EALY BRPER Y S B IR 0 FMERI R B Bk meh h o

e\t} '&\
g

4. F 6 FRAHTE
(1) SMC (gt ) [10]

SMC*+ 2016 # 8" 5 p 24 &~ 52 %%fi«ﬁ’f‘l’fﬁ 4 (No. 1178/16) - *
FAEASTERARM N B 40T o R & 2 - A &% 3R dabigatran i %Wi‘f%i
ﬁ:r/?f,%ﬁﬁ BEAGENEZLV LA FFERRLRE DS RS o o
FrP ¥R EF 0T Rt e * (off-label use) i # 5 0 ¢ 3% prothrombin
complex concentrate (PCC ) ~ active PCC (aPPC) ~ w247 % » k@ > 3 - 384
Gup BB S RIS o X% A 47 (subgroup analysis) R %ﬂ:}fgz Bedid &
TR I £ 459 % i N5 (39.2%)AEP M (35.3%) 2 H i di g (25.5%) -
LA ETHES I RASEHBENIALBE > TL ALELT ,,=p\ » At S P
BRERFIARE 2710957 Rk EARR R T A S R e Aok
Bt e ¥ oo A3 B30 BRASIRTERET B 1 X G ik

%t 0.43-0.71 % cndeilop 5 AR Be(145 7 ardie F 2 ) AR % BT
T P e FEAEITELE 5 AR A5 786088 FwlkdoT 4

w3 d | g Ho ) T s
PR PR PR W ik 1% | & AR
39.2% 35.3% 25.5%
idarucizumab £6,301 £6,598 £6,574 £8,843 £6,562
PR £5,735 £5,642 £5,728 £7,772 £5,776
& A H 4o £567 £957 £846 £1,071 £786
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SMC £ F gue st #4575 384 "] - ARBE N B 40T o e & 7 F1P 0 TRk
BRI O RFEACRAR Wﬁ”%%nﬂﬁ*ﬂﬁk’*b$j%%f&£ﬁ
7 TRk R AR A 5 A hd AH 4 o SMC TR & 7 o 0 Fl A&

%&Jﬁa4i%ﬂﬁ%7%&m%%%w%&%’*Lﬁuwﬁ* £ﬁ%w
e E R o BEERT IRH N AP ROTE R A T M F R RS i it
H#iciE o SMC 7r & 71 2 /minA 477 ik it = 2 F PR3t P o chfefk il 0 7
VAR BT B AR ISR i Bt D) 2 TR e X aPPC dhp v B 4
B E S5 F A K4 836 B4 o

&a_fzajxgp;mwf%ﬁ@gpgig»st FALI PR ITET NS EER SR AL
RE AP R OP T L | §IR5 ARG UL H R S G ooRin i E
7 rzz*vi;»]q\vk 5% 5t F]pR* dabigatran s & F Bf%iWIBf%ﬂf B E A

Al SEF a1 AR

~4p £ * 23 &F CRD/Cochrane/PubMed/Embase 7 + Ft B 2 & 2 4

"2 5] PICOS #s 40 iF 4 > THOF 8 & AR ERATE L H IR T 2 p; 4
¥ (population) ~ i > i (intervention ) ~ % »c ¥ & & (comparator ) ~ % % i
24tk (outcome) % 77 3 -2 > ;2 (study design) > H & ix it F@ 4o @

Population o~iE i D FPRT dabigatran s & 7 Bf% iqﬁ/i‘f

ERAEXEZ D AR EEHL D

Intervention idarucizumab
Comparator & &
Outcome gL

Cost-consequence analysis, cost-benefit analysis,
cost-effectiveness analysis, cost-utility analysis,

Study design

cost studies

izt it 2 PICOS - & # CRD/Cochrane/PubMed/Embase % < j& 34 &L > *¢

2017 # 5 7 31 p - 2 (dabigatran ~ idarucizumab % cost) # 5 k42 F & FHF -
CiSE N LR LG ¥
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(2) w=s%
Fe % % 5 idarucizumab - A 4R 2 K B AR BEARGER 2 2k

6. ZikfHEL Al S Agmy TR

ST T I A

(- )5 b ¥

195 Lai & 4 [13] 2017 &% 4 = )I?e R B hE A SRR ERT AR A
2012 & 7 * 3 2014 & 5 * @ PR* darbigatran 2 rivaroxaban e 5 gE#s
(ICD-9 CM 45 - 4273)}?5%1-’1’1)%‘ PR pM R B T M E R 4 T
LAER LS G R LR F R £ 15234
FR* darbigatran £ rivaroxaban s % gpde o & o H ¢ & 3£ 10,625 i dabigatran
% 4 > 2 4,609 i rivaroxaban i * & - f % % 4 #pe st (propensity score
matching) ¢ - dabigatran # rivaroxaban # * % 4,600 + - # ¢ JR* dabigatran
FhY 022 EEAE A AN NG 68 mpRE AT AL o F A F AN
0.0052 « /& %2 0.0162 ~ /& -

ATE RO FEA RO B A S - AEAT
o EASEA A BN RBAFTATE R B AR DR
A

TR 2R Y Sl BT G Rp o

e
%’az*v%$

B e P

&% WHO ATC/DDD Index 2017[6]z % # = VO3AB37 - % "VO3AB :
AntldotesJ o RypuEiE Bof $39[14]2 B R G AR E[15]E - HHF
T B R RS AR SR R AR R P %ﬁt

o

Z}fs

(Z)Mar 5

ZBIRF e A e dabigatran i @ F & - £ dabigatran Fuita
£ sl A ,}Faﬁ\q:\%}%b FEATHM R ARER LT AKRT £ (2017 &
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~2021 &) thig * AHcH s F- £ 390 A3 R I & TT0 L2 B IR K A
EREAPRIE ART EPERET Y af’# #2400 F ~ 1 %1 & 4,800
FAz @ Ffphs C23THMG A5ERFYTLASMBEE.

ERF TR O IR TR A & BRI A Ao

L Tk b 2D B3R F 5 A SRk 25 %‘iﬂ‘g’ B % > % 203 % dabigatran ip
Fem 7 & P-ik F & dabigatran FusEa (T F s A ;));«,,& o & FENT A A
u)m%%iﬁ%%ﬁﬁ@?;(zy%é PA G el e PR Y .

2. A ® Adget 1% 2012 £~2016 # dabigatran ¥ 4 ¢ F £ 12 R~ 1 5
72 > 1245 dabigatran i %45 1 i #:4& o dabigatran @ * #&<& ¥ 5 2012
# 200 gHE 3 2016 & 1,000 FAp2 B F R F Pop B F PR 2300 2
PR * — # 3-8 >dabigatran i * 4 #c X 5 2012 & 2,700 ~+ 3 2016 & 14,000 +
2 BRFUART EFEFEFSF - & 2I%L 5T & 1T%> 1 E 4
2016 & NICE 4 # [8]#5:k ¢ * dabigatran & ¢ % & & jiv2 v+ &) (5 0.98%)
ZFREEN b (5 134%) c ART EAERY AHYLF- &390 43
3 ET70 4 2 fF o

3.MﬁmﬂiéiﬁiﬁEAEiﬁﬂﬁﬁlﬁ’iﬁ%éﬁgﬁﬁméﬁ¢
s AT Bk 2R EF 95 5 - &2m0§’i%1&4%0
%m7W’ﬂ%%%&%wéﬂﬁ%ﬂ’a%fﬁ&%*P IR R R o
iﬁ%#%@ﬁﬁﬁmﬁﬁﬁ%%?%%T:

B

1. §esk ¥ = fm idarucizumab (iR T > gk b T @ * aPPC -~ SR R 1 R
éﬁi@ﬁ**°“@ﬁ**§ﬂ%&%ﬁﬁjﬁﬁk’%ﬁﬁﬁﬁﬁiﬁ
AP EEARATIE Y R FIEL o BE R TR A SN TR P T o B iR AR
P ERBEEZ AAGE NG FERDEAT 0 i A é*“?‘&&% i
Bk & ATH M > R HERF EORAEMBRPEIRERAEFL Y -

2. AERF AdK:

A fidiifp i

1) 2%k ¥ {39+ £ dabigatran %% d ¥ £ £3pda e i@
A ¥
= - FFE ¥ g7 M dabigatran i@ *

BRT R Y Y A REIR
A &7\ g ©

(2 Li‘;i’z—‘ﬁ % 5+ %% 2016 & NICE #F 2 [8] 2 #4542 % dabigatran &iﬁf “f‘ Rl ikl
WH 2 B N G E AT e RypAFEL A Skl R R
RE-LY f/k i85 A7 7 S 53 5977 > AT * N ARFH 7 TR B > g &
S Uch P FE L 0
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(3) g1t > A4F4d i iR% J& & dabigatran & £ @ * 4 g (§ & 7 150 mg ~
110 mg 2 75mg = — 5738 ) 4 % 2013 # 14,000 + 3 2016 & 25,000 + - 4
% A k7 & dabigatran ¢ * A #cg5L ¥ - £ 28,000 4 I &7 & 42,000 4 2
o £ 1345 Lai ¥ 4 [13]*F 2017 & #7% %\ YR ‘*%#ﬂ o rﬂFR’** dabigatran
AOFARER NS 2R Y M F B E 2 5 194% (R R Na
0.47% ~ %5 3 33 e i 147%) o AR 4 - Kﬁﬁ:l}i\& e da v bz dk
o R oo R ?f%iﬁvv Wb FE A D TR REL G *‘fp?"ﬂ;}g?i;ﬁ
ELr#t 2 &%% 0.98% - *}Elz}j‘g—gul— Sl AL EFTIE ASR Y A B L
- #8404 3 %7 & 1,250 A 2 FF o

3. ?ﬁi}’gz-{%@fﬁiii%?;iﬁﬂ\%fﬁ? Afic A kT E 2P iéﬂ,/]"fa:——ﬁ:
5300 F ~ 1 %7 & 7,900 F L2 B8R A ST i Bk chImd sk S AR
DN E S EES L LR 0 RS SR

Tl oo MEE LG E iiﬁ SEERES T O o = 7 p LI A S S
AR IR Slicd AT T o ’}“:biﬁjpi‘ﬂ" ;N i Aﬁi‘]ﬁ - #3904 3
T ETI0OAZRE ART EF2 AEMBREENE % - £2400F ~2 %7 &
4800 8 ~z B - AL EFTHGEFART EATR Y A HOE 5 - £840 4 3
%7 #1250 4 2 FF o ARART F2ZMBRRPEORM AT F- #5300 ~1 %
TETI00F~2FoRm ARV RBNILG ol v AU E > 2T
0 R TR 40 A AR o o

Iy
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>N im ,ﬁ\—;r_l? “P

L 2RSS FRPRER R RS

(1) CADTH* 2017 &# 1 * 31 p =4 - % "Rapid Response Report ;- 3¢ £ ¥ #%
PRI E S LNHFER SR ;,;Jc oo A 52 R 3 L % ((standard
supportive care) * %??f,%iﬁfr/T EARB S EZ A G EFIAl2 I aogp

B AT F IR o

(2) NICE**2016 # 5 % 24 p =4 — % TEvidence Summary ;> 354 ¥ % % p =

BiE R BN Ry FRIL nuﬂ’?}iiﬁﬁﬁ%m/}iﬂﬁ}%"kigq
P FF e Lo BT FRERYE S R EF A BRI GE
Be ik e oo

G)SMC%ZM&ESQ552%$V%§%ﬁﬁﬂ%$ﬁo&ﬁﬁi—9ig
B E e A FEFEIRB AR T ES I EE T ARSI AL
786 #43 o SMC £ R §3n: FlA ST NRE L RIF AN AL BRI
f}%‘%@:% AR YR T B R A S B RpocL B o nE R £t A

S L Kﬁ%&ééﬁﬁﬁﬁﬁﬁ’ﬁ@ﬁﬁﬁiV“*ﬂW¥
dablgatran:flia,&%?f 4+tr/T AR R A SR EZEZ

3. AL WIERFANIMBBFSAPTERF L AR L2 T
SHc HFE A f“%ﬁéi’g—‘ﬁé N N Aﬂzq;“ #3904 3257 &
770 * 2. A kT #2 AEMBFENE %- 224008 ~ 3 % 7 & 4,800
B2 FeAdpd i ikin% % & 2013 #£~2016 = ¥ dabigatran = & & * 4
BoHEFAKRT EASRY AL F - F 840 A 3 %7 & 1250 4z
ForEAkT 22 MBPEg9H 45 % - & 5300 :;-;“;u» I E 7900:;;“
A2 e Rm o AET BRI Sl N AU E o RV IEY A &
W PA TR MO AR 2 TR 3 o
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e

G- RO S P s

FHE | 2HPY | # MaEF 2% S
Cochrane | 2017/04/25 | 1 | “idarucizumab” 0
1 | “idarucizumab” 205
PubMed | 2017/04/25 - ; - 5
2 | #1 AND Filter: Randomized clinical trial 2
S GANTR Y POEE & 8
FHE | AFP Y Mt ¥k
Cochrane | 2017/05/24 | “idarucizumab” 0

#1 (idarucizumab)

#2 (“Cost-consequence analysis” OR
“cost-benefit analysis” OR

PubMed | 2017/05/24 | “cost-effectiveness analysis” OR 0
“cost-utility analysis” OR “economic
evaluation”)

#3 #1 AND #2

(idarucizumab) AND (cost effectiveness or cost
CDR 2017/05/24 | benefit or cost utility or cost minimization or .0
economic evaluation)
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