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 BEREISREIRA (AR, KRS

AL 3%

B —(SFPEERBRDE A patient with atrial fibrillation
EREITRA and risk factors for stroke

N fRFHdabigatran Taking dabigatran

o FixAAwarfarin Taking warfarin

OF TRIMMEAE ~ JET Ischemic stroke ~ death
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BRI R B
» BERIRREN AL

N Engl J Med. 2009 Sep 17;361(12):1139-51. Epub 2009 Aug 30.

Dabigatran versus warfarin in patients with atrial fibrillation.

Connolly SJ, Ezekowitz MD, Yusuf S, Eikelboom J, Oldgren J, Parekh A, Pogque J, Reilly PA,
Themeles E, Varrone J, Wang S, Alings M, Xavier D, Zhu J, Diaz R, Lewis BS, Darius H, Diener
HC, Joyner CD, Wallentin L;: RE-LY Steering Committee and Investigators.

» FoRERRSCRAEY TSR
AR
o 6557 DA ETEBARRIR I/ O S ERE) ~ —(E LR EEERF

M Dabigatran (110 mg2k150 mg)
8 Warfarin (INRIZHIZ2.0~3.0f)
o) FE - 25 MHE  DEIMIET « HiE
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fﬁ'n'éﬁ

BRI
y B—18 REIRPE# SR (random sequence generation)
- RIARAEN =& (study participants),

After providing written informed consent, all trial

participants were randomly assigned to receive

one of two doses of dabigatran, or to receive war-__ wx B 91 ik %
farin, by means of a central, interactive, automated % RE AT 2k
telephone system. Dabigatran was administered, in

DIII’

e
15

y BB °1H MRWNEIRZ (allocation concealment)
- IR AAR ThE sk (randomization)
level analyses of efficacy and safety. Only the data and «—
safety monitoring board (DSMB) and the DSMB-associated
statistician have access to the randomization code and
by-treatment event rates.
12
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1'3_5(1(%n ‘hE
y BIE AT EEEARET S (blinding of
participants and researchers)
- IR AR TRER (procedure)
telephone system. Dabigatran was administered, in
a blinded fashion, in capsules containing either gm\ 51 T AR o A
110 mg or 150 mg of the drug, to be taken twice™ 4 . (2 5013 B B 4
daily. Warfarin was administered, in an unblind- (T% X B §)
ed fashion, in tablets of 1, 3, or 5 mg and was

adjusted locally to an international normalized  #qs8 48 % A #7118

atio (INR) of 2.0 to 3.0, with the INR measured & 831 % (% & ¥ &)
.Note

F 18 TIRRE) WEXRZDIRUEIHDIKIERRE

=S
E=IE RENE NERESRESIE O RIEFNRE by
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B8 ETaE
y BIHIE EFFHEERE S (blinding of outcome
assessment)

- {5 37ER "R2F (procedure),

_evenbt ljatj. AI.l md;pﬁnden];.da;adsafegy ionltoz 5 % 1 B &
ing board reviewed the unblinded study dataand ¢ 3% 5 g & 1 %
performed two prespecified interim analyses of  § %3k & & 53 H 2R,
efficacy, with a plan to recommend study termi-  F #4749 #

group and were centrally blinded. Each primary g IR RIS BE AP A

and secondary outcome event was adjudicated by @ RIBAHR & A& A
" ] ] \ -

two independent investigators who were unaware R 7K ¥ K11

afthe treatment assignments. All transient ische- 2T i

RoBITEAF - [EAFEHENEESEE
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e R

y BHIE FNEERNTEZREIE (incomplete outcome data)

- IR ERN T2 4T (statistical analysis),
mit a claim of statistical significance. All analyses 5 B RET & M TR
were based on the intention-to-treat principle. Af-" X9 5 75, Bl £ 47

- IR AERN TREEHEIE (follow-up data)
ber 15, 2008, and March 15, 2009. The median

duration of the follow-up peri.od was 2.0 years, an(L 99.9%% A £ & Ak
complete follow-up was achieved in 99.9% of pa-~ & 1 we . 42 % 2042
tients, with 20 patients lost to follow-up. The rates & % % % 2 # it ¥t
of discontinuation for 110 mg of dabigatran, 150
mg of dabigatran, and warfarin were 14.5%, 15.5%,
and 10.2%, respectively, at 1 year and 20.7%, 21.2%,

and 16.6% at 2 years. Aspirin was used continu-
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R R
B7NE EEE RS (selective reporting)
- RIFRFAE "HHRERST (trial design)) [publmed19376304]

Am Heart J. 2009 May;157(5):805-10, 810.e1-2.

Rationale and design of RE-LY: randomized evaluation of long-term
anticoagulant therapy, warfarin, compared with dabigatran.

Ezekowitz MD, Connolly S, Parekh A, Reilly PA, Varrone J, Wang S, Oldgren J, Themeles E,
Wallentin L, Yusuf S. . . -
LA F LS (Bl

- & T ClinicalTrial.gov 1 #8uf eI

Completed Randomized Evaluation of Long Term Anticoagulant Therapy (RE-LY) With Dabigatran Etexilate

Has Results Conditions: Atrial Fibrillation; Stroke
Interventions: Drug: warfarin; Drug: Dabigatran dose 1; Drug: Dabigatran dose 2

Primary Outcome Measures: N 2 1a
e Yearly Event Rate for Composite Endpoint of Str & gl %’

[ Designated as safety issue: No | m it b
Secondary Outcome Measures:

e Yearly Event Rate for Composite Endpoint of Stroke/SEE/All Cause Death [ Time Framg
[ Designated as safety issue: No ]

-w:

/\
51\9 2 @ /ﬁ- nDnthS]
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= n,\:%:lél:% summary of finding
Google #8  WFFHE
y IR &SR 4245 (summary of finding):
AIBE AR A W D150 mg RR (95% CI) NNT
FRESESMHE 3.30% 2.21% 0.66 90N
EEEMH (0.53-0.82)* (65-169.A)
HE| 3.07% 2.01% 0.64 91\
(0.51-0.81)* (67-172.\)
TRY: R S 1.03% 1.46% 1.38 256 A
(1.00-1.91) («-107.A)
IDERIESET 5.26% 4.55% 0.85 127\
(0.72-0.99)* (68-1902 \)
FFEREAS T  8.09% 7.21% 0.88 104\
(0.77-1.00) (54-» \)
GRADE SoFRIBESIENR SR EFIEARENEIEEER
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AL 3%

o —(IEHEERR/OE A patient with atrial fibrillation
EREITRA and risk factors for stroke

W fxAdabigatran Taking dabigatran

o FixAAwarfarin Taking warfarin

o) AT (BEFERE « At Cost-effectiveness (cost
AR amtt ~ FAEEAE) ICER -~ QALY)

» Be—E OaER O EER O2HmE O Egi

O R REEg
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=95 EE Googlef#iE=F
NCBI PubMed 'Studies, PubMed
Cochrane Database of 'Synthesis; Cochrane
Systematic Review (CDSR)
NHS Economic Evaluation 'Studies] NHS EED
Database (NHS EED)
Database of Abstracts of 'Synopses CRD DARE
Reviews of Effects (DARE) of studies
ACP journal club 'Synopses ACPJC

of studies

“RiEHaynesFE ARHAY "6S) == (ACP Journal Club 2009; 151;

JC3 3-5)
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papiEasa
y EERAEREN TFEEF =
Fafjsa BE:3E2

=8 atrial fibrillation

M dabigatran Pradaxa ~ Prazaxa ~ direct thrombin
etexilate inhibitor

@f warfarin Coumadin

@) stroke cerebral stroke ~ cerebrovascular

stroke -~ cerebrovascu

-P&I—TEWN HEXZ 0  m=E=EC

- FUESHNRRET NS ES » BUBRGBHENFEES T3

- NMEE | B AJLERAHBENEEE
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(dabigatran | Pradaxa | Prazaxa | direct thrombin
inhibitor) & (cost*[TIAB] | “costs and cost analysis”
[MeSH:noexp] | cost benefit analys*[TIAB] | cost-
benefit analysis[MeSH] | health care costs [MeSH.:
noexp])

y R4 13862 5625

22




4 j:ﬁ:fgn % El:gg—?n % 1,‘-A %%Fﬂﬁﬁ_ %P@l)\n G=

- - N 4
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Independent high-quality evidence for health ¢

Publ@ed | @CENTRAL > 570F—— 308 —— 4

THE COCHRANE
COLLABORATION®

il

3

» Tk T — R T E AR BN ETE SR

Ann Intern Med. 2011 Jan 4;154(1):1-11. Epub 2010 Nov 1.

Cost-effectiveness of dabigatran compared with warfarin for stroke
prevention in atrial fibrillation.

Freeman JV, Zhu RP, Owens DK, Garber AM, Hutton DW, Go AS, Wang PJ, Turakhia MP.
Stanford University School of Medicine, California, USA.
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» 57375 (methods of economic analysis):
- R AR CEA ¢ CUA :CBA

- M ERIKR: RE-LYAHZS [publed19717844))

- REFRTIV Bk iER (Markov model)
- TR HERERE: R

- SCRREEERRIE
TS

o 657% A ETE BRI DR ERE) - B—EU LR EGREE T
W Dabigatran (110 mgzk150 mq)

Warfarin (INR¥Z=HZ2.0~3.0/)

o) TERIERALE (QALY) » BRI (ICER) HE

24

O




|;\<| == M

IssiE4E

» B RIVEKSESIRLER.

DI DIEREES o

AR 24T (cost- A ARER L (incremental cost-
effectiveness analysis; CEA)  effectiveness ratio; ICER)
A 21T (cost-utility mBERIE®ALE (quality-
analysis; CUA) adjusted life year; QALY)
A Z2 T (cost-benefit Wi/ AL {E (benefit/cost
analysis; CBA) ratio) ~ (fESFE (willingness

to pay; WTP)

BN - CEARERV —ESHHHLEZ VA . CUAE
SMAHMIFMR - CBABRIR N @ @ IR ITERIRE
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*NHS CASPAthe National Health Service Critical Appraisal Skills
Programme#4g% ; CHEC%Athe Consensus on Health Economic

ok
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T

L\,\@ %E*% ﬁ)‘&%f&n
%

H (critical appraisal tool; CAT)

.é..':l:'
= o
‘R 7

TH %87l FLEE EHHEZE
NHS CASP ZER - 1018 ~207 88

BMJ checklist FiaR > $£101 ~300

(Drummond 1996)

CHEC checklist &EfEzk » #£1918 ~3070#E Kk kk
(Evers 2005)

Philips checklist &%k » #2318 ~5070# Kk kkk

(Philips 2004)

Criteria4g e
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N BHVE A (cost)

ARE

(total cost)
|

v v
BiZEH %F%ﬁ mEER
(direclt cost) (indirect cost) N (intangible cost)
| X
! ] BLEEN @A mA - K
B 8 2 Edsmam T LA ga g duax

(direct medical cost) (direct non-medical cost)<_| o
| mAREK R EA

| l 1&&?%“?%
&€ & H FEEEH FEEH
(fixed cost) (semifixed cost) (variable cost)
R+ B 8H N BE - m

=% 4% 81
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ﬁﬂ:j—bl\\lﬂ %
» AR D TAE SR

B AL B W D 150 mg & D150 mg B
REH 143,193 USD 168,398 USD 150,073 USD
QALYs 10.28 10.84 10.84
ICER - 45,372/QALY 12,386/QALY
(SEWAEEL) e J

R

J&i% § SLICERE
BN AR R EITE » dabigatraniERRERE L » ERFEELIE
HE(E (FFR4.2%5%) FBfhER L mEA AT XR135%%E | Dabigatrani?
X tHEREEABTREES  (RRRSLHEML - R ENRGTERERH
ICER [publffed 21502659]
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ELfthft 3 Aa

» b S EIEdabigatranEwarfarin B AN AR 25

/

s /BB FER/ERIKR e

FreemanZ A EF/HZE CUA ; LIRE-LYFfER ICER

(2011) i ERETARRKIEL $45,372/QALY
[Publ(Ted21041570]

Sorensen®H A MMEXMREE CUA ; BIRE-LYfff3R ICER

(2011) 4 TEREL ERETARRKIEL $10,440/QALY
[PublMed21431243]

ShahZ A EBFMRE4 CUA ; URE-LYAIR KRR
(2011) TEREL MEESETRERET,  warfarin ~ 5
[Publifed21606397] b {miFdabigatran
PinkZ A mEH/MRELS CUA ; LRE-LYff3R ICER £23,082
(2011) (NETE ERETHHEMHE  ($35,800) /QAL

[Publfed22042753] 1%
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2K Wﬁﬂ:j‘umm %

> EHFﬁTlF‘ﬁTEéMLf%ﬁZ}ﬁZIK%I“Hn,n% u] i [o]
 IERERFRSTAEE O CEA O CUA O CBA AL

- W BRI RCT (RE-LYIAR

[Publifed 19717844])

- REFRTIV Bk iER (Markov model)

i

- IRHERE: SE R REERE,
- BERER: FIIEZE35%

¥R 4H S AN m T ICER
HEEHEE 1.05QALYs {HED 310,000 NTD/
WL QALYs
EARE-LYRFSR - 1,090,000 NTD/
PWHELEL QALYs

[ERPRIR] RRERB
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» FERGEE:
RIZBERIARES - 65U LEEIFMRE OFEFHEE
—1@ut53@.f@|§ﬁ*%ﬁl‘]ﬁ/\ ’ 90A'f§ _Eﬂ"-lf“'J%
dabigatranfBE&Rwarfarin FE88EME » AR — A
42 5 EH P EEHS (F1000 A3 ARDE22A)
BESRHMEHREEE (51000A4762~66.A)

» KBREER:
RIBLIELBEMR (EF ~ =E - IEXESE) - S5
Edabigatran&Awarfarin BEE ARG - TEEEfRH
BERRwarfarin » %252 —mERBEEEF  FLHE
12,3863k %
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GRADE working

57

A{FE FAGRADER ERFRARE?  eraDe voring

» GRADE AR MmE L (quality assessment) AR 45 R
FIER (summary of finding)

mEFHE

Quality Assessment

MR ERIEE

Summary of Findings

Estimation of Absolute Effects

Study Event Rates (%) 1-y Time Frame

e N/ N ~ A "

No. of Publication With Dabi Relative Effect With Dabigatran Quality of
Studies | Risk of Bias Inconsistency Indirectness Imprecision Bias With VKA 150 mg (95% CI) With VKA 150 (95% CI) Evidence
Death (critical qutcome) median follow-up 2.0y
1 RCT | No serious No serious No serious Serious Undetected | 487/6,022 (8.1) 438/6,076 (7.2) RR 0.89 38 per 1,000%| 4 fewer deaths Moderate

\ limituti(my \_ inconsistency indirectness imprecision® ) (0.79-1.01) per 1,000 (from 8
fewer to )m(ne,
ax 2= [ e B EiEElE =FEmE
= oo E oo
x 5 z/~/\ n\I:I — X =1TEe ZIN =\
(RO B) _‘=' EI:}:E FIEﬁ El IE Study Event Rates (%)
* I
:\\I:I % JX With Dabi Relative Effect
§ %: With VKA 150 mg (95% CI)
X T AR

38

itcome) median follow-up 2.0y

487/6,022 (8.1)  438/6,076 (7.2)

HR4ER

RR 0.89
(0.79- 1.01)
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A FE FIGRADE B FRERSE?  CRADE working

Google 8% HF%

» GRADE ;7&})% n:I: l:lijj_/ﬁ

e DIk BRERMUMER WOIHRS

= (high) 0 2+

% (moderate) 1- 1+

1% (low) 2-

JEEL (very low) 3- 1- 0

» HIRIEH: HRFEIBITAE - BRA—2  EEEE

{RETENRZE « SRR

y JIRIEH: MEEE - A ENFERFRENRE - BRI=
R FERAE 3

39




A FE FIGRADE KBS RIS

4

&

GRADE working

GRADE =T A {1718 H

A

- 325 BEE RIS 1E TRZYL FtR - &
55, A
- $1T: i=EARE (risk of bias) TR

- AR ZE4ERA—E (inconsistency)

L

IS

- P (REEBESNERE » WRAERA/ESE)

-1 (BIERS - BERAIEEERK)

O CEHIFEARE - MREEER)
ips

i

1

RZBEEEMEKRE  EaEx=HERRE

i imafE
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Google 8% HF%

- AR ERET/EITAE (study design/conduct)
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4l E FGRADEREGFRIZEE?  |GRADE working

, GRADE 8:THL 5% 119 BB h
- #2584 (indirectness)

I5H &6/ & 2 2RIR

[E#ELLE  tb#alendronatefd B EHELERIR
risdronate;3EEEBER & B H% R IR

\\\

TERLER
EEEE  OseltamivirANRTERSE (26 T EEEZEIE R
TR R EBENAR

i

EEIMN  CIREBERRTERR K L/(jﬁi@ B I EnAgs AUAF 5 45
BERERTENRRE RRFH SREER R
E#ZTE%E RosiglitazoneARTER LEZEEY RIS MyEE
WE R IR 22 E RO R HE(h

ity
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Google 8% HF%
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4M{rl fE FHGRADE R ER PR 72
» GRADE =B 77A 0 IEHE
- {5EH{EA TS (imprecision)
-XAHERNE GTESETHE X BEHHEEE /IR
300) (Ann Intern Med. 2007; 146: 878-81.)
- 5nfEREEE (EREEEE "1, X8 "1/4ER) )

No of events/No in group

Study Number needed Enoxaparin Unfractionated Relative risk Relative risk Pvalue Cochran Q for
to treat heparin (95% CI) random (95% Cl) random heterogeneity
All PCIs
Death 60 278/13 943 622/17023 —— 0.66 (0.57 t0 0.76) <0.001 0.46
Death or myocardial infarction 50 836/11924 1351/14968 —. 0.68 (0.57 t0 0.81) <0.001 0.42
Complications of myocardial infarction 66 765/13 943 1135/17 023 —a— 0.75 (0.66 t0 0.85) <0.001 0.55
Major bleeding 83 295/13 852 564/16 923 —_—— 0.80 (0.681t0 0.95) 0.009 0.58
Minor bleeding 718/13 150 793/13 669 —_—— 0.92 (0.74to 1.14) 0.45 0.21

Enoxaparin (I) fH&RUFH (C) - ARAGR/ MEEZ KR MENARA
(P) &%51E4Ram (BMJ 2012;344:e553 doi: 10.1136/bmj.e553)
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» GRADE FEFFEE A H0IEE
- 323k 527 (publication bias)
- A AR IR P R e ERFR B RT & ER PR FE R RV
EAREIER B WRANEENIR
- WA AR EE 2R ER
- BE=2ER
- RiE1HE Rt
- BLETIRT
IR SCER (grey literature); RNFRAKRAREERAIH
FIAIREE S ~ /NI B EREEEE
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SN{EIFE FEGRADERBEFREEEE? | CRADE working
» GRADE 81B&FEE A A M0 IE B

- WEREAE
WERKR/N WERMEET EIEEAN
X RR >2 2 RR <0.5 ' £&/0WIEIAR 11—

L EBHHER—E
EEX RR>5IZLRR<0.2 FTAHESZEH NMmo
REEKXEH
- B E ] gEPR IR F
B0 FHERIEE - HHEmetforminl I RS > B EEEER
% BETEEMHRE  BEAERAFEHphenformin
SRR ERNREMmEEEIE
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Google 28 | FFH
» GRADE BIR:FLE 574

- FPEEAE R
s ARRY mAdnIEE e 1 o7 A
PR IRITR R B EE RS =
A EER a8
BIFEBRERT I
BHIFRRERT H SRA— FERR
BRMEMR BREE H REEERG =
REkEHE H RBEZERG &
REEZERG

FERGERR (BERGRS)
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o2 GRADE working
Google 8 WFHE
» GRADE E#H&aE BaaE

| . =  ABHERT
5 R IR =) P
BEBE 5 T L

ageets
a6 0B K PIRElEESmE
FEIERIART a  RRIREEERMIOAEE
i 15 R

7% -

se 1B R TE\E_’J@EZ%E%Hﬁ
BIRRE 55 aEE
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e = BIFORER

T 5 RE = - 5 S5 YRS B
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Google 8% HF%

il

g0{rl fE FHGRADE IR ERPRIZ

» GRADE AR &RBE
- Dabigatran (1) fE&Rwarfarin (C) FEMFIER AR EFE (O)

Study Event Rates (%) l-y Time Frame
e RY( R
With Dabi Relative Effect With Dabigatran
With VKA 150 mg (95% CI) With VKA 150 (95% CI)
149/6,0224 (2.5)  101/6,076° (1.7) RR 0.67 CHADS, 0 points
L (0.52-0.86) N 3 per 1,000F 1 fewer strokes

REERE  RBHEEER
(5%NEREER) FTEXRE
- AT EIEHEE AR (assumed risk)?
- [F] ERMER R ETES] (prediction guide)
- 5l CHADS2 2 8 IR YRR/ OVE BRENR A R L/ i
- [F] RERITREMRER

L]
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Google 8% HF%

» GRADE AR &RBE
- Dabigatran (1) fE&Rwarfarin (C) FEMFIER AR EFE (O)

RR (95% Cl)  #EE/&E e DabigatranZ{3R FEBEFK
FEE{E 3/1000 |1 (0~1)/1000
1 8/1000 13 (1~4)/1000 .
0.67 (0.52-0.86) =
7 17/1000 16 (2~8)/1000
= 36/1000 112 (5~17)/1000
HEE BEEIRIBCHADS2 D EGTHE - 00 AR « 104K « 2055
3~60 A

» BTETA: HEE R - (HEEEE x HEEER)
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=7

il

dabigatran (150 mg) JaE14F

MERwarfarin » #1000 A41E /012 A (36 AR EI24A)

. }EL”

a )
@ 36\ 00,

112 A 10004
EEENEREE QOO

49

a )
@@ 22 ) 10001




k

CEERES

#EEEE (strength of recommendation) SR E A
% EEITAFRZEBRERENED (confidence)
- iK% (desirable effects) = FRRILTFR - R= 3¢ I&F
A EmBES
- 27 (undesirable effects) = BT X ~ REK 5 4%
mEEFETREHETENTRKRIE 2t IBEINER

il

/

» GRADE RAREZRBE D4
- 58871 (strong)
- 3&55 (weak)

BRARNmE ) Z5PaE T2s, B TR,
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Google 8% HF%

» GRADE =B A4
B9 (weak recommendation)

-an%lﬁaff DIKARREE - |EVIRR ~ BEERMIE/NA
RERTYE (INA NSCLC) @ 2B AR e A AR
FERFEEER - BREEIE N E S ESRIEIER
(LOE = DDDD)

- 5 ZUFEEE (Strong recommendation)

- BREMRELD - KIEEZE R —HETEENNE R
o AEXRK - BB EEFREEE - Biikkin
4% NJPEEERRRIMESZEIRTE
(LOE & ©DOO)

L
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» GRADE A (grid)*

IR E 155
GRADEZ £
;z} %Eﬁii% }ZLETE: 1 GRADE score

2 0 2 1

Balance between Desirable clearly outweigh Desirable probably Trade-offs equally balanced Undesirable probably Undesirable clearly
desirable and undesirable undesirable outweigh undesirable oruncertain outweigh desirable outweigh desirable
consequences of intervention

Recommendation Strong: “definitely do it” Weak: “probably do it™” No specific Weak: “probablydon’t Strong: “definitelydon’t

recommendation doit” doit”

HRFER WRRPIRE WBRHET BEierlgE BEEA
KRR KREBERE AR KRR KRR

HEABKRZEEREHEMREREERE - E@HEED
(modified Delphi method) ZF& &R - FEEEREF AR IE

NgE— Dt

L]

\

*EXEBMJ. 2008; 337: 327-30.
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