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HPEe YRR ot ga AFSRE A Bl Felgl 45Ut

>

S R AT AL oo A7) 2ol ofel slskize] o o
2714 Hasto] AT Auks AA mrlol 42 oA Fist
A B SIS 1R Ak AU Ta FlA 2l Al AT
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b2 Q1] st whgAeh obESt AlL 5o SR QIS owH] A&
o] §A35| F7HE o] AEA Y AU o] gof thiet A4 857t FUFskAL Qlvk E
gt ow7|se] Atz Q8 M=o FR7F thFeiAEA, i Ak 2=
ek opyel, Y uE AlFH7|E dsks aH|REo] Falo] 29 zwllA], W
7h = w7 ahed AR o et I F7FskAL Qi ol=Rt AR LoflA
A7 A (Comparative Effectiveness Research, CER)+= H A9 7o ARE
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PART 1




N

Jubzl o] 2RO v A @Ak E (Randomized Controlled Trials, RCT)-& X &
I} 2t Afo]ofl A BF(efficacy)S H7]191H dtoltt, wl= AHRQ(Agency for
Healthcare Research and Quality)ollA4] @3yt M| gyt L HEHE 7lo]| & o
= AR i /AIRE ohE ol Blel et AE dE o e AR
o] AUATE H| Aol A= RCTolTE &g W22 ZAI7F dtkaLl 2|48kl
Uttt vl LB IAL A o] RCTHH2 dAS Hrgstr]of A+t7]7te] vF %L
2|4 1HRE Fefo]4te] Blgo] 51, ATtHt= G55 e 50| &tk
3, RCTHT = A7 Ao, Sxtavtkck= 38 A7 2aahs 2
askal Qlar, FARE-2 A ) BA] gAY FEEo|, o R I3 A Avte
2 5= S}, o]2f?t o= RCT= H

=
et

o

-4 —/F_
aesfjof o 9JoF, thxat Soll thet
2]7} 9 EHAHRQ, 2007).

H| L @ W0l A & RCTH RS E-8-517] flaiA= @<ed] a5= & YA
ofve} Azl AmEct B Ego] He A49le AwE AHstal 24T 4
AA E|ojof gt} A 7o AEE o © sy !
el A o oFa7le], =& 7
7171, Mgt Ea 52491
2o 15 7F A2 8|ud £ Qlth(Peduzzi 5, 2010).

H g NAGE ffsiA RCTA= A-AAF B4 SHoA 9] #gho] &
a5ttt HuaRdg= 2, aHRE QAR ETFEIA £-83 QR ETto] of
Yep HEAE, AAAAG2 oA AEAS 913 AEE Alwshe A& °
AL Q7] wiszoll, A-8-U/dAI® (adaptive clinical trial) A7t wlo] x|t FAH
< ZESHAY AA gAY AL A8 A A (pragmatic clinical
trial T practical clinical trial)2 ZH-85= S0 AT sfjof il Z-29AMA]
A WS 719 RCTO Blsl thidabs, AlRE, vlg= &9 o QlaL, skl 152 4
oJstal JAlo] 7hgsh, 1:1 #uk ofy e} thekeh A =R v
S A 7129 =2 Ao o TAGRAA AL
T 5)E Egete] JArAA ol vkt o= Q= o] . g

ZdollA ek A 2A D A Z2AR(], e oFHE)o] Aik(effective—
ness)E H|ush= AGLEA] g IFAoll Aggh At

rl

i)

i
)
o
st
4>
30,
i
)
=
<
jay)
=



5. 2009)

AuEAQ) RCTE: o9l FAA 9Ioke 32 faoR sk g2l 2
B EFS vk, FAI HA/1EY et B B o)mr|we m@sa 34
£27k5% A3 B g EE A0 e Jeu saand e 45
QAT AN A YO Bt BUAQ ANE BEdh 7)Y EE
AR A2 RS vlms) Mok EaAel NEWS RS S Uk o] 9)

£

ojA ¥ wuavdoA dAHS B8D B B 7HA Ao & AR
1) %’4@3 e, 2) WA A, 3) eAAEE, 4)
A

o 2
S B GAT 1l B ABAE] Bt ol el FUADE A U AS
e M
T AW A9 Acjuict AaEe M@l 97t ol 7ke] YA 7Y
2 A3k Ao] Fastth ol AR DA oiEt A L AR HE 5L
Ao, FRtosy A% AT 4 gtk BAHTEE 7ol o i &
Holch Zo} FA9] WS A BAY ABHEEA YL ofF 5 YES
AL BAFAY HLHE BEI AR ABHEE 52 Tefs) AAst
1 o)5 AlErt ATAY W o] ol FE G n) A sieksie] A
Alshok ghck

4l0] 714 A AT AEHEE ASHE o] FA & AL okt of
A0 B A WA 716 ATAA DACNAFE shepslolof staut 4 7}
e AL ohrh YA AR 714 S8 e B ATt
B8 g0 A7 E/INE Sh] BEGD, YAHOR HEE sl Siut,
TAAN FANE AH ] At AWHEE Sof Gk, EF YAAH A
ML R UV B thE i Shapel ojolut $1W S mefsha, wetd 4

J

S FARNA L BT A7 S v o= Aok Sth(Peduzzi 5,

H|EAT} YAAEE] 27] o2 QgA BAIZ(stable angina)ol A TAFE S
sl B TR YAAFS B 5 ek o] YANFS BAEY 8%l A
) 5 uke ARE Tk AR BAL A WAE BRI Hze 7%
37120 oFE AEMWE HlasHs Aol YAHS] At thie] o]
A oFEAI B} QT 4 9l 4 sl ¥ JER A Sl sl

@ IR TAEH $81%0] §-8% 2O ekt o] YAAF Fak ¢

NEC/

..




AR dig o] IFe W 9-3]& TAE o] BT Detre 5, 1984; Peduzzi 5
2010).

COURAGE Q482 ¥HY 5184 Aol 249 A= alzke 255 9
3 ATgch SFEX RS} ABEWAN S RS W T By H BYE

W =24 (Percutaneous Coronary Intervention, PCI)¥} &7 FER S Hb
S-S Bkt vl Ziuet 5070 AlEjol A 2,28778 9] 2R} =5 Sl
COURAGE dAAIFo A PCIQ}F oFE QS WS ] 27| x|w5AeFor g}
Holeh AS AW AP ATAN AR BaA71AE 2k, ofefat
AE Bigo= QPR Rl v 3184 AT eRtolA = WA =R St
T WA BAREW 24 vk 2 otk Y18 QA R | of BrdEteiTh

(Boden =, 2006, Boden %, 2007; Peduzzi =, 2010).

rlo

1.1, 28 FE2] oS8 Al

111,702

A 72| A A]¥(Cluster Randomized Trials, CRT)S A+ o2+
< vl ol QlolAl 3t Avfelo] ohet lBAlEAL Wel, HelAls W
AowA AR 3 Zo] 7 E= e ez T4 viAgste Wwolnt
(Cambell and Grimshaw, 1998; Donner 1998; Puffer %, 2005; Eldridge 5,
2008). CRT+= Alofl 74049 /FAIA Q1 RCToH= Ee] AA| A/dehd stoll Al
2| 7o a5 Hrish o 2 ARSI Mazor 5, 2007; Platt 5, 2010).

ROTE 473 m2syt a7 Eq, Aduk JAFEA oA AMR RS o8y x| aH
o} v]go] wo| 531, Hgal=d] AJ7to] wo| A Q¥ ch(Platt 5, 2010), ¥HH CRT
Lol A Qels BESIL titee BYgel JRE AT ol 4
A8 4= Utk B3 A A7 AEe 2| Aol gt At S ded BlE=
Azrstal AlRke doker 4= glthMazor 5, 2007),

FAH o namT ol A 23 229 g ABe et 2L of
o] cHPlatt 5, 2010). AA, CRTE AA| A&7} o]Fo| 2= oA e,
Aaehe], g 5 24 d9ioll tiste A4S dA 283t a4+ =+ 3l
ohoolE B0, 71E0) A a W ALES Aol 24 TS S s

o



=W, YmAlEARE 7tol| EAsks et YrtaEe Y et A AAE
ok 4= ok =4, CRT= B AAY S8R, doprl Hrop g2 gl ttol &
|7 wzoll AtAate] Yuts} 7sAdol =k AR, CRT+= Ay o] whs}
3 AtE[go] Al A ANEEE YRAEAA Y YRS S8 4 Sk AR
O F71& AlA"lo] EQIEHA CRTE oA UREAQl AR =70 Al 7|2/ H
AHY, A mUEE, Ao 54 mA o2 283 o A H Sl

v CRTO A-aAA Gt RCTHE ¥ @& o7 dasiey, HA 22
FAE B2 A= Alololl A mATe] AA LS Argsliof & B art glom, oy
2t AR NA &A% EAIE] & o dnh T3 FAISEY] Thele) A
7F o2 7hsAdel Qlar, FARIE) o] Hof Et@ Al ke glo] Ao oS
7FsAdo] 7] wjiEo|thHCampbell 5, 2004; Gynn 5, 2007; Puffer 5, 2003;
Hutton, 2001). 71 &lol&= 37ke] Aytdo] EA8t7] wZoll, 7§ RCT A2t
Hl a4 o g eA50] mﬁéhi}

weba] 3 AN QL el A FARIZE ol 2 A wf, A-EA

A ARsyds BoE ¢ s BAYRE A|AF0] ZE5oA e A9
Wio] = 4= tH(Gynn 5, 2007).

rsL' >&v

1.1.2. &

CRT A+ Al AlY WA G = gls AES “ojd F79] oy 159 72}
Q3L Fagprolnt, o7lolA Yol T, & FARIE] @l YAk, AR
o], AFEREF 73, B AY @9 5ol 2 4= 3thGlynn &, 2007; Mazor
5, 2007). olwf o] &2 atte] CRTATFIA g 4 W] Z7HQlS -2 w(study
arm) © 2 vk (Mazor &, 2007).

3 FARISRE s A7 skl 1 AAlo A-gEofof & w(ell, AIA
3] 7Rk} A7 S31 AlE) Zagh FA9)S oot =3 ZF 1S A
7P Aol =& Aoll(ell, 7rdd Aol digh e |WY) A 4= AcH(Platt

5. 2010). A& ATE FoAsHA FIAZ 5 e SASE Hlaws] flsiAle A
% AR T A4 3 (practice site) THE Iw02 F2R9] viAE dkal o]
= BHE 7F 759 shte] A5 A-83HHSox and Goodman, 2012).

A e AFAlol HeEet sigS AlFst] Sl Bagh #29 A7|(sample
size)x She] AT WollA M= e S5 47 Awd(intracluster
correlation)] wel @eHIeH(Glynn &, 2007). A Ao w2 s A5-dA <]

.




IO’

A E9lE ZAEY o B BESS 22 4 gk B B A
FUA LA, FAZ A3 oW o5& BLH, FYHOE 1 AHAS 1}
AR AP Aol B A Wake ARASHE ok QAR e

1.1.3. Akl

Platt 5(2010)& HAE, AZEH T/, A=Y 94 @4 vEYA
£ ol&sto] A FAe dAAIE S AHESH T, REDUCE-MRSA tri—
al(ID#NCT00980980) A= w4 F2H9] AdAE Y] HHES AMgste] B 5
AN MRSATE S| 748 402 3719 o4 SAES B7H6k3
t} o] A= wgl Ao WAlo] Q)= Staphylococcus Aureus (MRSA) 714le

astr] sl AREE AL Q= 37HA T2 MRSAH Y <H & shis S84
off F2k9] viABFAAL Frofst= Y Yol Sl e AR SRS Yt FA
HE skt REDUCE—MRSA trialS 4571 v]=+ €% 3] (Hospital Corpo—
ration of America, HCA) HYES Ao 2 A3LE ZIY35t9ct HCAE A|AH
2p910] 2 Ak 7hed The] @ o) T HDJ, ZolalE] AW A AL Tas) S
o T3k ;A 25 7HAAL o] I FAHR] vl Al Skt 25kl
3Nl sAHES L HHYEY 719 Uy i’—% o U pIYLE A ZRIS
<= AREETt, 7 tH(study arm)S SR SES AL, WS 7ESARE, A 9
oy T2 HeREl o8 A e, fdewe] 9 oY =) -)F@%E}.
o] A= HCAS AR dddolA dojuh= 3712 SIS Aol disl d4
A= F7HE AFsh] Yl CRTITHHS 2850 A9 a84S &9l
ojolct,




12, A UAAIH

1.21. 712

AL AAAE (Pragmatic clinical trials, PCT)2 dAF A4 dAo|A doju=
FAEY 1™, o5, H&& vlwshy] 93k Aol AA| gHolA A=
SaAS Hwsh7] Y8l AAE AEFA T2 ulg At (prospective randomized
studies)o|, HF2 GAIFol vl thefgt Ao dAs 2 4= 9171 w2l
ATATE durske 4= glow, ARt SR FAA AA = (power)o] F
Zhstu g vlaavdtola Fagh Woltk(Saag 5, 2012). AU AT
3] AHEAAE A AREA)E AFsh] g A o= =3E7] wfof, H]
BAO] BT X E), wheba] AlREA ¢l 27 o shubel #Al A ERio] &
50l U=AE dobiy] fla s A WA g, PCT= AA=
A olA AREEIL = S B, Y18, gl et A+ AEse
gL 2] Q) 3= 4 JHSaag 5, 2012; Sox and Goodman, 2012). PCT
94 —;?% EAL ﬁe'*é ot Zt(active comparator)& ARSI, E3H7|&(inclusion
MRS, FEL7F 2 choRs SRR TS 23 A4 oJArE A
o S sk, A &4 7heeh 9 2o RE
(clinical endpomts)— F&-shth= Ao|tk(Saag 5, 2012).

PCT= d¥bd o= AFt7|7te] Aw vlgo] o] ==t & d=#% PCT A

Bl m ol

#H &2 Antihypertensive and Lipid—Lowering Treatment to Prevent
Heart Attack(ALLHAT)Z} the Action to Control Cardiovascular Risk in
Diabetes (ACCORD)-& 77} 19} 3%t &, 39 &Ho] £ =ikl daA ik
(AcademyHealth, 2009). SA|9E o]2igt vl-gof mlsiA At ?‘ixo]' Oﬂh A Y&

‘ﬂﬁ— = EE;Q o7 735145] PCTe] & 7}4| Oﬂ—ol 01‘3} a1z 7P 2 —?5@_} Tkt
A= olgelotol A =Y H GISSIZ LM olA 9| streptokinased] weh A+

o|th(Saag 5, 2012). ©] A toli= olge|ot el tigk 90%2] W d-s AT
A& (coronary care unit)ol] WHsH AFM IAES 5531 A1H]
7} $50,0000] E3cH(Taylor, 2010), GISSIATol A= BHENAE A AMEs
Al 2 2o B AFEEC] 13%, AEAIE AMERE A 5te] YA ES

|

~




8

8.8%% UEl 98 Shatoll A EHEslAIE ARgshe Ao it Ala=
et GISSIA 23} Wi Hojl= tiH= H-4 AEEo] &Z-g3)|A|(thrombolysis)
E ARESHAL QU] Sko, AtAR HEa S A9 T0%2] Al Ee] F7|dor &d
AE3AIE AHESHA = ltH(Saag &, 2012).

A wr=ol gk vl EJM?LA ool ket lout ﬁ%ﬂl
Uoen® Hup ggAow A9E AT 5 Q= HEHE HEY
Ask= A2 Fasithal & 4= ¢tk (Saag &, 2012).

1.2.2. &

MacPherson(2004)e] w2 PCTQ] 4= dx}= o2 Zo)

02 9o (placebo)o] Pd e 1&@4 el s a17149) 3t ol
o[7h LH=A S HlmslA Eek, A8 UAAIHE AUARAE, o= AFolut gwg
o] 5 7|9 FAE Fof oW M ok & A GAHARS Bl 2AS AT
PER LR

1.2.2.2 AR F2|

dFA oA = ofste AFIAES 7 WA Ao =A o
FATO] AutslreAdo] ol Rt} wheba] 37| Z(inclusion criteria)S BA A
A5b7] Slal, S50 the Asle] QAL OB e Bgsitele ma dvA
= SAFe] A, duils dEje A= o)®, 7]E A m ol tiet 4SS Hix, B
b A=e] Bt ob Sol el by AAT Az £o1e1A Shlsfok ot
th A& EH, 71E9 A5t Ade] HEAYA Rt B, 2RkElA 7€ A=



2 SRS S AL sEAsHA 9t ol IS AL E T o
ora X =] Q=] Tefshok Gk, oldd BAE BAEL A ouadTE

(small pilot studies)& 538l I7+AA A H&s1A] =2 =] ofof Bict,

1223 = MF

71 & (reference

A~ L
e . pul
group)@ Hsito T, SEUPABAAL St AT 1

0] 7] TRol oI ALEB AL A gith. A Fe, )
Ho] e AW AL, $IoF LEol &8 Tpe] uhgo] Rashy A=
o GeFe Az A 5 Hek %) e AR B AL G
AR FAE FolA AT Aes) DA F Farms) 02 ASF &
27} lek, ol EA) A EE ARWE AololA FA o rAlSe] A £ 2l
25 AUt A2 Bi 28 A4S Ao] ummadTe] Bie]y] ujFol
o ATHSIE AAsL geHoR B Sus] SEiE T o) Ara
oM HEE SBol HlSdlof ZASA AVE WS ol Hul, 1 F ol F
S wrelehs Bt 318 o 1A Hek,

i}

i12)

olr

1224 X5 Z2EE Ho|5}7|

AR AT S 247 o SAEolAl Bxsta 7d Al A2 3185tHA, &
AN FARNRS SHes AR A ABAHS & . 2
(follow—up) Al JmzlEe] FdstA st AEstHA 2wty
HAIRE 2F0] 7hssHA| she A uldith o] wiize] PCT= 4AeR o)F
A= G4 NEeHoA AAEI AFs] e dRIES e Ik uet
A el A8 TREZE ok x| ArH] WPo] 7FeTtA gAEoF g
ot F8E & dolA W fade 7R 8s ‘5%1 EEZOANEE HE
7Heo] Folw A%E dAT ZREITH 0437%] Aol & & ok, 5
o A=l At AAR 2wl Hagh A &S ol oL
tkSofof gl A+ TREZS HPE7]~—(rephcated)o}5Y_ EAlo Uukslrls
(generalizable)ato] Azl E | AMEEF 4= glojof gt}

IM

L
S

lo




1225 ¥t w2+ =H5]7|

AGAA RO AL T TR W 919 SAES msl] uiol
AR © B RS LA el Wb S B 3
Mol BETt AR e 6hg AR glon], Sxe) thpde o
NEo| ZNE A B ofbA T 4 ek Ty olefat Ak
SolpAel BT AR RS AFelAs ohet) 2o A7k &
b Atk SAHEY] ek ejste] o We BE4ES Susks o] Wasit

Lo % > oo

O

AGAPABOIAE A4 QAL ol 4 BaA] 4 FHolut )2 (referrals)
£ s ek, Q3 YRolA S AR FAE oW AN q2AS sh=A A
ok 5131, ABkOlET} Arolstel B4 AUL o P TEUA| AL Aok 5fmi,
o] B9 ATAL AWE F3) T/t HaA7Fsska Yulrh K] RS
Wolof 3ith el A SHE HES FA F N 1FOR FASMAS AA
sh= Ao] Fasit,

1.2.2.7 ZaIX|®2| M

LA Fo A A A} AdE ARE ] E(primary outcome)
sfjof gttt dlE 59, Ak 7lEolu 4] A Foltth, EJE *”10‘”/\]
A AAE0] § % 15 (benefit)o] A& =A] ofFof 42 2
2 XA 7]= Ao] HAsict

2

H rlo e
32 e x
N

AGAGAE e A HHXJEJ_ 2 B4 (intention—to—treat)dh= AL 7|
SAEo| A FEHE vHE 4= Q7] oo
gol slon= AR oA doju= AS wt
ALAAE slfof gttt IYF R X m AHE Agtsto] AAAHA Loju=
o

E (e
o

09.

ofN ofN L o

5] Wk o] A Re] WESS AetetA 7|5l U3 Bk Aol
asieh, gefetAel 291 vigro R Awy g 5 1 Aol ehsirhs 2%



ol shnl, BApEo] TEY A@HS
oloF shizel, 4717 F2 Aolis 53] A2

7153l Fotof Jtt,

At o® FAIE Eil A CONSORT A& fHarsto] Hid] ¢3s w49

E4 2 7&0] tigh 7to|=ekloluy, H4e] Z-9- STRICTA(Standards
for reporting randomized controlled trials for acupuncture)®| 32 &85 4=
AUTE o714 ST AL AEUIAIA Al A mH e BEe SHe AAsHA Harst
= Zo] Fast, o|= Qlaf dAtof|A] 2oiX] FA7L HAA| AFA A vEEE 4
UE=F AHA|SHA 7] 55 ofoF girt,

Note AIZRIAAIBIC] 317

ASULAIEOIME HZPYOIN Ofid RAS0] Ofrfat 0[242 JHHISH=AIS HEIEH Tfetsks 22
Ofi20, SiLI0| F12 T K7} B7Ho| chifo] EIck, ABIAIEC| HAHESl 2Rl= 24 B2k Qlpt
BIZ 7} XI200| 20| BRICH= 20|Ck E8t UBUMAIBS t=712ibindinglo] 250 chstod bigt
S W2 4 ok MEH YN0 Z2 =712 B3 BlOIIAS S0, L Elk=S Hrhat Sict
J2iLtHE7 RIS Mefeisio AEEt x2S MetE 4 QUi 5T, K X2l SHASOIK| o4,
A 200 R BUGARS) 3% RIS S50 L I AR Ao
2052 AN EIYES 62 4 0 Y

= A0 2t Y HFolAQ] Lttt 7H5-0] ZOFKIA| EIC, /

1.2.3. Al

Smelt $(2012)2 A§UAA B B 49 W3k BAYE Hojzd 5 9]

A =
TS M BAES oz dut ga o] uE A B u FEI wA
=
A

rH

g

=)

/9] a7} =] AFskn), o] A= 2007 A 20099 Afolof YdE=S
FAEA Q= 64709 YRt XEAS 3 FA 8-S shoict, dntelof

ARE A BHEE A7 S FEA77] A5 dAIE e FrofdA] oiE Eol
Bk, OJAfZol A di2toll A Zrofate] a5 WIE x|estr] fiste] Aol
St AH= Ao R At k= 184] oo & Aglste] dUrkele] Ald
ol AA7t MR R E-S Bl Adsiaitt, k= X RARE ARGt A




on, 22 671 o]Hef triptan 127] o4, 1270 o) 2470 o4
AUE W A AU Zabrldo] W AR AR, TR FF
(cluster headache), ¢1x] A3 cognitive impairment), AZ+gF AAl Aol B4
o] AU Hdgt=o] oAliFol ofHE = AU 237|Ee] B 2
A ARt F HEE A AEE E8ste] e EJH% 2191l 2} 5f
of, FAEAES AR S4E BEe FAAEIPT 8L, e M=
oflAl triptans 27] ol ARE-SH= EEARRIGES] Htu]Eol whet SEFekITh(ell, &
ol 27 ol triptand ARESHE 17F 5,.9%01/3 ] = THR|e}F 5,9% IRkl
9. 4907 9] IRE L REle] 2332 A o), 257 g2t vjgst
Rou, ool S8l A 718 RE ALl 23399 4 F
192td(82 4%)> H5F A EE B7Ioths AdS Wokar, o] 3 F 43(22.3%)

oA (prophylaxis) e AIZSFATH ST ti2+t9] 67097t 78 9F A4
(headache impact test at six months, HIT—6)2] H3l= EAF oz 8o} 2}
o]7} ¢ldt}. E3F Kessler Psychological Distress Scale(K10)2 E3af ZA14 A
Eg|A7F 2219 a7 el effect modifier) Q1A S BA5I T 1 Ax}, Alg]
A A A7E R e wSSA S aurE fofskA uskarl, AelA AE A
7} we BB A 24P WRATY Holh GoIsHA] Gore). ARH O
2 o] A4 AlYA 2B AV WSSAL Fatt wetadle] 4 )5S Rt

O

rﬂ

o

it
SV

¢

l

T A7F Ue7) oo L wj7hA] S4E T__L7‘] = 7]—7?*3i z719 “JJ“— ﬂo]o}
At AR o] A E = ¢ e Yu7]eS F7HE ALeshe Zo] o Hrk(Sox
and Goodman, 2012). HFH, Z-2-2AFAE (adaptive trial)o]et JAAIHELS AZF
gt o] %ol 1A 9] Bt —?75‘394 oFs} glo] AR AR 2o A =

A (adaptation)S 3]-85l= AAAIE A sluto|tHChow 5, 2005; Gallo
5. 2006: Chow and Chang, 2008). °] ¢4+ AAl= 7}—‘%*4%74101%1 =2 A



egh vlaaael e NEC/A

RE 7|12E AR, SR, FE A7), Ao AIAE F A A U
& FHFOEH(CMTP, 2012) F943% B&4dE =olaat Frh(Chow and

Note Efgdut FZY

EISHA — Haiet S7% 22(2EE pvale, SH F5 BEE ARITZ S8 M5t givel 27|
CHE E7AMOle] LkdS RRISIT, HIO|OAS Z|Astoh= S 20[BiC,

F4Y - 2ig £ e ZuE Mo, 7t Aol AlElsta, S7HEAZD0l tisto] =712l FA
oh= X2 Qlnfeict J
T} AL ARAHE AT AW B, ATl fe AnE FEst
7] Slate] A A W8S fASH WS AT} oht), ASARABE =
EEZ Ao F{HLAAH B BABA] sl BASHE 5 AFHOE Aol A
gajof gith 24 SRS ART whi T2 YR AR FRERHE B Ao|
ofUjet FXHEA AHZIA ZAE ARETE 7|No.E Sof s, ofue] 2 el
MEL S *Pfj ASI) S OIS0l 4 SIck e YT
FARe FUAZ 4 ot ¢

0‘***1‘5401%1 ﬂ%wm‘g@w% 48R 1 5 e B ofef 714
Je % A szt of

(<)}
= =
2 olgatHl & o] Hee § AES hsolAl FoaM, YA
_]

G50 43RS ST, ET AT Al B AHe) Ag 2700
TaIGC RN W HESS A o Sl AvrE AR o7 dAE 2
AR FEE A8 H= A Mol e s Al Y = e S
ok o] gk AlZkolut v ARl S Lfofle ghxbo] HiRh &2 2Ql SHof| QlojA =
AHE 1A 5 ok, FOEA AnE BY2 anEolx) ge 18-S ule get
AR ozH o tof Hiji Rk 2Afof|A| 7Rl = flElE £ 4= A Tk 1S
wel AP RES V12e] ARl AN Bl BRI el
EEE AE FolaL, Ao gl Zagh A7t 9 Hl-8-S TEAAH(CMTP, 2012),
A AAA Q] Hel A7) &) 1eksE HHole}l & 4= 9)th(van der Graaf 5

AR ApEo] OfshE A SRS HEHQ QA v A8l w1



a5l /X7 Wold S gtk ASAABAAE ST P ol 7
S 23% 5 ol AAHOR 1 AT A} G7EA o|gle] B AFL o
L Alo] ofR AL BRs T 4 gtk ®3F AUl B4 et Hcha
of o)g 27] SISAE WE A7 o] AR £HS BRE S|, A5 A
HEEIQL QAo AR AlZkel vla B A 717 ool FAATE Bl 5+ 3

S o 7Hs3kcH(Gallo 5, 2006). o2 th2A| sjAlsiabd oA AEH YA E
(surrogate marker)7} = ot A7)52 AAIAE (long—term survival trial)ol| A
L Rk gtk ofnlvt Eiek T BA oleid A3l Re] AEE & 9l
L= Al o] = Qlsl Aol dntakel A4 S A AlgH 4=atol| glth(van
der Graaf 5, 2012).

22 A B A Lol A Hj|o] x| ¢t HIH (Bayesian approach)¥ HE
(frequentist approach)o] B AMg71s3lLt, Ho|2|Qt W2 E3| A4
A& edto]| Agkslct, w|o|z|oF HFHL. HER o] EAMPH I T2 7 g =4
(ofl. F7HE4 ANk AP R prior information) (o], 71 Bl BRI A=) =
FE o8 4= th(Luce 5, 2009). o] AP H = @A o] AmS} AR5t o]
£ o]gsto] A28 =& 4= JItHCMTP, 2012),

uol-

D4 of
rE

oo

Ol A

J{N' T o

)

Note H|OJX|QF HiH
H|O| X[t BHS 0| ARM™E = T2t 0743 HIEHO 2 AFME R (prior distrioution)2 ZAZkets1,

O] AFMEZE X}Z 9t ZEI5I0H AR posterior d|stnbuhon)— Feto I XIZET SO 2l B40i| of
ff o= SR WO HO[XIQF HHE MEsi] AZSuE FHE dR0il= FHE A &E
N Holo2 MAE £ QUck= FE 50| 7| HR0l| Z2 HMSUMARNN FE5H H8|T UCt
(Pullenayegum, 2012). J
13,2, i

. oH

_I%El

- Qe B

— AAFANA T TAH A7
— AFIPOA 2ol QAFET SuS
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AolA 7 7HA] 242 Tt 11 WA Yol Aol 24k 91‘3]3}%]
% =01 d97Hde] MAEE A, A= 8 v Aee] B I
ol dojutA E7| wiEelrt. 20| 7iset Mol meEt X*%%! Al
FHE e 2ol U 5= e o] @S0l o2 7 e ¥
ATk,

O
e

iz &2
o
(E £
L oofl o

U
A
UE_

2
N
=

beore oo rr
é“.: e

o

o

1) 7Hd =4 A4

7Vd %A AA (hypothesis—adaptive design)= S7HEA At 7|22 714
o] MA oY A& 7FssHl sk At AAHo T olE S0l 9148 7 (su—
periority hypothesis)ol|A H]E54 71 (non—inferiority hypothesis)2 2] A&},
Aol LA AR} o]2F AR 3k Alo] o] Ak Fo] ik, 9914 7HolA] H
A5A 7HdR L] AFojA, H|ESA ‘6‘4—9— 2HA| (non—inferiority margin)e] A=
Yot= =0 AAEE 47 AT 22 = 2 4D A H2A Wl 5ol S
¥ n|A Bz Foysto] AAsof 7?_]ﬂ’.

0.9. r‘\

.]
[e]
Eé«%#izﬁﬁﬂ4ﬂzﬂ¢:ﬁ¥

k2 A olnr(Gauo 3,
2006). LU} FHE2 Y 2=A A A Z7bol| TEFE 2bE

7|22 87| iz,

mL ﬂllﬂl i rir

FAE B AE3le] vojoj gl H& 4 AbEo] Uol 4>&Eﬂ5“ﬂ4
FHAIE A5 2 E} A7 He 220] B2 gjAro 2 A|&Fste] TR )
|

oL FAHE $2 Filol o - ol ujet o <
A ple] 4 ARE el ol TR 201 Fes ap] o] 1
A3k volol s S G 5 9e-E Ffsof At

NEC/




(3) A& gk AA

A7 A% A (adaptive treatment—switching design)= ATA7} 419] A
ol tigt A% ®e AL BES IAR AT 2710 s e Aede ¥
Aot 4 =S sk At AR olY &A% AISHORE oE &0 TY
3} 919} 7o AL ;g}z},] RHEEAE YA = 7Hssict, 19d) o]gA A&
o At d 7Hdo] HME 4= 93-S FosoksiH, o]
5 dot= =9 A48 Y *% oLH 5L QA= Edg 27g0] Hasi

P
jus)
s
rlot
by
_\|I_4
&.‘j
Mo =
oh‘,

(4) 72k9] v =4 24A

2O vl A 24 A (adaptive randomization design)= AEEES VA7)

7] SAelA A i SRSt Bk 5 RA wY Ee eI AR
s1gakl AT AA Wleltk, o] AAL AR, T covariate), M-S 5o

RAe) i S RS S TR X m o A AAYYE S
o BBAEES FIYONE Bst s &
Xl S5 ES Qe el 3714 A1) BasAL F2A 2 A
AL AR PET EG Aziel et $AH FH0] YE FE 9
ong Fojsjop gk,

)44

(5) L& 2 A4

I8 221 AA (group sequential design)= £7F-4(interim analysis) 232
722 TRESS NESHAY dAE Y AT faA ol ek A
= 2h7st7| o|He) St A& 7oAl sk At AAM S Wekth shAJRt
o 2 A2 A9 2REFS I 2HH0 2O 2l o B
ool dojdthd, A|1F 75 FAT o~ §lo] 1 AglA] & o Atk whEbA
o] A+ AA e A85h= AF AllE eFE HAsH| figt i‘j’ﬂol g a5t}

ue
off
I,
o
mS{L olo

Al(drop—the—loser design)= °Fo] &Fof tjjs] B3}AlA] 0]
FAI RN 83 AeR, A3t Amto getoluy X g2ds 7168t
Bol= Wolth, 45 v g AAloAN E53 SRS Aok A
| Aot WS SRsith AP oR 27| dHA =

Aol Aefxl wase] whet o] o) A matS
T, " AmERES Bl FEol tieiAvt ths ©Al= ZEsHA He,

_I% rr ;12
N rlr
MN Elio N
5= 2
o & oS

¢

il

M
%0,
fr
a,
=Y
L
2
N
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NEC/

B4 4TS TR M LEHAT P E
AAR, A= T WA SA (A vRRE)7EA] ek Ytk o] HAES
A ==t o= thE2A WA A dA A= G5 AEdS g A=
o] FAIARI AA o] glek= Aol k. wepA] FAA A Hol thgk 971 4
25}
(7) oF= &5F 24 A4
vty oz 7] AGAIFAA = the A HAR A3gstr] 918 =&
S A uf) kR HAG @ (Minimum Effective Dose, MED)o Y | tujAl
feF(Maximum Tolerable Dose, MTD)S AslA =t A3 &Ql 8aF 34 A
(dose finding design)+= 2 7FA] 145 8-5F9] HPATLE FalA M=ol & &
71 Basict, AA9) &Rk Al sholl At delo] © A& A|eshd,
= =2 el AHE 7| E5HA] & A e & Agst gttt vt
Al(adaptive dose finding design)S AF&SHA =, ZHut
S48 & 5 ok H&EEA o AY
Zo]aL, H aupAgl g5l tieiA A=

A+A=
Holl oF = 85 24 A
7_(—11?‘ _L]_;Hoﬂ 1:].]0}0:] Egﬂ og _Q.ak HPOA E]O B A
AsHA] o2 &=Foll daiA= A ma& E0laL,
7} 9 (Continual Re—assessment Meth—
| Y8l v 274 AA 25 (nonpara—

o4
ARE-SHO'Quigley and Shen, 1996

¢r T
= 5771 He
Ho]Z] ¢k W& =3t A5A
od, CRM)°|u} §&F—1tg A4S 43
metric adaptive urn design approach)<
Chang and Chow, 2005)
(8) 273/3% %@L FAIE AA
AFAIR A AP A FIHO A 240l Skl 714 Sl AHEE ¢
i, 3elA= L?‘Oﬂ gt AR Y-S Bsts Aol HA oo, 18y ofd HF A
¢l HHE g _%*éo] Hojd 4 Slokes A EdE s AVt
==k 24134 E5F AAAE A (adaptive seamless phase II/II trial
design)+= 2&=stal} oh= AIAIE Y HAE A5k 98, delle 71 24
(phase IIb)¥} 34Hphase D)o A HEZ 3|0} 5= WAL Lo ZREZE
2T ATINS Y, ol % v
gl (confirmatory stage)& Z&3gic, T3t

ojFoll T AFollA dE =S
F5 Al (learning stage)2t 2421
of Agtglo] &Ate] M ARE ARESH] SRS ek | FEEY
PFAT DARIA Y] 2 Azt g ofulE 7HE wf of B A sfjAsof
T7F Fast Aol

=,

%7 Aol
243} 2+
sH=xle] Bl I3 o we o



N B 9el) A7 AAIch Telt AAE, olet oh 24 440
FAHQ) F2o] o9y uhizel AL AN o] ¢ Al Saol TiE
H7psk melago) Aasi,

HSQUAAEE ofe] Wollq S-83XuE 28 B 277} 8] wio] g
=] glotA Theat 2 Aol Wstel o7t Wasiet

3ol A Bt TAo] mE X8 4 glrks Rl o
ol Siek, oS Sol AT MAE 2P| UL F3F Aol vhat 24e] 9]
oIoF sfied, ol FULA ik b mY A, G, el B

A5l G F 4 ek, oleld A Bt FAAL W, AFAEo]
cheol 7S e 'IH o e 2

T Q7] wfEoll AlFA el glolA vlojoj AE {HEE 4= Qlth(van der Graaf -5,
2012). &, A-SAAAES A=t QoA BAQ] TAo]7| = S FHEA 9

N

ATES AT Ashe B £t 44 olfe e netol
o, A 2] 271 SAsIor s B2 fXIafok sH=Aol uebA
of e} t=gto] glom], ojwl o] § ST YA haA o) o] EA,

A& S0 FHEANM wEE ARE o3| HEFE HA ke I
AR 2 AT AAle 22 o] FEAA Ao FAHAE A AA gl
AAH o] gsto] Axtslr] wiZo %ixé?“é. BRojo} 7t YEpAY s 229

ol

= 5= vk AT At olw =7 g oA FESE A=A S)H
Al =, RAFHNeRE v S oh = UL A1F 2570l gk FFS
F|aok Al 4 ok, & w7HEol fAE A SRS AR sl AlsHA] =, Aol
HZ4>(nuisance parameter)?] F£4-& ZHEE 4= 9la1, o2 QI ATFshA| &L A
HAo] dojubA Hrt, ¥l w7t siAlsta S7HEA Ao siAsHA H=
A5, H At #2405 Y ¢ M s o, Wi A Rt o
O] AFAE g ske] Zagsfiof gtrh= whido] it



FAAR Ao}t AllF 5ol gk Al o 9A sfiof st=71?
PIAIF G AuE A e ARA R 45| fleliA= FAAJ] A
o S ] er/\xqo]r,]. o]i;ﬂ OE ol/\l—/\]ﬁloﬂ 1:]]6]- zx é‘?ﬂoﬂ
A AE eFE 2ASHAA fofxl Apmel tishA 2ighe] FdE 5185t
AL 7Hs st :N—M et 27g0] 7hsgt Eoket 24 RIS EAsHA st
Zasiet, o] A Autol| Tl sjAlE A skaL, ASU AP eZRE 2
T A HPO}EE = JE= 7] wliolthGallo %5, 2006),

1*%31 FAG RN A-SPAAE e et X7 ate] thgt A3t Al=E7E
Aol gk olqr= o4 &S] SRR LT AR 24 Ao FAIA =29
Aeteo) Al o] JFFS vATRE vlo]ojATE B 4= ok AS
o, m)g] AR folaeded e AllE ofE 24T 5 q
AFgoltt,

25 A A= %ﬁ%‘*olﬂ% A Jlﬁo}ﬂi ol2fgt T4
_]

o rlr 30

rlo

e 5%°] Fola=olAl A éfﬂqm H= :'q_r7}/do] LO]OHE E:rLﬁb——’ 2]
3}"}94 AF7HS 7128H H= 77t 5%HE T AXA He v 9] #A7F
71Al fek, o3t Ao wAIE sidskAl il 5% oo AT T
e 203 RiobH Bardo® 1 a7t gleole ekl bt Qlrkal
| AE7HES 7125HA| Bli= o] 'HAsHA Hot, wheba] o] ¢
gt Ao EAIE of9A B Aol theiA] mle] AlZAdollA e Hart
ok gsaAeR Qaf HAYsk= EAIE sl2s7] Agt SAYEEE Pocock W

S O:: H oY e rlo

=4
=
ol

%

®H, O'Brien & Fleming ®H 5| St} EPEW ds14E A H= A% ol
gt Al1E 2FE BAT 5 e AP S o] 8ste] FAAEE allof k(7
23, 2010).

(3) A ARHEAYI= asyt & 1 932 FoII7}?

AEU IR F ol A 7o) o]Fo]x] 79 HREA Q] Aol HH A A=
HE 3] (Data Monitoring Committee, DMC)oll &34 HEE|ojoF Au}o] )
Ao] o]gf] GARHAEA, QAL 5)REE AE7] ufife] QGAE e F24d7
Auke] FAAdo] BAME 4= QItH(U, S, FDA, 2006), o|&2] A&7 AEE 73] 7]
SARJoI T, AR AR NUSIOIN ST AEARE) BT S o)) Yol
A ot Sxhdate] ot Hto] 3185 oJfIARES e A 1ol 4]

NEC/




&Qi ofsiM = ¢ et = RV =S W vER o e FAE
ke e A5t Qlofok Stk B3] Aae Bl AY AL o) AEA o
]'501]711 2] sl AlZhol| gFsto] Faxgte) ko] Tl E= o WHOR
}ioﬂ it HZE 248k AARHGallo &, 2006). A=A EUS]=
dol AT a4 SHolA ool gle W AldE SEE & Sle 3
AL Asljof 51, o]ofl ZATF] U EH sljof dtH(Chow and Chang,

o°1'

Koo oy FH o2 n:>J
HII O>~ r\l
ﬁ. =

DO
(@)
o
0
N—

\3

(4) &912Q] SHolA A A7 A8 2A= FA A7

=y s A ] AR HsiMe AR TS SAEHAl AdElE o
of 3l AL F e BRE AVIREL BH Qs (B kB8 HadtoR

Bh Zlo|a, ARSI T2 folet A RS WA Sk Flolck, SHARE L]
Wbk 7S] & o ofel A s, I3 W Aol WEe| uet

BRI o U3 MBS AT Skl GlolA AAAFN HFaE A

A felzel BAE e 4 ek, A AA olshell whebd ojeje] HEr} 2l
chel o] R A3 FHA ke Aot o Sof, AnpHelx] Bt gkl AR
2 We v AELS YAARNA 2 A2 4 o, 044 T G
o BEL b grhe o) AL BEHI Ao] Wt 489

Sloll Ahalobat 4= 917 wolct, el iia et BAsRe 27
T 749 AR AIRE QlolAlel ojelo] BagzolA 23] gl S vt

= 9JAE Qlth(van der Graaf %, 2012).

1.3.3. Akl
1.33.1. 2= 8 =8 €/

Lewis 5(2011)2 AEAY(claudication)?] X BA| 24 E3ET] o A 2lo}A|
(phosphodiesterase, PDE) AAIAIZ /s K—-1342] FhujAdL=2 2H7] 935t
H| AR oA AU FAIE AA Uil &85ttt PDE AAAl= dxsH
Z‘@r(peripheral artery disease, PAD)°|| &J3t A&7 Sxjo|A] A= 529 &
A4S BojFed), K-134% 492 PDE3 AAA| = o] Agho] HA| 2l 2| 2A| =5



k=l Qieh, YukA oz PAD $HASol|A K—134¢} tf2 PDE3 AA|A|2] W&o
] o = AL

= A gl
A AR Hiw AYEAS ks 5 AR YAS RAE dorl= A
2 A Qr,

o] A= ot Ao} 7 A el AEAT (stable intermittent claudication)?

2o ARAZA K1347} 48R0l e BARHO2 A A 28 YA
Folul, n]Fah HAjotollA] 4B Slofz} BHOFES 3711 5 me, 50 mg,
100 mg) °f este] wlmst Fehe] olFwe, FAH9] v Aolet,

o] ATO] 78 BHL 26771] Aol Fo] K-134 9 HchhEFel Slokute]
Haoleh, Aol et SAHARS SIg ARE AT sl ARTIRbe] 27)
off Qb A4S Easa ook, of T AT 717k ol BATE RagL )
£ QPHShth WolSolAt o) §Fe AuHoR Fusl] oA AUy

éﬂr wAdel Autx)stef digt 715 vlg] FysllEta, o
38

A ER i 7 2u 855olgirh. 1999 B gel 1430 2 e 282
k0] Aug £7 BT AT, ARAEAUSIE A A 85 me)e B

s
sH= 2@ o] thelld et AS FHskch wheF 25 mg K-134 2| &+to] et
nE o tajA ATE ErbA] A oF 431 9] =7} sixprt Ba
5, A A AEE H8Ae =N a84ds TiAA

s 1

1.3.3.2, 28/3¢ St AR 2

Levin 5(2011)& H4 384 HEF AEAIA LEu|oo](r—tPA)2} HYHZ
214 (tenecteplase) @] Bl YAAIH oA 24H/34 B3 AAAE AAS &85t
o}, o] A= AE AAY} AR Al 1T LF/FE HESHL, FAT=Y 5203t

TRARE olgpe] Wl EoJstar, mef o] ARG AR A9 59le FXSk=t] 1 &
o] St} WA 249 27IdAA 2719 SAZANE Ed= EHvlH &S
o] 37}A] £95(0.10, 0.25, 0.40 mg/kg)ZFol|A] 344 AR 3t 711 852 A
E5t= oA ATt BE Hols ARdS SAKeR A¢Jshs 1F At
AAE A5 E3F 240 Bk AlRlolA, ARl Beat kS oA
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A ST 2/4FC] viRIefe Aol A o] A o2 dEste] Ao =M Sgk A

A Z71EE7F Qi 7RSS o, 49 Z7HEA T 1] E BAlo
A 1,908 9] A= iAo 2 skar, AP A1E @ F(experiment—wise type I
error)~= 0,05 o|3}l=2 AA3}t}, 1,0007] o2l Alvfg] o] gisiA zF Avte| e
g 40,0008 FHEFS o) 34FollA] AlLE 7] A= 0. OSSO]E}. o] 4¢
e olg] 2hd|o] 24 Aol whet A1 077 EUhEE 2A7F S 5
ole}. Teluh 8 Aeimgolxe] A 15 e 5e] Z7ke AHEATe] A4
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v 7} ZaH(observational research)= X &Ho| ATLxlo] 93] AA L]
= AT B, AR WA Qo] g s Tslel 54 Aale] A
FAFsh= oItk (Concato, 2010). F2 A[&yolv TAW S Zoket
il = oo ol i =HE T A A NS AlLbste] 1 ZpolE
T A HE(measure of association)Z A=t} % Q<l7} A=uklvlo]l 7
oAl a3k 7 S s AWY 9ol e Bl 1FolA Y

gfjof gtttz Aot AHRQ, 2012).

WD AToIA QAT vls) BAATA 2 o] He e 2k, A,
AFATEY - 2219 QI91AQl F2H9] v S Fall WA B = (internal valid—
ity)= FAFE AT, thAl URtErHsAd (generalizability) 2 oFebect, 3, Ak
i AR QTS Ao olHel BA0IN AR AT A it
H, TG AT A T o et e s Hoh d4AA Rl g
oA Ry, Bluay A4t 54 A mRe e A AR kel 48 7t
Sk, Hop ARkl avs HSHHLAL S dgto|B® dutka) oA o]F
< 7R A7 o AFSITHAHRQ, 2012). 4, Bl g}t A-tollAl dAkdt
(&, 7291 97 JdAAIRFRCTDZE AgetA] o2 o= ok, dE 501, M2 &
Aol 78] A mof vlsh 5] At Q= - R = 2hxRo] o] oo 9]
= A9 AATE 3T 5 gloh B3t AR A mRo] 2 A9t
A& oFEo] o]u] AlFol F-5EH S B, Tt ATk ofsutA7E HsHA ¢
& Ate] =8go] o2 Xtk (Norris &, 2010). AR, o2 S = s 2%
8] 7 (head—to—head comparison)= o+ 7Z-$, &3t 7](effect size)7} Zrofa] Ak
Aoz W 0 eAEo|u A7Ike] 40| dasit, weba Hop Al&skal
AU g We AT AT 5 Yb BAATI} dATO] vla) v} A
TollA o aeAoltt, mpx|utom yEklet QA E Hlwgt oy ¢dtol w
2, 2 AAE BT A ot Attt A5 ==t o
=9, HA37] oJATtel A T2 giA] 2@ H(hormone replacement therapy) A
I} ohoket AAl(e), W A ARES, HEF ) 1HY] g A
A PEATE Bag A3, gk ]”?—4 2ol (o, AFREAA %] 9] 5),
A=W, 4] 717 Fol & LHEHUS BF 7 A WS Bl HsRwt A9E
EE3|WTHGrodstein, 2003). gt 5712 %}@Pa ZA o) st 99749] A7
= HlEk 24T A AR A Bl AvE EEdlldE BT
(Concato, 2010), ©l= HlaLaBpALoflA TAF7F AFAES diAlste] 783
Wigo] & 4= e Kot

"
=
&l
N

]

o oo mlm

O

o




2.1, g+ A

AT A2 ) 1 9A Teialo 3 AlEhe AR HeHstudy pop-
ulation)o] A¥E Aol Gt (population)@t Atz Yolct, F2 AUHE Q1 (general
population)7} A = X7t FHaF(covariates)ol] ot Ata SR} 4o oo g
A (o], 54 k=g B85k Adolv dsEAge] 558 FAhH7E A
e A= Sl ARde] A9 ALY SA40 sl 73;(45401 et A4 <

¢

FBFA} S WS AVHSE A o5kl =E01R1Y] AEo) HF3ke v 4
A= A =22l & w2 (potential confounders)S A o|dttt, o]
e 2, 7] EAShE AR 784 W BT AR ARy 27 AR 119

a4 o5E AIZH} B89 BoflA] Bl £ARITHAHRQ, 2012). Hlw &t
9] ARl el A= the Tkl A Kot ZpA|E] 7|5l

v gyt Ao A AAA}F A2] 7]Z(inclusion and exclusion criteria)S ¢
7120} 71eE ARt SRt @A BEet Al Ao WA of gt 3] $29
71 A Al B ATl Al Ut 717k A-8-E ook jith= Aol vl
T PARE Atolof] AATto]] ZFoidt 7)171ke] Aot ZA T AH$- vlo]o] A(bias)”
e 4= Q7] wfiZol Blult 7Fe] 717k Apoli= 29| A HrE|ojokgitt, 7kt
71%& 7|24 = (baseline data)E B2 27w A5+ JPHA L 227130
F 554 AEE EYE HAH 5 Qioh & 149451 A7 9 Ale) 7S v
T2 IHWEFEPEE FIAA 4 et R
A A5 A= Bt FubE e Ak EOIE(Spemflmty)— =7

S|

rtj ﬂi?‘l

=10 2 rlo 4

=
oF
}

il

rﬂ
N
o H e R oft

b4
(sensitivity)= E} ol B, A AdE SR AEE 2 = A
O At FF T2 AE SAY 4= Aok AT o] AFpollM o 5= %ol

9 A 7= dutste] g3 v Al ErHAHRQ, 2012).

A gt} H A BaS v W o 2 mRo] FARE S50 ShAtof| A Al #] o
S 79 WS 2220 9J3t W (confounding by indication)x} A7 AlE o]
et A mHO| A27 b o 24 WAk wek 7P Fligh SAd o)t w
2hA] 2o B Wk vkE Alofshr] ff8f m-e- Fasitt, A& 50, A=md
& AAY =& H|s3t A3 (indication, A& Ao| kS Fro] AupHof| 714
FAFS vA = EA)E 7H dixTta vt A-gFol ogt et 5 A ulo]

_5;.) = - '5‘ 1o 10
o]AE AHoJT 4= Qlr} (o, P A F <l (insulin) BT} ZjEtE




(glitazones) B8R, F3F 2
= T2 2 BoFe Hesly 9 A
sto] WE AL AAEL] F4S ST AJF oA AJAE 4= gtk 11401 oh;].

(AHRQ, 2012).

2.1.1. Hlsa} 2EAAe| 7Y

A ZAlo] Agsta A7 Ave] YL St K4S Aokt o
T8 Sk e B AT S Al 7P Fa3 Bgolth, AA wAGA 2%
° S 97 Aol GFS v oju] HAL Bk Folt BFe] Brhss
D2 o)g 70| ] gololiitt, v ATNN Mg TPsT BRAT 5

AE 4T, B EE AT slos, 1 ol

oZL I/ FFE AL, F}-
A, FA-A - 2t A9 2 o] JITHAHRQ, 2012).

a4

2111, ZSE g3

A (cohort study)= AT A& AJF o)A k=2 QA exposure factor)2)

lc% 04—‘?— of whe} At FehE A5k olg= €A 7IXE 3 F4sto] 54 A

Y o515 WEshe TS AR ol AW o] & WnkE aresh] o

woll At ARE A 54 A ofn] ZHAAL Sl AT E AU vl A= oo gt

ojdf vjA7|EE 7I2ARE 7R dliof s, FA7ITF 59k Aol A

£ 7o 2 et uiAlE A 3}0101/\7} *gﬁ 9tk IZE A=

Frjof| whet AeFAat a4 om Uew, & A9 B 22l A ks
Hhgo] Aeg el A= ¢k Het,

Hn @} dtolA AT E A7) 2h= AR A, 29 == 29 g ol Al
7+ ’L—?—L A7y et 4, Az WY E(actual incidence)& A&
b = ofte} ofz] theft AWt o7l
A= 4 ”‘JJWJHE ﬂ?‘@' UL, YA, QAR ] B}t H|w A gof sttt
= Aol

ojof Hisfl, I E 9] TS A
SEAL W 7]7ko] dojof st ® BlA &2l olgh= ol o Al
gz om EQTA T2 geto] AR F9- At Aur) fE 7t Slok
(AHRQ), 2012).

JE



2.1.1.2, EX}-Ci=ER A

-t 2t At(case—control study)= 574 o §-F&2 S 2t
%, A S22 dAe 83 QA & AEHIE 2ARI] S o Alo]of|A] H]
T+ Holrt, ﬁ‘rZHLHL ﬂth 40101] 2l &9 J= Zpo|7} A3t
E1gies %E} St 2t Aot
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]/\1 2Rle ==
A(selection bias)7F WAYe 4= 9ich

A g $L DY AUE AT A A0l ohd i

qu]‘:} Eﬁ} Aa T g ol 8lEE AR 4= Ut
Z1of gl thzxto] MA| wSAIEY 7R The] obd T1 QbollA AdEiE o
S0 22 Y% (risk)H YBxHrate differences)s =4S 4~ ¢, 2
o) Ao ofgich, e, R] e TA d oIHE 2A 1
7)ol oEst= A7 w2, til e 7HR AR 1
3 A eEZol el o Z 7otz F4 Hio]ojX(recall bias)7t WA 4>
QITHAHRQ, 2012).

3R -F S E 9 (case—cohort study)s= SHA-tjZ2at A2] dFo 2 A
3 7Hb o] A3 EL AT ol ZEE o] e Al Ao WA 17
U IS E Wol AT ATHE BAIglo] Fd7h ﬂgi g zZoz AMelE 2= it

S-msE °4¥~ REESL BEAY S]] e F7F YRS
) SlobA S A AT A Hold, BT e A8 B ¢
SE olA] ofe} Aol Bk Tt ATe] 2L Golsh szt
Whel, 3 BBE TAo] BAET AT mitel 43 4+ 917) wjo] Fxj-




9] A4 e (precision)& 47 Hsir= o B2 5

O
o] g 2iS FQ 2 SHHAHRQ, 2019).

2.1.1.4, X XH2A St

B — w2 A A (case—crossover study)= AT 2 AL} o] AX
7 SRS AdEiste] AEA) o) 891 mFof dish 2ARHAIRE Hi 2t
2 MHSA 9 B T BUE TE Ae thaT o A, 1719 3
AES o2 AR T2 7|7 59 kE AAE A9t BE HaE EH?‘&
o] 40| o]FolXint, EA-wAMA Aol e 54 S 7 SRS
At 717 (case time period)@ tiZt 717Hcontrol time period)&<?t =& XéE
7F o2 ARl B o Fadt AEE AT ¢ Qlu di2at 717 Rt V)
A LT deE TPAoFsk, A A3Y] EAb-ti 2t At(individually
matched case—control study)2} Zro] EA= o}

FA-wAAA AT A di2de Al &
SUSER SAEA| o2 weke Q) st ARto] AU WEHA] ¢f= &
nHEINE EAG 4= k= Ao ZSHER
7hd7E e 4= ol

Hbe], 891 kEFol| Afo|E Hole dxkatte] Awake] A 4ol
Fe 771 g2l vlaesd 5= glom, ARkl et #stol= QIxfof ofsiA=
Az e = ok Blaay) At As AlRtel whet Mslkehs Haes F
o &= F7Y AR AdE S7MI7I= el disiA A FoE 7=
ofof HAHRQ, 2012).
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2.1.1.5. EXI-A[Z-CH =R AT

- mAAA A7) A9 AT Aol ol it SUBE A7) w2} W)
| QReThL 7PASIAIRE AR o] 74 417 $HE 4= otk oS Sol, ol
A2 A4 Qe Nz2yo] EAFYAY 7120] Aol Aol BAE A

7150 A5 1 A=Y FEES HekE o ok wEbA, o] ZAIE siEsh]
3l A=At 2 (case—time—control study) A--RHo] AQFE i), o=
SR A A Aol A ZE 2 =H](odds ratio) S HETOIA SAHE A-SSh=
LZHZ Uips WAt thA] Wef], BA-A-tERT ATt SR A



= A7 FHES dHAI7F FA|(calendar time
Ap-t 2t Aol ALl Zol tzxto] AR =L
ZH|E R4 e] SRf-wapdA e=H|E

AtollA] Hlolo|AE fHE 4=
trends)& FAIETE, ol flal 2
BAtol| A Q] FhAf-m A A @
i #ol AR o] gHrt

FA-AR- 2t A SR AP A A7t 7H AT eEe] A8
B9 A7HA WEto| tigh 7H o S WA ket 27 RS %%‘3}. Hh

o, FA-wAdA AelA ELaPH thrto] T A=, AT FAIE
A= oA o2 netavE U3 4 QItHAHRQ, 2012),

rﬁ ;O

2.1.2. Ai=#

Wz A5 o83 Bl Ay} Ao o] 8 4 = AR AA F 7= Y
5 4 Qth, AR, AR (primary data)% A2 E4 A5 HEH0RE A+
2 i

o] Ao g2HE 2 4% AHE dP=t} AE= AH(in—person) QIEHF
L A8} QIER, S AR 22 %}‘ﬂgi DS 5 Qlrh B A A At
7HdE SAY 5 AUe ARV EASH] g Al TF RS AR e 8

i

d
& 3ty xR e 54 A Aol o AREE AT ¢ ke A
kel 2 el vlgol el Bk Ba0] 3isk. YA
2= TFAR(registry)E & 5 Utk IS E°l. vI=2] Y5EA= SEER(-
Surveillance, Epidemiology, and End Results)% Medicare A=} A5l H]
WE T} AN FRT A RUOR SEE L Qi)

EA4, Bl ay} oA o] 8 7ok A r & o]} A} #E (secondary data)E 5 4
ek, ol thE HAoR £3E ARE Ao E8ste Ao Ax A% 7=
(Electronic Health Record, EHR)o|U R AE L@ 7} olof sfjd3tc), o]zxxta
210) 4% 574 Qd7E BHOD 278 A=) ohly] W] i BHe] W

) $22 203 QAo g Bt o) Fol Aokiet, E, 242ke] ARYSo] A

o)

Fote AR FRIL T 4 9lov], vk #x7) ofg] Z|aoA o Auas
WhE A 7L BRpe] Fre Zhzke] o7 Flgho] Zha gl AJAglo] et
W o] BdlE] A HE #4514 Y=tHAHRQ, 2012).




2.1.2.2. DARTnetz} 24 71Z H|0|E HIESA

H w7} ALY A3E flofiAl= BR3 YRS Hrp AAXCR xﬂ:g_z:;j_
Lz 9o] Aosltl aubdos v vl way A7 BRI 2Fae} 7
A RS wol BeIet, T2l 9] Az o) oA RYL 57 o
4932 S5l A} of] el ofE A A sl 5,

]

4

_jﬁjrlo
e Iy O %o

Q3 A o] 2= (severity)U A Eﬁd—}((:hmcal response)2} 22 ¢ 7]' 5
Z=3sit), o] = 1 23s17] 98] AHRQ: 715& 45+ DARTnet(The Distributed
Ambulatory Research in Therapeutics Network) ATt o= Wz |

WAy A e e A o= 7)7|9F B2 o= Afu|Ae] avto] diRh 3
7Fe &olstA 571 Sl dFE At 174 vlelgolt, DARTnet A&} 17 7]
E3 7S A& (point—of —care) & $AAIBte] Aol Lagh theFet JRE A
FEITh 20099 ol 1007 ool 13 AR 717, 800 o4 YIS 100
qhy ol4fe] BXE makel 197) V|RE RN SUE 84 B9 o= Hojg s}
DARTnetZ &3l Al&=aL ck(Libby &, 2010).
w3, vwAz AT AL o) VHoRie SYE WA 1% ARt
Q3lch, AR A AR ZUEA YT} BAE L‘HE-"rJEr’_(ohstrﬂouted networks)
o] &3t WA o] Ql=tl, TYTAT L -5 Am o] HeeAY i, A AR
oot 22 F-27F SAGT whEbA] ofof gigh gigkAlo s FAE HERS W
102 270 ALsl= A|A"(Distributed Health Data Networks)o] +&E|%)
. Ole AHm afFTE Bt glofEl} HlolE ARl gt EAIES 2 FA
1, ATAERRE Bask Aaol ofEt 2ol e washy Yu Ang
BRESHS Walolth £ oA Ba AFH BUT AR TR B &
B QA3 vhEo] o]FolXi}, o] Ao Ardor= Y R EAHMO)Y
Research Network Center for Education and Research on TherapeuticsS =
T Ut AR AR AAle SYEAR A Y B Vs ¥t Y
Aol zh=s TS Hekdh o= ok, ohA] el Abzol tieh A= Af7]He] EA
7 A=, o] = Qlef] Bk @2 AR A7 He] HofE o] Fofd 4= vk ERE
A} Y Hep o] Hoto] P adt Abmof thgt obdAol AetE/lon, ofe 7)ol
A PR B ARE AR Hatdh o A JA] S asifon, HAl A
= Ast7] 8l A= AHolEE ok sk HiAREE EY 4 vk whebA
HI W A5 93 it 4K A% Alm UEQZS] 9A1Z =0l AQHE
Atk Brown 5, 2010),

oh Lo 1o mlm




Hl g} Ato|l A -k 9] -9 2219 keZo|y &7t AtAel sl 4
A= Alo] ozt YA Ql A=A QlolA AALHA =EHT, Wb ==2
Ao o] ERYsH, FARIE A 5] ol A= ARl Hls) WA
B = (internal validity) o4 €7 &A17 0] oF7]€let, WA e gt HEA]8 7]
Bt (source population)o] thdt =& (inference)?] BlEAS T=ah, At AR
of ths Gupit upoloj A glo] Aol Auks &l WAl o= B7FE WA
EfG =S oFFhA 7| QQlo R A A Hlo]o]A(selection bias), & Hfo]o]
(information bias), Z18]3l gt H}o|oj 2 (confounding bias)”} ¢JtHRothman

5. 2008).

2.1.3.1. M= Hio|o]A

ol

A A A v ol Aot Rrolgol] FEFE mlA= fdd=el osh A
W FAA7E Q== A ouigith, i AdAE Ao oA o] mRojojies
& o7 Al7]=T o= EAo] ZhsshAIRE, iRk ol RS mlA
of o3t HiolojAs HA o] E7Fssitt, A9 Hio]o|AE of7|Al7]= 71
[AaEE Aol ot ek Aol rofshA] ob2 HekE EgTE A+
o 7He] =2 a1yt AWake] A7 24 Yehs 73-e-olth 53]
OF 22 H|[FEARe] Aol A AE Hioloj A= 3hE Sl uigE rofAket
ol Wi E oz} Atelof] BAdo] thE 7 At gkt Aol B
| EAsH o] FoAE WY FAE WELOR 0|88k o= 53] T4l
of gttt UwbA o g SRxj—tlixg Aol Bl A AZTE Ato|x= AEF
Hpoo| A7} 2F WRASHA] eix|ut, F=ALR A Sty dRRlGt= HAdE B
&2 v nd A9 AL E2}F a3k healthy worker effect)g} &)= A& u}
ojoj A7k WA 4= Qlek, ®3F, 4 7|7F Fofl leEtdt HlieEt Alolof A5
© g gheto] HARE Aol A Hio]oj X of7|H 4= QIeH(QEE-S 5, 2005).
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A7 dARS dAEr 24 25 = 34 v]HEH (non—differential) 7} HEFA]




(differential) &2 e 4= 9)

7} & o Arolof HlS=slA| Ay "% -5 H|H
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EAQ1 °1]E~ ﬂ“ HPOM 25 S # el F= “—“# ZEAPXH Jdﬁolur Arg o]

A% AT 1A e Atk Al0) A w5 wAE ) 7]ofsl] oo
PARRICHREES 5, 2005), BAb-thE Aol A 1R agle] et v

F o2 HEAG WHRALE BalA FRHoR S5 uie] B4F utolo]

el AdapHao] Helsgo] A 39 W] s = ot HuEe A=
et aehae] 232 o] Wrt 734% AIREA O hefof 31, eE W
TR o] qlojokdttt. agk Hiol AEA DAY AakE A TA oA

o] et 25 G Aol g soloj it 24} et vpolols
(residual confounding)ol] A= =71A el Fo& 7|2d HQ 7 Ut 271 o]
AFo] A @EHE Hwsh=s Bluadf dAtoA 2-3Fof 93t W ek (confounding by
indication)-& 74 dutael BEA|A = sho]ti(Sox and Goodman, 2012). &
ool ot wehe Ao 95 E(severity) L $HAFe] Aol whet AMEE= A=
o] Eefx|al, 2|79 Aytol= FFS ol AupFor mHy Amdae] A
He TNV A9E dpt, o Sol, A4 VA AET Hel-of

E(beta agonists)®] AHIAE A A9 Halo] A4S &5k &

T30 HAEANA HEf-of U AEZF H A= AR wimo ATA e

2 WlE-o| U AES} A0 R Slak Akt Aol s AT Bl 4 9t
(AHRQ), 2012).
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=
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A 39] Wgrof o8] th=27] YEh=Y| o] 1A %(mteractlon) E+= a9
Z1-8-(effect modification)e]2tal g}, EaH 7 2Rgo] EAT 79 avhH 7 A}
(modifiers) gt HA3t 18j7} o]Fo]Aofsr, o] H=7} A3} Wa=o tjgt 8

{3
S|

8.810] obd Aol = mpR7IA| = J12E ofof FHHAHRQ, 2012).
Amake] o] A o] Aete] 54l v Aol 2 4 ] o
woll 7HE = ghe) oA Q] Autel] gt Aol | 5= qlvt. 53, W et
W A 2ol Ueh= Az adte] ool Higk Aol 2 4 el o= ¢
A2 -7 ATl sl ohe S48 7R EAEol 29HEY| HiZo|t
A mae] o] AL ndaENeh= 9 eE Mot Ay Hapd] A =
AIZIA =t 28y A 7o HIRE Sl 2 5 SAIE 2art 3l
o, ojuf 7} A¥bH o R o] &&= o] 39 IE —‘i’éﬁ(subgroup analysis)
olct, a91E RS ATEAIAS] Aol w3, 2i7te] g
of tigt A5 ANE Ee2 Frishs Yol nu2 %—4 SAA A (test for

interaction)S 3l EIHA IR} X F2H Alo|o] wE2ARgo] At SkE
785, BAHARIAS] e ael(e], @A o) ME X RaaE Bk ot
(AHRQ, 2012).

RG] FAN AHS AT A E b T Hol ik, A, Qurao
2 S1910E 2 ARATY o4 B ML B AR EdHaverage

=€

s

treatment effect)S H7}3 o] R} ¢
gk, oh9] W] tislf e ARES HIAE & A9 AllE o7 S7FsHA E
ohA] T3], -9)4F(significance level) 2 0.052 ¥9He o Hiuxsh= W7t
1007H2HH o] F 5709] W= A== e A58 E 7= &6k, v

FE 7| (sample size)”} D R3}ch ®
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A BAHoR Folgt X mavte] o]dAde HolA Hr} o]t EAIE theH]
I(multiple comparison)®] @Fetil st ojof g HAo| "asir} upxute
2, BAA nsAg AHS 58 ol nszARgo] f-5IF HhEA] AESHA Q)

1% 2 (biological interaction)2] 375 ou|stA| = H=rHAHRQ, 2012).

2.1.5. Hlmsat 2o ARl

Sanoff 5(2012)& ¥zt AE AT} o]z} Am o] AAH &4 A7E EHRE 3
7] A SIS diake g kel Eete (oxaliplatin)o] H7HE Fbelsha ¥ (ox—
aliplatin adjuvant chemotherapy)®} 2-4r2]&etelo] x3tE]x] oo &lotslsle
H(non—oxaliplatin—containing adjuvant chemotherapy)®] &3S v HA
ok, 71E9 A =Y 5-EF e 2k (5—fluorouracil, 5—FU)oll £+
Y=l S Hr7sHd 37] g A5 AEES FAIIH, 22y A"
of Z7ket SAES Uut oF FEAQIFH] vls) wlw A Aol W A7k, QlF
O thelde WhgsHA] etttk HAIES ZaL Qv whebA AR AvE o
Hh oF Tl A A8 7HsetAlo tigt B Hasiet, of dAtoflA AREE
A2 Y-S Medicare HTA=2} A%l SEER—Medicare, Medicaid?} Medicare
A 327 el AAE the New York State Cancer Registry(NYSCR—Medicaid,
NYSCR—Medicare), the National Comprehensive Cancer Network(NCCN)
Outcomes Database, 7123 the Cancer Care Outcomes Research & Sureil—
lance Consortium(CanCORS)e|th, A+ tiA; Aok 5719 Atr Yo 2 HE Ad
=l 754 olste] 37] i B 5 ARl 2 A 1209 ool FEketa ]

R ghab=onh, AEE sl SaeEatle] A7t et ars
At SAe|Eetdo] Lot ofe Fesletas v e throi3l
ForarstawS Bl 30 ool L4
= SAER HAAEUL, 29 YA g
Ago] SAEEetY Bix ol ZRE QI ZH7ho) Amd EE, T Abe] 9
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AR AR HlAE A= AYE At Auk, 7)E dGAE At vz
2 5-FU| SISt S H7IRt B9 i exke] AEEC] SVl o]
of &2 Aits Be AudoA U Yebd=tl, 53] SEER-Medicare®}
NYSCR—Medicare2#8 +4H Z3ES A9 & H2A7|5 27] "ol 54
Aoz fagh 4vE Bk 4R AyES St dojxl HAE wn




(adjusted hazard ratio, HR)®|| w2 2At2|Ze}Elo] R -2 H|X| =2 oto] H]
8 etz Alge shgo] oF 20% WolAH(HR=0.80, 95% CI=0,70—0.92),
SEER—-Medicareol A @ojxl At= o] W2, 30%(HR=0.70, 95% CI=0.60—
0.82), NYSCR—Medicare®] ZAz}ol| oJ5hd ¢F 40%(HR=0.58, 95% CI=0,38—
0.90) B AFFE o] Wolgls & 4= AUtH(Sanoff 5, 2012).
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AEAE] G FA| QEiehE Aupuiso] JFS Fi WAL HALS gAY
L Eaph glonm EFshe o] ot ey Amigel BE GEe e 4
ol FUFS AFES FARG] ZHHAE oF Bk, AU B4 913
Aupia] dol JFAS F3L BRI 511, oW AP BFS Meshork
of whe} Aztoll G WA g shof Tek(Rubin, 200).
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F37] 5(2010)0] LT FZA WA E ] A7 AT A AFaelA

LASIKS43 B AAEe] v wants S45b] 9s) 4Fas Pue

3k
=4 =] = O
. 2002-20057H4] M R 7371 A9 671 e o FH oS
AR Bl SARAEE W2 5 . EHeE

3 FRYAE(EH, PRK) T 292 2
Sailo] ZRHBE HFESE WS ¢

&

BFHTE ARSSto] 7 Blatit o) gHE
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Fl

WUAEe) uaS gls) A , , ,
BHZE PUES PAES, a5 L h Wee] BE BEAg WS 1
ofe) 2A 28 SARAOR HHST ATt 17 E(greedy) MAHE A

&5 111 e Aastalny, 7 At 577%k0] jHo] Hglm 440
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gk Zpo]7h il o UtA 82 0,509k & FhAetal Zhube et =X E

Napza ERAAEelA o gol tehgrt,

Seung 5(2008)& A=W AHIEQL HAFEM Q3|4 (Coronary Artery By—
pass Grafting, CABG)2] &3 v|wslr] Qs8] AFA4s 83519t 2000
d 19~20061 69 Afo] eh=oll A AEIEAES B2 1102787 CABGE Al
< 1,13890] s w 51?_]% AaAZ17] 8l 3] wAYRS 28l A
T, AN, HES, SREe AAs 5 odtts AYE Bk 2 7]
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1} 2&(generalized random effects model)2t 0|2 &(transitional model)0| 1, 0] F THEL 25 @
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density function), 12|11 A EHEZ(working correlation matrix)= FHZF U= HHHR0| 577
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A S ] s the AFES AL sliof e

« AR A o)L BA; FAl o] IR o' Ao i
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3 e Astoksten] nlel BolshEs Gt
Ml AAE BEAA BhE A Bang] ) sk e A
Al g4k @l A ng Q5P sk BRe] Bl 22 urolofaiut

= Aot ol flaiA= WolalAl sk A9 AT WA 517] {18l 49
2 A= Aol =go] il njx AHRQC] EPC(Evidence—based Practice
Centers) Z&2IHof|A= Bluayt A4 FALE =3 Al £49] E(analytic
framework) -2 7H@% E(conceptual framework)S Wo] AR&stc}t o3t
&Ml = ol 3l tHE'M:e =2 '6‘71'X]ﬁ'-9—]' A4 (health out—
comes)?] IAE F&s| T 5 9a, EZF At} sh= FAONA 2= o5
oigk 7}X4 = 85 ot A& =4 EHFJ/FﬂXLLE" ZE|&HE A7t
H 50l AR ee A Aoy HES 22 F o ojgho] EH 4= Sl

FANA = ol5o 2= 419 4, olghE, AFYE 5 ARt Batol digh %ﬂi

A o]0l 4= 9lrt,
ol & £9°] Talati 5(2011)2 714 2F(antiepileptic medication)2] &4, <t
2 o ofs AR oFg ula HrkskaA sk
ek

A, WA (tolerability)2 2Hels}
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Antiepileptic
Medications
Patients with / Final Health Outcomes
epilepsy (KQ 2) Intermediate Outcomes Mortality
Subgroups to } M_a>_<imal Concemra‘tions mm= mmm | Hopsitalization
address KQ 4 Minimal Concentrations Office/Emergency Department
Average Steady State Visits
Concentrations Composite of Ambulance
Area Under the Curve Services, Hospitalization or
Dose Needed to Control Emergency Department Visits
Sen_zure for Epilepsy
Switchback Rate from Health Related Quality of Life
( 3) Generic to Innovator Time to First Seizure
KQ Antiepileptic Time to Exit Due to Lack of
[Pharmacokinetic data Efficacy
sought in epileptic patients Proportion of Seizure Free

only] Patients
\ j Proportion of Patients
Completing the Study
Proportion of Patients With
Seizure Remission
Breakthrough Seizures
Frequency of Seizures
Secondary Seizure Injury
(fracture, laceration, head
injury, aspiration, pneumonia)
Status Epilepticus
Loss of Driver's License
Loss of Employment

Harms
Total Adverse Events
Neurological Adverse Events
Hypotension

Rash

Suicidal Ideation

Mood and Cognition
Bone Density

Cosmetic Adverse Effects

2V Bixjoll A EzFaote] SItE Wyt EMol §
(K29 : Talati S(2011), Effectiveness and Safiety of Antiepileptic Medications in Patients With Epilepsy)
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Part3 A|AA =2larzk

ol@A BAle] B& gHEo] BE AL o] AFo|A KilAl sl Ho] Folx),
eI A B R A QRS FAUAE SR 288 S deiy
AT 712) BAelH BA Y BS mhEolR: Ao| Zuh B4 ES whE u o
A, 42 dto] Lk ol Aue) B, o4 AR AH 24 5 o

el Al 5y A olol wet 44/A19)71 58 g storeiet, vlma
eI TeL e thakst AT TAle] E3kE 4= 9l

el W o4 TR R0 TR oA S 4 9Tk olefe FEE

efsto] M /A71ES 2 Hafopstu] ole] e TREFS 2SS At

G0l PASHE B 97k @ o] B9, ROTHS Z@she AAS Baua
ke A Wl Q8] Mok ge Bdo] AAE Aol
HmEa AAH BAndel At BAATE TS 497t wed AHRQ
oM PHATE ZYSIA AT E8o] Hi B AUt Yy
3-3). o] Bl Yt F 7HA] ARG FI) PAATE EHTA) AHFES sha

gt} (Norris =, 2011)

A, A+ Aol dis RCTE=FE U2 77} Wi (gap)o] =717
HAAES Asl=d elgsia 83 JEE AT A9



Comparative .
Effectiveness _ | Always consider
Review question RCTs
(including PICOTS) *

Are there gaps in the
RCT evidence?

e ~
Yes

Consider observational studies | | Confine review to RCTs

'

Will observational studies provide valid
and useful information?

Assess whether
observational studies
address the review
question

Assess the risk of bias of
—> | the body of observational —
studies

Refocus the review
question on gabs

Hl@E 3} MY 2D oI BAUHTE TS5 o

Reprinted  from Observational studies in systemic reviews of comparative effectiveness: AHRQ and the Effective Health
Care Program, 64(11), Norris, Susan et al, Journal of Clinical Epidemiology, 1178-86, Copyright (2011), with permission from
Elsevier.
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o] Sof oJatd A nlua vt A A TR AGEtAL Sk FAof o
x4 o g2 RCTE 1ejsfofsict, 6}1] ok ROT7} s Ao el Adst o
ANBF=A Eots B57t ek dlg &0, ARl 2 SA ol S1REA
wEAL 2] galr} sxte) @ggur Aol &E21Q1 Z-g-ofl F2Heful A

3 mlogg

WS ALGHE AL AESA 9 5 gk B3 B4 ZAgo] B o] 52
ol 4o RCTE B8ast o U4 qlek, 1 ool = A4 PArAT787 (]2

=01, =0l oln] AoA HuEal QIS wf AT A EAZE Sl A
A Ao gk A7ke] A A7 Bagth A, A dEE R o]
o] )4 RCT= A-&=717F o2& 4= Qirt
g A ZARof ths] RCT7F A4 Qrha dekelgiohd, thos o o
ZHAT7) Brgetal -85 AEE AFEAE Brlsto] TS
of tisiAl Agslorgttt, olejgt AAS & W= tho] #EE w2tk AA, RCT
2 S A%A] g2 EAE vrdste A AES ohA] AR B4, dEATY
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A

Sk
HEY AEEE F7Re dEAToA Y vEY e Es obF] ojd AR
ot ohgt AlmEo] glom, ofof theliAl= "3.2.3. HIEH 17 B7FolA 7=
sh7| 2 itk AR, Ao g 23k dEdtEe] At Aol tigh B Al

F1efF ool ek Aol i K] WA SRoE W o1 3
it L2 AR /1 2 o] £ Aol el A2
AL QAT Ea B2 B G HOe o] Y EaES Aokl A
T e e P S e
MAME ERstelol uEY JPES B 5 Atk BAEF 292 DAMI-
study design algorithm for medical literature of intervention) =& ©|-&3%+
o}, ool A= "NECA AAH £33 viwd(H4d 5. 201D & st

i},
3.2.3. HIEE 2I& 7t (E&ie ZEr)

A Fea o= vlEE HE &2 AR7tE s3skes 1go] 4ol
“BlEY ¥ (risk of bias)'& “B39] A(study quality)”, “HHE2 Zl(method—
ological quality)”, “H712] AeHd (study hm1tatlons) T “LHX4 E}‘*E(inter—
nal validity)"g8}= 8ol2 EJL|7|x 5fy, o] =
A Lo A ZQ8 chal AYztels HES #7517 Q8| ARRsk= E;Lo];} %_hg_}@ o

T Ao ATE vEY AE Eok o 2 ], ol AE S A4S, A
A, oF=Zo 8%, Rk, e 5 S FEe Bil 55 EoRity “ATolgh
ol Aol 71Q1e @& (ol, FAZTE S wjiol) Eam A FE(. A+
Avto] ZARE 4)S B 2351 7fdolth(Lohr and Carey, 1999).

Hl a7} A Fd gl A HEd 93 B7Fehe S AdE A9 o
Apelof whet gepd 4= Qo of7|ofl A o] HARQl AA7E 9] HIEE ¥
B7Ee] A 7]E0] Hojx= qF ", oflE Fo] 49 A5 (evidence hierar—
chy) AollA =2 A& ZABkaL Q1= RCT FEfe] A tetar siA Fx2d A9
Aol w2 A2 oflt), 2E2A o2 k3t A+t fARR] HE vEY ¥E HUtsl
ofgtct,

TEAToA vEE S B7iskes WHE obA g7t HA it AHRQ
o A= AT A HIEE fIFS doduiet a4 tial 29712 ofo|lS it
SHAAL, AAA FH 2 Aol 2ok i A YRRl wheh Frtsfokst

lrﬂi

0]

N



B} FolA] HrlsteE skal 9tk (Viswanathan and Berkman, 2012). 3@
T2 AL 1E(Cochrane non—randomized study group)oll A= B]FEZ9A
T HIER 919 B7tol| tisf APdstar Qloy ol ZEE FEj Y Aot A&

He|2 Hlth(Reeves 5, 2012) "NECA A2 31112 o 4f= ket
5 Ao viEd A 7ol s RoBANS(Risk of Bias Assessment
tool for Non—randomized Studies)& #-8& 71& A3kt o] =2 EA2
ASH WS 39 vl PakdRo) = FEjoA A8 7hssithe 4 7L
2Utt. RoBANS®| thgh zpA|gE Ak "TNECA A|A|A B 1249 5, 2011),
= sty whgict

3.24. :|_"7‘|_°_| %ul'g : IO*EO-FI'l SHAM I-lgx1 SHA

A A A B3z A 2AES SHAlsk=t A% Al (quantitative synthesis)<
2] B84 F/d(qualitative synthesis)s TA] of= n|2] A2 E oo} 5},
o] aap F Folo) oA BrHER= 23 A9 AAA ol et A
o A FE AlFE]ofof SHF(CRD, 2009: Deeks -, 2008). T3 A=Bor= 3
A A A e B AAsklETl, AR, Bate] WEke ojHgkrt?
A, 3] A7)= ouIl? A, Bt A5 Abeloll dabdol 7Y o]
et Aol tsl FA14 WS AAET= Zo] A=A 4, S ek Aloltt
o] gt Aol SAA R WS o]8-5t “1]5}5@.3_ o4 glow AAAQ A

o s}, AAZ AL EA1Z o] S EOHH O]"— 740] o]—qF/]- FA 0]
= A8k o] A et 4= Ur= fof gt
ol tigh AAA Edaza) 35 B wofo| A o] A|AA £ LR Lol

| = AHESkE Zlo] k. iR oA

Tk AAY ZHaz> RCTE tid o= 4=3517] wjiol Hlaa s2/do]
I HEY ThsAdo] vl Ak, shA|NE 35 Bl ool Ao aukE Hi=
9] e I o= Hio]o] A9} WE(confounding)e] Q&) FTE 75}
Al ®7] vpgoltt, o] uf ”1]‘5}-‘?'—44—% SHA = WA B o] EA7E A ans
ol F=F5HA "ok, webs 35 2 2okl A o) AAA £z HAgA
= SFaL WEREA 15k Zlo] S

ZF Aol A 52 AFAem Ar FE25 2 1, A= 449 &
W, i, A, v, S, S22 outcome), AT (result), %ﬂ"%% AR
ol siA AFA] QoFsfiof sl o]l mERREAle] thek W82 ‘4, WEHEAS
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UA At AR Tz AT Hoafore] AatAd Sl
UNA AEE AlFdh= HAHo=

sl slie S FaAdT Qb ofl TRk

T A A A EH e e A AR w70
A k= 59 wAlR 2AV EFEste] AE8S FEfokshs B9 alnh o™
it 9] WIS (research gap)ol2tal oJopr@ <= Ql=d, ol= FA7IA] A
7Fe e SARA = Al A Aol AET AES WHE 4= glhs olofr|oltt, o
oF o] AA A Tz AR TAE Y HAEN ofgf Har} s}
= A+ Aol sk @@ﬂ%ﬂﬂﬂ—”‘i—é}‘:}% A9 WSS Bole= =4S 7t
PR A 1= 12 < -’F&(future research
needs)® 2|5}l 31%‘31] 047 ] Oﬂ/ﬂ T3] f%k—fﬁoﬂ ojf A7t Hasithe &
= 2ol dA7to) e, A HE, xZIsfoRd A HARl & FAIALR 7|&s)
I 9ok A 8- AHRQO &3124]l B w 2 T3 (Effective Health
Care Program)W|9] oj#l] A+ =2 ZT2AE (Future Research Needs Projects)
ol A Belsfi 4= e’

3.3. At

AHRQOM = A&EH 02 2w, e, A3 5 o Hlaayt HA 4
nEe] HuAME Wbkl Qo w3t At 2iHE v, AFOAL 2
AAREe] E83 = ks Al Folgt goj= Hujste] QofREE T A4
UT Hk ofu g} A28 Zetolut 2| wmof theh HarA e}, A AGAEo] fardk
T 8o tigt HuAe Fofstkar Qlek, o83t AlglE AHRQ Hlw & vt
AAA 23 129 o] A http://www.ncbi.nlm, nih. gov/books/NBK42934/)]
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T FolA= "5 é} MG At A oFE
ZH vl A A A Farzke] sjiitt, of A
o= AH E(Drug—Elutmg Stents, DES)9}

Ea tal Stents, BMS)2] &3} v o that A A|H EH S =
sff 7 ~EIE 719 %1*03—1 % 9 NS Ui AR, 23E AT fRle

2 ROT9} HIRA9N S 2% nejslar), ATAERA Ago] tajAs RCT
14719] AA5(7,654™) o4 Risk Ratio 0.88(95% CI 0.70—1.11)& H 31, w72t
QAE 3371(44,849H)ol| A 0.82(95% CI 0.73—-0.9)E H It HHEFEI2F),

71 AHAIEE AT NECA Fojo|x|o] ‘AR A oA G4 A4MZ $Hat
oflA eFEdE SRIES; 54 AHIES] v (HEE 5, 2009)5 FALsHES 54,

RCTQP HIRARIAR o] A EE sk WO R Mo X|QE MIERE A (2
1 5. 2013) & arshr] v,
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Part4 wEpEA

M EEFATANE T AFFA B 71E ATt SR US B AA
4 wanEs Ak, AAY BUNE A3 HF AYH ATEE O o

f
i)
T

R =
o A7} FESHA] ke A9 7HE]) 2 (Indirect Treatment Comparison, ITC)S
AAE = glom vlagto] ofF 7ol F9= &§H| W (Mixed Treatment Com—
parison, Multiple Treatment Comparison, MTC)E AA|& 4= 3t HE 7H4
H W&} Taku|w WS EEo| A Y EQ A HEl B4 (network meta—analysis)©]
2hal givh, 7HgH| el S| w e HEA BPHIL wjo] x| ok v R Ago] 7hs
shet, o] Aol A= A el Wyl TP el W eetH| B 29k YIEY]
=1 ojef EAof| thalf oA} g,

4.1. HEX HEH2AP

WA 27 ool A AT AES TSt BUE 1EBE KoF 37
A8 ZFAOR NERORA T FAU YA NS Fsk BAH 7)Y
oftt, UNA O AAN BATHCIH ATE YFHO R LAY u) HehRAL
2 ol gAY, WhEA] WeH S Tteolnt AAY Bl B AL ok
o, oerE 3t 7 ol Sy o]

AT AL, BN, FADI 8] 5
P olfE A, BAAE S Al A

o
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—
rlr
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30“/\]7] 7] fgdeltt. SA Ol “Hfﬁ Eﬂ}z@il

o}xl = Aol l ©olrl flsf viERE e A =, HE A gt "G‘XH ELH
e A 4= glon, 2ahd B Aol Aot e 4% ool dieh 4
o] 7hs3tth. WA, Ak 5 AtoollA BAskE =S =AY =R 7t
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4 S(20M), NECA MAX 202 0w



A8 THE7| Slgtolnt, Axte] tigt FAIA A4S Bl AdNkE Jeg ke 4= 9l
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Ao AAE 4= ok, W, o2y e A9 vefR S 3shd oF "ok A
A, ool FAMI} L2 A7) EA4o] ohE /i AEe] Z3kd Aotk
A, 3= = 7iE dAtEe] vlolojA g fJF o] Q= Agoltt, upR|Ete R 417}
g B3 vfo]oj A (reporting bias)7t Qi Zd-9-olth, HEHEA Al 4% 548 7}
A ALY £t whako] At Axpyto] 3twH HA e 9ok E A Ht,
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Part4 vEREA]

(1) A& F5oll w2 8oF FAF A4
v EFRE oA AFREE 4= Q= } ol 28 o]B3F Z}E(dlchotomous data),
424 2= (continuous data), =3 A& (time—to—event data)ES & 4~ U},
1238 Ame dAFATFelA 7?“ URkA o 87 ARGEH (o, AP E= "g—’i—), ol
P Arm AtolA Bt o dl 7HA] S PR R BarE 5= 9L

(]

« A H = (risk ratio = relative risk): F o+ 7He] Alo] ¥HYer ghgof
ot Ble

« © =H](odds ratio): 5 & 71] AbAL] @ =0 tf3t H|&

213 M risk difference): Z=ATo|A Q] Ak o] HHAEEE Q& 3} Tz Lol Al 2] AF

o] Ay 9132 Ao

« 3 2 2 (number needed to treat, NNT): sg7]7tolA 4 Ak <] $l4]
£ ALt ©olS WAA) I3 Hlm SAel Bls) A AN o
ofopsh= Alghe] 7] 4=

A%y ArE FAY AL A%H SR BAE AL £AF Rl AT ¥
Zl o

4
Fol A7t g 398 YBer) 9w

G A el $2E ARe) B ASH e A 2] s
o A% AR F2 AGIHE 9ok SARO R Aol BrotE PRt

7 glet.

« Wt Hmean difference): Y 4 == SHEUS of F  1H0] B
ke Aol

« #5515 Wt (standardized mean difference): ThFst 24 =182 AvE

ixés} A= A, Od 992 dAnE 2] fIRt 89 AR R

T ARE At 01@01]/\1 Tt FFHUARE Ve 4t

o&L J|

RBER Az ARo] WA Ao Ao 24E & ARRE 2 A 3o
A= T27)7E Fok B Abdo] TEE]R] kAU censored AHR) TREFILA}
o Abdo] ehAsHA B 4 AdE A$(uncensored A2 BRECH YEF
Ao A ARl fof FARS 919 =H] ot

2 - 9]8=H](hazard ratio): TEoIA] Abzlo] WIS 13T} SRl ol Al Alzlo]



AT A T 2HEol diet v
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(2) 2o SAF AFS AT vlebEA o SAA 2y A
el A 0] e o4 JiE L] @oF A 2| (summary estimate)E AA
Sh=t ofuff X AlE-o] Frmof wet Z42-e] At 7RIS FofsiAl Hr 4w
HOR FRAVVL 7FS AR ARGE AR, AR T ECIY 2ake] A, e
SOl ARE7IE Btk v, 7R A7E R el et (weighted average)S AAY
of % QoF FAFE ST 2oF SAFS AFsh] A%t mEkEA o $AA
BHol|l= TAGI 23 (fixed—effects model)¥} HEFE I} 28 (random—effects
model)°] A+,
AFE 2L ZF Aol o] AN g shuehs A sl W
| Aaan s Aole EEFE2 LAHsampling error) wzolghs 7l
A FWste Yot AT KIS e 5 Q= AFEe AL HEREA
of & AF=9] ATy TAY Fol sASAL BHE= B9, =4, 1
EREA o] H4jo] shute] AAE avar|E 45 A% 85 A, wEREA
of 4 A= 7k vl A2 Aotk A=Y v Ao At HE
7wzl A myp HPnto] AR
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ox
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i
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(between—study variance)= 5%
sich, 1Y ayf Bl THERE F4 5}

FHgeneric inverse vari—
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fr 2 2w o o
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712 SRS Ao R oFE "R AHIE(drug—eluting stents, DES)Q} 44 A
H E (bare—Metal stents, BMS)2] &3S s s}7] st wetEAdS A|3)s19
o}, 20099 9€7HA] HiE AFAFRCT)OIY HHAS =ES v = DES
¢} BMS ®Ho] STEMI SHA=9] AL, A7 A, 2483 fii<(target
vessel revascularization, TVR) 18|31 AHE d&AHZ(stent thrombosis, ST)
of mA= FEFE Bkt At Wl w2 Aol Qs dAH(147H)et
ZATENE HER BAsl e, iE At Aee oA Hgadg B
& (inverse—variance random—effects model)S AR&slo] Az o2 A& Q)
o}, 1% (forest plot)¥} PEhe B3l At 2t o] Aol BriE|Ql o, Bl upol
o]2(reporting bias)®| F7+5 &<1st7] 9fsl Z7]|1HI} Egger AWM 5ol
AREE| QT A=l tigh wiekEA Axt, BMSe}F vlaste] DES= STEMI
X152 TVRE oF 50%(RR=0.48, 95%CI=0,41-0.56), A74 Aurg-2 of
25%(RR=0.77, 95%CI1=0.61-0.97) W5+ A= EUch WAl tigt v
B4 At whEw, £2717g ArefshA] (gks o DES= STEMI #1252 AF
WES 15%(RR=0.85, 95%C1=0,79-0,91), TVRO] MAEL oF 40%(RR=0.61,
959%C1=0,48-0.77) T2 AZAHHAEE =, 2009).

41.3.2, H|OlE X|SHF

S Ao B A HE 2010 Blwh W FWRo] oA X5 Aule] it vehE
A AFE HEshlt, 201097k Wi =g v o g Hjuty HeulE S
o s Al Azk(clipping) ¥ LY M (coiling) 9] /A ATHE Bl
o, 7d d7-=9] A AAE S gt B7= MINORSF GRADES 5-3f Al
F=loich A ATE] e=287h o -HAPHS o] 835t AFH o7 AbzEglon,
s3] stolAlg A} 1231 vhd o2 o] Aol tigt W1t o] R HL), &
2479 i A7F wlERR Aol 23| Glon] A Aaf Mgl vlsl Aol
Aofgro] v &7 UeEhtthOR=2,38, 95%CI=1,33—4.26), L&t} ZAHET} HY
W AFGES = X &t 2F &l 7} UERRA] FgkTHo] | 5, 2010).
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HebE A e SRzl o m Aol A L MHo]x|Qk wlebE A (F2Al 5,
2013) /& Falsle S 3o,

REYERN siolxioh HEHEAl| & - £hY

p¥S|

© 27} Of210IL} HIEFZ Chio] BESIX| U2 70| LS AR BIE 3 IS
@ ZIpLo] ES7LE 0l HtS0l et HIEREAT A] P4 £E(continuity correction)S AFZSIA| 241 O
Ef2AM0| 7hsEt

Q@ HLAA(O]| chet M2ME AHEERZ HIHSI7LE, AEX ZYE AMZsI0] ST AV TIE Gr1S2 =

A 0|2
8 4 U

F

@ Mgt F(credlble interval) AIARA]| RFEE 74E0| TR 9
© Sty Ao £7t K2 B2 Trg.%nr
@ %’é!%".: AHZAo]| Chsl| BB X0z oigst & 9l

o
=
© 71E 27} 01 YIS 1, ZEANZ sisto] ojZ0| Tkt
® S8 £ MBA|, 2f eiis0| FF|= T2 HRS2E| HuS Wei2tkborow stengh) £HE

© 25 20| BEHAUES oI8Y + S

®

B

O AFE2Z FHo| 02z

@ MHZI0)| w2 Zuprp e = S

@ HAto| 2R1EH
AME°JIO17MI?_“ !




Part4  H[ERA]

4.3.1.71L

R AT BAYE F 27 BIE v T AL,

=l gas i

4 FASRY SRSl e A ol el A 1
Al

3}

=

r\l

_Ui

RCT7} gl 7475 @ol 3t A& S0 37F 592 %t dgAIdellA
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O

o T:H = #oK(placebo) F= EFX|E A (standard care)@} Bl =,
A2+ (active control treatment)¥h= # 2] W5 3}A] = o] ok T3
=7kt Sl tEatol A3 A5l tis w2 =1
= S| AN B aefsks A2 AAR E7bssieh wheba B4
T 22 AP Qe A, e et S e A9 255 Adst
7] 915k F-8&3t ol

Ha g afed-to| A B Q= 2|7 AeE BE H|awstaixt & 49, 2|7 A9t B9 2|
Aulazt Q3L 27 A9F 2|7 Co] AH|uel A7 B} A& Cof A 3H]|ayt %
85, A& CE ol&sto] A= ALt 2|7 Bo| A waiE 45t W=
)zt 7gu|aetal skt o7 A X' CE FE U ZE < (common comparator)ol
2pal B, FF RS o] 8ste] Z|ALEZE thaell et 'Y BAS st
RBA % (adjusted) 7HgH| 22kl SHCH 1Y 4-2),

|

SAM(similarity)
AE
c®c -
B - 2hA(consistency)

xdirect) blm

IMAIE A vs B

=P EEH| wet ZHEH|
Reproduced from What is Indirect Comparison?, Song, What is...? series,
Copyright (2009), with the permission from Hayward Medical Communications,

ZH(indirect) H| i
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Ades, 2004).

HEHZ veH2 Aol A= 87He 913 FAHeild vla i dAd
Al AN A= AEAIAR7A = Zdsto] ol && &
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< @ g 4o fob >
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A

= ZAstog mmATHAT Hopol A 483 WHEeletn & 4= ok,
2 WA T BT (P Eet SR B TR 4 glow,
7E A 2 Aol e Exulig A9 At Eitele] YEglart 9l |
(closed loop)2h= Zloleh, ZHguIme] 729 =2 Aol sl BAA 02 x|t

|
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5 FAT 5 glon, hu|met S BE FHES Mo R uHd 4= 9l
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Reprinted  from Interpreting Indirect Treatment Comparisons and Network Meta—Analysis for Health—Care Decision

Making: Report of the ISPOR Task Force on Indirect Treatment Comparisons Good Research Practices: Part 1, 14(4),
Jansen et al, Value in Health, 417—28, Copyright (2011), with permission from Elsevier.
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YERD vetZAS 38 39 7 712240 2412 A8 a e vjekt Al
P72 2 527 (homogeneity)©] dHsljoF sitt, mefa X8 Aet CE H]
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[Homogeneity] S0l et HTE0| et KIS0l et
| J
STY A2 RAMY SE HEZESR FXH CE 0[85104,
[Homogeneity and xthH A9} BE H|m3t A7 o| 718 Hlm

similarity of trial]

SEY, 70| QAY,

27{9| olgh

[Homogeneity and

similarity of trial,

and consistency of evidence]

w2 ZEER ZFHH|met S3H|we| 7P
Reproduced from Methodological problems in the use of indirect comparisons for evaluating healthcare interventions:

survey of published systematic reviews, Song et al. 338, page 2, Copyright (2009) with permission from BMJ Publishing
Group Ltd.
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4,323, X|g=3le| £

= AEA AW HE= 22} (frequentist) &
Hlo] ot FI oz L Vs, o)A Q] ¢9lo] Bl Fugko] gl
_]

ARAT FHANES POR FAY, SAH, QY MRS wEsA Bt
shan, A3 nHo] AT FAFL ol g3l HFHAEE Tt FANL
3Rl Sl ol WA HESHE 2 BAY B 0w Q EARS o8
4 9lom), AT TRl FIaAIE Bucher(1997) o] Aloket 4 BA 52

o188 4 9irt.

ARl GRS B4 G AL FRRE 37k Testel WE LA
ST 4 glow], B3] Wlo|xel WU AEUS A9 AHRES thA 28
sfo] g BA4L AXslof ste] A7} 37 (robust)2H HEsfok 2t

4.3.3. Al

20049 AHRQ2} OMAR (Office of Medical Applications of Research)= &
HE=2 712 A9l ZAbol A Wil tlo|olA| 3 (benzodiazepines, BNZ)¥} H#lZc}
o|o}A|H (nonbenzodiazepines, NBNZ)2| 4-a43} eHgA-LS v|wslr] QJslo] A
A F3 a2 SR, FARIE f18ke] BNZ9F 919F, NBNZQ}F 9]oFE Bl
g RCTET BNZSF NBNZE B|i2gh RCTES o & WeEa}; o] o3t 4]
v, 7-ge|a, E3hla 9 wo]X|Qt o] ofet A u|a, E3H|uE AAISH
ek o] dAgtollA of EAWH A Bt Ay, 483 W] wet Alg8
W FZ A= FAFR o, BNZ9F NBNZO| A &8 ite] 2fol= A4 o= {25t
Al gtk wEbA 7R et Egh| s 3elr] fls Badt A 3 A
7 HhEET, A u|ae) 7R eal SAE B Fete] S8 AY e

(precision)E FFAFAIZ 4= 9t
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2011;36(2):161—-171.

Bucher HC, Guyatt GH, Griffith LE, Walter SD. The results of direct and indirect
treatment comparisons in meta—analysis of randomized controlled trials. J Clin
Epidemiol 1997;50:683—91.

Hawkins N, Scott DA, Woods B. How far do you go? Efficient searching for indirect
evidence. Med Decis Making 2009;29:273—281.

Jansen JP, Fleurence R, Devine B, et al. Interpreting indirect treatment compari—
sons & network meta—analysis for health care decision—making: Report of the
ISPOR Task Force on Indirect Treatment Comparisons Good Research Practic—
es: part 1. Value in Health 2011;14:417—-428.

Lu G, Ades AE. Combination of direct and indirect evidence in mixed treatment
comparisons. Statistics in Medicine. 2004;23:3105—24.

Song F, Loke YK, Walsh T et al. Methodological problems in the use of indirect
comparisons for evaluating healthcare interventions: a survey of published sys—
tematic reviews. BMJ 2009:338:1—7.

Song F. What is indirect comparison? Hayward Medical Communications, a divi—
sion of Hayward Group Ltd. 2009.

Vandermeer BW, Buscemi N, Liang VY, et al. Comparison of metaanalytic results
of indirect, direct, and combined comparisons of drugs for chronic insomnia in
adults: a case study. Med Care. 2007;45(Suppl 2): S166—S172.

NEC/







PART S

HIE-=1 &4

51712
5244

5.3 Al



Part5

| &

Hl - w24

51. 71K

v o I o)A 8] 8—a 3} B4 (cost—effectiveness analysis) o] A&l 7}
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o W S S HUEE Ao At 2
et 24 gl HaiA Tl vt giek ABAY JORE AN B
o wheel ZJEEA AL 5% LS Ag3km, vjd WS B vl gel ohs)
AL 1A e AL, 3%, T5%E B A9l o) MER UgE B2
el A2 AT Sol ola) WAk w80 vFel 3 49 Agshs Bl

n T A J8 . = =
o] w2t 27t ofg A geti]= A HE7F Basitt o s Eeles =M
e A eelgr BHal, vjfof] WAsh= Hlgof tiste] du AS5E &

5213. Zut £&

Hl-G—a 3 ZA40A A3t AX= ael Hl-E= 2 FEiel v-g—aiy
2 yehdich v g&-—aiyv)o|= HF v8]-8—a3v]|(Average Cost—Effectiveness
Ratio, ACER)2} #=%] H]-&—a 3| (Incremental Cost—Effectiveness Ratio,
ICER)7} Qleh, Bt Hl-§—adul= A& A% X725 BY 7 714 tigte] 3l&
o, A tfQte] Bt vl-§—aTu|et B thehe] Byt H|§-AIH|E 217 Eeto] H]
@el= olc}, o] A9 Hlg—map|7} 2 bS] g FTHolelL o 4
Ik, vk 7% vl g—mhule] 49 Az Aok ARy BE ulaste] faje) A}
ol% ulge] Aol 2 i gholek, &, o A% WFH vl wnul w3 199 7|
Ashze] ujiige] ulgo] #12 Wagh el A\Eolch B ulg-aw}
M= 5 71 oikbel H1E Abgslo] wimato M Mg aThYS Tisl v
WA vl g-RIIE A2t AEE Avie} ulgo) Aol kel u]E AEE 5
A 0% 48 H5E A MR G B vl mTAS Tl Hr, o
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S7FekaL vl S7FsHAY ake dashd vl8E gashs ARl 7hsst
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ASA vg—aay] ool vl-g—a 24 23S AAD o AR 5= = W

O 2 H]8—a3} 8 T A (cost—effectiveness acceptability curve)¥} <=A74H 2]
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Hjg -7y} B0y 8|8 —a-8 A (cost—utility analysis)S &ute] =27]7} o
L 33’—}94 Afo] e} vl-g-0] zpol& A Leste] AAdS B7Fsks WRolth, H]
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ks Holtt, Bl g—ant 242 885 AdD9l(natural unit)2 5745 E37}
H|wsh= Wolty, awke] H7)+= ‘3}3‘33}5 574 ‘_’PHL EO‘OHOF Hlw7} 7k
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5.2.3. HI8-=1} E4 1Y

Ao} vl 5 ofe] ARES B, WAl vl iyl AE SKIsHe AL
F2 5y 75 B9 olRolxrh, mAL YApAIHelN BaE Hhelwe) wst

= Fax
o ARgE 4 9ok T3 BAIE BN S8 Ao RNE AR
oflA 7ItE 4= = BIE S5k oy thE oA BAE AukE At
A7o] o]FolX|= 3o HEoA dl= oM E nES o] getth(u S 5,
2009).

v 8—g 1} EAoa AAEA 2 (decision analytic model)S F2 o]83}=
o] o] A2 BT AollA] o]FolA= YAt ARE fItt AAA HEHe R 5t
U 22 T o] ' thE diohse] 7HAE A 7S B4 sk W oldt,
AREA myoA Zt digte] W2 A(AZFdE) 7 dold 7He S EER wE
gt &, olg Axto| whE ul-ga} 410 A Y ARE AFete] 2 tiete] Z]diu]E-
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Hl - w24

H)2 ol e SHER 470 AR olFshz e T2 10] Hojof gt A
olgHE2 g} ol3lel| ojd ¥ dglol AA ofd Aol A
off wet o AR o] 5 HE0] %5, 2009).

2y 242 A4 AT 54E 7R TS e R she I3 E AlEY
o] 4 (cohort simulation) B3} 3t AR 3F AJ&-S Ho|d-go| ulal mEof xLat
2 278 = Alg ol Adshs npel A= AlE el (micro simulation) 22
H7FE2 AlEd o] (Monte Carlo simulation) *§¥E& &3l ©]Fo1zlth, A&l
Ao 7h orAd IBE Algd o]l Aot vto]A R Algd ol 3 Ao A <]
H 4= 719 dAsHA

g 28

(K= @ 2 S(2000) RHHE)

oE

5.2.4. HIE-=1 24 A7 Tot

A B7E dAtell thgk vjEA FrEE 8Ekr] 91t 2 VA EkEe] HalE
v} QITH(INHS, 2002; Drummond 5, 2005; Evers 5, 2005), & d5LofA= oL
NHS9] ‘Critical Appraisal Toolkit for Economic Evaluation & 4% 443}
AR QP E 5(2010)2] EF-E Ak},
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A. Is the economic evaluation likely to be usable?

1. Was a well—defined question posed?
Is it clear what the authors are trying to achieve?

re

vl Tgyl.

=

Ho

2. Was a comprehensive description of the competing alternatives given?
Can you tell who did what to whom, where and how often”?

3. Effectiveness
a) Does the paper provide evidence that the programme would be  effective
(i.e. would the programme do more harm than good)?
Consider if a RCT was used; if not, consider how strong the evidence was.
b) Was the effectiveness measured and valued appropriately?

B. How were consequences and costs assessed and compared?

4. Were all important and relevant resource use and health outcome consequences for each alternative:
a) ldentified?
Consider what perspective(s) was / were taken
b) Measured accurately in appropriate units prior to evaluation?
Appropriate units may be hours of nursing time, number of physician visits, years—of—life gained
etc.
¢) Valued credibly?
Have opportunity costs been considered?

5. Were resource use and health outcomes consequences adjusted for different times at which they
occurred (discounting)?

6. Was an incremental analysis of the consequences and costs of alternatives performed?

7. Was an adequate sensttivity analysis performed?
Consider if all the main areas of uncertainty were considered

C. Will the results help in purchasing for local people?

8. Did the presentation and discussion of the results include enough of the issues that are required to
inform a purchasing decision?

9. Were the conclusions of the evaluation justified by the evidence presented?

10. Can the results be applied to the local population?
Consider whether:
—The patients covered by the review could be sufficiently different to your population to cause
concemn
= Your local setting is likely to differ much from that of the review

11. Was the model validated?
(clinical relevance/logic, coding, extrapolation technigues, transparency of path ways)

(K= gz S(2010), B= NHS0l| 30)2t 119] Bt=g 7t XHE)
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P 520100 A BHEE Lefsto] -5 AFA A (Tricyclic
Antidepressants, TCA)2} Aelzd MEZEY &5 2AAA|(Selective Serotonin
Reuptake Inhibitors, SSRI), A2& 3924 (New Anti—Depressants, NAD)
2710] HlE—FET}F BAL 2gstolnt oFEa 71o] oAb Fi Wl o]RH|L AlS
= 98iA, =5 ’ﬂﬂx}— o m oFEA|mid mol et 37HE 9] ofFs FofrIxt
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7130l A u) 7 ul-g-EakA Q) MEerel RO R ektom, o] Axt
L oagE BAoIAE kel trehde, et AR 8ol BU, AAENE 5
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6.1. ZITH F=toll chet HlwsafH+

e QA 712 ARk ALel ulasto] olul el A ofwl gkl
GRS A2 = 20 et 2oAo] et 27 ol 9, SAIT,
ALl 3t RSP AR B Ao,

AR Bate] QAPA AR, The Qg Aot AgaAE AWk A
7] A4t 71, A2l A§7H 5 HAA AR AHgE L Gl o)
@ S 4ol HREAATE PP ARAES 7S Aol HE

=8, WA7IeE Bxfe] Ao el FFE = # ‘Zl% 5 o S AR

A1 Tefstol el S PUSIeA w5 a4 v B0k ek
6.1.2. 4
of7]ol A= gk AA A Bl s 4571 gk,
6.1.2.1. TITHH HIAIX 253
P1Ee] 2AG 4ste] AT B
olet, Asky AAH o) BHe A

5] glstol 242 FEska B
el o 1ol o

= @A} & TR FASMRE AAslel AT R B
A 2% AR B7iste] Aane] AYRNRE sefshi 2 A Y5

oA 2F 1%
102 mZoll, dRbAoR HAPgsteel g2 FIHYTR FIRRiT



AollA AFgt F 7S th7] 3k A& okt 2t

A, A+EHE _
o 753 ALt A7 Este] FA19] e AT AdrsAe) FES wEok
El=

=4, 45 (analytic framework) T= 234 Z(causal pathway)S 7l2sk
o} BASNA A, A, 48 52 IHeE el ZR A &
A7} F5T o) A AF7HE7AA E@T = Qlon R {83 1E 6-1).

Decision Treatment, ¢ \ 4

Association
) Testing Diagn mak/ng [her tests! Reduced
Target population classification of Chan e in mtermedlate 6 | morbidity and/or
clinical uncertainty — target condition chnlcal decisions outcome mortality

Other patient
7 | consequences

Adverse events Adverse events
offest procedure of treatment/
other tests

Research Questions

1. Direct evidence that testing reduces morbidity and/or mortality?
2. Test accuracy?

3. Impact of test on management?

4. Impact of management on health outcomes

5. Impact of management on intermediate outcomes

6. Impact of intermediate outcomes on health outcomes

7. Advers events, acceptability of test procedure?

8. Adverse events of subsequent tretment/other tests?

USPSTFOIIM HIASH ZIEtZIARE7 0flA{e] EA1E(Chang, 2012)

Reprinted from Current methods of the U.S. Preventive Services Task Force: A review of the process, 20(3), Russell
P. Harris Mark Helfand,Steven H. Woolf Kathleen N, Lohr,Cynthia D. Mulrow,Steven M. Teutsch,David Atkins, 21-35,
Copyright (2013), with permission from  Elsevier. Adapted from Chang SM, Maichar DB, Smetana GW, Umscheid CA,
editors, Methods Guide for Medical Test Reviews, Rockville (MD): Agency for Healthcare Research and Quality (US);
2012

0§(dec1s1on tree) 2 AREsto] 4l ksl o]Q] B HAPES
Elg= ReE e X309} 7hseh FRe; AE T e =M
AFEAES £ ol a2 =T

A, Aok o]Q] 7R dAtAZoll ZsA] ¢har, e ARt arEsho]
Bl 523k A7t Qlek, oldf arejsfof sk AR thaak At
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HET B3 mRAE

e A
1 MZ2 AN 71E HALCH 71401 BIXHE TES & 4 U717
2 TR0 MEE XS0 M22 HARHE MY 4 U=7H?
3 M=Z2 BAHEISS OIEsI=XIE -_rLOiIH LE 4 UEIH?

oM

7181 2 2l Sl 7|2 2R i Sl 3 iee ANe St Bl
o7 HOR IS} St AEROlL| BHERE LTt

LA DR 2 HEZ(reference standard)ZAL 2JsH EQI=|ALL?
MES ZAK= 20| KMo|Lt ABES(0f. £7|XIEHS HER 4 QILI?
M2 ZARL 71E ZAle| Hetdnt X|2s a7t O[Z&RI7Y?

~N| o o

Ak Asle A2 28 1 (systematic reviews of diagnostic test accu—
= /i e A B A4S AAZ SR st s XeH o] At
5 Briske Wiolth ekl Aot AAA Fdarz dubA gl SO A
Az S O 24 JdR Jete dAqto|A SEe] argsiordt
APeFE o A

1) AAR71=

AFSFaLA; Sk Aol sl ok 2ol Wehs] sHES gkt

. ﬂ—TLEH/;}X}(Partmpants) D W7VetaA) sk TS A8k AR}

« A9 At (Index test) @ A= eE B7FstaLal sk AT

- B3 2 (Comparator test) @ DR O & AA| QAT A Zek A] AJg Zth
\ﬂﬂ_ H]ﬂgﬁ/\-] /\].jl?‘ﬂ— upsk X E]—lﬁ Rl o]-u

. le‘/}ob_z} Sh= A3F 32 AME(Target condition) @ Al XehH-S E3l4 A

. Xb"l xF (reference standard) : o]=8} ‘7 FF(gold standard) 22 AA}

gk A= ol A Zskala) sk 75:_1?}0] A=A fleA sl 2y

- A7 Fef(types of studies) : AAZ EHLZoA 2FE= A FH), S
S0 -t 2 A BE FE Y A

Jut

(

= B57H 7] f
e asforgttt, whebA
Ale ek (index test)#} %

A

=



Tetarat sh= Aek 52 A (target condition)ofl thall A sHeS Stk

AR A Aot o] Falof tfsh g7t 32 vlEH ¥ HW7k= QUADAS
[IE o]g3}o] H713c(Whiting &, 2011),

(4) Ar=2] 34
Aok Al = w7kE (sensitivity) @b E0] % (specificity) 2 3 5=t o|& &
k= HEREAS'6.1.2.3. X A= 9] metR A S 2Halst e = it

ot

(5) 2A2) 5% © AVAY
TAHEY B 2A #Ee =&55H7] A8 dubxor A1 S5 =
¢l GRADE(The Grading of Recommendation, Assessment, Development
and Evaluation)E ol g3ttt Ash 43w AA 4 Bdnzolss oby
GRADEZ} SH4] eloreh. thak A19] 4% u]sk USPSTROY AMgsks %)

A3 FFE ST 5 glom, Auy Askwe] 49 oS Hud 4 e

o

ZFAIEE AFBRE 20140 ¥H7HE TNECA Aeh Aste A4 23 vz ufjird

durdo® oy Fero] Aub= (GE 6-2)3 o] 1%k (true positive,
TP), ¥4 (false positive, FP), 2124 (true negative, TN), ¢S4 (false neg—
ative, FN)2 el o5 vigto s ey Aot F7HE 9Js GE 6-3)ollA]
Ao WHE, Solk, PAASE, SANS5E, A $EH], 548 SEHE B
A3t g L)

¥ 6-2 ZICHZEAL Zotet Eato| O|HERE
ZZKreference standard) -
f(D+) 2(-)
XICFZIARZI} LT+ ZILA(TP) ALH(FP) TP+FP
=41 AASHFN) ZISH(N) FN+TN

2] TP+FN FP+TN N 105




Part6 57 Hofo] | ael

STRE ¥BY =9
izl TR/TPAN) | Elgio] 9l Ale 5 ZIAEED} 2450 Al HIg
Sols TVIFPHTN) | ol S AR 5 ZARZED) S0l Aol Hig
or0IE TP/TPAFP) | ZiAh Zap7} 2taiel A 3 Al Sto] 2 Ao Hig
_ ZAF AP SM01 Al = Alxﬂ st | pal a|x| ore A}E}O|
%’é}'@lé TN/(FN+TN) H:i_g! EJ—I' I‘ =o |'|:| S = = =
BHOEH | L coy | REE JHIE 92 ARR0| 0l4A7IS YU B0 bl
eazmel o) | HEFSOS) | nag om0l opiazig By 28
24 o oiaeyzois | HEE TR 22 Aol 0MAZS BolK 9g 280
@aizmel oz | THEFVSOE | fi maie six) Aol olaTig wOIR 9IS SE

et @ ZH|(diagnostic odds ratio, DOR)~= ZI¢hHH

oFst= AR AZo] Sl A F At FAdo] 2 2 Z(odds)7t AR 7HA|
A 2 A S A ol d ezof His| E vl =2AE U 2.2H|o]
tf, Aek =8l e =uj2 Y] gzl ARl siAjo] A@Aolx] gker
B2 e gekeo] itk 7 A-tolAls ALY ARSEA] ot ek ek
R4 Wlol M= S a5 AFSETH ZSHAF 23k A, S48 Yk o
Z](threshold value)oll wel FIZtEe}l Eoj= A8 ol&x o2 WHsl=d|, vzt
L7t 7k Holw=rt skl Solert SUksHE NI gty whebA
ROC(receiver—operating characteristic) Z41-S ARESFo] & %] 2o] HSlo|| u}= 1l
Hret Eolx=E YRy, 23418} & (area under the curve, AUC)S.2 H2te
£ 8oFd = 1o AUCTH 1ol 775 A8 ert w2 AR & 4= Qi

Oi'

o olub FARe) vleEn de) YoEs o
aPstojof stz WA A A9 W=

Eo|=E AL forest plot= ZHAJSHC}H TSt o] vlglo g2 SROC(summary
ROC) Aol 7 dA4-59] Ae=s FASH=H], ol W8 A9 Z+ H(point)
o] 7]+ A& (precision)E WEHH 7F29] dol= Eol=e] A=, Azl Zo]
WES] YRS Uehdth, 27)e] BEee] d5E YRS Uehft AE
AR A9 7 o) s, AR ol 7t 2|9 BEAe] ogeta g
ATt Moses 5-(1993)°] AQkgt SROC HA1> Xtk @ =H| & FHHRR, XA
19 PAAIO] BE(ATE 9] Aol & whshe HEHp)e EYNSR ste o

—1> kuorlr



AP AL oA FHE IHATE ol&sto] WHEe] 7k Altsh=
HOoR TR R 2IA(XGe =) BAR] J=F AME-glth SROC 42 Ri%t
LoF 5ol 9] T8 A= AlFstAl Eetth= Alghalo] UAIRE, RevMang At
&5to] BlA A 7 A5 U} Sl s HA o7 EAT 4= Qi
e e g Aola 58 FAXE FsA & A9, At o]FAE WY

sh7] sl e AT /\}%'3}7]% Harst=t|(Macaskill -5, 2010), A7k ]
2/ 9l el ol o] A 7R Hhgst] 915te] Reitsma 5(2005)0] Ak
3l oW e gyl g (b1var1ate random effect model) & AFE-5}o] E3F =43
Z 33} ol APaNEF oA 43 logit(AAE), logit(50l%E), log—
(=) 24 1og1t(E°lE)«l 4F, logit(V17=) 9} logit(50]%) 2] Fiihs
RevManol| ¢jglsto] 53 42| & SROC Aol A8, logit(RAE)2] 2
L2}, logit(50]5=) 9] =2}, o159 Ftite] E=AE F7H4 2= RevMan
of d&ste] 95% 412 Y (confidence region)™} 95% of|=< S (prediction re—
glon)a SROC _:_/\J[oﬂ 1,}15}14—]1—4‘ o]tLH =3+ u]7PEQ}. =3} EO]E‘:. B AT S
e, AS599E o] ghs A mlef dAtol|lA 2] IZt=e}t Sol=r} 94
o Fooz FAA oA Wit

o] Ao = Ao JaFE WL, FF A A=Y GA7) o] A A
%, gH 9] Wglo] wE ROC HAlE T3] $15k9 Rutter(1995, 2001)7F A9k
%+ HSROC (hierarchical summary ROC) =41 232 ARESF 4= QI

6.1.3. Al

R AR ALY 20129 FulElAs $AE Y SRpolA §F CCP FAl(an—
ti—cyclic citrullinated protein antibodies, anti—CCP Ab) AALS] A4 -84
= B7Fote A5 A3YsHeleh & AtollA = d=ele e = gt & CCP A
AArke] Xtk Aoteof gt A A B7EE sl 7129 AAA 2z &
|3 w e RskIth, AAl TS e 2 oF wiEktA A, S vkt
T=0.76(95% A ZFE7F 0.73-0.79), % Eolx== 0.96(95% A&7 0.93—
0.97), B39 wgwel Eolw g AAkE oFd 9wl 18 04(95% A&7t
11.80—27.57), 24 $-E=H]= 0.25(95% A1 G7E 0.23—-0.28)%2 YERGtHE T
5, 2012).

NEC/
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6.2.1. 712

SFRAA Aol oot A7 (healthcare—acquired infection, antimicrobi—
al— resistant bacteria) & 7+ 23lo] ZFdojvl 22 HE Hrlsls A=
17t oy, AT ik BEstel Qe Rssht aenE ey
el 2 'n AT 0] L3, 1 At 719 ghol 3, 4/ 4A

=]

Wa & glol 4FE Aol Yol £

214 ;x}E B 7 Apsforsta,
So] grh. olefdt el

OEE
of
2L
i
1
:Cé
i)

MRSA Ea##}e} MRSA th%
ojed AF RIS A E|R] b2 A7

)
i)
_1>4

9 FAle] MmEB L Y RSN YPAFol At SR, 2R T
Aoz PAATE AYO) MY 5 2h ehAY] THA He w) AR5t
T oulg el S gle] 9% ojziate] BAL AT 2ol 9 S= glov,
% 48 BsY E U

4) Perencevich EN, Lautenbach E. Infection Prevention and Comparative Effectiveness Research., JAMA. 2011 Apr
13305(14):1482-3.
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on%ﬂL:oM_‘WﬂdL.mum oﬂww_ﬂ_m
ﬁﬁxwan%lﬁm._%e LAuuuLu
wnmﬂho%ﬂvrﬂ).gm .m__w =
mﬂUTMOM@bﬁwmm Mmy = M
xﬁﬁlw_.ZonJ.%bm z._uxﬁa ummg
unno@_,Trwr = 5 1ok o ~ X
& oF n 7Lﬂaw = o) G
ﬂa?mﬁmf%a%nmv ccrﬁ B o
_.r_ﬂu_.o,_ﬂ%ﬂ_.w%.wm LMEL_L X 9
wamwﬁggwM% o 1t 2 ==
umﬂﬂ,ﬂa_eﬁﬂm(m\m w_bqe_e ﬂmﬁ
ﬁ%mﬁiﬂ%%m@w BT T
mnim m_w_.ogﬂ ,wfmu ﬂuago QQ
m,1Q@%woo x®g 7 3
ii@xﬁ%%%@@ eztﬂ &Ko R
ongmeo SR woR o N
mﬂA#ﬁ_ﬂ.ﬂﬂmﬁ%ﬂHH? Hanc o W
mﬁlar.ioioﬁﬁmﬂwm %M& Moo
- ~ —
wz%mrhﬂmﬂo;.#mﬂc._ TSR AR
1__1_ pail ~ MM L ~ N o7 __01_ MA
;.1ﬂm» o)__M_glr), B d &l do 4
,m.,_AeL%]A_..s7mo%% ﬂn_rm_ni H ~
- ,ﬂeoymm_xxﬁxm Lolﬂﬂ 1_%
o B xR = Mg @ o oF N zl N
auﬂﬂ_ﬂowsmé_e&lo sdumﬂxﬂ_dw. 2 _,__vc_a
uaﬁee L aATOT = ﬂuT =3 5 W
%@mnm%wam¢waw i T
ﬁ_.mb7ﬁmaﬂsbleLAo%LL - o O
B moufs%aamwgmn o =< Em.&
mﬂp&lm Ehrz N =T s <+
@u%ﬂ,1é®ﬁuigﬁo = T I
~ 1O|L 5 ‘@Jv .AT 1@” ‘WM 2 . __O—. 0 ~5 \EE
oy ﬂuc._mﬂ L7|M| <F ﬂmrﬁo
Arkg_olfrﬂopw ! ohy o
;ooLlo,l_A‘.F ™ ],mu.l
x M?V o Alﬁ
S M mﬁmﬁm__o
o J
TER
0n_o_mw
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6.3. 2271710l CHSt H|Z St

6.3.1. 712

ol Zlo] Ao A 7AE thE 71719 Hlwsk= o7 7] 7] EH?Z} A
+=7}9 (blinding) ¥} B}A-2H|(allocation concealment)”} o]t} d+H, 2ol
(observational study)®] A-$-oll= X529 AE o] & M o]z} tﬂ%‘, 2 ALS

o low, Ibpad 11 A9 HW‘ FEe ] gl s = &
I AR BAE vlasty] QA= 11 FAezako] dasteh E3E 7]7]of Higt
P B e W= 7)7] ARA|Y] B4 B ofu et 1Al AE-E S
Uehbs QRFlE e AEAIRE o]4AlE0] Ee]d] uhil F)7HA] B7tEofof sh,
R0 o] Alg o7 7]7]= AlZko] Aol whet Al 7i =B R H7E A] o]
gk arel e g Qs

4 rlo

o o o

01N m

6.3.2. 2
6.3.2.1. AIEXL & Al

o7 717] WA Z Y A= AleAte] 583 s 7|7 Hoperator's skill and
learning curve)@} YWHsHA ¥ 9l F2o ATt olv| sHE Al
of ofsf 3= Ao] AREA 0|4k, *]% ol whet 7ol B gk Algte] thE
7] thiZoll o] & Brlek= AE ofil, AleAte] Ao ko] Gk nAls 8902 &
d, Holu Amrhdehe) 5, o, Aol gt wd 5ol Qlvk, &3, At
= A YA (transmyocardial revascularization)2] A" Al&olut FA| AA|
olye}t 19F WHE <7 2 H2 W, ou]x| 9] 9FAHimaging modalities), 3
Z B.9l(anatomic area) 50| THE YA A oA LEfsfjof sh, A
A5 Ao we Al A8, Ao HEE 5% AtE ook O}Eq %
Aldt= o] HAT A E4 e Aleshks MY o= (¢, A4

2 oF dr fE
14'
ol

My 1o

5) Sedrakyan A, Marinac—Dabic D, Normand SL, Mushiin A, Gross T. A Framework for Evidence Evaluation and
Methodological Issues in Implantable Device Studies. Med Care, 2010 Jun;48(6 Suppl):S121-8,



FE= 723 Yo R B Aleg A3)x: Fas8ith

6.3.2.2. 2K}

AFAE DA A= mf$- AghE REAA Aol EX|u, AR 4
(real—world setting)ol| A= Ho} We tjofst 3ol A Al&o] & (“off—label”

use), ©] AvlEo] AT Aol FFS vt E3h, A Bt FubAgt
I Ak FF ol et FI wron, Aexte|o] SR FoHAaE AR F5

Tof| oJgh Agto] ZolE5A Ak, 12t 2} A€ a l(patient selection factors)
< P RY SEARREE Tofsly] ofgfew, 53] 4] Ak 22 AT 5
o ARE 3517] o ¥t

6.3.2.3. atdnt

- o2 ou] Ql= dHAATE S5 LstARt, Ao wet t 22
(surrogate end—points)¥t &% 7hs3te] 0|24 AEZE W7] oL H$-= L
AR A= Q13 "combined critical end point’, "composite end point'E A}
&5H Hlo] AxE d9E /5T = Qi

6.3.2.4. SHIE U {7t

94&71 7] YA E7H, olrte] Se7IzE Aol o BAAT olo] ta o)
o ofef 3o} et

Ll
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£ Hofe] vl Al

oz 717 YHAIRS EHH

H 64

=M

=71 1015 = T =7HE0[ oL =2
7KSaict (ChER2| RCT*, 05™)

SRR B O AlZt: ME/H|27F 2R HiY
& A& JHAloll FES EH=CE(RCT, 0S)

7ts$t Alz mRlof st 9|42 HIKHRCT, 0S)
ZE 70 intention—to—treat?] MMt SHAZE =9
(RCT, 0S)

2217|7}: 0JAIE 0|@7|7|9] Al AT
7} atMutol| Fek2 0|E 4= UCHRCT, 0S)
=E7|Z: O|A Q=R 7(712] AKES| 3

SPE TRIIS 2&510] Hlw 275 FFRCT)
AH LYHFYOM 7120] Chdet AEAIE S5
0 223K0s)

7HSSICHH ST 4271401 XIg Znpo| ARE|(Vol-
7t A8l S&S 01 5 UCHRCT, O5) umcé—Outcome Relationship)z} £~ *—f—QIO‘E"iI%(El’

(RCT, 0S)

BESHAMHNMT U7t RjO[2t: WHE 4 UEE

2o M2 e sl

X0 E2dst7 (o]

2
OIMMIIE Fo|Z1A| 7|25t E1(RCT, OS)
HMEE7(7H0| 71 SH7E st H|o|X|QH B ol AL

=
= _r?__7.<_0+74x-|343}0|u}x40|7(| FS ol AbM T} i e
o] B}7} B44I0[CHRCT, 09) SudReTOy) -
: 5t 71 OlAte] i} QICtel AR SH DT HEREAS
2BH5HRCT, 09)
XEMO| %‘E%E 2% 7|2(RCT, 0S)
XZIE0IAC| ZHRC| X{0| : SRHIAY | UaiTl TRHAAE NS A Qe 2i2iE Ero| AR

o] X{0|7} 21 PEQIHIHO| JFCHRCT,
0S)

(RCT, 0S)

W0l Ml S0l EIZNS t=olskn AR AENS

Z2235HRCT, 09)

7171 0 ARZRESME JHREE 71717t
LIE = QICHRCT, 09)

Lte} : ORZ SAO| M|2lst H2|E AleXt
oF NEzdert W2 Sas Zalelof wat
AR S ECHRCT, 09)

HALE EWSEP Crofst
“All comer” HTE SH{0tEH
DE 0JAE 0|2 7|79} RSl HAS BE Holslas
210| LRBKOS)

717| At ZR(0S)

3
=)=!
Sh
=

*ROT : RASIBHY LAAIE, *0S : Bt

Reproduced from A Framework for Evidence Evaluation and Methodological Issues in Implantable Device Studies, 48(6

Suppl), Sedrakyan et al, Medical Care, S121—128, Copyright (2010), with permission from Lippincott Wiliams & Wilkins,



6.4.1. 712

A} Aol gt Ao} vl aTATE TEHORE 9
Fe} o] goleh= FAIE thEch IA A ]% |5 oFFo st Ate T2
SA FAlellE sk ZHE 3 BARE-S ERlske d] Zxo] ureo
oot ey < A l w2 ko «l?‘i A2 7 HAER] o2 3]
FHA-go] opd UukAQl H-85Fut Apke F2hgof o3t Aot} E3, oF=
EA] A1) Alg sl JEES EH7H OFZ-0] -5 (efficacy)oll thet o]z, oF&o]
A effectiveness), 53| 7]£9] FZ3} v|w g v w g vtof tfgt = FHEA]
AtH(Strom, 2007). Tl=oAs Llegkate] oFE Aol thdt Medicare Part D
Zaao] WA, oFEo] aulel PHAS abF oz HUIEE 42 9l WY
of gt Alo] ol AL glch(Lohr, 2007),

3 (pharmaceuticals)

>_E

oF=9] A ButE BUFel7] fIRt vkt 'S0l AAIE AL St A A
T A SHOA AR oI AT Qo I FAHE AT (cluster
randomized trials)o]ut A&A1E (pragmatic trials) = X% A (de—
layed design)¥} -2 thefgt Hwo] AA= et 3 AIE-2 F2H1Hi7g o]
oAt A 7H, om7|He] T, e AYer AodE ¢ e A Vo=
Yafjxict, o] WL oF=o AE Akt QoA B2 oldE Alwelth A&

s 2|z ol tsl] A-g-o] 7Hsst, B ol thek AH
A0 83t HEE Algdttt, AAE WHE Aoyt A= AmRHE
oAl AlRt=IQlet, ol dF A+t oAt Ao A

0 2 sz RS YA AT . 2
A AZre] At Fofuk SAHE AT = Qs 3 JAEHeRE, AAH AR
£-83F =4 (instrumental variable) 2 AFEE 4= Qo)

ofzo] mute} habe] obiA AT ke AR Y ARE B oFE AHgol

13
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£ o] H AT

=

A4, &&= (adherence), oF=of et A} 9 FaRg}) 2 HHE A5}
S} AR 75 AR Qo2 Medicaidd HY7]1E 50| Qit}, A&
29| B/ Bt ARk o] mE ofE ARE-2 WEkE A5sh] % nd
W3] ffsl oot 5ol AlRE I E3E AlgdolAd et 22
YEol ofEe] Bt AAY, 2EaL S H7Rsh] 18 =Y = ek (Lohr,
2007).

upAEre 2, ofE o] FAES HUES] s &4 22 Fr)H o2 AR
A 55 Aok 5443 244 Al(surveillance system)7F =412 4= Qlt}, o]
A AAE oFe FEEE 2710 AAE 5 A s, At wE HelE
vefeted e &

L

6.4.2.2. 112 Afgt

gEAFo] QAT vl AT Aol A YEhd 4= Qle W EA ] wAdeRE A
& Hpojoj A 1eF M4 Aap W4e0] 0B (misclassification) 9 22 AlEH 2
ZHsystematic error)E & 4= @it} o] ¢oj= Y A} (random error)4 thE
oFE 22 Aot} oFE A3 (drug indication)ol] &3t wgta T HA] FA|Ho] H
4 Sk, vt g dlold - EAIU, 54 S (intervention) ol gt A+
9] o8&, AAAIE ALY 3] (institutional review board, IRB)9] $291& o=
ol oA e of gt 4 AT 3 Al WY 5 e wAREC] AUtk(Strom,
2007).

=Z91%9] @ B2 (exposure misclassification)= 7%l oFE9o] a1} ¢
A e =lojo} 3k ARolet, T oFE ALES] sfRol ALSR SRR e] ERE B
o] 719e| oJESHA = A= FF 1E0] ARG o BEs] YA &
s, oF= ARGl tigt ghAke] 71919 faAdS w4 e AR AY EA
SHA] Yherh, T2 AR RE dojF glojEEef w2 3HA1e] SlAk(recall)>
b= TFU, ARERE 71ZE, dub Fof] ARERI=R], T1ejar $hRke] ¢l+tshA
S7/d0] wheh Eepii)

HgH oFRo| ool oFt QERL OFE A 2T HYHT ARE oY

fd

790l AT 4 ek 53] AL 714 e OB A9, Baw A Bt
T AR A QRRE o A% WY 5 ok B9, e £ 44
3} e AT A71E S

ofstollt HAAH|L Qs 2R o] RAQl nd o] Y8 ol Fol AAIR, of

s



=283 o 45] FA-8-9] 9iel JA| tpfsict, dlE S0, F2R8o] A
o e QA w BEA| IS 4 qlon BR8-S Frkshd fA

o] AlHAl= A= Tt
ZAabASo) gt @ B F(outcome misclassification) E3F Q2] elFAl S a2
o ook B2 dgtEe] g Aue dtske thAl S1Hintermediate) 235
ARreH(ell, A0 A= E). 531, ool AlHET] A AIPE AES
2] X & (surrogate outcomes)ol] isl] A-sl= FaFo] Qlon, o]= Ay e HF
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E7 Hofo] nluavtelt

=2 Medicare 72522} AAE S Medicare
A, ARleto] dfgt Hto] BaEA] o=t
g Aol oAM= X]Oﬂiﬁt}‘ﬂ Al&"of sk
TRo) golsh, oflet HZ& A FAIU Hlole o] AH =%, FRAS(peer
review) B3 53} - BA|F o] of7|dE 4= Qth, wal tREo HIARES A
o] BhddS flell ez E Za R shAT Zliﬂ%% 27l HeiM= “]Q =
At IRBE| 51k 22 ofH 5ol vk A7 34 2T ¢ e E ve A
oz, g} FRAelh H I el BARE AREA SNl Aol
o}, £3] JH7]|&(information technology)< ©]-83F AR Q] H9- b} &
AT A A e FARE, dF SAES SiE 1A = Y S o]
FA| 9715 ek, kA ITS o83 S-S F7isted] ofeol ARt vt
APro 2 IRB selof tiet &A1) of71E 4= Qleh, -4l Aoz ZAbE o]
= Y 7|5y BAES o8t A9 A5 IRBO 5l Y7} ofEE
Ak, EZE, AAAFIU ITE o] 8=t SAl tigt A+-9] A5 vl&=2] ZA7)
WAe 927k 9o, o]l& Qg IRB 5l& WA 3t 4= JItk(Strom, 2007).
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6.4.3. A

Confavreux 5(2001)2 tidtAd AsE(multiple sclerosis, MS)EHAE tiAro
2, S A Q7E ol8siol B 2kl 9 THE WAl S Aere] Al
£ ATt F 2 MS A A 270o] 9138 717Hrisk period)ol™, $13 717+ A
5 24 4H9] 7]7te] tj27]7Hcontrol period) 2.2 AAE Tt Z-2ke] 7|71 F<t
Al FFol o]FolRl SAEE =EHTe R, O9] o2 RES H=ET
o2 ERENA 24 duh BY 1 9 ok W4l A @3 oA sk
O Ak Afolofl= At AFHAAZE YEhA] ¢St (Confavreux &, 2001).
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