62

2.3 PR, KREENT A DB
[1 3488 3 ~— % EIR]

T ORMM EHEN DB, B2 5NE 5 0RER
DB EERN AOBBIZOWT, HEL, BEHT 5,

24 CafUER. BFPAIETHmO & H
[1 3B K 24—V

WO OB FEFMIC BT D AR OV T,
T OREICEMART NI b T3, BHEER O
SORENE. AF LE L2 TOFROAENTHETH
DOT, BRTLHRBROEL., B2 EREICE S
THIB SN D RE TR, LOLARL, [-]EZFD
AP E L ME, HAORBOAY v bR, BEF
ST EITVRET DHEDO. KRS TN DRI
ESWTHELTTY,

TR ATATIY —CEB adhbd) JED2TH
HEICOWT, HHaM b m(EZ ¥ a2l =Y
@ZM) BT LENEARINT D &, [k, |
HENTOOREE FERXRBEKL FEHFELB LT
#Bi(head to head)® R 2, FRIOFMER TLA
<. EROBEREICER LI@irngE Ly, IE
RO BB BB ROBNIL, B TRB L
T RFFHIETNMCHALHE, B THIETH
D, MHTIIR D, BBELERBHERICOWTHER L.
[FIDOBERB TOERAVICOVT AL My~
ThHo, 8L, Rl sRLEARO, @&
ORI Z AR < TR L ARV,

a) A& BA-BEMRR FRILIC 2 =D+
REL LR

b) i & BA-ZRERBRIIE Il 2 =V
HERE Y LR

c) BTG L <id#Rihe, BERERRE, 25%
H— R R EFTHEATE R 2 X—
g RK & EIR]

d) #BAX

e) EBTOARK - RORBFFIEMOEIHR, &7

a v 221HE IR LEHER T, BIEROHEE a
Mo dOERIZEZYTENLHRT D,

3 ETFTILHES [BRK20—]

3.1 EFLEE

WYNTERE SRR - B EE 7 i, [0
WL, IRROBERMELHH L-EREMEES
L. #FHIE EN DA EMZ & 5, BEL T
LHOIR [T A= 2T V—FHES, BFEER
BFHIRERETUTA2 THDH, ZOLH IR
ENET ML S TTRORANZEENS

o HTRSEAICEE T A BERE

o BREFMEOHR(

o HEOFRKIIBITIENT 3 —~< ZAFHE
TOREOKRE

FRZ, SOOI TROBEHIZOW TR T~ &
ThD

a) RHRVLEMEE, BEE, KFROBKRR, BHEX
& RER

b) EELARERIE L TN LN OIBFREE, R
RSN AL ET HIEEIL, 7 ) =N
VAL, bL, [, FOERIZ
DNWTHDIHTAFTA UV ERALTWERS
W, FRICREI 2, D27 V=R A Y =
ANZDNT | BRI L > TRR S,
ThEBET S,

o) REHRELLBER

d) Z7IV=INRRAY I BEIERY
8 & fh o> BEFRE RO IR B U 7 S OHE
bLELe)

e) B/ V=ANNRAY A CHEATIRG L
DEFERDE

) B Y ZHANRAT = A OIRFAE, b LEEH
THITERTE OB G B L OEREARRY)
FTOEHRER, b L <P R, ZhbIEH%
FRL, R D LGOI ERT D =
ERTE, MDOT—F V=205 ET NMEIZ



Lo THEEIHTIENTED, MELHT, B
WU IR R OBEMEIC >V TER L, N —
ATA v EBRBENDIRRREDORBEIZS
WTEHEZ 1T D & TH B,

g) BA-RREERL L, BARLOBX TSR
SN-HRERET U ML

hy HIEBAEL 7Y bh AORRME, Hitxh?
DiE, 18, 5, TLTLBRHRTH D,
TERE2 FRIBIRIE R O B R BICIRFT 5, B
B E T, BEOTRBIRSEY E 22572
A9,

Bz, BEKGEICIIUTREFIND .

) BRIh-EREE . SERORMESHT 5
&,

j)  EEARHER. BRSOV TIEBESH EITV.
FF— FRER T2 TOERIZOWT—F
ERE PR RETZ L,

k) TFNVEEORBII[-ORZ v 7 LB,
WY RHE, FHlTEE AR5 2 &

) KoOBHEREATERITLIZL  T—HEX
DY —A MRE, EHLUZRER, REH. &
BE. WABRM. BLUWSERE REMAK
BL O BEEORIE L, BRESR EFRET
TR, O ) Thid, BREMEERTIC
BERANRY FOEBERNZOVWTHED D Z
L.

SyiTid. BHEHC YR ERRRBR, B, BT —
FIZHh EBOTEY [ L > TEBROBERICT
DEBOEBEASNY - ERBRTED LD THDHNE
Th b, D& ETABBRENITR DI, [-1rbD
F—4 OEWVHERT—F. EEDDITLNBLEL
RHTHAHI,

TN O IT, KEESTORBERSBE L
([EFEBIUCERLICBT2ERMBRICET 24
BRI Lo TAREN, HRFHELEZERZTET
BB, BT T VIRENTORND, ROET
JATHE ZAUCHE D & Th B, Texld, EF I —
EOERLETHS LBBL TS, FRICRENT

WODIE, HHETNREEHRLIZY . EERHE
BERHEGIT 2 b O TR L ([-]OFEHFICE > TE
FLORBEETANREL_ERMICE LT, fEPE
AT REBRBIEEBRE LTINS,

[~]~DHEGFIZBIL, HENSBEFEFNDE
=T NAEE

¢  WRELAIREZRFRFETET VT, RIRERBE
(2 & o THE YR HIFEIR & R,

o EHEREES L<IL [-ERADIERAA KT A
TRV, 74— 22T ) —REICERD
HOHERAAY =4, RELKT, BRETD
BRANAT A EBBRLTH O DT, 7
Var YV —ERRTHERNES S,

o [-]OXBE, IBFIELE D, BEOBFT
HEETMHEANTND Z L,

o TFMIAVWLNRTWAESE L HENERET,

RIETED T &,

o BETDRE/NX(ER, R, HRER)
ks TES DL,

o PREREFEEN BHBOT — Z (B BE
g, BRMHLOEEMTEY, BHE,

EEERERAEEEERTI LN TE DS,

*FERE T
T B
o T—HYV—APHMEICEREIN., BOIORR
MmEBTWDL I L,
o T AN, EREICETIVICERDY AR
bhTwsZ &,
o THEFER, FRCEERERIZOWNTI, &
‘XN TWBI L,
o T L BB OFMIE E OGNS, EY e
FRRIUIESWTRERTWAZ &,
¢ EFNAEEIAHREFUHSARICERE I T
HT &,
BRT7TON YR

o TBRRRIT. [-] O7+—I=2F Y —IRIEIZ

63



64

BELTWDHOTR TR LA,

o RE~ORELERAOHNNN

o FERIIRALTE, A7y FETWND LS
KRR TWBERETHD,

o TIRETNVOAHEERIT, WYIST A
bah, FRIBREINTNDEZ L,

o TRTOEBERICOWVT—HERERSTO
FERD PR — RRITRENTWSZ &,

o FERIT. BERT 7T 7RBRBHINE
ENBHEATRENTVDH L,

ETNORMETEERERTH D, BEREBOS
By LYV RMOREBRL | KK EORBEOMRRIZ LV E
972 1-3EMORBE | WERHEINRZRETH D, &
D BEIORBR T, FIRIHE )0 TR AR OB A9 72
RIEITIE, L0 BEOREN L OEFRE, QOL i
AFERR L BNEEhD, BEIERCE. LvE
HOFMAENTH A I,

32 ETNIZE T BN A—4—
fet

FERF & AR ORI, BIED T o & MMEERBRAS
VETHD, ZUHDOT—H ik FDA MER L -Hft
YENROBTIES . EHOBRES T2 TRADL
By, [ i, MESER NS ORRA FDA K

LTHTORITNER G720 L 2B L T\, B,

[-] &7 o FabRBud, BIREAEICE S HERI DR
RZITV, HERBERTI LW ) REETiTbhi b
DTHY, TOBREEERICZOEEHERTH &
FEEL W ERERL TS,

—REIT, BR EOFEPIC OV T, REBOEE
HILHEENLE L SN TRY | #E LORREERIC
OVTIIRESH TRFTEINZRETHD, o TE
HAETH Y, BEMICLIFE SN Db, BREE
e TR ERT 2REFICIADIEOKRER
MMEOERICERT 5 2 EREEND, ThiCiE, T
TIZT Fe 7 Ly NESFIBREZRSAATY | %
M EHRAE R OAGER AR ENLEL Sh37259,
[] DARE o7 BRI HFIEOZ S L RIS 572D
(. FRAT FIEORR & AR ALEL RD 1255,

-9.

KDL BRI, AIENDERAREA~ORLE 2
DB ERD

a) EFFAOHRERBENEERBROAMEEBL T
VAEES

b) RBRORENZ MK L, RN TH-70 .
REOEETH 24548

o) MREDET, ME, HREE, A% (7. &
a2 EYORUREDERARR L TR
5 ENTFRINDEHE,

RICICBMERADBE, RECEOTEMERICE
BINTVOLHEDUEBEREARRICOLESNTNS A
LI, TRFIEOBTEIIEETH D, FRMITONT
DETOERII(ZENANDTUE—L 3 0 THAH LIE
MBS &Y ARE LT B BE DBESFEEIZ S\ C R
BT RETH D, AIETHIVUL RIS, -] @
BERLBLOBER CTHRENIYUTO T —
IZOWTRLIEEROREPZEE A, Zhit, XE
PA T EH LG oRE, BiclEh s,

3.3 Hm. WM E, 5L UEISIE
L

FERGITIE, ZHROEMORESZEEh, #HE
HIR BRI TR I B VW TR S h B, T
FE, R ENBHEFIE L s &L,
[] OBEBRE. FHE. W LOHIRE KBS ~& T
D, WOELEZLNDHEFITIE, BEF L7 7 L
AFHEE ATV, US PHS Panel OHEIRS 5 HIEICHED ~
EThHD,

34 Sk

ST BEFET VRO NI FEIIRE D <&
TH D, HIME L Al R ERE LT VET
NDFEIFIZORDBD, [] DAZ v 7 FETAOET
DOEREEFT L ERUETH Y, MRFIERED
EHE, PREEICOVWTHEICRNT 22 L0 EN
5, BECOREE, AiEh, USRS D~
ETH D, (ETOEKITHONTO) AEH—F R
GO MAF— FR%E, @ HET 2, R~ —2
LMOEFE S — R L ORENTG EHREN D, 7




HEMORE., BRR/ERESr—AD VT U 45547, WifE
WL ZRMBAEELR ST, VEIOBEITHAUL, B
HHID,

3.5 EFNERORTE
ERATROEETRRTAETH S,

a) MITERBICET ORRER-FBERELEA S AN)
M. W ERBRICOMBORNIRERD R
EThd, ThHOTF—FDFHFB, [-] D
TA—2FV—FRAR I -TLY HEL
I, G LRTVOTH S,

b) BAR, HEELHOBAZL-THELEND,
LTOER -EXBR L LTRENDETHY .

Z D% BRE L& DI e RERERICE
ENBHRETHD, HFHTITIBFIEEA B2
HREEER L) IS EARBMEAGLE
EFNORETHD,

c) BE~OFEIL, LR~DEAANITOND
RN, 3R LI-BRTRENDNETH D,

d) BESHIE, £ L bk— R CRE
BT, BHELE R DA — A L L HITETR
THRETHD,

e) BAZHMAIEIERE, BA-HRNM O
By (M FR— RRAREICE - T) BRICR S
N THER DR,

3.6 fHist

fh DEFHEEEC, ST IR S NI BEFDET
ARHIE, BHEOOICH T TN EIERT D
ERESRDBELH D, BN, ERNOFHECL L
SLEFALRDHND DI, [N, BT — FRH
BT — 2 ZFIFTE DRBER(E AL ET)TIT
PRBBETHD, BHLNDEDITE, BEOET
ME, BEBTRATWS —RA— VIR, [-]O
TA—aF)—ZEOREERATHZLITLD
VAT ARE~ORBEELRITTELLDOTRT
50, MEA¥RITELOBEICBVTHEOT
FNOELUMEFEH L2 < TEie b, E7 VO
FEHLBO LI [ L > TEREROEE S HETH
U, BEECBOWTOLREMTIZRDES S,

4 BWRMEEBRENTER

o -

R—]

[’XK2

REBEMHD S bakry va id, BERA¥ICE ol
SO T S HEE ST O2EERER L RMT
B THD, BESEIBCAHETRSTWAERIC
DWTHRICER L, PSR 28, -] TTESH
5 OMAOERFEORBEL R T2, ZOFRICE
S&, BEAED, [ TOBK. KA LT, #
BENDIEACOVWT, BERBLIOEOMORKE., &
BFRRER~ORBEL LI, EYTHLIL2H
WIDHZEBKRDOLND, ZOBEBEBLT, BRELS
RO TWHHRT, BENE R 6ZDEELD
HEAOEELE BHETH T, NEoMErAFERESN
H5DTHB,

5 RFTHHER

51 EREEEMTOIIAH

ML, kot svar 2 B8LU3 T LR,
2 TOEEN, BRAREEWTHRO Y R & Bk %
‘’tkd 52 &,

52 RBEFEMETI

s BEIC L 2HE IO, REARIL, BETE
BETFNEBAT, BAREEND, V770 I A
LT = AL O TRNT D 28, ORI
. 354 F0T 4 AT CO-ROM &R, =7
N T—g 7w ASCIL 7 -F Y374

QENE S cEp)= R - GV NPE VB (o3

FaNEATHRETL L, EFAMEERTHL S
LTt A& e LA L b ANERERRE
RARMRL, MRS A 17 T, 4 ORI
DWTRRAFTE BT » T D T ek LR
He [Tk, COETERNRBSHCE-RTLI2E

o B EHEICERLTUIAS AN, BT AOBEE

SO A v =2 T A (PRI T 2

-10 -

65



66

TH—aF ) -HFEFov YR}

A HEER

Al [FDAZ v 7 LR, BEHBRICOWTRHER LE L2, EE Y]

A2 [ HEHRICOVWTEELE LN A Y-S

A3 [P HRE L TWDBEBORAN M LMD DO 2 KIE L E BTN INAY-3
Lz

A4 AT —ZIZOWTEHBELMEE L=, [ AVAY-4
(EEFENA L)

A5 ERLBTHAECTHFEBZEHLE Lib, BUN A3

HZT R Foy 7V XA MR ERTHRATE L

B. &

B.l AEGOBBIEFRSBEEINTWESTD, M Y-

B2 ARGOBIIEY A MIBH I A TOE T, B A4

B3 HIEZ L ICARBOMBEMN T NERE N TOE T, A A3

B4 ARSI ONWTHRETA FTA4 UBRBENTHETH, EA AVAY-4

B.5 AR OHPHE L OBKIBHREIZHOWTY 2 MeEXhThETh, v AT

B.6 WWIEZEICARR EHAENBZERZOY X M{ERLE L=, B VWNVE

B.7  GEAEZ S ZARIGOLBEABFIR UE L=, A Y4

C. BERES

C.l ARG EHEEKIZOWTHET 2 TORK., 8L OFOMORE % T [ A3
ALE LD,

C2 BRLIEBTORBROBMERE Y r—I2EHE Lo, BN AAY-4

C3 ROTbhE2TORROBNE[-|ORET H>REN T, BTEEC = A2y
Lo THHLUE LD,

C4 AEBIEHET LI TOHEBERBRESDE LD, EON WD Z

C5 RTOIERNLHROBENE[-DIBET HREAL T, EFEEICL- =g A4
TERHELE L7,

KB OT — 2 \ZIx 2 THR DAL BT L

D. B4 2R FHIER

D.1 ARGICHEE S 52 TORARELHPERBREIR L E Lizd, U Y-

D2 HHL/2TOPERBROMREHRFE Ny r—JI2&HF Lz, A AAY-4

D3 IZHLDOPERREZZOBEREEOMEMEEZHBELE Lo, b AVAY-4

D4 PERBROEN A, BETHEFXNCRHLE L), A AN

D.5 AFAMEOEANIIL, HIEFREHRLTT « R AL FBENE T, F NS

D6 ZDHNARBROEBEINHFICE TN TOEST D, g AVAY-4

E. BREFHETT L

El E7A0OHE 74, REHE, FHTHY . BREFOEMFE TV N INAY-2
FIZHES IR EN TV ET),

E2 By 7O0ho TR AA—=Va VDEFALRBHINTWHETS, EUR Wz

E3 R [-07+—327 ) —ZEROFBCHE LR TREIATH | 20 Ay

ES RN




TT NRAUxA BEBPREELZY, RNZABNLELRBEOS T EEETLION, HoH Uk, i
HE LB G & SATBRRIA T2 892 ik, BRI TSR T oA, v R— P RALRAT TR
TLANOBEREDOL~ADTTE, BERRELBHTOBTOBMICLICATE 2 _&THS, BlILIZ, 7V =R
NTT Ty, VIZANNRAT A Z VT ARNRRAT oA Ty TIRERSH 5,

K i BH(Dessier) : MBS EIC L > TR T L ICRH AN 332 LR — MEEEXEEFEETUTE2E T
(VAR - RARORBNOOOBK, BREFHRT—F, (2)FOMBEEBATLETHELINEFTEMYMOS
5, T OMEBEEOBE L BRENBRICHTIRELY FRIT S, BIRICL LISBREET L,

ZhIR (effectiveness) : T DEIMICL AHFEN. HE] OFBFTFTCHLLLITERORE, [BERIEICREELE
EZTHWEEEBROT, BRI UVIZUITFDARTARZ LY b0 <0545, BHERIZS THEE TIC/2VWA Y
FIRE LB SRR RN B E Ly,

BB (efficacy) : TOERKMIC L HIHTD, BFELFHT L6 LELIBR~OKE, (BEEIR2TELWY A
YT, REARYRET S, EMEC FDARRORREZLF TS, BHERIIHICE=F—&h T3, ),
PHRERFZEIL. BRIRIZIL FDA ~OFERBFEOEM L oo TH, 7T ERINT TR, BREKRE oL B4 5
HEBOHE Ly,

ZA—IaZ— EFMNCERSND, 6RE. EELBLOBEEFRO Y X M T, BROBERERE. B
K OMERRIE I DOV TERR, FEHIE, £ OMBFMRIC X DERIHEARD L TV,

Zx—IaZV—VRT b RRERBBICL - T, B, KA, £OMEREMFIZL > TSN, E
B, L UBERE, BREOHERICOVWTOL#H T, TORKRT LEREFRBBOBEBICH LT, KLE
FHUZEYITH Y . BRMBERNE D, EEL, BIOBEERG, BREZRET D,

EFY T ERHETAREL, 74— 127V —EERUFRERIETHELHHTIOCH LGNS 1 (1)
BERREERE ; (2) TOREBTORAE LEFREORE, BRLRROET VLD 1 S>ORBEL, filz
i, RBREOLREDET — 5%, TORKEFHICEE L, AR, BAMDEBRCERTIZETHE,
ETFANLOBRAEME~ORBOT—HE, 74127V —FEEICLD, BRLPFBHLAERE TRITIIC
DOFHIND,

LT 583K,

T EL—

67



JE A BRI R B e (BORBH A HEENT TR S 2E)
(S - ETRS A & kR & LI AT A BT A Y IREDTZDD
TX A= b A oY AR E RS ICEY D
Sy TR S &
FEB L OCRBOERER VAT MBI 2 EEM - BRSSO
BFFMEAIC L b o MR OREICET 5058

SYHERRZEE MR ER MR AR v R R e E SR S B

e

TYTOME 2 I T, FAR B A 5y A7 (PE) & B 1 A I E R BRI AT o8 72
TR ) DS AR U T D, AR B TEB LRSI DIEFREI DR T, ERER
Sl E L CORF MM AOIIL, EDOINTEASNIHEL T DO FHAE TN L 7=, £ DRER. BEAF

DEFEHIE~D PE EADE R U Eebian 2 ORBERIDFET DL AL

Sty F SO AL T3 E O ERFIEE~D PE BB W THERRICEET D EHERE, £

SAFAREC L, B L WIS PE VAR A OREILEDLD THERATHLHEE 2 BT,

A, BHEERY

T OTICRNT, ER OB A S L
TERREAZRD AL D T 58E 2, &
AL TETND,

Bz, PREIZIBW T, 2006 42 H 123K
KRB AT A RT A4 > PEHA RTA )
DFHE— 77 MAREERLTEY . BUfk LW
LRI AR K DR DRI IC D D,

BBV THE, BRY AT A~ FAR
FAATE A DR EE TIHE > TORVA, H
TREFRRIESRED T, T U N AW
DOEFEN e S, TRk N HDPE A K
TA v OREBERENREE IR STV D,

TaPNInmbREIEE D & LTV LHIENRRE

ERMA A R 74 L OFEZBNT, FITL
TOBFEFE OGN, &0 BRFENRIES 21T
AT DIIIMO THERATH D, £z, 7¥7T
DE % TCORFIL, 7D I LFEOT —F

AREAXGAL-MEE LTFEELTWATZD,

ZDIHORIELERTHD LEZBND,
F T, AT, PEB L UOREBOE
P AT MM T DHEAEF SITEACE D
RO RESOREEPLE L, 5%, AART
DPEAA RTA VRECEEL BESTDTDH

A 5 MR O 21T 27,

B. WFsEHiE

TIOT DRI ST PE A KT D

69



70

REIE, FEEESKE b Tn5,
FDO—2>THD International Society for
Pharmacoeconomics and Outcomes Research
(ISPOR) 1, R EEOIEFIRF A KT 4
R - W EAT O e &L IR &
EBELTHWOEE?STH D,

SN TG 2 55 e BESFR R 5 R AT 53 AT 1 RK
A& LCHMRERE L CE R
b b T YT ORI ~DE Y
ns, FATORE A TS
HTEDMADRH D, TDOTD, HFil, AL,

AT EN TV D

HE, §EE 7 & ¢, ISPOR @ Local Chapter
(M550 s) DERL&EHL, 7 V7 HETO PE
BLOT U M AEOF LT E LTHE
FIWPIERRE N e STV D,
AWFEIL, FEB IZOEEO ISPOR IZRIHR
THWIEORK - BRE LB LT, ERY
T LSO FAR S HHE AT 707D D FHRET
DOWEEITV, TOMF&To7,
(B m A~ 5E)
AWFFNZ DN TUE, R RFA D E A
BIZBWTRAET SERZHRIC T2 &
MEE D720, MBEAIRBIIA Ui,
Bi¥iw S
FENZ BT, EREOSEABIELR
MEE > TS, IHIZ, 2005 F 12 AD
HEESE PRI L IWETICLD & TE
AN D 66% MPERIRBRIZARINA T D 5 FREH R
ENTHEY , EFRHEE A~ DN RE 25 R

L ESNTWEONRHETH 5,

B v B O R VA = i D R b 5
ENTEHY . PEBUMTEEZ S 3EHOT] &
T EEE L TEN, Hids R0
BTV EBD IO BRDEPHIT L TR,

ZOEH RREOH T, HIETHE 2006 4 2
HIZ PE WA RTADE— KT 7 FS5ERL
L. BU i L OMbBEERISBIC oA S e, B
TEDLEZA, HARTA N T DHEREIR
SINEL T D EMICH D, PEHA KT A
RIE~DRYIOFIAFE =N, 2004 F 12 H
WKEBSALTNWDEZ END, FT77 hEME
T4 7y BEELTWS, 5%, R&NR5E
FCE TR, SOOI ORFFALEE R S
NTHY, BRATORMKEE TORED
2008 FELFRIEENT VWD, Fiz, WA RFTA
VEERIE OIS FEO—F] & L TiE, PIIE
BECIHMEREMZEHZ1TH) 2 & T, —EDH
B AT, RICHEBWEANCETTHHIE
HBEZALNTND,

PEHA RTANTREL 3DD/8— b
ERcEh Tk, OfikA, Ok, O
WEEpE (%) #x5ETHPENA RTA
vERoTWA, RESNTTA RTA4 103
FERBICHATHZ LA HE LTINS ®H
EFHEARE~OIEIL, BURTIIEBEEN T
UNRUY,

BT, BITE, 0 RERGE N E
WD, TOHRTIE, PEHA K74 DREL

DBV ATIT 4w 7 b Ea—RAZT )Y



SR ENSTET U N h AR OENARL N &

PLEMTERTWAD, Lichi->T, PEDN
FITHIR TIEE EN TR, L LR 6,
ISPOR HIEEENBIL, HREFICH L, BT
DIREHET>TND, TONEIT, OF~T
D LW EFHTIZ R L TRl 21T 5 B, &
ELADITFO T ATHDLI LD

ENEBODIT I OO LTz o F— D%
3, @51 5 LN
EEOFFLEDS L, ZOWEMST L 25
L ORBIREFTHHT, @PEVA FTA D
JriEwmic B 2R 05 & BUN 8 CRE T
L, ELIERETHY EEMDPETA KT

. BrEE T PE #

A VIRAREE SN TV D,
ERHEESIC L COHA RI A, A
PR L= ER L OB TR S Twnie
Hole, 2006 - 3 BIZ RIS THE S
ISPOR 2nd Asia-Pacific Conference IZ31F
L7 DT HEOWICE O LR RRIIL, EEE
SHIZEIT 5 PE A R A MBS, BN
Bas B L TS BRI il Vo712 b DT
BHotm. ZOLkRBUROF T, ISPOR OHF
FEIHRE DR HE & LT, [Medical Device &
Diagnostics Outcomes Research:Issues &
Good Research Practices) & BT % RFZERSE
OHRN TEIN TR Y | EHRHER & EKG
DA ST DOFE DI DWW TR EOIEE 2
M SN TS, BRS TR TH
LM, BIREOHERIZOWTOERESED 2
EMHRT=oT, BB L & LTRT L7,

by

(

D. HER

PENZ BV T

b1 DFZED T — B NI TR A D

HRlzcB W THIERDOT

—Z ERWTHEGEN R ENTND, A F
FGALDRTT7 MIBOWT LA TER SN
Ty N LT =2 O S EA NG
EFNTEY, EHOKEIRRATH L), i
HT—H OFIHITRRO bNLHT#TH D, £
7=, REM T CLEREM T 7 /WA & D T 3 32
BizzHasnTnsg

SHEFIATREEE ShTlY ., Eirhe
PEAEEHTND,

W, A RTALTHE

PECHE#R SN TODEHA RTA 13
Cost,/Effectiveness (C/E) BFFEDE % M L
X, BERIRES 0 A TOCET—HDIE
eI & HesE 2 B 5 B Tl sh T & T,
BURIZEB W TS, HAEEEOREIZFRL T

BB DN < OISR DR
ST OFER AR LT D, L72di- T,
DA RTA AT, BFFHES T OT — &
ALl 74—y MIER L, BERE
HORREZEDLMNNH D Z
RSB, A K74 0D ZinbONE

EBRFH I

AR E L, i~ oS, vty
I RT w7 A RO, 0TC IS OF
BAO#RE~OW R HIT AT D,
EDERS AT MBI HEERBOEHROB
W E LT, BT

WrofERn4 £ Tl E
[CHEZEREE L LTEST bz &b



ol

ik L0, FEICBT DA KT 4
. B NI 7 PR LIEERD THY
Sk, T RARAL ABIOa A M a0
LIEMAEHBELTWD, ZO&oic, AR
TA CFERMRE TN, BERELOLZI DR
A== a VERATH B, Kl HA K
T A Nl T, BRI T 2 FE D 5L
T ok, FIHARER T — 4 X— AL L
A9, b, OWEREFETES ML
—S U TBME LRSS, TRHIZOWTH
FERANZ IR 2 TE L TV D,

W E PR A LR CIESR DEFR & AT A
IR R IT OFE R A KR S EDHT v AT
A~OlEHE BIE L THEITRTH D, D7
. AT — & ZFIR T S MOEE S L OE

&

47 43 2R DS B B L7 U VT RE & 74E L

L5 OFE & HERI S D,

— . BB BT, RIEEE SO A
£ T VEERRSNTE LT, BRI
I EAS SR L TN B, BRI AT AL
BT RN B S & SRTWD,

Fhik, OFEFIRFELIT & IGE S &5 7
WITHE, BRI LT, EOLI kAl
BT 4 TR B, QARG
ERHAE L D, B ED s L— AT — 2 %
BUK TR T 508, ZRAFATE 5
L 9IcTB00, @BMHAMFOMHEETH

5 Cost,/ QALY D%, & ETHRHET DD,

EEoIMETH D, WIERIL, PET—X

72

YT DX, BURIZBINE 2257 ) & B A
WHAET D, FI2PE T — X & FSRGRR LA
LT 5 LAGEMIM G BAEL D bR L SH
REMEDS EV Y, ETo, FEMTHEH I PE
WMEELMTELEICLRRAPHLTHA
7. ZHLHORMBIL, BUNBER S AT b~
DOBH L LT PEHEAZAREIT L, ffR~DE
HAERLTEBL ZERKLETHDLEEZ LN
Do TNBEBITDHE, PETA FTAKE
DB E & RS, BiEL T E-BD
na,

R A )R & LT R AT ~ D
VAT, SEIORENG TH > /oPEB &
CEEBTHALN -7z, LU, Bk
£ 912, ISPOR OMFEIEEIOME L LT, &
TR B ORRF MO & bt g & LIcifgEo
FiEFmC BT 2 EBOHMA TE SN TN D,
ERHEAIERS & FZ < OR TR > T
Do BIZIE, ZL2W OB TH D R,
FLEBBRMHBIITORORE THD, L
o TINLDENWEEDLIICHBZHD
D3, DI LRI EN M AT O ETHEET
D, Bx DPETA RTA VREITIIT D3
ICERRER 0B E B D,

AL TIIHEE LOBBOER S AT A
(ZHBUT D IRE LM A BT A~ 7o BUIR %
L, MEAEZHLMC Ui, RFEEM ST
PEARTAVREICLY  EBFRVAT A



~NEATAHIEEREELEAD L, HOMNIZ
FHEMREITLTEY . BIERERBEE LD
ek D, AARIL, BB LEBRETHY .
B L R MEE AR THWD, Zbd
RARE & figh L Clviene PE A RIA
PIHERE U7V VRTLIC[E 5 ATREME L FIET D,
FECEa I 2= —va 2@l PEX
A RTAOE/REHEL, AETIEPE A
R A KT D OB ORE & BUFICHE
ELTWD, ZOLHIC, PEVA RIA K
ED X 5 aFIEERE M ORI, PBEHRE TN
TOaAIa=—a ACr D BEROINRE
X252 ENAERTHAD,

HAIZROWTE, ¥Rk 17 4 9 A2 ISPOR H
AREBEMPFSL S I, FRALIC Y WFIEIE A /3 —
W X DR 5 21T o7, PETA FT7 A2
DY Y A I AEMOE R b EE
LB, WO L L TEHROE
BRSNS,

G. WrFEFE#E
L. F LA
7L
2. FRFER
Yanagisawa S; Kamae I, Oderda GM,
Otsuka M, Jorgenson J, Otsuka K, Brikxnr D,
Outcomes and Costs of Generic and Trade
Ranitidine Use in the United States and
Japan. ISPOR 2nd Asia-Pacific Conference,

Shanghai, China, March 2006.

H. Z0FTA HE O BUSIRILOD HIE - BRIl
1. R EF IS
7L
2. B R bk
L
3. T DAt

L

73



Medical Device & Diagnostics Outcomes Research:

Issues & Good Research Practices
THE BOOK

ISPOR has launched an initiative to address methodological issues and good
research practices when conducting outcomes research for medical devices
and diagnostics. The product of this initiative is a book titled: Medical Device
& Diagnostics Outcomes Research: Issues & Good Research Practices (THE
BOOK). THE BOOK will address issues related to current health technology
assessment methodologies and recommend good outcomes research
practices that are specifically "tailored” for fast-paced, medical device and
diagnostics technology environment. This initiative is a _joint project of the
ISPOR US Medical Device & Diagnostics Council and the ISPOR European
Medical Device & Diagnostics Council.

THE BOOK will consist of the following topics (BOOK SECTIONS):

» Medical device & diagnostics outcomes research differentiation
[differentiating from other health care interventions (such as drugs)]

> Evidence hierarchy for medical devices and diagnostic procedures
including the use of “real world” outcomes research information in
coverage and reimbursement health care decisions

> Clinical outcomes research issues and good research practices related to
medical device and diagnostic procedures outcomes research

> Economic outcomes research issues and good research practices related
to medical device and diagnostic procedures outcomes research

> Patient-reported outcomes research issues and good research practices
related to medical device and diagnostic procedures outcomes research

Each BOOK SECTION will be developed by a Section Working Group
consisting of users, producers, and sponsors of medical device & diagnostics
outcomes research information. These Section Working Group members will
be from diverse backgrounds with at least 1 representative from academia,
research organizations, government payers, private payers, and medical
device and/or diagnostic industry.

Each BOOK SECTION may consist on one or more chapters authored by at
least one member of the Working Group Section or all members of the
Section Working Group.

.
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Medical Device & Diagnostics Outcomes Research Section Outlines

Medical Device & Diagnostics Outcomes Research: Issues & Good Research
Practices — RESEARCH DIFFERENTIATION SECTION DRAFT OUTLINE

This Section Working Group will identify key differences in medical device
(both therapeutic and diagnostic use) compared to other health care
interventions. In addition this Working Group will identify key issues in
interpretation of this research in health care approval/acceptance,
reimbursement and coverage decisions as compared to other health care
interventions.

The purpose of the section is to:

1) identify and clarify the differences in conducting research on medical
devices and diagnostics used therapeutically as compared to
conducting research on drugs

2) identify differences in regulatory approval (safety/efficacy) and
reimbursement (value) of medical devices and diagnostics among key
countries

1. Difference in Conducting Medical Device and Diagnostics Research
versus Drug Research

1.1.

Research question (early drug questions are to do with dose-
response and applicability of animal models to humans and later
questions are about outcomes. These take years to complete.
Device research questions have been whether or not they do what

the manufacturer proposes, i.e., pacemaker fires in response to
lack of atrial stimuli.)

. Medical device trial design ethical issues

1.2.17 Randomization (discuss designs such as cross-over for
electronic devices, cost/subject, finality of study group)

1.2.2 Blinding (discuss the impossibility in some kinds of therapy
of blinding)

. Adverse events issues (drugs have drug-drug interaction, drug-

metabolism issues whereas devices are usually inert but can have
physical or electric issues)

. Device failure issues (device may not have adverse effects and

have no warning of failure until needed—ICD example)

. Diagnostics trial design issues

1.4.17 Are specificity and sensitivity sufficient to determine
outcomes? Diagnostic devices have outcomes associated
with speed to diagnosis and the impact of this on patient
outcome and costs. Need work on the value of determining
a diagnosis.)

6. Drug-device combination
1.7.
8. Research funding issues

Drug-diagnostic combination

2. Economic modeling



2.1

2.2
2.3

Medical Device & Diagnostics Outcomes Research Section Outlines

Timing of costs versus benefit (including questions of discounting,
also the lumpiness of future costs such as replacement vs. daily
drug taking)

Front loading of development costs

Modeling the learning curve

The impact of time on device costs and outcomes (Life-cycle issues)

3.1

3.2

Product development time (feature development vs. new
molecules)
Product upgrades

User skills (implanter/diagnostician vs drug prescriber)

4.1.
4.2.
4.3.

Clinical trial reproducibility
User learning curve
Clinical trial user skill versus real world user skill

Regulatory and Reimbursement environment

5.1

5.2.

5.3.

Regulatory market access
5.1.1. FDA drug vs device
5.1.2. EC vs EMEA in Europe
Health technology assessment

5.2.1. Government agencies (timing and impact of decisions on
market access) :
5.2.2. Non-governmental agencies (evolution of standards

between drugs and devices)

eimbursement

3.1, US Medicare and insurers

3.2, European country-level processes (distinction between
drugs and devices)

R
4
4
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Medical Device & Diagnostics Outcomes Research Section Outlines

Medical Device & Diagnostics Outcomes Research: Issues & Good Research
Practices — EVIDENCE HIERARCHIES SECTION DRAFT OUTLINE

This Section Working Group will identify key methods used for the different
types of medical device and diagnostics, key methodological issues, and

develop an evidence hierarchy for the different types of medical devices and
diagnostics.

. Introduction
A. Broad statement of problem
B. Role of evidence
C. Application of evidence throughout the spectrum of care
1) Screening
2) Monitoring
3) Treatment
I1. Background on trend towards evidence based decision making in medicine
[We Must make sure this is not redundant with other sections]
111.Review of existing evidence hierarchies (this should be descriptive)
IV. Concerns about existing hierarchies
A. Existing hierarchies assume "efficacy is key decision variable” whereas
real life decision making, “effectiveness” is or should be variable.
B. Not appropriate for all decisions
C. Diagnostic and devices are different
1) The outcomes oriented / control group study design paradigm may
not always be appropriate
2) Operator dependent
3) Incremental, iterative development
4) Selection of endpoints. [Output is data/ information, as opposed to
health outcomes]
V. Revised principles
A. Evidence must support decisions
1) Different perspectives and needs
B. Study design must reflect multiple goals
1) Decision Objective
2) Rigor
(1) Alternative methods
(a) Control group type studies
(i) Primer on evaluation of merits of different strategies
(RCTs, quasi experimental designs, etc)
(i) Bias vs imprecision
(b) Other methods/ approaches
3) Feasibility
4) Level of certainty required to support decisions
(1) More on bias vs imprecision
V1. New hierarchy (hierarchies) (multi-dimensional) (note: this new hierarchy
should be appropriate for all real world decision making; point wrt devices
is that it is even more important because traditional “efficacy” evidence is
often not available or possible; here or somewhere, we need to make the
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case that we are not compromising evidence standards, rather we are re-
evaluating what the "gold (and less than gold) standard should be.”

A.
B.
C.

Vil.

Quality

Transferability

Patient outcomes

Using the new hierarchy in medical device and diagnostics research (is

it research or decision making?)

A.

w

Mmoo

VI,

Technical proficiency of the “operator” (i.e. complicated procedures
such as neurosurgery) Where are we dealing with the “learning curve”
probiem?

Effects of different types of material for implantables (metals, plastics,
etc)

Attribution of effects on study outcomes

Capital equipment variables

Where are we dealing with the next generation problem?

Conclusions
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Medical Device and Diagnostics Outcomes Research: Issues & Good Research
Practices- CLINICAL OUTCOMES SECTION DRAFT QUTLINE

This Section Working Group will identify issues related to clinical outcomes
research methods used in medical device and diagnostics outcomes research
(such as extrapolation of surrogate end-points to outcomes or when is
comparative evidence feasible and needed) and practical realities in
conducting this research, as well as key issues with the interpretation of this

research in health care approval/acceptance, reimbursement and coverage
decisions.

1. Clinical outcomes research is the ultimate marker for success in medical
device development and application

2. Determination of clinically important differences versus statistically
significant differences

3. Metrics for clinical outcomes studies
4. Surrogate & process measures

5. - Definition of surrogate/intermediate endpoints vs. final outcomes
- FDA/EMEA criteria for outcomes
- Validation of surrogate outcomes
- Examples from literature of successful use of surrogates e.g. HIV load in

AlDs, BP for antihypertensives

6. Disease-specific tools for the condition being studied -

7. Effectiveness considerations in cost-effectiveness analysis to allow an
intervention to compete for scarce healthcare dollars

8. Product Safety
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Medical Device & Diagnostics Outcomes Research: Issues & Good Research
Practices — ECONOMIC EVALUATION SECTION DRAFT OUTLINE

This Working Group will identify issues related to economic outcomes
research methods used in medical device and diagnostics outcomes research
such as cost measurement, Bayesian analysis, and practical realities in
conducting this research, as well as key issues with the interpretation of this

research in health care approval/acceptance, reimbursement and coverage
decisions.

Outline:

I. Introduction to Economic Evaluation
A. What is economic evaluation
B. Types of economic evaluation
1. Cost analysis
2. Cost minimization
3. Cost benefit
4. Cost effectiveness
5. Cost utility
I1. Approaches to Economic Evaluation
A. Timing of economic analysis and product development phases
a. Preclinical
b. Clinical
B. Economic hypothesis generation
a. ldentifying value proposition for target audiences
b. Tying economic endpoint(s) to clinical endpoint(s)
C. Prospective research designs
1. prospective primarily economic evaluation
2. prospectively integrated with clinical trial
3. Piggy-backed to clinical trial
D. Administrative databases
E. Literature based
a. Evidence requirements
b. Meta-analysis (there is not much around about economic
meta-analysis, but is interesting)
F. Modeling
[11. Important Aspects of Economic Analysis
Types of costs
Cost measurement (cost versus charge data)
A. Collecting costs
1. trials
2. databases
3. standard schedules, 3™ party issued, not calculated
4. in house
5. literature
B. Outcomes and effectiveness metrics
1. clinical measurements
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Medical Device & Diagnostics Outcomes Research Section Outlines

2. patient reported outcomes
a) quality of life
b) satisfaction
c) value of information
IV. Practical considerations for device and diagnostic analysis
A. Goal of analysis
1. FDA Submissions: 510(k) versus PMA
2. HTA requirements for national and local coverage decisions
B. Reimbursement issues
1. Reimbursement process: coverage, coding, and payment
2. Payer criteria for evidence review
3. Payer-focused resource utilization data
4. HTA requirements for national and local coverage decisions
V. Some other issues
A. Interpretation of results across different settings
1. Populations
2. Countries
3. Patient Groups (how does this differ from populations?)
4. Insurance settings
B. Quality requirements from different decision makers
C. Considerations based on types of products and role in care
1. complementary vs substitute
2. physician driven versus larger
D. Advanced methodological approaches
1. Bayesian analysis
2. Advanced topics in modeling (redundant with main title, we
should specify here, e.g. Monte Carlo simulations etc.)
3. Value of information analysis
4. Others??
a) Discrete event simulation?
b) Multi-parameter evidence synthesis
E. Future directions
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Medical Device & Diagnostics Outcomes Research: Issues & Good Research
Practices — PATIENT REPORTED OUTCOMES

This Section Working Group will identify issues related to patient reported
outcomes research methods (including quality of life, preference-based
assessment) used in medical device and diagnostics outcomes research and
practical realities in conducting this research, as well as key issues with the
interpretation of this research in health care approval/acceptance,
reimbursement and coverage decisions.

reimbursement and coverage decisions.
Section Outline:

Chapter [. Introduction to PROs
a. Definition/types of PROs
1. Functional Status
2. Health-related quality of life
3. Utility/preference measures
4. Symptoms/well-being
5. Treatment satisfaction
b. Historical Use and Perspective
c. PROs'in Clinical Research
Study design
Instrument selection/measurement approach
Practical considerations
Analytic issues
Interpretation
d. Value and Application of PROs
Demonstrate patient benefits
Corroborate other study endpoints
Qualification of prolonged survival (e.g., QALY)
Differentiate between products w/similar efficacy
Regulatory interest in PRO applications
FDA Guidance (expected February, 2006)

C."I-b(a».)l\)—l

oA WN =

. Chapter Il. PROs in Medical Device Research

a. Medical device research
. Types of medical devices

i. Class I-111

ii. Diagnostic versus therapeutic

iii. Benefit: lifestyle versus palliative versus
curative

iv. Implantable versus other (e.g., permanent
stent versus radiofrequency ablation)

v. Drug-device combinations

83



