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I[NEPIAHYH

YKOIOX: Xxomdg TG HeAétng €ival M avaivon kol omotiumon kKotevfuvinplov
oMYV TOV OPOPOLV TNV OIKOVOULKY 0EoAdynon o eminedo A&loAdynong

Teyxvoroyiag Yyelag otic ympeg ¢ E.E.

MEGOAOAOTITA: IlpaypotomomOnke ektevig PipAoypagikny ovoaokonnon o€
emionpovg opyaviopovg aglohdynong teyxvoroyiag vysiog yopov-peiodv g E.E. oe
Oépata odnywwv owovopkng afoddynong poévo omv Ayyakn yiooca. Ot
opyavicpoi aviAndnkav ard tovg opyavicpovg ISPOR, INAHTA kot EUnetHTA. H
pébodoc mov axorlovOnOnke, Paciotnke o€ mOOTIKN HEBOOOAOYIKY TPOGEYYIoT Kot

GLYKEKPILEVO GTNV OVAAVCOT TEPLEXOUEVOD TOV KEWLEVOV.

AIIOTEAEXMATA: To cuvvolkd detypo mepthapfaver 19 keipeva mov mapéyovv
emopkn oedopéva v 18 yopeg g Evpomnaikng ‘Evoong kot v NopBrnyia. Katd
MV avdivon tov dedopévev damiotdvovtal To. eENg evpnipata: 1) Ot teplocdtepeg
yopec ¢ E.E. épouv avoamtigel odnyieg otnv otKovouikn aSloAdynoT TEXVOAOYUDY
vyeiog, o€ avtifeon pe Tig teplocdTEPES Ydpec TV Barkaviov kot tng Mecoyeiov, 2)
H mpotiudpevn pébodog givar n teyviky kdotovc-ypnootnrag (CUA) kot kd6ctovg-
anotereopotikomrog (CEA), evd ta molotikd £t {ong (QALYS) anotehodv v o
afomot petpnoun ékPaon kar akolovbodv ta kepdiouévo &t Lomg (LYG), 3)
YxedO6v OAeC Ol YOPES TOL OelyloTog GLGTNVOLV &va WwiTtEPO HEYAAO YPOVIKO
dwonuo. avéivong, 4) Ot toyoomompéves KAMVIKEG OOKIUEG OMOTEAOVV TNV
TPOTYLMUEVY TNYY OEOUEVOV OMOTEAEGUOTIKOTNTOS KOl OGQPOAENG G OAES TIG
YDPES TOV OEIYLATOG, EVA Ol LEAETEC TTAPUTNPNONG OTOTEAOVV EVOAAOKTIKY ETAOYN.
EmnAéov, cuviotdtor 1 S1eVEPYELD GUGTNIATIKNG OVOCKOTTNONG Ko UETA-avAAVOTG,
5) O)eg ot xdpeg TV OelyloTog GLGTHVOVY TPOEEOPANTIKO EMTOKIO TOV KVLUOIVETOL
peta&y tov 3%-5% 1600 Yo To 0EAN 660 Kot Yo T0 k66Tog, 6) Ta 3 €idn omTIKNG
oto deiypa givarl: 1 kowwvikn omtikn (Societal perspective), n ontikn Tov TANPOTY
(Payer’s/public payer’s perspective) ka1 1 omtikn g @povtidog vysiog (health care

4
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perspective), 7) Apketég YMPEG GLUVIGTOOV TNV VTOSELYLOTOTOINGT O OTOPOiTNTN
TEYVIKN, VO OAAEG puovov Otav oev umopel va devepyndet n a&loddynon pe GAlov
tpomo, 8) Ot 9 ydpeg TOL Oelypatog ovotivovy TNV TOAVOAOYIKY avdAvon
evaoOnciog og amapaitn S10d01K0ci0. — GE OPIGUEVES TEPUTTMGELS O TPOTIUNTEN
HOpON, VO 0 GALEC MG HEPOG GLVOLOCUOD HE TNV OUTIOKPOTIKY. Aviifétwg, 11
YOPESG OMG M XkoTia, 1 Avotpio kor 1 ['eppavio GLGTAVOLY TNV ALTIOKPOTIKY|
avéivon evaicOnociog. Toviletanr 0T, M peYIAN dtopopd evtomiletol avapeso otV
Ykotio ko v AyyAia, 9) EmmpocOétog, 15 ydpeg cvumnepilappovopévov g
NopBnylag ocvvictobv v KaOnueptvy KAWVIKY TPOKTIKN N TNV MO GLYVA
YPNOULOTOLOVUEVT] GTO GUGTN LA VYELNG TOVS MG KOTAAANAT GLYKPIVOLEVT TEXVOLOYiaL
vyelog, 10) O Opukdg Agiktme-Kootovg Amotehespaticomrog (ICER) ocvotivetan
oe Oheg oxedOV TIG YOPEG TOL Oelypatog ¢ amopoaitnto gpyoieio kot TPOTO

Tapovcioong arotelecudtov, eva n I'eppavia mpoteivel 10 6plo amddooNg.

YYMITEPAXMATA: Ta evpnipota ovédelEov v ypnouoTnTo TG OWKOVOUIKNG
a&lohdynong omv dwdwacio g A&ordynong Teyvoroyiog Yyelag otig ydpeg G
E.E pe opxetéc dopopéc aArd Kot OHOOTNTEG AVAULESH OTIG YOPES. AVAUEGH GTO
delypa daxpivovtarl apkeTéEG OUOLOTNTEG OTIS 00NYiEG OKOVOUIKNG a&loAdyNnong Kot
Mydtepec 010popég o1 omoieg mpooeyyilovtal otnv pnéBodo avaivong evatsOnoiog kot

KUPI®G TNV OTTIKT COUP®VA [LE TNV OTTOi0 GVVIGTATOL 1) ASI0AOYON).

A£Earg - khedwd: A&loloynon teyvoloyiag vyeiag, Owovoukn a&ordynon, Koatevbovimpieg
odnyiec, Evponaiki Evoon
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SUMMARY

OBJECTIVE: The objective of the study is to analyze and evaluate guidelines
related to the economic evaluation at Health Technology Assessment in most of the

28 countries of European Union.

METHODOLOGY: Qualitative research has been conducted and particularly
Content analysis has been performed in order to achieve results. First of all, review
performed in papers, reports and drafts of Health Technology Assessment
organizations of the European Union in English language. Organizations identified
via ISPOR, INAHTA and EUnetHTA.

RESULTS: The aggregate sample includes 19 reports providing sufficient data for
18 countries of the European Union as well as Norway. By comparing the data, the
following results are presented: 1) Most EU countries have developed guidelines for
the economic evaluation of health technologies as opposed to most countries in the
Balkans and the Mediterranean, 2) The most common method of economic evaluation
is the cost-utility analysis (CUA) and cost-effectiveness analysis (CEA) and most
preferred outcomes are QALYs followed by LYG, 3) Almost all countries
recommend a particularly long time horizon, 4) Randomized clinical trials are the
preferred source of efficacy and safety data in all countries, while observational
studies are recommended as an alternative option to many countries. In addition,
systematic review and meta-analysis are recommended, 5) All countries recommend
a discount rate of between 3% -5%. 6) Perspectives are: the societal perspective, the
payer's perspective and the health care perspective, 7) All countries mention the
modeling as a reliable technique. Several countries recommend the process as an
indispensable technique in calculating the effectiveness of health technology, 8) 9
countries recommend the probabilistic sensitivity analysis as a necessary procedure -
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in some cases as a preferred form, while in others as part of a combination with the
deterministic. On the other side, countries such as Scotland, Austria and Germany
recommend sensitivity analysis and in many cases both univariate and multivariate
sensitivity analysis. It is mentioned that England and Scotland have differences in
sensitivity analysis, 9) In addition, 15 countries, including Norway, propose daily
clinical practice or the most commonly used practice in their healthcare system as a
suitable comparable health technology, 10) The Incremental Cost-Effectiveness Ratio
(ICER) refers to all countries as necessary tool and way of presenting results.

Similarly, Germany recommends the efficiency frontier.

CONCLUSIONS: Results highlighted the usefulness and necessity of economic
evaluation in the Health Technology Assessment process in the EU countries with
several differences and similarities between countries. As a consequence, there are
many similarities between countries and differences are shown in sensitivity analysis

model as well as in perspective of economic evaluation.

Key words: Health technology assessment, Economic evaluation, Guidelines, European

Union
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EYXAPIXTIEZ

Ye autd 10 onueio kol KoODS OAOKANPOVETOL 1| (OITNGCT GTO UETOTTUYLOKO
npoypappo orovdmv TIOAITIKH YI'EIAX KAI XXEAIAXMOX YITHPEXIQN
YI'EIAYX 0o Mfela vo €uyoplioTom OWITEPE TNV OIKOYEVELD MOV Yo TNV
VTOUOVH] OO0 OVTO TO JACTNUO. KOl TNV OTHPIEN TOVG GE OAEG TIG OVGKOAIEG TTOV
avtpetonioo. Ot apetéc mov pov dwfifacav and v Tpd™ otiypr g {ONg Hov

OTOTEAOVV TPOTOUTO Y1aL TV TOPELDL LLOV.

Amo Vv AL, Bepuég evyapiotieg amodidovior Gaeds Kol oTov emPAETOVTA
kanynt k. Kovetavrivo ABavacdakn, o orolog e eumotevdnke va LeEAETNOW Eva
Bépa Wlaitepo oNUAVTIKO pe aENUEVT] YPNCILOTNTA OTIG LEPES LOG GTOV YDPO TMV
OKOVOUIKOV Kol TOAMTIK®V vyeiog. H kabBodnynon kot otipién Ntav mopoandve amd
AVOUEVOUEVT dIVOVTOG ETTAEOV TOAVTILEG YVMOGELS GTO OVTIKEIIEVO TMV OIKOVOLKMV
vyetoag kot g a&loAdynong texvoroyiag vyeiog mapeyovrag akoun Kot cLUPOVAES MG

npog Tov Topéa e A&ordynong Teyvoroyiog Yyeiog.

Khetvovtag, 0ého va avapepbd oto yeyovdg 6Tl 6TOX0C HOov amoterel T
OCLVEYLIOT] KOl 1| TPOCNAMOT GTO TESI0 TOV OIKOVOLUK®Y Kol TOMTIKGOV LYeiog o€
ePELVNTIKO €TIMEDO KOOMDG EMIONG KAl N EPUPUOYT TOV YVAOGEMV HOV OTIC UEPES LLOG

Yo TNV PBeATiOoN TOL EMITESOL VYEING TOV TOMTOV.
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XYNTOMOI'PA®DIEXZ

HTA: Health Technology Assessment

EUnetHTA: European Network for Health Technology Assessment
INAHTA: International Network Agencies for Health Technology Assessment
HTAI: Health Technology Assessment International

SMC: Scottish Medicines Consortium

NICE: The National Institute for Health and Care Excellence

ISPOR: International Society for Pharmaeconomics and Outcomes Research
HQO: Health Quality Ontario

EPF: European Patients Forum

EUPATI: European Patients Academy

LYG: Life Years Gained

QALY: Quality Adjusted Life Year

DALY: Disability Adjusted Life Years

CQA: Cost-Consequences Analysis

CBA: Cost-Benefit Analysis

CEA: Cost-Effectiveness Analysis

CUA: Cost-Utility Analysis

CMA: Cost-Minimization Analysis

BIA: Budget-Impact Analysis
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ICER: Incremental Cost-Effectiveness Ratio
WHO: World Health Organization

NICHSR: National Information Center on Health Services Research and Health Care

Technology

PBAC: Pharmaceutical Benefits Advisory Committee

ATY: A&ordynon Teyxvoroyiag Yyelag

EXY: EOviko Zoompa Yyeiog

EXAY: EOvikn Zyoln Anpodorog Yyeiog

E.E: Evponaikn 'Evoon

0.0.2.A.: Opyaviopdg Owovopikng Xvvepyaoiog kot Avamtoéng

I®ET: Ivotitovto Epevvag ko Dapuakevtikng Teyvoroyiog
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I[TPOAOT'OXZ

Ta owovoukd TG vysiog omotelobv KAAOO TNG OIKOVOUIKNG EMGTAUNG M
KOAOTEPO, KAGOOG NG EQPUPUOGHEVNG OIKOVOUIKNG EMICTNUNG HE EMIKEVIPO TNV
Tpkn mepiBodym Kot v vyeio, YEVIKOTEPA. XTOYXOS TOVG Eival 1| VTOoTNPIEN oTNV
SladKacion ANYNG amopAcE®VY, TOPEXOVTOS TNV KOTAAANAN ETAOYT LE TEKUNPLOUEVO
TpOTO 6€ oLVVONKeEG omavidtnToc mopwv. Eivol avaykaio va tovietel To yeyovog Ott, N
EMOGTAUN TOV OIKOVOUIKAOV TNG VYELNG OVOYEPOIVEL TOVG EMGTALOVEG VLYElOG Kot
Wwitepa Tovg 1Tpovg. Avtd cvppaivel, KabdC dSwopopeavetor M dmoyn OTL
EUMAEKOVTAL GTNV OdtKaGio. ANYNG anopdcemv Kot BEtovv dpovg otV AcKNnom
Kavikng wtpwkng (Kvpomoviog L., IIafn E., mpdioyog, 100 Pacwég évvoleg
eoppokootkovopiog, 2016).

[Tépav 6AwV TOV GAA®V TTpoceyyicemv TG owkovopiog g vyeiag, £vag Waitepa
KAAOOG TG €V AdY® gmotUNg oL XpNLet TEpaTEP® Kot GuVEYODS dlepehiviong elvar
0 KAaog ™g A&ordynong Texvoroylag Yyeiag. H ocvveyng avénon tov damavov
vyelog, ot dNUOYPAPIKEG OAAAYEC TTOL 00T YOLV GTNV YHPOVoTN TOv TANBvouov, M
tayOtatn €EEMEN TOV  QOPUOKELTIKOV OKEVOCUATOV KOl LOUTPOTEXVOAOYIKMOV
TPOIOVTOV, 1 avayKn Yo TpdcPacn Tov acbevodv og véeg Bepameieg Kot KovoTopeg
TopeUPAGELS Kot pe YpnyopdTeEpoS puOBUovg Kot dlyw¢ eumddo amoTeAovV HOVOV
Mya a6 to intuata eE€taong e AloAdynong Teyvoroyiag Yyeiag.

EmnpocHétmc, n dwdkacio g ATY €xer evoopatwbel o¢ éva peilov 0épa
peAétng kot Asrtovpywkdtrog ota kpat-péAn ¢ E.E. ITAn0og cvokéyewv,
cuvavtioemV Kot dtoefoviedcewv Aapupdvovy ydpa 1060 o€ Bvikd enimedo (EAAAO)
600 ka1 oe Evponaikd (Evponaiky] Exttpont]). Zuvendg, avadeikvieTol Le Tepitpovo
TPOTO 1M YPNOCIUOTNTA TNG GTNV PIAOCOPIN TOV GLOTNUATOV VYEIOS KoL TNG TOALTIKNG
vyelag, yevikoTtepa.

Téhog, eivar avaykaio vo emonpovlel 0Tt 1 mapovoa HEAETN €xel GTOYXO TNV
avadelEn TG YPNOWOTNTOC TNG OWKOVOUKNG aloAdynong oto TANIGlo  TNG

a&loAoyN oG TEXVOLOYiaG VYEIOG KOl VA TNV KATOGTIOEL ™G Kupiopyrn Aettovpyia.
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EIZAT'QI'H

2T pépeg poc, m Kowovia yopoktnpiletal amd €Vtoveg ONUOYPOUPIKEGS,
KOW®VIKEG, OIKOVOUIKEG Kol  TOMTIOUIKEG  petappuuicels. Ot mopomdve
TPOCOOPIoTEG 00Myouv oe véeg ekPdoeig. O topéag g vyelag kot 1o EXY
emnpedomnkay o peydho Pabud, pe omotélecpo vo ONUIOLPYOLVTOL AVAYKES
LETOPPLOUCTIKOV EVEPYELOY GE OAOVG TOVC KAGOOVLG TNG VYElNG. XvyKeKpUEva, N
ONUOYPAPIKY] YNPAVeY TOL TANBvoUOD pE TNV TAPOSO TWV ETOV 0ONYNCGE GTNV
EUGAVION OAOEVO KOl TEPIGGOTEPMV TEPUITAOGEMY YPOVIOV acHEVEIDV Kol KOTA
CULVETELDL OTNV aVENCT] TOV damavev vyeiac. Q¢ €k TovTov, T Zuotnuate Yyesiog
OAOV TOV YOPOV £(OVV VO OVIILETOMIGOLV pio TPOKANGCT: TNV KAALYTN OVayK®OV
vyelog He TEPLOPICUEVOVS TTOPOLG KO TNV KOTOVOUN OVTOV GE OPOLG KALVIKYG
OMOTEAECUATIKOTNTAG KOl OWKOVOMKNG omodotikotntas. A&loonueioto eival 1o
YEYOVOg 0TI, M MOMTIKN vyelog cuvavtd TOAAEG Kot TOKIAEG mPOKANGCELS og o

petaforidpevn Kovavia.

H a&iohdynom texvoroyiog vysiog eivor évag kAAd0c mov £0woe 10101TEPEC
JOTAGELG GTNV TOMTIKY vYeiog TV Yopdv. Evag kKAddog mov avarntiydnke mote va
vrootnpiel v dwdkacio ANYNe aro@dcemy otov Y®Po TG vyeiog, Waitepa o€
pio emoyr] omov To LTt VYeig avTILETOTILOVY TPOoKANGCELS. O GLYKEKPLUEVOC
KAOOG €xet paydaio avantuén 1060 6g mayKoouo eninedo 660 kot Evpomaikd. Xtig
puépec poc, m mpoécPacn tov acbevav ce kovotopeg Bepaneieg eivar kaboploTikodg
TAPAYOVTOG APoMG EUTOOIMV Yo €va cuoTnua vyeiag kaBolkng kaivyng. And v
GAAN, AMOY® KOl TOV TEPOPICUEVOV TOP®V, N WOTPIKY] OTOTEAEGUATIKOTNTA KOl M
OLKOVOLLKY] OTOO0TIKOTNTA TMV CLGTNUATOV VYElag Kot Kupimg TV TPOYPoUUAT®V
onpoclag vysitog amoterel {nrodpevo g emoyns. ¢ €k TOVTOL, 1 GLYKEKPUUEVN
puébodog ocvombnke vy okpdg avtdv TOV OKOTmO, ONAad HEcO amd TNV
CLOTNUOTIKY OEOAOYNON TMV OIKOVOMIK®V, KOW®OVIK®V, TPIKOV Kot MOkodv
emdpbocmwv evog eopudrov, piog mapéufaong vysiog M HOG 1TPOTEYVOLOYIKNG
Aertovpyiog vo emTuyydvetal to mopomdve eyyeipnuo pe otoéxo 1M €kPoaon va

pocOétel Oetikd o@EAN Yo Tov acBevn Kot To choTUA VYETOG.
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2XYI'KPITIKH ANAAYXH KAI ALIOTIMHYXH OAHI'IQN THY OIKONOMIKHY AZIOAOIHYHY XTO 1IAAIXIO THY
AZEIOAOIHEHY TEXNOAOI'IAXY YTEIAY XTIX XQPEY THX EYPQITHY

Y10 kKe@dlowo 1 vyivetar mopovsioon TOL  €VVOLOAOYIKOD TAOLGIOL NG
A&lohdynong Texvoroyiag Yyeiog, pe ocageic ava@opég GTOV OPIGUO NG, TNV
IOTOPIKN TNG avadpouUr, TO €0pog TV TapeUPdoemyv o1o0 omoio epapudletal, TIg
nebddovg kol Ta KpUTHPlo. oTe. omoio. vmoKeltal, To mEdlo ypnong e, To
TAEOVEKTNLOTO KOl HEOVEKTAUOTA YPNONG TNG Kol TEAOG Yyivetor ava@opd o€
onuopévoug otebveic opyaviopuotvg mov oyetilovron pe A&ohdynon Teyvoloyiog
Yyeiag.

Y10 Ke@aAato 2 emyepeiton | tpocéyyion g A&oddynone Teyxvoroyiog Yyeiag
oe Evponaikd enimedo g £va amd to Kopveaio Oépata culnTong moMTIK®V vyEiag.
[T ovykekpyéva, moapabétovral dedopéva mov oyetiovtol pe 10 vdpyov TAIGLo
Aertovpyiog e ATY, pe T1g mpokANoELg Kol Ta EUTOJIO TOV OLOLPAIVOVTOL KOl LE TO
veodTepa TEKTOLVOUEVO OV AapPdavouv yopa. EmmAéov, yiveror avapopd otovg
opyavicpovg ATY mov dpactnplomotodvtal otTig yopeg ™S Evpdnne pe daitepn

Bapvtnra oto opyoviopd EUNetHTA kot tig Agttovpyieg .

Y10 Ke@AAowo 3 N perém eotidlel ommv EAAGSa. Xto mAaiclo avtd, peretdron
Kol TOPOVGIALETAL 1 LITAPYOLGA KATAGTACT 6€ OTL apopd Tov Beoud tov ATY oty
EAMLGOa ko diaitepa oTIC TPOKANGELS KOl TO, EUTOSIO TOV AVTIUETOTILEL KATA TNV

€16000 NG GTNV TOMTIKY| VYEiNG TG XDOPOS.

X710 Ke@droro 4 avadeikvdoviar otolyeio yio Tov pOAO T®V EVOLUPEPOUEVAOV
puepmv omv A&lordynon Texvoroyiag Yyeioc, Evav wdlaitepa kabopiotikd Tapdyovia
Yo TV emruynpévn viomoinon g owdikaciog G Acbevelg, Prounyoavia,
EMOYYEAUATIKES EVDGELIG-OKAOTLLOLKT KOWVOTNTO KAODS Kol TANPpmTEG dradpapatitovv

evtovag v dwdkacio tng ATY.

To yevikog pépog g OatpPrg oAoKANpOVETOL e TO KEPAAOIO 5, T0 omoio
oyetileton pe v okovoptkn aglordynon oty Teyvoroyia Yyeiog. [Tapovsidlovtat
ot péBodol Kol TO  YOPOKTNPIOTIKG TG OWKOVOUIKNG  aSloAdynong  mov
xpNopoToovvTol debvac Kot ot ekPacelc g ekdotote pedddov, 1 dradikascio g
VTOOELYLATOTOINGONG KoL TO KUPLOTEPO VTOJELYHOTO OV YPNGLUOTOOVVIOL GTNV

eoppakootkovouia kat v ATY, kobmg eniong Kot yivetal wdlaitepn avapopd otV
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afefardmra kot TV ovéivorn evawsOnciog Kot Tov oplokd deiktn KOGTOLG-

OTOTEAEGLATIKOTNTOG.

To €0wkéd pépog g mapovoag epyaciag Eekwvdelr pe to 1° ke@drowo va
EVOOUOTOVEL TNV EKTEV] OvOOpd Tov peBodoA0YIKOV mhouciov mov deEnydn, v
OLALOYY KOl AVAALGT) SEQOUEVMV, TOVG TEPLOPICUOVS TG EPELVOG KOl COPEGTATO THV
oploBETNON TOV EPELVNTIKMOV EPOTNUATOV GTO, OTOI0 EMIKEVIPAOVETAL 1 £PEVVA KO

KaAgiton va 0€cel Gopelg amavINoELC.

210 2° Ke@dioro, mOPOLGLALOVTOL OVUALTIKA TO OMOTEAEGULOTO TNG EPELVOC.
Atveton Wdwitepn EUEOoN GTNY AVAALGT GUYKEKPILEVOV KOTIYOPLDV TOV OTOTEAOVV
TTUYEG TNG OWOVOUIKNG a&toAdynong ommv afloAdynon teyvoroyiog vysiog kot
CLYKEKPILEVOL EMIYEPEiTOL Vo Yivel oOyKkplon o {ntnuoto Om®mG O oKOTOG TV
odNyudv ové yopa, 1 OTTIKN COUE®OVE UE TNV Omoio OEEAYETOL 1 OWKOVOULKY
a&loAdynon, ot pEBOdOL NG OKOVOUIKNG O0EWOAOYNGNG MOV GULGTIVOVIOL KOl Ol
exfdoeg, 10 MPOeEOPANTIKO EMTOKIO TOV TPOTEIVETOL OAVA YDPA, TO YPOVIKO
dlloTnuo. avdAvong, to €101 CLYKPIVOLEVOV TEYVOAOYL®V, TA €101 KOGTOLS TOL
Aoppdvovtoar  vwoéym, TNV LTOSELYHOTOTOINGY, TOV  TPOTO  OVTIUETOTIONG
afePordmrag Ko ta €idn TV availvcemv gvachnociag, kabmg eniong kol o TPOTOC

TOPOVGIOCNG TOV OTOTELECUATOV.

210 3° ke@Graro, yivetol Otaitepn avaopd otnv culnon Kabag eniong Kot v
e€aymyn CLUTEPACUATOV Y10 TEPUITEP® OVOAVLGT. ZTOYOC TOV €V AGY® KEPOAOIOV
elvar vo emrevyfel amotiunomn g oLYKPIONG TOV OOMYIDV TG OIKOVOUIKNG

a&loAdynong Kot capéotata, vo Yivel dStacvvoeon Le v vdpyovoa PipAtoypaeio.

To gdwo PéPog g epyaciog OAOKANPAvVETIL LLE TNV TopovGiaon g EAAnviknc
kot kupimg EEvng Piproypapioc. Tiveton capéc Ot1, emyelpndnke va kotoypagel 1

mo npdoeotn Piroypapic.
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1° MEPOZX — 'ENIKO MEPOX
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KED®AAAIO 1
1. AEIOAOT'HZH TEXNOAOI'IAT YTEIAS

H ATY amotelel pio amd TG onUOVTIKOTEPEG KOIVOTOUIEG OTOV TOUED TNG
TOMTIKNG VYelag, oebvag. IIpotod avalvbel ektevéstepa 1 dtodikacio, To TAOIGLO
YPNONG TNG KOl TO. KPITNPL. COUPOVA UE To OOl AE1Tovpyel, KpiveTonl oKOTUN M
avdAvon Tov 6pov ‘’teyxvoroyia vysiog’’. H texvoroyia vyeiag copmeptiapufiver ta
(QOPUOKEVTIKO TPOIOVTIO, TIS LOTPOTEXVOAOYIKEG GUOKEVEG KOl  AEITOLPYIES,
SYVOOTIKEG TEXVIKEG, OAAL KOl TPOYPAUUOTA-TAPEUPAGELS ONUOCIOG VYELNS, OTMC
Y. TOPAOEYHO  TPOYPAUUOTO  TPOCLUTOUATIKOD  gAéyyov. H  A&oidynon
Teyvoloyiag Yyeiag opiletan o¢ 'y dicmotnuovikn diodikacio ko uédooog avétvong

7oV 0L10A0YEl KOl UEAETC, TIC OIKOVOUIKES, LOTPIKES, KOIVWVIKES KOl NOIKES ETIOPCOEIS

¢ yprong e teyvoloyiag vysiag .

H ATY amotekel otig pépeg pog €vo moAOTIHo gpyoieio, o€ pio €moyn OTOL Ta
cvotpata vyeiog TECovVTol MGTE VO IKAVOTOMGOLV TIG AVENUEVEG OVAYKES VYELNG.
Q061660, OTIG LEPES OGS OL OPAGTNPLOTNTEG TNG GLYKAEIVOLV KLPpImMG GTNV KAVIKN
OMOTEAECUOTIKOTNTA KOL TNV OKOVOUIKY OTOO0TIKOTNTO TOV VEOV 1 LITOPYOVCHV

TEXVOLOYLOV VYEiG?.
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Iotéypappa 1: Xvvolikr damdvn vyeiog og emheypéveg yopes tov O.0.2.A., wg %
tov AEII, 2017

Health Expenditure, % o

Belgium
Chile
Denmark
Slovenia
Sweden

2
©
|
frar
i
=
o
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Inyn: OECD Health Statistics, 2018 (3

H ypnowomra g ATY oty dwdwkacio ANyng amopdcemv givarl dwoitepa
onuovtikn. Q¢ emotnUoviKy dtodkacios CLUPAAEL GTNV TOPOYN TEKUNPIOUEVOV
JedOUEVMV GE OTL 0POPA TNV TTOLOTNTO, AGPAAELN KO OTOSOTIKOTNTO TNG TEYVOAOYING
vyelog. Emumdéov, oto emikevipo g eivar ko 1 mpootBépevn afle g
aE10A0YOVUEVNG TEYVOLOYING LLE TIG VILAPYOVCES KAVIKES TPaKTIKES. [l mapadetypa,
oto Hvopévo Baocileto m «MviK omoTEAECUATIKOTNTO KOl T OLKOVOWUIKT
amod0TIKOTNTO amoteAovV TiG KOpleg potepodotnteg ™ ATY. Katd cvvénea, ot
policy makers pmopodv va Pondnbovv amd tnv dadikacio kabdg 1 b Oa
npocdlopicel mola texvoloyio eivan cost-effective ko mapéyst ™ péyiotn dvvary

KAMvikn amotedecpatikotnto. EmmAéov, n owdkacio pmopel va Pondnocetl toug
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AZEIOAOIHEHY TEXNOAOI'IAXY YTEIAY XTIX XQPEY THX EYPQITHY

oxed100TEG KOl OTOV  OMTOKAEIGHO  TEYVOAOYIOV 7oL mopovstdlovv  (nmmuota

OGQUAELNG KOl TOV TOPOVGLALETal SuoavaAroyio KOGTOVG Kat wpérstoc’.

Ewova 1: H dwdikasio g A&oldynong Texvoroyiog Yyelag

HTA decision process

Decision
Problem
(Context)

Data
(Research)

m EUPATI

European Patients' Academy

on Therapeutic Innovation

www.eupati.eu

Scientific Values

. (such as preferences,
Evaluation equity, fairness)

Analysis Recommendation
(Assessment) (Appraisal)

Exchange

Inyn: European Patients Academy (s

Eivan avaykaio vo tovicBel to yeyovog 01t 1 dwadikacio tng ATY dev éxel otdyo

Vo amoTteAécel EpmOd10 otV TPOcPacn TV aclevdv oTIG VEEC TEVOAOYiEG. ATO TV

GAAN, M Sradkacio etvat WTEPOS Yo KaODS Tapéyetl tekunpimon oe (oo

a&lag TV VE®V TEYVOLOYIDV MOTE Ol GYESOCTES TOMTIKAOV VYELNG VO ATOKTNGOLV

YpAoo epyahsio yia pia opforoyiry amdeaon®. Emonpaivetar 611, 1 Sradikacio

elval  oamapoaitnm  KaBdg mopéyel TEKUNPIOUEVN  evnuépmorn oe  {ntnuoTa

TiwoAdyNoNg Kot amolnpimong g wIptkng TeQvoroyiag oAAd kot oe (nTuota

XPNONG aVTAG.
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1.1 IXTOPIKH ANAAPOMH

H o&oddynon teyvoloyiog (o€ YeEVIKOTEPO TAMIGIO) TPOTOEUPOVIOTNKE OTIG
Hvopévee Tolteiec to 1965 o6tav o Ilpdedpog Dadario kotd tnv didpkeia
cuvavtnong g enttponng tov Koykpésov yio v Emoetun kot v Actpovouio
Oedpnoe avaykaio v vmapén TANpPoPopldV Kot dedopévav otovg policy makers
®oTE Vo 0EI0A0YNCOVY TNV VOULKY, KOW®MVIKY KOl OIKOVOMIKY €MIOPAoT) TNG VEOGS
teyvoroyiag. 'Etot, dnuovpyndnke 1o I'pageio A&iohdynong g Texvoroyiog (OTA).
Emonpaiveron 011, 10 €v Adym ['pageio vioBemOnke kot omd dAdeg ydpeg dnwg eivart

n Feppavia, Avotpia, Farria, 1 Zovndia, To Hvouévo Baciieto.

To 1992, cvotmfnke oty Zovndia éva Tpdo poviédo ATY mov Katovopdotnke
o¢ SBU. O gv MOy opyaviopodg cvotinke og¢ aveaptntog kot cuvéfale otnv
a&loAdyNno” TV vyelovoK®V TopepPdoeny kabng eniong Eraée kaboplotikd poro
otV avantuén tov Aebvoic Awtvov Opyavicpmv yuo v A&ohdynon Texvoloyiog
Yyeiag (INAHTA). Andé v dAkn, n Avotporio to 1992 Oéomice TIg TPpOdTEG
KatevBuvmpieg odnyieg otV amolnUmon PAPUAK®OV EVD 1| GVGTUCT EVOC TPMLOV
opyovicpov ATY ouvéfn moAdd €t mpwv. O Koavaddg, capmg, Oev Euewve
“mopatpng’’ otig e€erilelg. Amod ta téAn g dekaetiag tov 80 mpoéfn otnv
ovotaon opyoavicpdv ATY 1660 yia v a&loAdynon VYEOVOLK®OV TopePAcemy
0060 Kot TNV aSloA0YNoT PUPUAK®VY KOl 1TPOTEXVOLOYIKOV cuokevwv. To Hvouévo
Booilelo Eekivnoe v Asttovpyia tov yvwotov National Institute for Clinical
Excellence 1o 1991, o omoiog émouée kabopiotikd poro oty avantuén Kot diddoon
mg ATY oe d01ebvég eminedo. Znv dAAn mievpd tov Athavtikov, ot Hvepéveg

[Molteisg mpoEPnoay 6TV GHGTACT TAPHLOIOV OPYAVIGHOD THV dekasTio Tov *90.

EminpocBétmc, oe eninedo diebvav opyaviocpmv, n mpdtn cuvdvinon g oebvoig
Kowdttog Yo v a&loAdynon teyxvoroyiog oty vyeio deEnydn to 1985 oty
Komeyydyn. Xe avtd to onpeio, Ba mpénel va yivel yvootd to yeyovog o6t o IIOY
Evponng péypt exeivn v mepiodo dev €dmwoe v déovca onpocio oty dadkaciol
me ATY®. To Evpomaxd Ipoageio tov TTIOY oty maykdouo Sidokeyn yio Thv

vyela mov mwpaypatorombnke to 1985, avakoivwce v avaykn kabiEpwong evog
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punyoviopo mov Bo droyepiletor pe GLOTNUOTIKO TPOTO TNV KATAAANAN XPNoN NG
texvoroylog vyeiog kot B eQapUOLETAl ATOTELEGHOTIKG OTO. GLUGTAMOTO Vysiog®.
Avtibétmg, to ypogeio tov ITOY oty Auepikny (PAHO/WHO) acyoindnke evepyd
pe ta (nmuota g ATY amd 1o 1983, evd 10 1998 0 opyavicudg e&édmaoe pia
oTpatNyKn ToMTiKY| Yo Tov Beoud g ATY. H dpactnplomta tov opyavicpov frav
évtovr), Wtaitepa and 1o 1990 6mov 10 éviovo evolapEéPoV amd OAES TIC YDPES TNG
Apepikng, ovumeptioppavopévor ¢ BpaliMag, g Xing kot tov Me&ikov
odynoe omv palikn ekmaidevon emayyeApotidv oe Oépata ANYng omoeacewmv

ompdpeva oe Tekunpioon e,
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1.2 TIEAIA XPHXHX THX AZIOAOTHZHZ TEXNOAOI'TAYX YTEIAX

O porog g ATY eivor KaBoploTIKAC Yio TO LEALOV TV GLOTNUAT®V VYEIOG TV
yopov. H ATY ypnoporomnke xupimog yioo v a&loldynon og eninedo QopuaKov
Kol VEOV KavoTOU®V Oepameidv, OUmG 0TI HEPES Hag, N LEBodog £xel mowkila media
ypone. T mopdderypa, m ATY pmopel vo epapuootel pe e&icov Oetikd
AmoTEAECUATO OTNV gpyacTnplokt] totpikh. TTo ovykekpyéva, 1 ypnon g yivetan
HEC® TNG AVAAVONG TPOTOKOAA®Y KOl SLOYVOOTIKMY Sl0OIKAGIOV, TWV OPYOVOTIKOV
KOl VITOGTINPIKTIKOV CUOTNUATOV GAAG KOl TOV Kotevbuvtnplov odnylov. Emumiéov,
umopet vo ypnoworondel kot yoo v a&loddynon oAmv tov mhaveov cuvovacUdV

TOV TAPATAVOD Asttovpytdvil,

H dwdwoascio e ATY, dnwg mpoavaeépdnke, spapudletor oe OAeg TG TTVYEG,

épav Tov eapudkov. ITo cuykekpiéva pmopet va epaplootel Le amdAivTr emttvyio:
- 2& QUPUOKEVTIKE GKELACULATO,
- XZg TpoTeXVOAOYIKEG CLOKEVES (Tr.Y. AEOVIKO TOLOYPAPO),
- TlopepPaoelg dnuoctog vyeiog Kot TpoypPEIOTe TPOANTTIKOD EAEYYOVL,
- Xg dlyvooTIKEG O1001KAGIES,

- Ye enspPhosict?

Kotd ovvéneia, ) dwadwcasio g ATY de&dyovtat e GKOmO VoL EVIUEPADGEL:

1) Tovg KPOTIKOVS OPYOVIGHOVS OXETIKA HE OTOPACGELS TIHMOAOYNONG Kot

amo{nuiwong vEmv TE(VOLOYIDV,

2) Tovg 0.60evEig KOl O GVYKEKPLUEVO, TOVE EKTTPOCOTOVS 0GHEVDV GYETIKA pEe

v TpodcPaon o vanpecieg vyeiag 1 Kavotdeg Bepamneiec,

3) T Propnyovieg 10TpoTeYVoroyIKOD €£0mAMOonod 6€ (NTHNATO OTOPACEDV

o€ OTL 0QOPA TOV 1TPOTEYVOLOYIKO eEOTAIGUO,
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AZEIOAOIHEHY TEXNOAOI'IAXY YTEIAY XTIX XQPEY THX EYPQITHY

4) Olovg Tovg emoyyehnotiec vyeiog yio (ntpota VEOV odNYLdV GE VEEG

TEXVOAOYiEC VYElNG

5) Tnv_ocedhen vysiog yio (nmuato mov oyetiCovtal pe v amolnuimon,

KUPIOG, TV VE®VY TEXVOLOYLOY LYsiog™,

Awdypappa 1: O xokhog Cong piog texvoroyiag vyeiog

Evtomopog

KOl EmA0YY

Adawa |:> VoY eimv
KVKLOQOpiog

o

a&loloynon

IInys: Riviere et al (2017) (14

Awevépyera
o&loroynong
ne paon
mpokabopiopé Métpne -
: pnon Afyn
VO KPLTIpLo. ogdopévav Ko -
) anoQuong
Xovoyn OLUTVTOGT
neyéovg TPOTACEMV
000V,

HapaxoiovOnen <:| Tovtoyoypa- Mposouym
Ko a&lohdynon

omon
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2XYI'KPITIKH ANAAYXH KAI ALIOTIMHYXH OAHI'IQN THY OIKONOMIKHY AZIOAOIHYHY XTO 1IAAIXIO THY
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1.3 MEG®OAOI KAI KPITHPIA E®APMOI'HEX THX AZEIOAOIHXZHZ
TEXNOAOI'TAY YI'EIAX

[Ipwtioctmwe, omatteitonr n wPocsEyyon TV UEBOO®V COUPOVO HE TIG OMOIEG
dtevepyeitar pia dwdwacioo g ATY. Ztmv A&woioynon Teyvoroyiog Yyeiog
VIAPYOVV Kl GALOL TOPAYOVTIEC TEPAV TNG OWKOVOUIKNG HeBddov m omoio moAAES
Qopéc dev amotedel o povadikog mapayovtog aSloAdynong. Iapdyovieg, 6mwg ot
nBwol mopdyovieg, ot kowwvikoi aAdd kot ot kKAwvwkoi (University of Sheffield,
School of Health and Related Research)®®.

Eivar a&oonueioto 10 yeyovog 0tt n ypnion g ATY vmoketor og opiopéva
kpupa. Ta kpurfplo, cOpeovae pe Ta omoia emA&yovtal ot Te(voAoyies vyeiag yia

a&loAoynon og d1dpopes yopeg s Evpanng eivat:
- H ovyvémta g kKAvikng kotdotoong,

- To ¢@optio g voonpomntag kot BvnoydTnTag Kot ¢ modtntag (ong mov

oyetileTon pe pio KAVIK” Kotdotoon,
- To x6010¢ ™G 060évelng (AUESO KOt EUUIETO),
- HOucc, vopkég Kot KolvovikEG ETIMTMOGEL,

- Holtwd nripazal®,
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1.4 OPTANIZEMOI AZIOAOTHEHX TEXNOAOI'TAX YT'EIAX 2XTON KOXMO

e Oebvég eminedo, mapovoialetal mAnbog d1ebvadv opyavicudv mov TpomBodv
Kol evovvapovoov v ATY g emotiun kot amopaitntn pébodo otnv cvyypovn
enoyn otov topén g vyeiog. To AweBvég Aiktvo Opyoviepdv A&rordynong
Teyvohoyiag Yyeiog (INAHTA), n Awebviig A&woroynon Texvoroyiag Yysiog
(HTAI) xa0d¢ eniong ko n Aebviig ‘Evoon ywo qv ®@appokootkovopio Kol v
‘Epeova Expacsov (ISPOR) eivor opiopévol 1diaitepo @NUIGHEVOL OPYOVIGHOL.
AvtiBétog, oe Evpomnaikd Eminedo, 10 Evpomaiké Aiktvo A&woidynong
Teyvohoyidv Yyeiog (EUnetHTA) amotelel pio cuvepyooio petald 15 kpatdv-
perwv g E.E.

H AdieOvipgg A&oioynon Teyvoioyias Yyeios (HTAi) civor pia maykoouo
EMICTNUOVIKY] KOl ETAYYEAUOTIKY] €VOOTN Yo O0OVLG UEAETOVV, g@apupolovv 1
acyolovvtor  yevikotepo pe v ATY. O  ovykekpipuévog  opyaviopodg
ocoumepthappavel miveo 1.200 péin and 59 xdpeg 10V KOGUOL KOl OTOTEAEL £VOG
YOPOS OTOV Omol0 OAANAETIOPOVY OAOL TO EVOLAPEPOUEVO UEPT, — EPELVNTEG,
eoppokokoPlopnyoviec,  etoupieg  aTpoteyvoroyikoy  efomMopov,  acBeveis,
axodnuoikoi oAAd ko dnuoocteg apyés. ATOGTOAN TOV OpyavIcHOD gival | TpodOnon
™mg avamtuéng, emkovoviag kot ypriong tov pebddwv ATY ce 6Ao tov KOGLO e
otoyo M WO vo amoterécel Wavikn pEBodog yio v opHoAoyIKn KATOVOUN TV

TOP®V GTNV VYELX Kol TG VEES TEYVOLOYiES. O1 dpaoTnplOTNTEG TOL OPYAVICHOD Eiva:
e Awebveic ovvavmioelg epyaociog
e To @opovu (HTAI Policy Forum)

¢  Opydvoon Kol EMGTNUOVIKY dpacTnpldTnTa OLAd®mVY £PYACING ava Kotnyopio

(papuoaxa, eLoPoAMacHOL, 1TPOTEYVOLOYIKEG CLOKEVEG K.0L.)

e Yvvepyaoia pe tov [IOY
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e Acttovpyia Tov meplodwkov International Journal of Technology Assessment

in Health Carel’

To Awebvéc Aixtvo Opyavieuwv Aéoioynens Teyvoloyias Yyeias (INAHTA),
onpovpyndnke to 1993 kot cvumeptAapfavel TEPIGGOTEPOVG Amd 52 0pyaVIGHOVS
ATY amd 26 yopeg Tov kOcpuov. O opyaviopnog €xet I'pappateio n omoia gpovtilel
v OAeg TIC dpactnploTeS. Ta HEAN TOV OPYAVICUOD CLVOVIMVTOL £TNCIMG Kol

GUUETEXOVY GE Opadec epyaciogt®,

H AweOviis Evwon yia v Papuarooixovouio xar tnv Epevva Exfdoewv

(ISPORY):

O ovykekpipévog opyoviorog amoteAel £vov omd TOLG MO ENUGUEVOVS GTOV
KOGLO GTOV Y®OPO TOV OlKOoVOoK®V vyeioc. Eival emotnuovikny éveoon peddv yuo tnv
owovopio vyeiog Kot v épevva ekPAcE®V, LN KEPOOGKOMIKOG e LEYAAT] GLUUETOYN
evolapepopévov pepmv. Koplog otdyog tov opyaviopod eivar n Peitioon pebodwv
otV owdikacio ANYng anopdcewv otov topéa vyeioc. IeprhapuPdvel move omd

20.000 péAn Taykoouimg.

O1 dpacTNPLOTNTEG TOL OPYAVIGHOV £YKELTOL KLPIWG:
e XNV S0pYAVOGCT EMGTNLOVIKOV GLUVOVINGE®V GE d14popa. LEPT) TOV KOGLOV,
o XNV EMUOPPOOT] TV LEADYV TOV 6€ {NTNHOTA OlKOVOpiag vyeiag,
e XNV oLVEPYUGIO TOV LEADV TOV,

e TNV PEYIOTN SUVATH GUULETOYH OAOV TMV EVIIOPEPOUEVMY HEADY TOV™S,

Téhog, to Evpwnaixé Aiktvo A&oioynens Teyvoloyiwv Yyeios (EUnetHTA)
anoterel Evav opyaviopd mov cvotnOnke to 2006. Ltdy0c TOV 0pyavIcUOD Elvor M
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o VLVOESN KOl LETAPOPE YVOONG OVALEGOH OTO KPATN-HEAN, 1 OELKOALVON TNG
amOdOTIKNG YPNoNS TOP®V, M TPodONoN KUANG TPOKTIKAG oTIS HeBdOOVE Kot
dwdwaciec ATY kot 1 vwoompiEn oV SodIKAGI0L ANYNG ATOPACEDY OTO UEAN
oV €YOLV €AGYLOTN 1 KOOOAOL YVMOOT KOl EUTEPiR. XTO OiKTLO GLUpETEYOLY 44
opyavicpol omd ta KpATN-pEAN. Mio omd TIC MO ONUOVTIKES ETICTNUOVIKEG

KOUVOTOp{ES TOV OpYOVIGHOD omoTeel To povtélo HTA CORE?,

IMivaxag 1: Awebveic opyaviopol mov dpactnprorotovviatl otnv aSloAdynon

teyvoloyiag vyelag

International Society for Pharmacoeconomics and Outcomes Research (ISPOR)

Health Technology Asssessment International (HTAI)

The International Network of Agencies for Health Technology Assessment (INAHTA)

Health Technology Assessment Network of the Americas (RedETSA)

EMRO Regional Network on Health Technology Assessment

IInyn: 1010 emelepyacio
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KEDAAAIO 2

2. H AZEIOAOI'HXZH TEXNOAOI'TAX YT'EIAYX XTHN EYPQIIH

Ye moMtkO emimedo, m Evpomaiky Emtponn mpdtewve v evioyvon g
ovvepyoosiog o BEpata aEloAdYNoNG TEXVOAOYLOV VYELNG HE OKOTTO TNV S10GPAAGOT
™m¢ mpocPacng oe Tipate TANPOPOPLOY 7OV B SDGOVV KAWVIKA OQEAN GTOLG

acBeveig. Xvykekpéva, n E.E. npodteve ta e&nc:

1) Na vrdpyet kown dpaon péxpt ko to 2020. Xe avtd to cevaplo, 1 ATY
opyavaveTol o £0vikd ko mepipepelakod otado. H Emrponn kot ta kpdn-
péEAN Ba dnpovpynoovy Evay unyovicpd 0EAOVTIKNG cLUVEPYGTNG.

2) XpNUOTOS0TOVUEVT], HOKPOTPODEGOV YOPaKTNPO, €0EAOVTIKY cLVEPYAGio
petd to 2020.

3) Xvvepyacio og (NTHROTO GLAAOYNG, OVTOALAYNG KOl XPHoT KOWDV HeBOdmV
KOl TEVIKOV.

4) Xvvepyacio otnv ekmdévnon kowng ékbeonc a&lohdynong g OYETIKNG
amotedespotikotnog (REA).

5) Xvvepyacio otV €KmTOVNGON KOWNG KOl OAOKANPOUEVNS €kBeong yio nv

ATY#?,

2.1 YITAPXON AEITOYPI'IKO ITAAIZIO, TAXEIX KAI ITPOOIITIKEZ

H Evponaixky Emitpomn oto mhaicio dwPovrevong mov agopovoe v ATY,
¢0eoe o amdlvtn mpotepatOTNTA Ko avEAXPe mpwTofovAieg yio v emitevén piog
kevrpwd puBulopevng dwdikaciog ATY. Koplog otdyog amotédhese 1 evovvapwmon
Mg ovvepyaciog o Bépoata ATY avipeca otic yopec-péAN, divovrog wdiaitepn
onuacio otV epappoyn g petd to 2020. Xvykekpuéva, tov lavovapio tov 2018,
npomOnoe pia vopobetikny mpotaon mpoc to Evpomaikd KowvofodAo kot to
Evpomowod Zoppodio pe okomd va vioBetnbel emonuwg to 2019. ITlpéner va
tovichel 0Tt M vVoBETMON ™G &v Ady® vopoBeTikng mpdtacng dev eivar gOKOAN

vdOeon, pog Kot Bo ypelcTOLY Oplouéval €T Yo TNV TANPN EQOPUOYN TS OTO
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KpAT-UéAN. Amd v AN, Ouwc, amotelel pior véa emoyn vy v ATY kot to
TAEOVEKTNIATO TNG EPAPLOYNG EIVOL PKETA €K TOV OTOI®MV 1) ONIOVPYIL KPOTIKNG
OLVTOVIOTIKNG emtponng Yia Tnv ATY, n onuovpyio Kovdv KMVIKOV 0&lOA0YNCEDV

OAAG KO O1 KOWEC EMGTNHOVIKEG StaBovAevoelc o Bépata texpmpimonc?.

2.2 IPOKAHZEIX KAI EMITOAIA XTHN E®OAPMOI'H

Av ka1 n A&oddynon Teyvoroylag Yyeilag amotedel Eva pebodoroyikd epyaireio
nmov vrootpilel TIg moMTIKEG Vvyelag, ®oTdco dgv givar Afyo tor eumdolo Kot ot
TPOKANGELS KOTA TNV €pappoyn . [TAN0og peretdv, avadeuvoouy emakpBag avtd

T EUTOOL0. P 6TOY0 va EemepacBovy kat 1 idwa 1 dtadikasio ng ATY va Bertiodel.

Xe épevva mov mpaypatomodnke oty Avotpio, mapovctdlovial oNUoVTIKG
eunodla o OtL apopd v dwdwkacia g ATY. TTo cuykekpipéva, avapépoviar wg
KOpla eumodlo m EALeyN OSlapdvelng Katd v dadikaciocs AYNG omopacemy, 1
OVETAPKELD VOUKTG VTOGTNPLENG, O TEPAOTIOS KATAKEPLATIGUOG OAAG KoL 1 EAAELYM

KATpOVZA,
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2.3 OPTANIZMOI AZEIOAOTHZHE TEXNOAOI'TAY YI'EIAX XTIX XQPEY THX
EYPQIIHX

Ewova 2: Opyaviopoi A&ohoynong Teyvoroyiag Yyeiog otnv Evpdmn

B - - S = o

" “HTAbodiesinEurope

regre
B HTA
Lots of sun, but notso much HTA

yyip: Tolley K., (2014) s
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2.3.1 EUnetHTA Project

To ocvykekpiuévo €pyo amotédece TNV ekkivnomn tng ovvepyoosiog petald tov
opyovicpov HTA ava v Evpomn kot kabepodnke 1o 2006 pe tpiem
xpNuatodotnon amd v Evporowkn Emitpormn. Awebveic opyavicuol mapovciacav
Wwitepo evola@épov yia 10 véo avtd gyyeipnua. To ev Adym épyo, amotélece éva
diktvo petald 63 opyovicpwv ATY oty Evpdnn pe otdyo v ocvvepyacio oe
Oépota PETOPOPES TANPOPOPLDOV KO TEXVOYVMSIOG KOl VTOGTAPIENG GTNV dladIKaGio
MY amopace®v oTn ¥pNon texvoroyiag vyeiog avapeca otig yopes-uén g E.E.
[Ipéner va tovicbel 611, 0dMynoe otV viobéton epyareiov ATY amd Tic ydpeg Kot
Bonnoe Wwitepa otV AMyn amo@icemv aKOUN Kol 6€ OVOOVOUEVEG TEXVOAOYIEG
vyeloag. Adyw tov vyniov Pabupod cuvvepyaciog OVALESH GTOVG GULUUETEXOVTES
opyavicpovs, N Evponawn Emitponn 0éAnce va emektabel 1o eyyeipnuo ot va

OMUOVPYNGEL Evay HOVIHO UNXOVICUO GLVEPYACIOG KOl EMKOWVAOVING OVAUEGH GTA

HEAN-KpATN TNG.
H obotaon tov ev Adym diktvov Bewpnnke avaykaio Kot lxe wg oTOYO:

A) No anoteléoel oG N TPOTN LOPPN EMKOWVAOVING Y10. OAOVG OGOVG EUTAEKOVTOL GE

0énota ATY,

B) No amotehécel og pio kevipikn Paomn oedopévov kol mAnpopopiog o Béuata

ATY,
I') Na amoteléoetl Tov Pactkd poyAd avamtuéng 6Awv twv opyovicuav ATY,

A) Na mopéyel Tekunpioon oty SlodKacio AYng amopacemy Yo TIG avadVOUEVES

Texvoloyieg vysiog?®.

Amo Vv GAAN, o opyavicpdg Béomice éva véo peBodoroyikd epyareio yio tnv
Topay®yYn Kot dtavopun mAnpoeoptdv kot dedopévav g ATY. To cvykekpipévo
epyareio ovopdletor HTA Core Model. Xt6yog Tov amoteAei n d1ebvig cvvepyaoia
o€ OTL APOPA TNV TAPAY®YN TANPOoPopL®Y Tov oyetiCovian pe v ATY ®ote va punv
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OTOTOAGTOL EMTAEOV YPOVIKO OACTNUO. GE VIAPYOVOES epyacies. Oa mpémel va
emonuaviel 6tL, o1 TAnpoeopieg avtég Katavépovior oe 9 toueis (Ewkova 3). O kdbe

TOPENS KOTAVELETAL, EMTALOV, GE GUYKEKPLEVE Bépata Tpog eEétaon?’.

Ewova 3: To povrého A&oldynong Texvoroyiog Yyeiag tov Evpomaikod Awtiov

ywo. v A&ordynon Teyvoroyiag Yyeiag (EUnetHTA)

EUnetHTA HTA Core Model®

SCOPE HTA Core Model DOMAINS

1. Health problem and current use of technology (CUR)
. Description and technical characteristics (TEC)

. Safety (SAF)

. Clinical effectiveness (EFF)

. Costs and economic evaluation (ECO)

. Ethical analysis (ETH)

. Organisational aspects (ORG)

o ~N o o0 A W N

. Patient and social aspects (SOC)

9. Legal aspects (LEG)

European network for Health Technelogy Assessment|JA3 2016 - 2020 | www.eunethta.eu

Inyn: EUnetHTA
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KEDAAAIO 3

3. H AZEIOAOI'HXZH TEXNOAOI'TAZ YT'EIAYX XTHN EAAAAA

H EMéda pali pe v Konpo amotelohv ydpeg oTig omoieg 0ev vanpye UExpt
TPOGPATO ETONUWOG Evag opyavioog A&oloynong Teyvoloyiog Yyeiag. Amd v
AN, ommv EAAGda mpoc@pdrmsg OcopoBetiiOnke opyoviopdg alrordoynong
PUPUAKOV avOpoTIVIS PROoNG, Mo popen opyavicpod ATY yio to QoppaKeLTIKA
okevdopoto. o mpémel va Tovichel 0TL, 0 0pyaVIGUOG dEV £XEL TNV OVTOTEAELD TOV

Kofde VIayeTaL GpEGo 6Tov Yovpyd Yysioc?e,

e perétn mov denydn omv EAlada amd tov Topea Owovopkmv g Yyeiog
mg EXAY xot apopotvoe v ypnoomta g ATY og o1t apopd v ToAdynon
Kot amolnuioon Qappakov pHEco TG HeBddov TV dounUEVEOY GUVEVTEDEE®MV GE
AVOTEPOVS VIAAAAOVG approKeLTIKOV gtaipidv  (Market Access), dwmotdOnke
OTL T0. gupNUOTO GLYKAIvOLV oV Amoym 0Tt M dwdkacio g AEOAOYNoNG
Texvoroyiag Yyelag elval éva onuovtikd oAOKANPOUEVO EPYOAEID KO UNYOVIGLOGC
amolnuioong apUAK®OV Kol 10TPOTEXVOAOYIK®Y cvokevdv. Emumiéov, o Oeopdg g

ATY pmopei va vmootpi&et onpavicd Ty Stadikacio Aqyng amopdcemv?®,

3.1 YITAPXOYZA KATAXTAZH, TAXEIZ KAI TTPOOIITIKEX

Xe perém mov oeENyOn to 2017 ko aopovoe TV SEPEVVION OTOYEMV Kol
AVTIMYEDV TOV EVOLLPEPOUEVOV UEPAOV Yo Tov poro ¢ ATY omv EAAGda,

avadeiyOnkav ta e&ng:

a) Ta evowpepduevo pépn Bewpovv 0tL 1 ATY €xer kabopiotikd poro oTnv

amolnuimon piog teyvoroyiog mov Ba wbMoel TayvTEPES drodikacies,

B) Avadewvoetar 10 yeyovog 01t 1 ATY €xel amooTacpaTIKEG OdIKOGIES GTNV
EMGda péypt kot onuepo Kol KOTOypAQOVIOL LE COENVEWL TO TOMTIKE Kol

OPYOVOTIKA EUTOOLL,
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v) Awgaivetal EexdBapa OTL 01 YVOOELS TOV EVOLUPEPOUEVDV LEPDOV TIOL GYETICOVTOL

ue v ATY etvon emapkei,

d) Avayvopilovtor ot evkoupieg mTov mapovstalovrol, divouv OUMG LEYOAN TPOGOYT

010 {TNUO TNG SLOPAVELNG,

€) Altvmmvetol n avaykn yio idpvomn EvOg opyavIGHOD UE OMAEG SLOOIKOGIES Kot UE

YVoR030TIKS YapoxTipoe,

[Ipdypott, onpepa n ovotaon evog opyovicpod ATY ommv EAAGSa emetetdydn,
Oumg emonuaivetar 0Tt Kabvotépnoe og peydro Paduod. Mapdia avtd, coupova pe
tov N.4512/2018, ovombnke emionuog opyaviouds ATY pe v ovopaocio
“Emitponn AéioAoynons ko Arolnuiwons @opucrwv Avipwmivyg Xpnong’’ .

To épyo g emMTPOMNG EMKEVIPOVETAL KLPI®G otV  0EoAdYNon TV
(QOPUOKEVTIKMY OKEVAGUATOV KOl TNV KOT EMEKTOCT YVOUOOOTNGN TPOG TOV

Ynovpyo Yyeiog yio v amolnuioon eapuixkmy.

3.2 IIPOBAHMATA, ITPOKAHZEIX KAI EMITOAIA
Ta mpoPAnpata erikevip®vovTot Kupiog ota €ENG:

1) Aev mopovordletar aveéoptioio Tov opyaviepov, kabdc 610 VopooyEdo
avagépetor EekaBapa O6TL M emtpomn vrdyeton omevbeiog otov Ymovpyd
Yyelag. H ovykekpévn dwmictwon 0étel coPapoic mpofAnuaticpuovg oe
OTL a@opd TNV OlPAvels, NG Ol00IKACIOG KOl TOV OTOQACE®Y Kol

aveaptnoio Tov opyavicuoD.
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2) Agv OwWoQUMIETOL 1| OCUUPETOYN] TOV EVOLHQEPOUEVOV HEPAV GTNV
owokacio ™G aglordynonc. XVYKEKPIUEVO, TO €V AOY® VOUOOYESO OV
KOG TA TNV GLUUETOYN QVTOV MG AVATOCTACTN KO LITOYPEMTIKT O1UOTKAGT0L
™¢ a&loAdYNoNG, TaPd LOVOV OTNV TEPITTMON OOV 1 GUUUETOYN TOV UEPDV

QVTOV KPIVETOL OO TNV EMTPOTY| AVOLyKaio.
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KEDAAAIO 4

4. O POAOX TON ENAIAOEPOMENQON MEPQN XTHN AZIOAOI'HXZH
TEXNOAOI'TAYZ YT'EIAX

On stakeholders 1 o amkd ta evdlapepdueva pépn dadpapatifovv kaboplotikd
poOLo otV gmiTvyn vVAoToinom g dwdikaciag g ATY. Qg evdapepoueva pépn 1M
Kowadg yvoot évvolwo ‘’stakeholders’ voovvtar ot acBeveig, ot opyavicpol kot
YEVIKG OTO10GONTOTE EKPPALEL EVOLOPEPOV GTNV SLOOIKOGTO KOl KOWVOTTOLEL TOL OPEAN
KaOdG emiong kot pumopel va emnpedcel TNV anddocn VoG oxedioV, TPOYPAULOTOS 1)
moMtiknct. H ovppetoy tov evdagepopévov pepdv oe OAo To GTASI TNG
dwdwkaciog ATY emoeéper opofaio o@éAn TOGO 7Yoo TOLG 101OVE  TOVG

evolapepopEVoVG, 660 kat otovg decision-policy makers.

H mo cuvnBiopévn poper| GUUUETOYNG TOV EVOLAPEPOUEVODV UEPAOV Elval HECH
NG OLUUETOYNG €WIkdV oe mavelh 7 meetings. OvowoTikd, oTo  TAVEAL
TPooKaAoVVTOL £101K0T Kol avdAoyo TV kKatnyopio teyvoroyiog mov peretdron (m.y.
OYKOAOYOL Yl TNV 0EWOAOYNOT €VOG OYKOAOYIKOD (QOPUAKOV) KOl GTNV omoid
ocu{nrovvtar  {nmuato  KAMVIKNG  amoteAscpoTikotnTog,  peBOOOVG  KOGTOLG-

OMOTEAEGHLOTIKOTNTOG Kol Guvapr OépaTas?,

Amd v AN, oe O1eBvég mepifdiiov mapaTnpeitor EAAeNYN €vOS BeopIKoD
mhonciov mov 0o meprypdeel emoKPIPAOS TOES KOATNYOPIES EVOLLPEPOREVOV
HEPAV €IVOL OVAYKOIO VO GCUHUETE(OVY, NECH TOLMV UIYOVICUOV 0AAG KOl GE
now. otdowe tg ATY. Ztov Kovadd xor mo ovykekpéva oto Ovrdpro,
onpovpyndnke €va mapopolo mhaiclo, PAcICUEVO GE KAVOVEG Kol O10OIKOGIES TTOV
oyetiletol Pe TNV GLUUETOYN TOV TANBVGHOV Kot TV acHevOY GtV dladtKaGio NG
A&ordoynong Teyvoroyiag Yyeiog svpémg yvwotd kot ¢ Public and Patient
Involvement. TTio ocvykekpuévo, to mhaiclo mov epapudotnke oto Ovidplo Tov

Kovaod, akorovBel Tig e€ng dradikaoieg:
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1) Eexdabopn diatdmwon twv apymdv Kol oToxwv TS GOUUETOXHS TOV KOIVOD KOL TV

oo0svarv

Ot apyég mov TéOKav Mrov OoVTEC NG OPAVELNS, TNG OKOOGUVNG, TNG
TEKUNPIOONG, TNG OKOMUATNTOC, TOV PEOMGHOD KOl TNG avVOAOYIKOTNTOS. X OTL
aQopd Tovg 6TdYOVS, avtol oyetiCovior pe v Peitioon TG TOOTNTOG Kol TNV
avénon yvooewv tov tpotdacewv ATY mpog v apyn totdtntog vyeiog tov Oviapilo

(HQO), xabmg emiong kot v Pertioon Slopoavdv d1ad1KacLoOV.

2) Kabiépwon uiog xowvig ylwooag mov Qo vmootnpiler g mpoornaleies yia v

OUUUETOYT TOV KOIVOD KOl TV 000evav

Ovclaotikd, enetedydn KaBopiopds TV KOTNYOPLOV TOV EVOLLPEPOUEVOV LEPDV
KaODGC Kol TOV UNYOVICUOV HECH ToV omoimv cvupetéyovv. 'Etot, ot xoatnyopieg
aLTéG OV KafopioTnkay, eival To YEVIKO KOO OV eKQPALEL EVILUPEPOV Kot OEV €)EL
Kapio yvoon oto {ntnuoto texvoAoyiag vyeiag, ol acheveig Kot o1 @POVTIGTEG TOVG Ol
omoiot £Y0VV YVAOOT TOGO TOV VOOT|LATOV OGO Kol T®V TEYVOAOYLOV VYELNG aAAL Kot
opadeg GAlwv pepav dnwg glvor M Propnyavia, ot opyavicpol anolnpuioong k.a. Ot
pnyaviopoi mwov  kabiepobnikoav elvor n Asttovpyio g emowvoviag, NG

GLUPOVAELTIKNG KOl TNG GLUUETOYNG TOLG 0TV dtaoikacio tng ATY.
3) Ileprypopn TpooeyyiocewV TG COUUETOYHS KOIVOD KOl TV GoOevadV

210 GLYKEKPIUEVO TAAVO TTOV avamTOYONKE, YIVETOL EKTEVIG AVAPOPE Y10 TO TO101
TPEMEL VO, GUUUETEYOLV avaALTIKO o€ kdBe otddo g A&oAdynong Teyxvoroyiag

Yyelag kot pe mowov tpdmo (Unyovicuo).
4) Métpnon kor alioAdynon

Xe autd 1o onueio, M pETpnom Kot agloAdynor EMKEVIPMOVOVTAL KLPIWSG GTOV

BaOLd LAOTOINONG TV 6TOY MV TOL TPokafopicOKavS,

H depegvvnon tov poéAov tov evdtapepopévav pepov oty ATY &xel moykdoo
evolapépov. Xe épevva mov deENyon amd tov HTAI, 1600 oe Evponaikéc yodpeg aAa

Kol 6€ AALeC yopeg Ommwg to ToPdv, n Koropupio ko o Kavaddg, tapovoidlovral ot
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Adyol yw tovg omoiovg ot opyavicpoi ATY evtdocouvv tovg acbBeveic otnv

dradkacia.
Kvpiotepot €€’ avtav etvat:

1) IlpowBnon dikarocivns. Ot 12 amd tovg 15 opyaviopovc ATY avagépovv thv
YPNOUOTNTO TNG OIKOMOGVUVIG ¢ €va KaboploTikd mapdyovio Eviaéng Tov
EVOLUPEPOLEVOV LEPADV OTNV SLOOIKAGTOL,

2) A1ao9alion TV amoPaoE®Y OOTE VO, AVIITPOCMOTEDOVY IOOVIKG TIG OCIES TWV
acblevav kair tov korvod, kabng 10 otovg 15 opyaviopods onueidvovy 0Tt
etvar avaykaio ot amopdoelg mov Ba AneBoLV péoa amd TV cLyKeEKPLUEVN
dwdwacio va wpocsBétovv atla kol va aviikatontpilovv TIC avAYKES TV
ocfevav,

3) Beltiwon tov tpomov vroothpilns otny Anyn aropdoewmv, Kobmg 9 otovg 15
opyavicpovg ATY copemvoiv pe TNV £vTaén TOV EVOLPEPOLEVOV LEPDV MG
amopaitnto otoryeio Pertiwong g Ayng anopdcemy,

4) Beltiwon yvaoewv, kotavonon twv (nqudtov e owaoikacioc ATY ko
zpowbnon oeliotntwv. To 50% twv opyavicpmv ATY avépepe OTL eivan

YPACIIOG TTapyovTag Kot Aapaveton voym>,
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Ewova 4: Opyavicpoi ot omoiot emAéyOnkay o¢ evolopepopeva HépN omd v

Evponaikny Emtponn, 2019

HTA Network

Stakeholder Pool

European
Commission

HTA Network Stakeholder Pool

Patients/Consumers:
Bureau européen des unions de consommateurs (BEUC)
European Cancer Patient Coalition (ECPC)

European Federation of Allergy and Airways Diseases Patients'
Association (EFA)

European Institute of Womens Health (EIWH)

European Patients' Forum (EPF)

European Public Health Alliance (EPHA)

European Organisation for Rare Diseases (EURORDIS)
Health Action International (HAI)

International Diabetes Federation European Region (IDF)

Payers:
Association Internationale de la Mutualité (AIM)
European Social Insurance Platform (ESIP)

Health providers:

Council of European Dentists (CED)

European Association of Hospital Pharmacists (EAHP)
European Forum for Primary Care (EFPC)

European Hospital and healthcare Federation (HOPE)

European Organisation for Research and Treatment of
Cancer (EORTC) - NEW

European Public Health Association (EUPHA)

European Society of Cardiology (ESC)

European Society of Medical Oncology (ESMO)

European Union of General Practitioners/ Family Physicians (UEMO)
Pharmaceutical Group of the European Union (PGEU)

Standing Committee of European Doctors (CPME)

Industry:

Association of the European Self-Medication Industry
(AESGP)

European Association for Bioindustries (EuropaBio)

European Confederation of Pharmaceutical Entrepreneurs
(EUCOPE)

European Coordination Committee of the Radiological,
Electromedical and Healthcare IT Industry (COCIR)

European Federation of Pharmaceutical Industries and
Associations (EFPIA)

Medicines for Europe
MedPharmPlast Europe (MPPE)
Medtech Europe (MTE)

Plasma Protein Therapeutics Association Europe (PPTA
Europe)
The Alliance for Regenerative Medicine (ARM) -NEW

IInyn: European Commission, DG Health and Food Safety, (2019) (s
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4.1 OI AXOQENEIX

Onwg mpoavagépbnke, 1 CLUUETOY TV acbevdv oty Jadtkacio Tng
Afohdynong Teyvoroyiog Yyelog kpivetor empefinuévn kor koBoproTiky).
e autd 10 onueio, Oa Tpémetl va tovicbel 6t o1 acBeveic ypnlovv coppeToyng o€ OAL

T 6TAd10 TG dtadtkaciog g ATY yio dVvo Adyovg:

1) Méo® TG CLUUETOYXNG TOVG OTNV Ol0dIKAGI0, EVIGYVETAL 1) EUTIGTOCHV, 1)

dpavetla ko 1 vopipdtnta otnv agloAdynon piog texvoroyiag vyeiag,,

2) Ot acbeveig kot ot PPOVIIGTEG TOVE, €ival ot udvol ol 0moiol 6 oYECN UE To
VIOAOITOL EVOLOPEPOUEVO HEPN VOGOUV OO CULYKEKPIUEVT 0oOEvELd, EXOVV
yvoon g teyvoAoyiog vysiog Kot pmopodv v GLV-OLOLOPPADGOVY GTNV

a&lohdynom g mpog v o&ia evog eapudKov 1 GAANG texvoroyiag vyeiog
36,37,38

Ao v AL, kpivetal avaykaio 1 cuykEVIpwon dedopuévav Tov oyetilovtot pe
10 TG PAETOVV 01 10101 01 0oBEVELG KO EKTPOGMITOL AVTAOV TNV GUUUETOYN TOVG GTNV
dwdwkacia g ATY. Xe debv épevva mov mpaypaTomoOmONKe Kot 0QOPOVCE
OTOKAEIGTIKA TO OVOTEP® EPOTNUO, GULUUETEIYV 6TO GOVOAO TOLG 15 YDPES,.
[TAn00g ouddwv acBevov avépepav HECH €VOG €0IKOV €POTNUOTOAOYIOVL OTL
ovppeteiyav otnv owdikacio ATY. Zvykekppéva and yopeg onwg o Kavaddg, to
Hvopévo Baociiewo, n Zkotio, 1 OMavdio x.a. To medio oto omoio gumiéxovrav
Ntav oto otédo ¢ agoroynone. EmmAiéov, avépepav 0Tl cvppeteiyov g péAN
EMTPOTMOV GTOVG OPYOVIGUOVS CAAG KOl MG HEAN TOV Tapelyay ovo@opés. Amd TV
GAAN, OH®G, otV oLYKEKPUEVT €épevva apketol epmtBiviec dev elyav coen|

OVaPOPE (G TPOG TOV TPOTO GUUETOYNG TOVG GTOVG 0pyaviopong ATYSS,

Ye Evpomaiko emimedo Kot To GUYKEKPIUEVO GE EPELVA TOV TPAYLOTOTOONKE
a6 10 Evpomaikd ®opovp acbevav (EPF) oe opyaviopovg ATY kot acbevaov oe
dupopes ympes g Eupdnng, ot acheveic spmiékovior Kot GUUUETEXOVY KVPIMG O
eacelg owoong Kot Obyvong mANpoeopies, afloAdynong Kot  EEMTEPIKNG

avaokomnone. EmmpocBétmg, or acOeveic mpokepévov vo GUUUETEYOLV OGNV
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dwdkacio piag aglordynong texvoroyiag vysiog eivar avaykaio vo €xovv yvmon
tekunplopévng atpikng (evidence-based medicine), tov apydv g ATY, g
Katovonong e peboooroyiag g ATY, e Badidg yvoong e vocov yio TV omoia
yiveton n a&loddynon. Télog, o OTL aPOpd TIG TPOKANGEIS TOV TAPOLGIALOVTOL Y10l
TNV GLUUETOYN TOV acBeEVAV, Kuplapyel n EAAelyM de&lotnTeV TV opyavicpmv ATY
oV OYETILOVIOL e TNV GLUUETOYN TOV 0COEVOV, 1 YPOVIKY] OTIYUN, 1 OVETOPKNG
YVOOT Y10 TO TOTE TPEMEL VO CUUUETEYOVV Ol acbevelg Ko 6e oo oTAd1o0 Kabmg

emiong kat oty EAAeym cvpeovioc™.

4.2 EONIKEX YT'EIONOMIKEXZ APXEY KAI YITHPEXIEZ

Efvor guvonto 10 yeyovoc 011, Ol KPOTIKEG vANpeciec vyelag Ko €pgvvog
OTOTEAOVV GNUOVTIKO KOUUATL TV EVOLOQEPOUEVOV pep@v. Ki avtd yio moAdovg
AOYOLG: Ol KovovioTikég oladikaciec (regulatory) omotelolv 1diaitepa GNUAVTIKO
napdyovtag €viaéng tovg oty dwdikacia g ATY. And v dAAn, pio GAAn
YPNOUN TOPAUETPOS OMOTEAEL Kot M €pELYNTIKN dlepyacio OV ekTEAOVV dldpopa

EPELVNTIKA KEVTPO, OTMG Yo Ttopddetypo o IOET 1 1o EKAIITY otnv EAAGSa.

4.3 OPT'ANIZMOI KOINQNIKHX AXOAAIZHXE KAI
ATIOZHMIQZHE/TIAHPQTEX

Ot opyavicpol KOW®OVIKNG AGQAAONG amoTEAOVV KaBOoPIoTIKO TPOGOIOPIGTY| OTNV

SUOPO®OT| O10OKACIOV OOl MO TG WTPIKNG TEXVOAOYING.

MdéMota, oe pelétm mov oeénydn otig HITA, or wWwrtikol aceaiictikol
OpPYOVIGHOL TTOL OMOTEAOVV KOl TOLG KVUPLOLG OMOLNUMTEG LANPECIOV LYEiOG Kot
WTPIKNG TEYVOLOYiOG avapEépovy 0Tl eumiatevovtal TV dwdwkacsio e ATY, iwg
omv g&atoptkevpévn wtpikn. ITo cvykekpipéva, peydiotr opyavicpoi, 6tmog o ICER
kot o HAYES evnuepdvouv Tovg 1010TIKOVG AGOOUAMGTIKOVS OPYOVIGUOVS OF

{nripata kéloync*,
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4.4 BIOMHXANIA

H Bounyavia nailel kaBopiotikd poro poll pe to vrdAoura evolo@epOUeEVa LEPT
omv ATY. Tnv Puoounyovio omotelohv o1 QUPUOKELTIKEG €TOpieg, eTOpieg

0TPOTEYVOLOYIKOD EEOTAICLOD K.OL.

45 TIAPOXOI YIIHPEZIQN YTEIAY, EIIXTHMONIKEYX ENQZXEIX KAI
AKAAHMAIKH KOINOTHTA

H axoadnpoiky kowvotnta dev Oa éueve adopntm omyv dwdikacio g ATY. H
onuacic ™ ovuPoing g €xet Wwitepn ofio, 1OiTEPO NG EMOTNUOVIKNG
€101KELONG TOV OWKOVOUKAOV NG VYElNS. AVTO amodelkvOETaL OO TOAVAPIOUES
peAéteg. e pio €€’ otV POAMGTO, OVAOEIKVOETAL 1] GUUPBOAT TOV OIKOVOUOAOY®V
vyeiog otov mpocdopopd g aiog g ATY ota mpota otddia ¢ a&loAdynong
LOTPOTEXVOLOYIKOV GLUOKELMV. ZOUOMOVO UE TNV UEAETN, 1 OKOONUOIKY KOWOTNTO
EKTTPOCOTOVLEVT OKOONLOIKOVG e E01KELGN GTNV owovopia TS vyeiag, avédelse Ta
EUTOdIL TTOV TAPOLGLALoVTAL KOTA TNV 0&lOAOYNOoN TOVG, OMMG TO EKTOOEVLTIKA
eunodn (opopog ATY, Aertovpyieg tg) ®g Pacikr] mapdpeTpog KaBopiopod g
oTPOTNYIKNG amolnUimong TV 10TPOTEXVOAOYIK®V TPOoidvVTIwV KaBdg emiong Kot
ALV epaypdv Ommg stvar Tor epevvnTikd kevd (KatevBuvripieg odnyieg, péBoodot

Tonomoinong)*2.

210 Sdypappa 2 oamewoviCovior To CUOVTIKOTEPE EVOLNQEPOUEVE LEPT] TTOV

Aappavouv yopa otnv dwudokacio g ATY, coppova pe v debvn Biproypagia.
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Awdypappa 2: Ta evoiopepdpeva pépn oty dtapdpemon e A&oAdynong
Teyvoroyiag Yyelag

OMAAEX AXOENQN BIOMHXANIA

ENAIA®EPOMENA
MEPH XTHN
AEIOAOT'HXH
TEXNOAOI'TAX
YI'EIAX

ITAPOXOI YITHPEXIQN
YT'EIAX/ENIZXTHMONIKEX
EONIKEX YITEIONOMIKEX
ENQXEIYX KAl AKAAHMAIKH
APXEX-
KOINOTHTA

HHAHPQTEX/AIIOZHMIQTEX

IInyy: To1a emelepyacio
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KEDAAAIO 5

5. H OIKONOMIKH AZEIOAOTHZH XTHN AEIOAOT'HZH TEXNOAOITAX
YT'EIAX

5.1 H XPHXIMOTHTA THX OIKONOMIKHX AEIOAOT'HXHX

[Ipotod avapepbel n ypnowdTTa TS 0IKOVOUIKNG 0ELOAGYNONG GTO TAAICLO TNG
ATY, «xpivetor emtoktikn 1 opoBémon g pebddov kol TV €OV OV

epappoloviat og d1e0vég mepPdAiov oto medio TG owkovopiog vysiog.

Q¢ owovouukn alioloynon opiletar exeivy n webodog mov avalntel, UEAETE Kol
OVYKPIVEL ODO EVOAAAKTIKES TOPEUPATEIS TOGO G TPOS TO KOTTOS OG0 KOI (G TPOS TO
6peloc™®. Tmy d10v PiBMoypapia, Ta €181 TNG OIKOVOUIKNAG TTOV EVGOUATOVOVTAL

omv ATY, givan ta kGTmOL:
o  M:éBodos Kootovg-amoteleouarikotyrag (CEA)
o  MéBodos KoaTovg-ypnootnras (CUA)
o  M:éBodos elayioromoinang tov kéetovs (CMA)
o  MéBodos KécTovg-opélovg (CBA)
e  M:éBodos Kborovg-erinttwons (CQA)
e Emintwon otov npoimoloyicus (BIA)

H owovoukn a&oddynon oamotehel omapaitmto otoyeio ¢ afloddynong
texvohoyiog vyeiog. Méow g cvykekpluévng nebdoov, peretdral av pio vadpyovoa
N véa teyvoloyia eivan cost-effective. I'o mopaderypa, ydpec 6mmws N Avotpia, M
OMavdia, mn  Zoundia ypnowomowovv  emionuoc v péBodo  KOGTOLG-
amoteleopatikdtTnTog eved kot 1 FoAlio (av kot averionua) ypnoponoteil v idw

1£00d0 oto mhaicto Tng ATY*,
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5.1.1 MéBodog kootovc-amoterespatikomrog (CEA)

Amotedel pio and T1g cvvnBéotepeg pebddovg otkovopkng agloAdynong otov
Topén vyeiog. XPNOUOTOEITOL EVPEMS GTNV PUPLOKOOIKOVOUIN Kol TNV ONUOsCLa
vyela. Ovolaotikd, TpdkeTon yio tnv UEBodo mov agloroyel v wEEAELD EVAvTL TOV
K6oTOVG o€ drpopeTikég mapepPacels. H ovykekpiuévn pébodog eivar 1dwaitepa
OMUOVTIKN Kol omopodtn T oty dtodikacio AYng amopicemy Tov oyetiletat pue v

KOTOVOUT TOP®V.

Ta mieovekmpata epoppoyng e nedddov eivar onuovikd, kabng Aoppdvovton

{nripate nOKNg o€ oyéon pe Vv péBodo KOGTOVC-0PEAOVC™.

Ewova 5: Aneikdvion pefddov kOGTOVC-0mMOTEAEGLOTIKOTTOG

+

REJECT?
REJECT CEA
- ADOPT?
§ REJECT? ®
CEA ADOPT
ADOPT?
- EFFECTIVENESS +

Iyyj: NICHSR @)
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Amd v A, n nébodog kdoTovg — amotedeopatikotntog (CEA) amotydrol o
(QULOIKEG LOVAJEC. e QVTIV TNV TTEPIMTMOOT, TOPOLGLALETOL ETITTMOT GTO TPOGOOKLLUO

CmN¢ kat o vyglovopkd opéAn petpovtal cuvibmg oe Life Years gained (LYG).

5.1.2 MéBodog koctovg-ypnoipotntog (CUA)

Emonpaivetot 1o yeyovog 0tt, 1 suykekpuévn néBodog otkovorikng a&loAdynong
yopoktnpileton amd MV duvaTOTNTO TOL  £YEL VO CLYKPIVEL OLUPOPETIKEG
TaPEPPAGELS/TEYVOLOYIEG OTIG OOIES TO KOGTOG LETPATOL GE YPNUATIKEG LOVADES EVD
ol &kPdoelg amoTiHAVTOL GE  VYEOVOUIKA O0@EAN, ouvvilwg ¢ TOl0TIKA
npocoppocpéva £t Long. Ta mpocapuocuéva molotikd étn (ong 1 diebvag Quality
Adjusted Life Years (QALY’S) armotelovv petpioipo otoryeio g nebddov k66TouC-
yonowotnrag (CUA). Ta molotikd £t {ong yapaktnpilovior and v pHETpnon g
KOTAGTOONG VYElag €vOg aTOHOL 1 OUAdOS OTOPMV OTOL T OQPEAN, GE OPOLG
dwpkewng (onMg, mpocappdlovtor oe mowdtnto (NG Xnueudvetol emiong, OTL,
1 QALY wcodvvapei pe 1 emmhéov €toc {ong o 0povg téletag vyeiag. Ta molotkd
ém Comg petpodvrar og éva gvpog quality of life score amd 0 émg 1. O apBuog 0

1odvvapel pe BGvarto, evéd o aptdudg 1 1odvvapei pe Téksto vysiat’.

H pébodog ypnowomoteiton opkerd ovyvd otnv  owovouky aflohdynon
TPOYPAUUAT®OV VYEIOG OVl TOV KOOUO Kol omoterel omd TG ONUOPIAECTEPES
pebodovs. Ta mieovektnuata g peboddov GuvtehovV otV Pertioon g TOWOTNTOG

Comg Kot v empunkovven g {omngc.
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Ewéva 6: H amoxdpon evog mpocappuocpévov mototikod Etovg {mng (QALY)

Quality-Adjusted Life-Year (QALY) gain
1 m EUPATI

European Patients’ Academy
on Therapeutic Innovation

www.eupati.eu

= QALY gain

With treatment

Without '
treatment

Health-related Quality of Life (HRQoL)

1 ] j >
0 1 2 3 4

Length of life (Years)

IIyyri: EUPATI

5.1.3 Mé6odog erayioTomoinong tov kéotovg (CMA)

Elvar  mo amhq pébodoc g owovokng a&toAdynons Kabmg emtuyydveton
oVYKPIoN HOVO ¢ TPpog T0 kOoToc. H amotelespatikdtta tov mopepfacemv eivan
TAPOUOLN. ZVVETMG, 6TOY0C TG HeBdOoL elvan n avalntmon ekeivng g Bepaneiog pe

10 AUNAOTEPO OLVATO KOGTOC.

[Tpoxeton yo pio péBodo mov omavimg epapudletor Kabmg eivar apketd SLGKOAO
dvo0 1M meploclTEpeg mapeUPAcer/TEYVOrOYiEC VO €XOUV TAPOUOLO VYELOVOUIKO

OTOTEAECLLOL.
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5.1.4 MéBodog kocTovg-opérlovg (CBA)

Amotedel pia teyvikn oOue®va 1 ool eivarl HEPOG TNG OIKOVOUIKNG Bempiag Kot
ovykpivel 1o kabapd k661G piog TapsuPoonc vYelag e To OPEAN TOV TPOKVTTOLV.

H pétpnomn yivetat 6g 6povg ypnuatikdv povadmv?e,

5.1.5 MéBodog kootovc-enintwong (CQA)

H pébodog kodcTovC-emintmong amotedel pion popen owovoukng agloldynong
ocOUQPOVO pe TNV omoio To EEYPlotd kOGTN Kor €va €DPOG AMOTEAECUATOV
TopoLCIALovVIol HE OKOTO TNV duvatdTNTo  SUOPP®OONG NG YVOUNG TOV
AVOYVOGTMOV GYETIKO LE TNV Y¥PNOOTNTO TNG OTNV JdIKacioe AMYnS omopacemy
T00G. OVGL0GTIKG, 1| TOPOVGIUCT) TV OMOTELEGUATOV YiveTol Eexwplotd oe mivaka

padi pe v ektignon tov pécov KOGToUG.

H pébodog mpoteivetan dwaitepa yio mepimAokeg mepmTMOGES OOV dlakpivovTal
ToAAOTAL 0QEAN. Evdektikd Ta mieovektnpata epappoyng g tvat: 1) Koatavoeitan
€0KOAOQ QO TOVG GYEJNOTES Kot awToLG Tov AapPdvovy amoedcels, 2) Mmopei va
EQPAPUOGTEL 6€ Eval LEYAAO €DPOC 1ATPIKOL KoL U KOGTOVG Kot 0pélovs, 3) Amotelel
pio eVOALOKTIKY TPOGEYYIOT UETPNONG KOOTOVG KOl OQEAOVG. ATd v AN TO
ueovektnuoto sivar: 1) Ilepopiopévn yevikevootnra, 2) Xouniod Pabuov
dlpdvelo 6€ TEPIMTMOOELG TOV O omoPdoelg Pacilovtal otnv cvykekpévn péBodo,
3) Agv vépyOVV CLYKEKPUUEVES 0OMYIEG WG TPOG TO KUTAOPAL OTTOTEAECUOTIKOTNTOG

(cost-effectiveness thresholds)*°.

5.1.6 Enintoon otov mpovmoroyiouod (BIA)

H oavdlvon ermimtowong otov mpovmoroyiopd oyetileton pe v diadikaoio.
obupwvo. ue v omoia kabopiletar ) exiopooy Hiag teyvoloyiog vyeiog mov viobeteita

0€ EVOY GUYKEKPIUEVO TTPODTOLOYIGUO. Y TTAPYOLV SOPOPETIKEG EKOOYES TNG OVOAVOT|G.
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Toviletar, 6Tt M 0avAAvon ENIMTOONG OGTOV TPOLTOAOYIGHO Ogv  Pmopel va

avtikaotadel and dAleg peBodovg, 6mwg N HEH0O0G KOGTOVG-UMOTELEGUOTIKOTITOC.

Emonpaiveton eniong, 011 mAn0og peydhov opyovicpmv onwg sivar o NICE oto
Hvouévo Baciieo, o PBAC oty Avotpoiioa aAld kot moAroi MCA opyoavicpol
amortovy va dteEdyetar 1 nEB0d0g KOGTOVC-OMOTEAEGLOTIKOTNTOS OmapotTTOS poli
HE TNV oviAvon EMTTOONG TOL TPOVTOAOYIoHOV. MdAoTa, og peAétn mov dteényon,
avadelyOnke 0Tt pior amd TG KOAOTEPES TPOUKTIKES TNG OVAALONG EMMTOONG OTOV
TPOVTOAOYIGHO OOTEAEL N TEPIMTOON AVAALONG OO TNV OTTIKN ATOV 7oV B AdPet

™mv andocn .
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5.2 H AIAAIKAXIA THZ YIIOAEI'MATOIIOIHXHY (Modelling)

H dwdikasio g vroderypatonoinong otnv a&loAdynon texvoroyiog vyeiag sivot
onuovtiky Aettovpyia oty ATY Kot otV QOPUOKOOIKOVOUID, YEVIKOTEPO.
Ta tedevtaio €tn, pdiota, ovEndnke n avagopd ™ oty Piproypapio. H
vrodetypatonoinon  Oevepysiton o peyddo  Pabud, kabadg vrootnpilet
ATOTEAECUATIKA TNV dadikacio ARG amopdcemy. 1o cuykekpiéva, amotedel pia
pEB0OO amEIKOVIONG TNG TOAVTAOKOTNTOSC TNG ANYNG OTOPACE®MY GE GYEON LE TIG
TapeUPACEIS OC TPOC TO KOOTOC Kot TO Opedog. Toviletar OTL 1 OIKOVOUIKNY
a&loAOYNOT OV EVOOUOTMOVEL TNV HOVIEAOTOINGCT amoTeEAEL 1GYVPO €PYOAEID TTOV
mopéxel  emapkn  tekunpioon oty dwdwkacio  Aqyng  omopdoswv. H
vrodetypatonoinon epapudletal oe 1epdotio fabd GTNV OPLOKOOTKOVOLLIL KoL TNV

otkovopio vyeiac®t,

2V ovvéxeln Tov KePoAaiov yivetal Wlaitepn avagopd oTo MO YVOGCTE £10M

vrodetypatonoinong: To vroderypa Markov kat 1o 6£vipo amopdcemy.

5.2.1 Yrnoderypa Markov

To ovykekpipévo vmdderypo avomtoydnke amnd tov Andrei Markov. Kopuo
YOPOKTNPLOTIKO TOV HovTEAOV amotelel 1 VOBeoT OTL 0 asBevC PpiokeTol ThvTa GE
gvav  amd €vOov  CUYKEKPIWEVO TEMEPAGUEVO  apldud  KOTOOTACEWV VYEiOG,
avaeepouevoy g Kataotdoelg Markov. O ypovikdg opilovtac (time horizon)

Saucpiveton o i68¢ AVENGELS TOV XPOHVOL Ko avapépovTal o kokhot Markov®?,
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Ewova 7: To vrnoderypa Markov

dead

yysp: Stahl J., (2008)ss)

Eivor avaykaio va toviotel 61t vdpyovv S1Gpopeg KATIYopies TOL GUYKEKPLEVOD
VIOdELYHOTOG, OGS M evpéme yvooty Monte Carlo n omoio ko kaBopicel v

TPOYVOOT HEYAAOV aplfod HEPOVOUEVOVY acOEVDV.

5.2.2 Yndderypa Anogpdoemv (Decision tree)

To dévipo amopdoewv, éva amd TO TO YVOOTO VTOOEIYLOTO GTNV OIKOVOWUIKT
aSloAdyNon VANPECIOV  VYElNG, OmOTEAEl MO GYNUOTIKY  OVOTOPAGTOOT  TNG
EPELVNTIKNG €PMOTNONG Kol TOV TOAVOV EMATOCE®V TOV GIPATNYIKAOV TOL
axolovBovvtatl. Yapyovv ToAAEG LOPPEG VITOAOYIGTIKAOV HOVIEA®V OV UITOPOLV VoL
EKTEAECOVV TNV Ol dKacio. TOL HOVTEAOL HE €EOUPETIKG QMOTEAEGUATO, WE TLO
yopaxktnplotikn v TreeAge. EmmAiéov, sivar onuoviikd va avagepBel 011 1
a&loAdynon Kol avTHET®OMoN TS afefatdTNTOC TOV ATOPACEDYV TOV TPOKVLITOLV
LEG® TOVL LWOJELYHOTOC, YIVETOL LE TNV Y¥PNoT NG avdAvong svaisOnciog mov Oa

avaAv0si TEPAITEP® GE EMOUEVO KEPAAOMO
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Ewéva 8: To dévtpo anopdacewv (decision tree)

Intervention A

FAN

Decision

1
~

A

/ Intevention B

/ 7

/ -

Decision node

Branch //'

Branch

Inyn: Health Economics Research Center, U.S. Department of Veteran Affairsg,

v ewova 8 amewcovileTar £vo VIOJELYO OEVIPOV AMOPAcE®Y. EeKIvVl Le TNV
dwdkacic ANYNG omopdcemv petald 000 JPOPETIK®OV  TopeUPAoE®Y, NG
napéupaong A kot ¢ mopéuPacng B. Emonuaivetor 6ti, ov mapeppdoeig oty
CUVEYELDL OITOTVTTAOVOLV TO KOGTOG Kol TO OPEAOG Yo VO, KATOANEOVY GTNV avapopd.

KOGTOVG-OMOTEAECLATIKOTNTOS OV TTOPEUPAOT).
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MMivaxkag 2: OpOn TPaKTIKN GTNV LIOSELYLOTOTOINGT

To gpeuvNTIKO EPOTNNA, OL GTOYOL TG LOVTELOTOIN GG KO TEHIO EQUPLOYNS TOV

HOVTELOV TTPETEL VA Eivol KO.OOPIGPEVO LE CAPTVELD.

H dop] Tov povrérov kot o1 vroBécels mpémer vo, givar eENyovvTal Kot va gival

ETUPKOG GLTIOAOYTREVOL

Ka00opiopog TOV 606TATIKOV KOl TOV 6YECEMV TOV HOVTELMV. La@1]S 01TIOAGYNON

TOV EMAEYREVOV GYEGEMV PETUSD TOV GUGTAUTIKOV.

To povtého givar avaykaio va gival evijuepmpévo omd deoopéva. H emroyn,
avAALON KoL EPUNVELD TOV OEOOUEVEOV TPETEL VU AVTUTOKPIVOVTOL KOL VO,
CUUTITTTOUV PUE TNV EPEVVITIKI] EPATI|ON KL TO TEGI0 EQUPNOYNS TOV HOVTELOV.

Ieprypagn any®OVv TOV dedopévav.
To povrého mpémer vo. avrikatonTpilel TV afefardotTnTa o1 E16pOEC.
E@appoyi avaivoemv eoarcdnoiog kol avarvceov 6tadepotnrac.

Ta povréha Tpémer va a&loioyodvTal ¢ TPOS TV IKEVOTTA TOVS VO,
owayepilovtar To EPEVVNTIKO EPAOTNHA nEca 6T0 TPOoKaBopIopéVo TEdio
£Qappoyng Tove.

O p£Bodor povrehomoinong mpémer va givar 060 To SvvaTov o amroi. Avagopa

AETTOPEPELAV GYETIKG UE TV OOUT], OEOONEVA KL TIG nEBOOOVS EKTipuNONG pHE

OKOTIO TNV AVOTOPAYOYT] TOV HOVTEL®V.

IInyy: Dahabreh 13, Trikalinos TA, Balk EM, et al. (2016)(ss)
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5.3 H afefotdtra kot ) avaivon evaicnoiog (Sensitivity analysis)

H avdivon egvaicOnociog ypnoiponoteitor kupimg, yoo TNV OmeKOVIoN KOl THV
a&loAOYNOT TOL EMMEOOV EUTICTOCVVIG OV GUVOLETOL LLE TNV OAOKANP®OTN NG
owovoulkng a&toddynone. Emonuaivetor O6t1 givon 1dwitepo ypnoun yuw Ttovg
oxeO100TEG Kot KUPImG Yo auTovg oV AapUPAvouy amo@dcels kabmg SmoTOVETOL
HE oVTOV TOV TPOTO 1 avOEKTIKOTNTO TNG amdPacng Toug 1 omoia Paciletar ot
OTOTEAECUOTO TNG OKOVOUIKNG aloAdynons. Emumiéov, cuvdéeton dppnkta pe v
VIOdELYHaTOTONON Kol amotedel TpOTOC avtuetdniong g afePardtroc. Katd
OLVETELD, MG OvOAvoT gvatctnciog vogitar o Tpdmog avdAivong TG EniOPUCNS TOL
éxel M afePardonta oe pio otkovopkn avdivon n vrddsypo (Kvpidomoviog H.,

Ntepovong @., Abavacdaxng K., 2016).
Ta €idn ™¢ avédivong evaicOnoiag eivat:
1. Movouetafinti avélvon evarcOnoiog (one-way analysis)
2TV GUYKEKPIUEVT TTEPITTMOOT), Ol TOPAUETPOL EIGOS0V TOKIAOVY pia TPOog pia.
2. TloAdamiy avalvon evarotnaiog (multi-way analysis)
Ed®, mavm amd pia mapdpetpot motkidovv.
3. Karaeh (threshold analysis)

E&etaleton n a&rordynon tov kpicipov onueiov yuo pio mapdpetpo. Ovolactikd, o

moto onpeio N a&io g TapapéTpov Bo HETATOTILE TO AMOTEAEGILA TG OTOPOUCTC.
4. IliBavoioyikn aviivon svaoOnoiag (probabilistic sensitivity analysis)

Xapaxtnpiletor amd v mopaywyn g katavouns &£odwv Pacilopevn otnv

KOTOVOLN] TOV TOPUUETPOVY E1GOS0V 0,

Kotd ocvvémeln, ta €idn g avdivong gvoicOnociog olaxpivovion oe 2 peydieg
Katnyopieg: NV autiokpotikyy ovéivon evaicOnoiog (deterministic sensitivity

analysis) kot v mBavoloywkn avdivon evacOnciog (probabilistic sensitivity
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analysis), evé ocvvnbmg m ofefoardotnTo. TPOKOHTTEL OTIC TAPOPETPOVS KOl TO

modetypa’.

Ewoéva 9: MovopetafAnt avaivon evoaucinciog

£140;  Sensitivity analysis on
g120| cost of echocardiography

E EJID m ECG (consultant-read)
E £20 » BNFP only

E0 £35 £70 £105 £140
Cost of echocardiography

Hay: BNP = B-type natriuratic peplide;
ECG = elactrocardiogram

Inyn: Scott M., et al (2008)ss)

Yy ewdva 9, dwakpivetar n povi avdAvon gvoiodnoiog (one-way deterministic)
Katé TV Ypapikn aneikdvion. Ovclactikd, Tpokertoat mepi avdivong evaicOnociog wg
Tpog 10 KOGTOG TOL MYoKapdoypapruatos. EmmpocBétwe, mapatnpeitor ctov
oplovTo GEova amoTLTMOVETAL TO KOGTOG TNG MYOoKapI0ypapiog Kot 6Tov KAOETO

dEova To GLVOMKO GTPATNYIKO KOGTOC.

60



2XYI'KPITIKH ANAAYXH KAI ALIOTIMHYXH OAHI'IQN THY OIKONOMIKHY AZIOAOIHYHY XTO 1IAAIXIO THY
AZEIOAOIHEHY TEXNOAOI'IAXY YTEIAY XTIX XQPEY THX EYPQITHY

5.4 OPIAKOZX AEIKTHX KOXTOYZ-AIIOTEAEEMATIKOTHTAZX (ICER)

[Mpdkertanr yi Tov AOY0 NG EKTIUDOUEVNG OlPOPAS OTO KOGTOG HeTaED TV
TopeUPACEDOV Kol TNG EKTIUOUEVNG dopopdc Tov ekfdcewv petald tov idwv
napepPdoewv. XpnNoonolEiTol 1010iTEPO GTIV OIKOVOUIKT 0&loAdYNoN TEXVOAOYING
vyelog, kabmg vmootpilel kot Ponbd v Sadikacio ANyng omoedcewv. Il
ovykekpipéva, o ICER eivar dwitepa ypriopwoc oe mepummtdoel; 6mov 1 véa
napéupoocn eivar mo axpiPn ®G TPOG T0 KOGTOS GUYKPIVOUEV HE TNV VTAPYOVLGO,

OLOC TPOGIISEL VYEIOVOLIKO OPENOG Kat PeATidVEL TV VYeia®.

O Adyog etvar o €€n:
ICER = (COST A-COST B)/ (BENEFIT A - BENEFIT B)

O Aoyog exoppaleton eite oe kdotog avd LYG, eite oe xdotog avd QALY.
Emmpocbétmg, n afePordmra xupropyel axoun kot 6tov oplakd Oeiktn KOGTOLS-
amoteleopatikéTrog. o mapddetypa, afefoardmra pmopel va mapovciacHel o
TPOG TNV OTMOTEAECHOTIKOTNTO piag TeEYvOoAOYiag vyelog ©€ €vav CLYKEKPUYEVO
mnboopd. H afePoardomnra pmopel va exppoactel g éva dommua agomotiog
GLYKPIGIHO pe éva SIACTNO EUTIGTOGVVIG Y10 EUTEPIKE dedopéva, 1 aKOUN KoL Vo
ancwkovicel oe Ypdonuo HEc® £vOG EMMEOOV KOGTOVG-ATOTEAEGLATIKOTNTOG (COSt-
effectiveness plane)®. Axopum, kpiveton avaykaio vo smonuavOsl 0Tt To. peEAAOVTIKG
KOG Ko o@éAN yprlovv mpoeEdpinong. [TAn0og yopdv, mpoeEoerodv e T0c0GTA

1660 otV Pactkn avdAvor 660 kot TV avaivon gvaicinciog.

Ao Vv GAAN, 0 delkTng amd PHOVOG TOL Oev Umopel va dDGEL caPelg devKPIVIoELS
®G TPOG TO €AV pio Texvoroyia vyeiag eivan value for money. Ymdpyovv opiopéva
KPLTNpLoL, To OToio EPOGOV TANPOVVTOL TOTE Kot LOVOV TOTE pmopel va kaBopiotel o
ICER Threshold. H ypnowoémto tov ev Aoym deiktn givar avoueioprtnn, kabdg
kaBopiler v o&la piog teyvoroyiog vyelag kot cvykekpéva kabopiler to Oplo
KOGTOVG/OMOTEAEGLOTIKOTNTOG. ZNUOVTIKT TOUPAUETPOG TOV TPENEL Vo, AN@Oel vTdym
elvar 0Tl 0 ovyKekpluévog Oelktng yYpMNOIUOTOlEiTOL G €VOV  EKTILOUEVO

npovmoroyiopnd. Emiong, kpivetar okdmpo va unv cuyyéetal n dtopopd mov umopel
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vo el o dgikmg oe dapopeTikég ekPaocels. Mo mapdostypa, o deiktng ICER
Threshold ovéd QALY egivar dwopopetikdc and tov deiktn ICER Threshold ava
LYG®,
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2° MEPOZX — EIAIKO MEPOX
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KEDOAAAIO 1

1. MEGOAOAOTI'TA

1.1 MEOQOAOAOI'TA EPEYNAX — EPEYNHTIKA EPQTHMATA

2KomHG TNG TAPOLGAS £pEVVaG tvat 1 d1EpeblvNoT KO OVAALGT] OA®MY TOV 03N YDV
™G owoVoUKNG a&loAdynong oty dtadtkacio g AStoAdynong Teyvoroyiog Yyeiog
o115 28 ywpec g Evponaikng Evoong.

Ta gpevvnTiKd epOTAUATA TOV dNULOLPYOLVTOL Elval TO KAT®OL.

Epotnua 1

[oteg yopeg ™g Evponaikhg Evoong mapovsidlovv pntd odnyiec oukovoukng

a&loAoynong oto mhaicto g A&oloynong Texyvoloyiag Yyeiog;

Epotnna 2

[Toteg péBodoL okovoptkng a&loAdynomg ypMNoILonoovVTaL 68 LEYOADTEPO PoBILO

AVALESO OTIC YDOPES-UEAT Ko TO1EG Ot EKPACELS;

Epotnua 3

[Toteg elvar ot opotdTTEG KO S0POPEG OV TTALPOLGLALOVTOL GTIS 0OMYieg NG
owovouikng aglohdynong oto miaicto g A&oroynong Texvoroyiag Yyeiog

avapeoa avapesa otic yopes-puéin me E.E.;
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1.2 ME®OAOAOTIA — [TAAIZIO EPEYNAX

H pebodoroyia g mapovoag epguvntikng HeEAETNG PacicOnke 6To TPOTLTO TNG
moloTikng épevvag. H uébodog mov ypnoipomomdnke eivon n avaivon mepleyopévov
(Content analysis). Eivai 1dtaitepa onuavtikd Oti, KOt TV 0vAALGT TEPLEXOUEVOL

TPEMEL VO, OTVOVTOL OTaVTNOELS 0TO ENG:

[Tota givar ta dedopéva Tpog avaivon;
[Mwg kabopilovral To dedouéva,

[Towog givar o TAnBvopdc;

[Toto elvan 0 oyeTkd TAaicto;

[Towa givar ta dpia g avdivong;

© o &M w NP

T pénel va uerpn@si;sz

Onwg npoavapépbnke, ypyouoronujOnke n uébodos tyg mo10TIKIIS TPOGEYYIGHS
Kal 7o GuyKekpluéva n avdiven mepieyouévov (content analysis). H ovdivon
neplexopévoy amoterel pia amd Tic dnpoeiréotepeg peBoddoVg moloTIkng Epgvvag. H
péEB0S0G OV TY| YPNCIUOTOLEITOL KUPIMG HE GKOTO TNV TEPLYPAPT] EVOS POLVOUEVOL KoL
ovykekplpéva etvar daviky pHEBodOg e TMEPWMTMOOCELS OMOL 1 TEPLYPAPY €VOG
eawvopévou otny Piproypaeio givar eddyomg avaeopds. H kmdtkonoinon deéryon
KaTA TNV OldpKel TG ovaALoNG Kol ol Kwowol mponibav amd ta dedopéva g

HeLémG kot oyl amd mpvel,

H peBodoroyia epapuoctnke o€ ypomtd keipeva Kot €01KOTEPO GE EmioNUO
ypomtd keipevo ko exBéoelg twv opyavicudv ATY 1oV yopodv-ueA®V NG
Evponaiknc ‘Evoong. Ta keipeva avtd oyetilovion pe t1g 0dnyieg g OKOVOUIKTG

a&loAdynong oto mhaicto ¢ aEoAdynong texvoroyiag vyeiag.
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Ewoéva 10: Ta otddia ovaivong 0e00UéEVOV

Aveme&épyaoto Keipevo

v
Kwdworoinon tov kepévov

v
AvtimopafoAn] Kot cOYKPLoN TOV KOOIKMV Y1 EVIOTIGUO depop®V 1/Kat
OLOLOTNT®V

Opadonoinon Tov opoinv KOOKOV pe 6KOTo TV dnpovpyio Oepotikdv
EVOTNTOV/KATNYOPLOV

\ 4
TeAum epunveia

v
2Hvdeon BepaTik®V EVOTHTOV e TNV VITaPYoLGa BiAtoypapio

IInyn: Mavt{odkoag 2., (2007)s4)
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1.3 ZYAAOT'H AEAOMENQN

Oocov apopd v cLALOYN dedouévav, ypnooromonke g fabog PipAtoypapikn
avaokémnon. Il ovykekpéva, aviinOnkov keipeva kot ekBécelc emionuomv
opyavicpaov ATY otig yopeg ™ Evponaikng ‘Evoong kot ta omoia oyetiCovrot pe
v agloddynon texvoroyiog vyeiag, TV owovouky alohdynorn g TeyvoAoyiog

vyelag Kot T KaTeLBuVTPIES 0dNYIEC AVTOV.

H avalnmon &exivnoe péoa and tig 1otocerideg g EUNetHTA, g INAHTA
kot g ISPOR. Méoa ond Tig 16T06eAdEC, avTANONKAY Ol 0pYOVIGHOL T®V YWOPDOV-
perdv g E.E., d1e&fybn emmAéov avalnmon otig 6eAMOEs TV OpYaVIGU®OV TMV
YOPOV Kol emAEYONKOV opyavicpol mov kpibnkay 6t mpénet va avalnmBovv axoun
TEPLOCOTEPO OTIC PATELS OEDOUEVMV TOVG, OTIG EKOEGEIC TOVS KoL 68 A KEIEVA, GE
Oépata mov oyetiCovtor pe v owkovoutky a&loddynon. g €k ToVTOL, 1 dLdIKAGTN
oLALOYTG dedopévev €ytve povov amd emionuovg opyaviopovg ATY tov yopodv-

perav g E.E.

1.4 ANAAYXZH AEAOMENQN

Ta 6tdd10 TG avdAvong meptypapovton TopaKdT®:

1. Avayvoon Tou KEWEVOL OPKETEG POPES, DGTE VA YIVEL KATOVONTO.

2. Kwdwomoinon keyévov. KmdkomomOnkav Oleg ot odnyiec mov a@opovcav
OTOKAEIGTIKA GTNV OIKOVOULKT 0E10AdYN o TEYVOAOYiaG VYelag og Eexmwplotd Keipevo

word. H xodwomoinomn £yve ava odnyia.

3. Opadomoinon K®OK®V HE OUOW0 KOl CUVAPEG TEPLEYOUEVO HE OKOMO TNV

Onpovpyio KaTnyopLov.

4. AlaohHvoeoT TV KoTyopldv pe v Pipioypapia.
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1.5 TIEPIOPIZEMOI EPEYNAZX

Xe ovtd 1o onueio, Ba mpémer va avaeepbel Aemtouep®G TO GOHVOAO TMV
TEPLOPICUDV OV TOPOVCIACONKE KATO TNV GLYYPAPN TNG TAPOVCHS EPYACING.
Kpivetar okoémpo va avaeepbet 6t n pebodoroyio g HeAéTng, 1 KOIKOTOINGT TOV
KEWEVOD, 1) dnovpyio. KOTNyopudy Tov TParyratomotnonke, o1eénydn pévov amd tov
ovyypoeio TG Epyociog. Asv vmipyxe mn  OvvatdOTNTO Vo Tporypotomom el
avookOmnon kot €Aeyyog omd devtepo epevvntn. EmimAéov, m ocviioyn tov
dedopévey  mpaypatomodnke povo oe keipeva oe Ayyhkn yiloooo. Kotd
OULVETELD, OEV LANPYE 1 dvvaTdTTA Vo GVUTEPIANEOoVV Kelpeva oty Teppovikn
yAoooa, v lomovikn, v Itadik (ItaAie, lomavio xor EABetia epmintouv oto

TEPLOPIOLO).
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KEDAAAIO 2
2. AIIOTEAEEMATA

To ohvolo TV Keywévov avépyetan o€ 19 keipeva kot apopovv 18 yopeg ¢ E.E.
kot v NopPnyia. Or yopec ot omoieg dev mapéyovv mANpoeopieg N keipeva 1M
ovykekpipéves odnyiec péow emionuov opyovicudv ATY yia TV OWKOVOUIKY
a&lohdynon texvoroyiag vyeiag eivar: AovEepPovpyo, EALGda, Kompoc, Povpavia,
Toeyla, Maita. H E LGS €xel ovotioel emtpony ATY, mov dumg Bpioketarl og
TPOUO OTAOI0 Kot 0eV €YEl GLVTAEEL 00MYieG OIKOVOUIKNG a&toAdynons. Amd v
GAAN, Ol Y®MPES Ol OMOIES EUMIMTOVV GTOVG TEPLOPICUOVS TNG EPELVOG AOY® TNG
YAOOOoOG otV omoia cuvtayOnkav ta keipeva eivar: Iomavia, Itoiio, EABetio kot
mBavoév n Bovdyapio. Ze 6t1 agopd v BovAyapia, 1o E6vuco Kévipo i v
Anpodown Yyela kot v Avdivon avoaeépel oty 1610ceAida Tov v péBodo
a&lohdynong teyvoroyiog vyeioag, OU®S SuoTVXMDG gival oty Boviyopikn yYA®caoa.

Q¢ €K TOVTOV, Ol YDPES Ol OTOIES TAPOVSIALOVY GAPEIC 00MYIEC GTNV OUKOVOUIKT
a&loAdynon oto mhaiclo teyvoroyiag vyelag onv AyyAikn YA®GGO Kot ovoAvdnKov
etvat: 1. Avotpia, 2. Aavia, 3. EcBovia, 4. Agtovia, 5. ABovavia, 6. Bériyo, 7.
Kpoartia, 8. Odwiavoia, 9. I'oAria, 10. T'eppavia, 11. Ipravoia, 12. Kdto yodpeg
(OAhavoia), 13. TToAwvia, 14. Tloptoyaria, 15. Zxortia, 16. Zoundia, 17. Hvouévo
Baoikero, 18. Ovyyapia, 19. NopPnyia.

Emonpaiveron 6t €metta and v pHeAétn t@v odnyudv, 1 avaAvoT TEPLEXOUEVOL

OeENYON e OKOTO TNV GLYKPLTIKN avdALoN TV €ENG OEO0UEVOV-KATIYOPLOV:

1. Zxomdg TG owovopKng a&loAdynong,

2. Ontikn,

3. Xpovikd diotna avéivong,

4. Yrnoderypatonoinon,

5. M£€6060¢ GuYKPIVOLEV®V TEXVOAOYIDV,

6. MéBodot oucovopukng a&lohdynong Kot €i0m ekPacewv,

7. Eidn xo6cToug kot ekPacewv,
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8. [IpoeEoAnTikd emtoKo,
9. ABePardtta kot avdAivon gvaicOnciog,

10. Tpdmog mapovciaomg anoTeEAECUATOV.

70



2YI'KPITIKH ANAAYXH KAI AIIOTIMHYH OAHTIQN THX OIKONOMIKHY ASIOAOIHXHY XTO [TAAIXI0 THXY ASIOAOIHXHY TEXNOAOIIAY YTEIAY STIX XQPEY THX EYPQITHY

2.1 AYZTPIA

Meaning units

Codes

Categories

“The study design should be chosen to reflect reality as closely as possible. This means that the research question must be clearly defined’’

Defining research question

Study approach

“The choice of method of analysis depends on the research question and must be justified’’

“’Because of these methodological difficulties, this method of analysis is not used (CBA)”’

Choice of method depends on research
question

CBA is not recommended

All types of methods are

acceptable

“Apart from the societal/economic perspective, which represents the most comprehensive approach, other perspectives are possible, e.g. the

’

health system, social insurance, other service providers (hospitals), etc

Societal/economic  perspective is  most
comprehensive

Appropriate type of
“If several perspectives are included in the analysis, the results must be presented separately for each study perspective’’ Possibil ity of other perspectives separately perspective
“The chosen alternatives should be described as fully as possible and comply with Austrian clinical practice’’ Comparative alternatives therapies
Standard therapy as appropriate Appropriate types of

“If the standard therapy cannot be clearly established, the most frequent therapy or the most effective therapy can likewise be chosen’’

Most used or most effective therapy as
alternative

comparative treatments

“’Direct costs include direct medical and direct non-medical costs’’

“'This includes losses of productivity resulting from illness and premature death’

“’Losses of productivity should be quantified by the human capital approach’

Inclusion of direct medical and non-medical
costs

Inclusion of indirect costs

Quantification of productivity loss via human
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A marginal consideration should be attempted in order to quantify the costs of an additionally consumed unit’’

“Ildeally, resource consumption should be quantified by means of opportunity costs’’

capital approach
Using marginal consideration

Quantification of resource consumption via
opportunity costs

Types of costs to be included

“Final endpoints, intermediate endpoints and surrogate endpoints can be used as a measure of outcome. Hard clinical endpoints should be

preferred’’

“If the quality of life is to serve as an outcome variable... ... These individual measures are suitable for combining with quantitative objective

measurements such as survival time in the form of quality adjusted life years (QALYs)"’

Preference on hard clinical endpoints

Quality Adjusted Life Year (QALY)

Determination of outcomes in
economic analysis

“The incremental cost-effectiveness shows the difference in the cost-effectiveness of two alternatives or the additional costs of the net effect.

Health economic analyses should include the description of the incremental cost-effectiveness’’

Inclusion of ICER

Way of presenting results

“All the data sources used must be described exactly, their choice justified and their suitability and validity assessed. This involves scrutinizing
both internal and external validity”’ *’l) Meta-analyses of randomised, controlled studies with masked assessment of the results 2)

Representative, randomised, controlled studies with masked assessment of the results 3) Systematic reviews with an assessment of the results

’1) Austrian data from cost calculations published in cost studies 2) Global schedule of fees of the Central Association or a mixed tariff from

several schedules of fees (e.g. Vienna, Upper Austria, Styria and Tyrol) or a tariff list from a regional health insurance fund... ....""

“’1) Published Austrian data or data surveys from Austria (plausibility check with other countries) 2) Published data from comparable

’

neighbouring countries (e.g. Germany, countries of the European Union or Switzerland, etc).....

Evidence sources for clinical data via
randomized controlled studies (RCTs)

Evidence sources for economic data from
mixed tariff

Evidence sources for epidemiological data
from other neighboring countries

Sources for
economical

epidemiological data

clinical,
and

"The choice of time horizon depends on the research question and can range from a few weeks to several years’’

“In choosing the time horizon, it should at all events be ensured that the chosen outcome and the resource consumption of the treatment

alternatives are observable in this period’’

Time horizon-Few weeks to several years

Research question affects time horizon

Enough time horizon as ideal
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“"As an annual discount, a rate of 5% is adopted’’

’

“a sensitivity analysis with higher and lower rates (e.g. 3% and 10%) should verify the robustness of the results

“’Often, in health economic analyses, costs and/or outcomes are considered over a period of more than a year.....

Discount rate at 5%

Discount rate in sensitivity analysis between

3% and 10%
Range of discount rate

Case where discounting is appropriate

“Stochastic approaches such as deterministic sensitivity analyses should examine the effect of uncertain and/or estimated parameters on the

outcome of the evaluation’’

Performing deterministic sensitivity analysis

Ways of assessing uncertainty

“The health economic evaluation can be undertaken as part of a clinical study and reflect "efficacy" or it can portray "effectiveness"
statistically by means of modelling. The methodological procedures of modelling (e.g. decision analyses, stochastic simulations, etc) are not

>

standardised as this is difficult to do in comparison with clinical trials.....

All model types are accepted
Modelling is acceptable
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2.2 BEAT'IO

Meaning units

Codes

Categories

“’Each economic evaluation should be accompanied by a description of the disease and the interventions studied and a systematic review of the

existing relevant clinical literature”’

“’In economic evaluations submitted in the context of a reimbursement request... "’

""The aim of an economic evaluation is to assess the additional costs associated with the better outcome of a health intervention "

Systematic literature review is mandatory

Reimbursement decision

Aim of economic evaluation

First steps of economic
evaluation with special focus

on reimbursement purpose

“In economic evaluations submitted in the context of a reimbursement request, the reference case analysis should only include direct health care
costs from the perspective of the health care payers. This includes payments out of the federal government’s and the communities’ health care

budget as well as patients’ co-payments’’

“The decision maker, however, is usually more interested in the costs of a treatment from the point of view of the health care sector. This includes

costs paid out of the health care budget (be it federal or from the communities) and patients’ out-0f-pocket expenses for health care’’

perspective of the health care payers
(federal government + communities +
patient)

Health care costs paid out of the health
care budget, by the federal government,

the communities and the patients

Recommendation on societal perspective
in literature review

Decision maker’s perspective

Preference on payer’s
perspective

“’The patient population to which the economic evaluation applies should be consistent with the patient population defined in the clinical part of the

’

reimbursement request submission’

“If the intervention’s effectiveness and/or costs differ between subgroups, separate subgroup analyses should be performed’’

“’Post-hoc subgroup analyses are only allowed if the safety, effectiveness or costs between the subgroups are proven to be different based on

Target population

Cases in which subgroup analysis is
acceptable

Cases in which post-hoc subgroup analysis
can be performed

Subgroup analysis is
acceptable with focus on post-
hoc analysis
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5

appropriate statistical analyses or if the baseline risk for events differs between subgroups of the target population’

“’For the identification of the appropriate comparator, the efficiency frontier should be constructed’’ Construction of efﬁciency frontier

“The comparators can be medical and/or non-medical treatments’’ Medical or non-medical comparators

“"The choice for an indirect rather than a direct head-to-head comparison between the study treatment and the comparator should be explained,  preference on direct head-to-head Approp_rlate com_parators in
. I - N . economic evaluation and

together with the limitations of the indirect comparison comparison consideration of

: Using statistical techniques in case of efficiency frontier

“’Appropriate statistical techniques must be used for indirect comparisons’ ool !
indirect comparisons

“’The report should specify whether a cost-effectiveness or cost-utility analysis is used’’ Preference on cost-effectiveness (CEA)
and cost-utility analysis (CUA)

“cost-benefit analyses are not accepted as a reference case for economic submissions
Cost-benefit analysis (CBA) is not an

“For cost-utility analyses, QALYs should be calculated - appropriate method

QALY is the outcome of CUA

“’In cost-effectiveness analyses the outcome should be expressed in terms of life years gained’’

Appropriate types of
“’the Belgian guidelines explicitly encourage the use of the EQ-5D instrument’’ LUG as outcomes of CEA tegﬁnigues outco)r/r?es and

. . generic instruments
“If the EQ-5D instrument is not considered suitable, then the use of another generic utility instrument or direct measurement of utilities by means of ~ Preference instrument is EQ-5D

time-trade-off (TTO) or standard gamble (SG) can be considered’’ Alternative instruments are time-trade-off

L ) o L ) o or Standard Gamble
“’Cost-minimisation analyses are used if the effects of two treatments are identical. Hence, cost-minimisation analysis can only be justified by proof

of equal outcome’’ Cost-minimization analysis (CMA) is also
acceptable

B

“’Outcomes in economic evaluations should be expressed in terms of final endpoints instead of intermediary outcomes’ o .
Preference valuation in final endpoints

75



2YI'KPITIKH ANAAYXH KAI AIIOTIMHYH OAHTIQN THX OIKONOMIKHY ASIOAOIHXHY XTO [TAAIXI0 THXY ASIOAOIHXHY TEXNOAOIIAY YTEIAY STIX XQPEY THX EYPQITHY

“’Health-related quality-of-life weights should be based on empirical data, obtained in patients with a descriptive system for health status for which

corresponding preference values exist from the general public such as the EQ-5D"’

Weighting of health-related quality of life

EQ-5D instrument is recommended Most preferred instrument
“The health state description should be made by patients on a generic descriptive system such as the EQ-5D (for adults) and the EQ-5D-Y (for ] . type is EQ-5D
Generic instruments for health state
youngsters) or SF-6D "’ description
“"Whenever possible, health economic evaluations should always be based on data from randomized controlled trials comparing the study ~Randomized controlled studies (RCTs) are
intervention and a relevant comparator”’ appropriate for data sources
“If modelling is needed because clinical trials provide insufficient information for the economic evaluation, the number of assumptions not based _Usmg_ . mo_dellng . for dealmg with
o - o insufficient information Preference on RCTs for
on clinical evidence should be reduced to a minimum and be fully justified sources of data in health

economic evaluation

“Modelling should be applied if the available data are insufficient to allow a full assessment of the cost-effectiveness or cost-utility of an

intervention”’
“In order to know the effects of a treatment on long-term mortality or other long-term outcomes, extrapolation modelling may be necessary’’

’s

“’Different types of models can be used, the major categories are decision trees and Markov models

“’Meta-analysis of clinical trials may increase the reliability of the clinical evidence and thereby the validity of the economic model”’

“All assumptions made in the model should be explicitly documented and justified. All assumptions should be tested in the sensitivity analysis

and/or scenario analysis to test the robustness of the results ’

Modelling is appropriate in case of

insufficient data

Cases of
modelling

performing  extrapolation

Most used models are decision trees and

Markov models

Validation of model via meta-analysis

Using sensitivity analysis and/or scenario
analysis

Modelling is alternative
case of insufficient data

in
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Irrespective of the study design, the uncertainty surrounding the cost effectiveness/ cost-utility estimates should be analysed using appropriate

statistical techniques
“’For models, probabilistic sensitivity analyses should be presented’’

“is handled via probabilistic and one- or multiple-way sensitivity analyses. Probabilistic sensitivity analyses should be performed on all uncertain

parameters in a model”’

“is usually handled by presenting results from a methodological reference case and other scenarios handled through one-way sensitivity analyses’

>

“Uncertainty around the incremental costs, incremental effects and ICERs should be provided by means of confidence or credibility intervals

’A cost-effectiveness plane and cost-effectiveness acceptability curve should be presented’’

Uncertainty must be examined via

statistical methods

Preference on probabilistic sensitivity
analyses

Dealing with parameter uncertainty

Dealing with structural and
methodological uncertainty via one-way

sensitivity analyses

Dealing with uncertainty in results via

confidence or credibility intervals

Presentation of cost-effectiveness plane
and cost-effectiveness acceptability curve

Ways of assessing uncertainty

“The time horizon of the economic evaluation should be in concordance with the period over which the main differences in costs and health

consequences between the intervention under consideration and its comparator are expected’’

“Treatments for chronic diseases or acute diseases with long term squeal mostly have consequences over a patient’s lifetime. In these cases, a

lifetime time horizon should be adopted for the economic evaluation”

“’Hence, a shorter time horizon may be justified when there is no differential mortality or long term morbidity effect between treatment options and

with only short term differential costs’’

Time horizon should cover the whole
analysis

Adaptation of lifetime horizon

Adaptation of shorter-time horizon

Appropriate time horizon to
be considered

“’Future costs should be discounted at a rate of 3%,; future benefits at a rate of 1.5%"’

“’Given the prevailing advice for the base case analysis in many economic guidelines of other countries, a 3% discount rate for both costs and

benefits can be considered.

Discount rate for costs 3% and for benefits
at 1,5%

Recommendation on specific
discount rate
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Alternative scenarios include a 0% discount rate for both costs and benefits or a 5% discount rate for both costs and benefits’’ Alternative scenarios in discounting are

recommended

“For the decision maker it is important to keep in mind that, if he wishes to compare the ICER of a new product with the ICER of a product for | | focti i

. . ncremental cost-effectiveness ratios
which a decision has already been taken (based on the ICER and other elements), he should always compare the ICERs of the reference case (ICER) is acceptable ICER is helpful for presenting
analyses of both products’’ results
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2.3 KPOATIA

Meaning units

Codes

Categories

“Estimating clinical and cost effectiveness should begin with a clear statement of the decision problem.

“The main technology of interest, its expected place in the pathway of care, the comparator(s) and the relevant patient group(s) will be

defined in the scope developed by the Agency’’

Decision problem should be first priority

Inclusion of appropriate information

Definition of decision problem
and description of
appropriate information

“In the analysis, the costs and outcomes of therapies routinely used in the Croatian health care system, including technologies regarded as
current best practice should be compared with the costs and outcomes of new technology

Current best practice or therapies routinely used

Appropriate types of alternative
treatments as comparators

“’The perspective adopted on direct costs should be that of the Croatian Institute for Health Insurance (Croatian Institute for Health

Insurance as public payer’’
“’The resources should be valued using the prices relevant to the Croatian Institute for Health Insurance’’

“’For the reference case, the perspective on outcomes should be all direct health effects on patients. If relevant, also the health effects on

other individuals (principally caregivers) should be included in the evaluation as well’’

Croatian Institute for Health Insurance as
appropriate perspective on costs

Using relevant prices to Public Payer’s prices for
resources

All direct health effects on patients and their
caregivers are perspective on outcomes

Forms of perspectives on costs
and outcomes

B

“’Cost-effectiveness (CEA) and cost-utility analysis (CUA) are the preferred form of economic evaluations’

“If the data is available, CUA should be performed instead of CEA (i.e. the outcome should be expressed in terms of Quality-adjusted life
years or QALYs"’

“’For the reference case, CEA should be applied and all direct health effects should be expressed in terms of natural units’’

CEA and CUA are ideal methods
Preference method is Cost-utility analysis (CUA)
QALYSs as outcomes of CUA

Natural units as outcomes of CEA

Preference methods of analysis
and outcomes
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’r

“The EQ-5D is the preferred measure of health-related quality of life in adults

Measuring Quality of life in adults via EQ-5 Preference on EQ-5D and
systematic review

“’The time horizon for estimating clinical and cost-effectiveness should be sufficiently long to reflect all important differences in costs or

outcomes between the technologies being compared’’

A sufficiently long enough time horizon Determining time horizon

“’Synthesis of evidence on outcomes should be based on a Systematic review with or without Meta Analysis of RCTs"’

“If available, data from head-to-head RCTs should be presented in the reference-case analysis ‘’Head-to-Head RCTs are preferred, but

indirect comparisons and observational studies may be accepted as well”’

“"When head-to-head RCTs exist, evidence from mixed treatment comparison analyses may be presented’’

Performing systematic review and meta-analysis

Preference on Head-to-Head Randomised Clinical

Trials (RCTs)
Evidence on outcomes

Indirect comparisons and observational studies
are also acceptable

Mixed treatment comparison

“’For the reference case, an annual discount rate of 5% should be used for both costs and benefits, based on calculated mean of base rate

’

for four quarters within respective year, over the last three year’

“’When results are potentially sensitive to the discount rate used, consideration should be given to sensitivity analyses that use differential

rates for costs and outcomes and/or that vary the rate between 3% and 10%"°

Discount rate at 5% for both costs and benefits, in
single analysis
Appropriate discount rate in both

Discount rate variation between 3% and 10% in . N .
single and sensitivity analysis

case of sensitivity analysis

“In the reference case, an additional QALY should receive the same weight regardless of any other characteristics of the people receiving

the health benefit’”’

Equal weight of QALY Weighting QALY
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“The models used to synthesize available evidence to generate estimates of clinical and cost-effectiveness for the Agency’s needs should

follow accepted guidelines”’

“"When there are alternative plausible assumptions and inputs, sensitivity analyses of their effects on model outputs should be undertaken’’

Estimation of clinical and cost-effectiveness via

modeling
Acceptable modeling and

sensitivity analysis for dealing
with assumptions and inputs

Sensitivity analysis should be taken in case of
errors

“The models used to synthesize available evidence to generate estimates of clinical and cost-effectiveness for the Agency’s needs should

>

follow accepted guidelines’

“’When there are alternative plausible assumptions and inputs, sensitivity analyses of their effects on model outputs should be undertaken’

Probabilistic sensitivity analysis is the preferred
method

Most  appropriate  type  of
sensitivity analysis in order to

Reasons for preference of probabilistic sensitivity ~deal with uncertainty

analysis

“For many technologies, the capacity to benefit from treatment will differ for patients with differing characteristics. This should be
explored as part of the reference-case analysis by the provision of estimates of clinical and cost effectiveness separately for each relevant

’

subgroup of patients

Separate analysis of patient sub-groups Subgroups analysis is acceptable

“’Due the fact that Croatia still has not threshold value for the incremental cost-effectiveness ratio (ICER), defining it as the maximum
societal willingness to pay for a quality-adjusted life year (QALY) or for life-year gained (LYG), as well as different recommendation from

5

World Bank and WHO, the Agency will encourage discussion on this topic at national level with all stakeholders’

Incremental cost-effectiveness ratio (ICER)

Discussing with all stakeholders for setting Ways of presenting results

threshold value

81



2YI'KPITIKH ANAAYXH KAI AIIOTIMHYH OAHTIQN THX OIKONOMIKHY ASIOAOIHXHY XTO [TAAIXI0 THXY ASIOAOIHXHY TEXNOAOIIAY YTEIAY STIX XQPEY THX EYPQITHY

2.4 OINAANAIA

Meaning units

Codes

“The health economic evaluation is a part of the application regarding reimbursement status and price’’

Purpose is for reimbursement and pricing purposes

Categories
Reimbursement is  the
objective of health

economic evaluation

“’Therapeutically, the most appropriate treatment comparator can be for instance the treatment that is used most frequently, the minimum

therapy, or monitoring without therapy’’

“If there are no Finnish guidelines for the treatment of the disease concerned or there is no established practice for its treatment, the

Most appropriate comparator is that used more

frequently or most

Finnish expert opinion as a last option

Appropriate comparative

treatment comparator should be based on a Finnish expert opinion’’ treatment
“’Reasons must be given for the choice of the comparator, and the choice must be based on Finnish clinical practice’’ Finnish clinical practice
The time period should be long enough to enable taking into account all essential costs and health effects Long enough time horizon for estimating health effects
and costs
If the time horizon is long, for instance the rest of life, the evaluation should also include shorter-term analyses Time horizon should
Inclusion of shorter-term analysis in long time horizon  be long enough
“'In most cases a cost-utility analysis, in which health effects are given as quality-adjusted life years (QALYs), gives the best support to  Preference method of analysis is cost-utility analysis
decision-making”’ (CUA)
Acceptable methods

“In situations where the therapies compared have equal health effects it is advisable to use the cost-minimisation analysis’’

“’In addition to the analysis chosen from among the options mentioned in the text box it is also possible to present a budget impact analysis

in the evaluation’’

Cost-minimization analysis (CMA) in some cases

Budget impact analysis is appropriate

of economic analysis

82



2YI'KPITIKH ANAAYXH KAI AIIOTIMHYH OAHTIQN THX OIKONOMIKHY ASIOAOIHXHY XTO [TAAIXI0 THXY ASIOAOIHXHY TEXNOAOIIAY YTEIAY STIX XQPEY THX EYPQITHY

“Its structure must be given graphically’’

“’For instance the evaluations based on the Markov model should present the transition probabilities between the alternative health states

and the values of the health indicator used (e.g. QALYs), as well as the costs entailed in the each health state alternative’’

“"When using the decision tree model....""

Graphical presentation of model

Markov model, transition between

alternative health states and QALYs should be

probabilities

presented

Using decision tree

Types of modelling
accepted and ways of
performing them

“’The calculation of costs must include, irrespective of the payer, all direct health care and comparable social welfare costs related to the

therapies that are being compared’’

“If productivity losses are included in the cost calculation, the results must also be presented so that those are excluded’’

“Medicine wastage has to be included in the costs’’

“The costs of medicinal products are calculated using the retail price, excluding VAT’

Direct health care related to therapies

Exclusion of productivity losses
Inclusion of medicine wastage in costs

Exclusion of VAT

Types of costs included in
economic analysis

“As the most reliable study design is in general considered controlled and blinded clinical trials in which the alternative therapies are

s

directly compared with each other’

“Systematic reviews and meta-analyses are often the best way of combining the results of different studies’’

“Effectiveness must be measured primarily in quality-adjusted life years (QALYs), which have been measured using a validated generic
quality of life measure. Effectiveness can also be measured for instance by final endpoints, surrogate endpoints or disease-specific quality

of life measures’’

Controlled and blinded clinical trials are main sources

Systematic reviews and meta-analysis is best option for
combining results

QALYs and final, surrogate endpoints are acceptable

Sources for estimating
health outcomes and ways
of measuring effectiveness

’r

“’A discount rate of 3 per cent is recommended for both health effects and costs

s

“'The health effects and costs occurring beyond one year’

Discount rate 3% for costs and health effects

Case when discounting must be performed

Recommendation for

discounting on 3%
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s

“’The evaluation must include a sensitivity analysis if the evaluation is based on assumptions or otherwise uncertain premises’ Inclusion of sensitivity anaiysis Types of Sensitivity

“It is possible to use both deterministic and probabilistic sensitivity analyses in the evaluation, as well as scenario analyses evaluatingany ~ Using both deterministic and probabilistic sensitivity analysis to deal with

uncertainly associated with the assumptions and choices made’’ anaIYSIS as well as scenario anaIySiS uncertainties

Appendix 2, “’Average total costs and QALYs of the basic analysis, discounted and undiscounted’’ Calculating and using ICER Way of presenting results
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2.5 OAAANAIA

Meaning units Codes Categories

5

“The first step in an economic evaluation is to clearly state what decision-making problem the evaluation will solve...." Defining the problem is first priority Appropriate steps when beginning

“’Once the objective, the user and the perspective of the evaluation have been clearly defined, the next step is to formulate the research Preparing research question of health economic evaluation

question for this specific economic evaluation’’

“’Economic evaluations should be conducted from the societal perspective’’ Societal perspective as the appopriate
perspective

“’In addition to the societal perspective the results can be presented from other perspectives (such as the healthcare perspective)’’ Most preferred perspective
Other perspectives are considered additionally

“’The patient population or target population is the group for which the intervention is intended in the Dutch clinical practice’’ Dutch clinical practice
“In the event that the cost-effectiveness with respect to effects and/or costs differs between subgroups, separate subgroup analyses are an Subgroup analyses are acceptable Performing subgroup analysis
option’’

“'As described in the reference case the intervention should be compared with the standard of care and/or usual care.i The standard  Daily practice or usual treatment is the Appropriate comparators

treatment is the intervention which in daily practice or in accordance with clinical guidelines is considered the treatment of first choice’’ .
yp g f first choice appropriate comparator
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5

“’As indicated in the reference case, the QALY is the standard outcome measure in healthcare economic evaluations’
“It is recommended to use validated outcome”™’

’A prerequisite for intermediate or surrogate outcome measures is a proven sensitivity to change in the clinical outcome’’

“’Clinical outcome measures reflect morbidity, mortality or quality of life”’

QALY is the appropriate outcome measure
Using validated outcome measures

Intermediate or surrogate outcome measures
are acceptable

Other outcome measures are acceptable

Ideal outcome measures

“’The time horizon required for an economic evaluation should preferably cover the expected lifetime’’

Time horizon should be long enough

Determining time horizon

“The most fiequently used techniques are the cost-utility analysis (CUA) and the cost-effectiveness analysis (CEA). A budget impact

>

analysis (BIA) might be added to the economic evaluation’

A CEA makes use of (clinical) effect sizes (for example millimeters mercury to express blood pressure, event free survival, or life years

gained)”’

“In a CUA the effects are expressed in a generic measure of the quantity of life years corrected for quality of life, or Quality Adjusted Life
Years (QALYs)”’

“’These QALYs are determined with the aid of generic measurement instruments such as the EQ-5D"’

Preference on CUA and CEA with inclusion
of BIA

Clinical outcomes are appropriate outcome
measures in CEA

QALYs are the appropriate outcome measure
in CUA

Using EQ-5D generic instrument

Appropriate methods and
outcomes in health economic
evaluation

“The costs and effects of interventions can be calculated using a decision model”’

“The most commonly used models are: decision trees, ‘state-transition’ models (also known as Markov models), ‘discrete event’

’

simulations, and ‘dynamic transmission’ models

“’The decision model used in a model-based economic evaluation must have been validated... "’

Using modelling

Most appropriate model types are decision
trees, markov models e.t.c.

Validation of model

Modelling is acceptable and useful
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“If effects and costs data are collected or presented for a time horizon exceeding one year, the effects and costs generated after the first

year need to be discounted’’

“’In the Netherlands, the costs are discounted at a different rate than are the effects: the costs at a constant discount rate of 4%; the future

effects at a constant discount rate of 1.5%"’

Discounting after first year

Recommendation on discount rate

Discount rate for costs is 4% and for health
effects is 1,5%

“If a study has already been performed, the uncertainty around the total and incremental costs, effects and the incremental COSt-
effectiveness ratio should be quantified with statistical methods. The method used most frequently used to determine the confidence

intervals for total and incremental costs and effects and the incremental cost-effectiveness ratio (ICER) is ‘bootstrapping’’

“The influence of parameter uncertainty should be examined using probabilistic sensitivity analyses (PSA) in which all uncertain

parameters are analyzed’’

“’Furthermore, univariate and multivariate sensitivity analyses should be performed to provide insight in the relative influences of input

>

parameters on the ICER and in the consequences of fixed values in the model such as discount rates and prices’

Dealing with uncertainty on costs and effects
via statistical method (bootstrapping)

Using probabilistic sensitivity analyses for

parameter uncertainty Ways of dealing with uncertainty

Performing univariate and multivariate

sensitivity analyses

“If data for a longer time horizon are missing, analyses can only be performed using extrapolation techniques, thus allowing for the

s

determination of the total survival gain’

>

“Furthermore, possible different outcomes when other distributions are used should be explored in scenario analyses’

Extrapolation of data is acceptable

Consideration on
data

extrapolating

Case where scenario analyses are performed

“An economic evaluation may be performed in the context of an empirical study (piggy-back study alongside an RCT or observational
study) or a model-based study. It is strongly recommended to base the systematic review on randomized studies of sufficient quality.'” A

’

well designed and well performed (double-blind) randomized controlled clinical trial (RCT) has ... ...

“In addition, an RCT also has it downsides and limitations. Certain situations may arise, therefore, in which non-randomized or non-
comparative studies will suffice or even may be preferred, for example when there is a clear dose-response relation, the natural course of a

B

condition is known or in the case of rare diseases’

“’A systematic search of relevant publications should adhere to a pre-defined protocol. In a model-based economic evaluation the clinical

Recommendation on double blind randomised
clinical trials

Non-randomised  studies
if RCTs are insufficient

are acceptable,

Most preferred source of data are

RCTs
Performing systematic review
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effectiveness data need to be underpinned by a systematic review of the literature, provided this is of sufficient quality’’

“Where data are clearly lacking , it is recommended to ask a panel of experts to provide data for “'input’’ in a model or for the design of Panel of experts is the last option

the model "’

)

“’The ICER should be calculated by dividing the mean costs by the mean effects across all PSA iterations’ ICER is acceptable for reporting Way of presenting results and

reporting
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2.6 IIOAQNIA

Meaning units

Codes Categories

3

“’'The economic analysis should be consistent with the decision problem analysis and the clinical analysis’

“Also in terms of the selection of comparators, the economic analysis should be consistent with the decision problem analysis and the

clinical analysis’’

Decision problem should be defined Determination of decision problem

Selecting comparators and comparator type

“The analysis should be performed from the perspective of the authority obliged to finance medical services from public funds™ (public
payer’s perspective), and from the joint perspective of the authority obliged to finance medical services from public funds and of the

beneficiaries...”’

“If there is no co-payment by the beneficiaries, or it is negligible in comparison with the costs incurred by the public payer, it is possible to

5

use only the public payer’s perspective’

’

“’The above perspectives do not exclude the conduct, in justified cases, of additional analyses from other perspectives...’

Public payer’s perspective and joint
perspective of the public  payer and the
beneficiaries including co-payments

Cases where only Public payer’s perspective Perspective for the economic
must be used analysis

Other perspectives could be included

“’Time horizon of the economic analysis should be sufficiently long....""

“In case of health technologies for which the outcomes and differing costs occur during the whole life of a patient, the lifetime horizon
should be used’’

Long enough time horizon Appropriate time horizon should

Lifetime horizon can be used be long enough

Various techniques (types of analysis) may be used in such assessment: cost-utility analysis; cost-effectiveness analysis, cost-minimisation
analysis, cost-consequences analysis

It is recommended to perform the cost-utility analysis and cost-effectiveness analysis at the same time’’

“’Cost-benefit analysis is not recommended’’

“If cost-utility, cost-effectiveness and cost-minimisation analyses are not possible, it is allowed to perform only the cost-consequences

Types of economic analysis
CUA, CEA are preferred
Most appropriate methods

CBA is not appropriate
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)

analysis’

CQA is the last option

“The preferred natural unit in cost-effectiveness analysis are life years (LY)"’

“’A special case of cost-effectiveness analysis is the cost-utility analysis, in which the health outcomes are presented as quality-adjusted life

years (QALY)”

“’The preferred instrument for measuring the quality of life in adults is EQ-5D questionnaire (EQ-5D-3L or EQ-5D-5L version)’

Outcomes of CEA are LYG

Acceptable health outcomes and
appropriate instrument

QALY is the health outcome of CUA

EQ-5D questionnaire is preferred

“Modelling is performed when the available data are insufficient to determine coSt-effectiveness’’
“The model assumptions should be clear, well justified and tested in a sensitivity analysis’’
\MS Excel and TreeAge are the most used software tools”’

5

“’Modelling may not be necessary if no statistical significance of differences....~

Modelling is not mandatory

Model assumptions should be tested by
sensitivity analysis

Modelling tools most used are Excel and

TreeAge Modelling is recommended, but not

mandatory
Modelling is not necessary in some cases

“"When using data from clinical trials to describe the natural course of the disease, provide arguments for their validity”’
A systematic review of literature should be carried out to obtain the key input data for the model’’

“If experts’ opinions are the source of data, the methods of obtaining the data and the source data should be provided’’

Using data for clinical trials data
and provide validation
Source of data from clinical trials

Systematic review of literature

Expert opinions are acceptable

“direct medical costs resulting from the use of resources needed to provide medical care and supporting the process of its provision,

I

directly related to medical care.....

“direct non-medical costs resulting from the use of resources needed to provide medical care and supporting the process of its provision,

I

not related to medical care......

Direct medical costs

Direct non-medical costs
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“indirect costs, defined as costs of resources lost due to the disease and its consequences; in health technology assessment reports these

are the costs of lost productivity of patients and their informal caregivers; the category of indirect costs should include the costs associated

Indirect costs

o . Categories of costs included in

with paid work only . .
. . economic analy5|s
. ) . » _ Methods for measuring used resources in
“’Both the micro-costing method and the gross-costing method' differing in the precision of used resources assessment, can be applied to single analysis
measure used resources. Both methods can be used in a single analysis’’
“The use of local tariffs is particularly recommended when the assessed intervention is available only at health care institutions of a
certain type, the scale of charges includes a large number of procedures and benefits, and the data are available for the investigator Recommendation on using local tariffs
without additional work and expenses’’
“in the basic analysis — 5% for costs and 3.5% for health outcomes "’ Discount rate at 5% for costs, 3,5% for health Recommendation rate for
outcomes in basic analysis discounting

’

“in the sensitivity analyses — 0% for costs and 0% for health outcomes’

Discount rate at 0% for both costs and health
outcomes in sensitivity analysis

y

“All data should be presented with dispersion measures, in a clear manner, in table form, with the data source’

“’The method of data collection and analysis should be described and justified. The forms used to collect data should be attached as

annexes to the report’’

The results of the economic analysis should be presented in the following form: -total health outcomes considered in the economic analysis
and, separately, total costs of the compared technologies, various categories of costs.... -incremental (ICER/ICUR) and absolute

(CER/CUR) ratios of costs to health outcomes, if their presentation is justified.

Presentation in table form

Method of data collection and analysis should
be described

Presenting results
Incremental (ICER/ICUR) and absolute
(CER/CUR) ratios of costs to health outcomes
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5

“In the economic analysis it is necessary to conduct at least a one-way sensitivity analysis and a probabilistic sensitivity analysis’ Performing one-way Sensitivity analysis and

probabilistic sensitivity analysis
“’A probabilistic analysis can be performed using analytical methods or the Monte Carlo method’’
using Monte Carlo method

“’The results of the sensitivity analysis should be presented in tabular form and, where applicable, also in graphical form, e.g. as a scatter . . i . Appropriate types of SenSitiVity
Graphical presentation via cost-effectiveness analysis

plane, CEAC, tornado plot and cost disutility
plane

plot on the cost-effectiveness plane, cost-effectiveness acceptability curve (CEAC), tornado plot, cost disutility plane’’
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2.7 TIOPTOI'AAIA

Meaning units

Codes

Categories

“This is why we recommend that society’s perspective should be used when conducting an economic assessment study’’

“Society’s perspective should be broken down into other relevant points of view, with special attention to the third payers if they are the users
of the study’’

“To justify repayment or co-payment of the price of a drug by public bodies

Recommendation of society’s perspective

Consideration of third payers in societal

perspective

For payment and reimbursement purposes

Appropriate perspective and

aim of guidelines

“’An economic assessment study should have clearly defined objectives. This means asking a question and then using empirical work to answer

it. The whole study is therefore conditioned by the way in which the question is asked”’

“’Classification of the treatment, brand name and generic name, dosages and form of ... .... o

Defining research question

Description of the new product

First priority for economic
assessment

“’A controlled, random clinical trial is the most reliable method of determining a relationship of causality and, therefore, of assessing the

efficacy or effectiveness of a treatment’’
“’Preference should therefore be given to information from clinical trials or meta-analyses of clinical trials with these characteristics”’

“Effectiveness data obtained from observational epidemiological studies are also acceptable’’

“In terms of the scientific validity of the data generated, the weakest choice for estimating effectiveness is a panel of experts...”’

Most appropriate source data is randomized
control trial

Preference on results of clinical trials or meta-
analysis
Observational studies
considered

epidemiological are

Last choice should be expert panel

Preference source for data
appropriate source data

“The alternative of reference should be current practice, i.e. the most common treatment. An appropriate comparator is that which is, in fact,

used in current clinical practice”’

Current practice or most common treatment as
appropriate comparator

Most appropriate comparator
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“’The population should correspond as closely as possible to the potential users of the treatment under analysis’’

“In the case of clinical trials, we must assess how restrictive the inclusion and exclusion criteria were and the resulting external validity”’

“To avoid these disadvantages, the analysis of subgroups should only be considered if defined in advance and if the number of subgroups post

hoc can be managed as a generator of hypotheses. This aspect should be explained if we do this’’

Type of population included in analysis

Consideration of inclusion-exclusion criteria of
the population and external validity in clinical
trials

Cases which analysis of subgroups might be
performed

Considering  population in
analysis and subgroups

“In this case, the hypotheses and models used to estimate effectiveness should be described in detail and an appropriate sensitivity analysis

should be made of the results’’

“Any studies carried out at this stage will inevitably have to extrapolate the effectiveness of the treatment on the basis of its estimated efficacy
in the clinical trials. Modelling is normally used to do this”’

“’The model does not limit the authors’ use of any particular technique’’

Way of estimating effectiveness

Using modeling for extrapolating effectiveness
data

There is no any specific model technique

Modelling is an ideal way of
assessing effectiveness

“The length of the study should coincide with the duration of the treatment and its consequences’’

’

“’In some studies, it may be useful to use more than one time horizon to analyse the available information’

Time horizon should follow the whole duration
of treatment

Using more than one time horizon, in some
cases

Appropriate time horizon

“The cost-minimisation, the cost-effectiveness, the cost-utility and even the cost-benefit approach can all be adopted’’

“It is advisable, however, whenever possible, to make a cost-utility analysis (CUA) or cost-benefit analysis (CBA). A cost-utility analysis is

’

preferable in this case’

All health economic evaluation techniques are
acceptable

Preference primarily on CUA or additionally on
CBA

Techniques to be considered
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“When the analysis adopts the perspective of society, the costs included will be the direct costs of providing health care, the costs of social
services and other sectors related to health care and the costs borne by patients and their families. The only indirect costs included should be

those of an employee’s lost productivity”’

Inclusion of direct costs as well as lost

productivity

Types of costs included

“In cost-effectiveness studies, the consequences can be measured using several indicators, such as the years of life gained by using each

alternative ”’

“If we adopt the cost-utility approach, we should present the quality of life weightings for each level of limitation of activity and the years of
life gained. In a cost-utility study, years of life are weighted by the quality of life, which can be measured with several instruments. Some of
them are based on value, i.e. they enable us to measure the different degrees of limitation of activity on a cardinal scale between 0 and 1 (like
the “standard gamble”, the “time trade-off” and the EQ-5D, for example), in which O represents death and 1 perfect health. Others, on the
other hand, are merely descriptive of these degrees of limitation (e.g. the SF-36) "’

“In cost-benefit studies, the monetary valuation of the consequences should preferably use the contingent valuation method. We recommend

that the “willingness to pay” should be assessed using the contingent valuation method’’

“The end points we consider should, as far as possible, be those related to the impact of treatments on the duration of life ”’

LYG are the appropriate outcomes of CEA

QALYs are considering in CUA and measuring
quality of life via EQ-5D, SF-36 is acceptable

Willingness to pay is appropriate in CBA

Considering endpoints

Defining
consequences/outcomes

“The cost and consequences of each alternative should be presented in terms of variation from those of common clinical practice - incremental

analysis. The total values should also be calculated so that the decision maker can analyse the costs and consequences of each alternative *’

Using incremental analysis (ICER)

Presenting results

“All costs and consequences should be discounted at a rate of 5 percent. Five percent has been adopted as the discount rate for costs and

consequences’’

“’Recent studies, like the Washington Panel, point to a rate of 3 percent, however, so this figure can be used in a sensitivity analysis’’

Discount rate for both costs and effects at 5%

Discount rate at 3% in sensitivity analysis might
be an option

Using appropriate discount

rate

“We should make a sensitivity analysis of the key parameters with values that are subject to uncertainty. If these values have been obtained by
sampling, the analysis should be conducted considering the confidence intervals for each estimate. In other cases, the choice of variation

intervals or alternative values for the parameters should be justified in detail on the basis of empirical evidence or of logic’’

Performing sensitivity analysis for uncertainty
with consideration of confidence intervals or
empirical evidence

Dealing with uncertainty
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“"Overall, incremental cost effectiveness ratio, cost-benefit ratio or cost-utility ratio of the alternatives, depending on the analysis technique  Using ICER Presenting results

chosen...””
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2.8 ZKQTIA

Meaning units

Codes

Categories

)

“Estimating clinical and cost effectiveness should begin with a clear statement of the decision problem’

“’The economic and budget impact analyses presented in sections 6 and 7 of the NPAF should always relate specifically to the target population

that is the focus of the company submission’’

Presenting the decision problem

Target population should be the main scope
of economic and budget impact analyses

Information needed for first

steps

“’Relevant comparators are those that are considered to be in routine use or represent best practice in NHS Scotland..”’

“’A relevant comparator medicine is expected to be a licensed product in most circumstances; however, comparators may include off-label or

unlicensed products, provided they are in routine clinical use in NHS Scotland”’

“’The relevant comparator may be different to the comparator in the clinical studies programme for the medicine; if so the submitting company

B

must carry out an indirect comparison’

Routine use or current practice in Scotland
as the appropriate comparator

Primarily licensed medicinal product as
comparators
Circumstances for performing indirect

comparison

Most appropriate comparators

“The perspective on outcomes should be all direct health effects whether for patients or, where relevant, other individuals (principally carers)’’

“The perspective adopted on costs should be that of the NHS in Scotland and social work (referred to as Personal Social Services (PSS) in
England) ™’

Direct health effects

Costs of the NHS in Scotland and social
work

Perspective on outcomes and

costs

“In general, cost-utility analysis is the appropriate form of economic evaluation, with health effects expressed in terms of quality adjusted life
vears (QALYs)"’

“"Thus, an additional QALY is of equal value regardless of other characteristics of the individuals such as their socio-demographic details, or

their pre- or post-treatment level of health’’

Preference on CUA and QALYs as

outcomes

Equal weighting of additional QALY
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5

“’Cost-minimisation analysis may be appropriate if the proposed medicire...’

“Where a cost-utility analysis shows extremely small differences between treatments in terms of QALYs, it may also be helpful for submitting

companies to provide sensitivity analysis... "’
“’Currently, the most appropriate choice in the UK appears to be the EQ-5D"’

“’Given the SMC'’s focus on maximising health gain from limited resources, it is important to consider how clinical and cost effectiveness may

’

differ because of differing characteristics of patient populations’

CMA is acceptable

Providing sensitivity analysis in some cases

EQ-5D is the most appropriate instrument

Subgroups analysis is considered

Appropriate techniques to be
considered as well as
instrument

“’The time horizon for estimating clinical and cost effectiveness should be sufficiently long..”’

A time horizon shorter than lifetime is justifiable...”’

Sufficiently long time horizon

Shorter time horizon could be considered

Consideration of a sufficient
long time horizon as well as a
shorter if needed

“’The SMC does not have a fixed upper limit on willingness-to-pay for a QALY"’

“’Below a most plausible ICER of £20,000 per QALY gained, the decision to recommend the use of a technology is normally based on the cost

effectiveness estimate and the acceptability of a technology as an effective use of NHS resources...

ICER is acceptable

There is no upper limit in willingness to pay
for a QALY

ICER is acceptable

“If no head to head evidence is available an appropriately conducted indirect comparison is required’’

“Ideally, these data will be generated through randomised controlled studies of the medicine, although utilities derived from observational
studies of patients would be acceptable as long as it can be shown that the patients and health states adequately match those in the clinical studies

B

used in the submitted economic evaluation’

“Where data from studies are insufficient to provide values for relevant variables, and such values can be obtained from expert opinion, then

SMC will consider this as a valid source of evidence’’

Direct comparison with Head—to-head

evidence is preferred
Indirect comparison is alternative option

Randomized clinical studies/trials (RCTSs) as
a primary case for valuing health effects

Observational as an alternative

choice of RCTs

studies,

Expert opinion is last option

Sources for evidence with
preference  on  randomized
clinical trials
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“’This involves the systematic location, appraisal and synthesis of evidence in order to obtain a reliable overview’

“In order to reduce the risk of selective use of single studies, manufacturers should demonstrate that a systematic literature search has been

undertaken and state the inclusion criteria for studies’’

“Synthesis of outcome data through meta-analysis is appropriate provided there is sufficient, relevant and valid data that uses comparable

>

measures of outcome’

>

“Forest plots are a useful tool to illustrate the individual study population results

Systematic literature review for evidence

Inclusion criteria in systematic literature
search must be referred

Meta-analysis of outcome data

Considering forest plots

Systematic literature and meta-

analysis are acceptable

“’Costs should relate to resources that are under the control of the NHS in Scotland and social work (equivalent to Personal Social Services in

England)....”"
“Where the actual price paid for a resource may differ from the public list price, the public list price should be used’’

“Value added tax (VAT) should be excluded from all economic evaluations but included in budget impact calculations at the appropriate rate

(currently 20%) when the resources in question are liable for this tax’’

Costs should be of the NHS in Scotland and
social work

Appropriate price method for costs is the
public price list

Exclusion of VAT

Types of costs for inclusion

“’Presently this advises an annual discount rate of 3.5% should be used for both costs and benefits for analyses with a time horizon of less than 30

B

years’

“When results are potentially sensitive to the discount rate used, sensitivity analysis should vary the rate between 0% and 6%’

Discount rate should be at 3,5% for both
costs and benefits and for less than 30 years
time horizon

Discount rate in sensitivity analysis should
be between 0% and 6%

Appropriate discount rate

I

“Situations where modelling is likely to be required include those where:....

“In general, all structural assumptions and data inputs should be clearly documented and justified. This is particularly important in the case of

B

modelling to extrapolate costs and health benefits over an extended time horizon’

“’However, modelling is also open to bias and the submitting company should make efforts to ensure the approach used is transparent in terms of

Cases where modelling is required

Extrapolation of costs and benefits over an
extended time horizon

Transparent and validated model

Modelling is required
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the structure, workings and validity of their model’’

“Consideration should be given to the graphical representation of clinical and cost effectiveness data to support its effective communication and

»

interpretation’

s

“All data used to estimate clinical and cost effectiveness must be presented clearly in tabular form and include details of data sources’

“NICE emphasises the use of tables but the SMC also finds well-designed graphs to be especially helpful and would urge manufacturers to give
more thought to this aspect of presentation’’

Graphical presentation of clinical and cost
effectiveness data
Presentation of data in table with their
sources

Presenting results
Differences between NICE and SMC

“Sensitivity analysis should be used to deal with sources of uncertainty. This includes uncertainty about the clinical and cost effectiveness

estimates, choice of studies to include in a meta-analysis, and the structural assumptions made in a model’’
“’Consideration should be given to one and two-way sensitivity analyses, supported by graphical representation including threshold values’’
“’Probabilistic sensitivity analyses may be submitted in support of the application, but are not considered mandatory’’

“’Appropriate ways of presenting uncertainty are confidence ellipses and scatter plots on the cost effectiveness plane and cost effectiveness

>

acceptability curves’

“NICE require probabilistic sensitivity analysis to address parameter uncertainty.... Hence the SMC do not require probability sensitivity

’

analysis but require robust one-way and two-way sensitivity analyses...’

Performing sensitivity analysis

Preference of one-way and

sensitivity analyses

two-way

Probabilistic sensitivity analyses is desirable

Performing confidence ellipses and scatter
plots

Differences between NICE and SMC in case
of sensitivity analysis
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2.9 HNQMENO BAZIAEIO

Meaning units

Codes

Categories

“Estimating clinical and cost effectiveness should begin with a clear statement of the decision problem that defines the technologies being

compared and the relevant patient group(s)”’

“’The main technology of interest, its expected place in the pathway of care, the comparator(s) and the relevant patient group(s) will be

’

defined in the scope developed by the Institute

“When selecting comparators for assessment, give particular consideration to the scope (see section 2), and to the evidence to allow a

robust assessment of relative clinical and cost effectiveness’’

Describing decision problem

Inclusion characteristics in scope of NICE

Consideration of scope and evidence in case
of assessing comparators

Description of decision problem
should be the first step of health

economic evaluation

“For the reference case, the perspective on outcomes should be all direct health effects, whether for patients or other people’’

“’The perspective adopted on costs should be that of the NHS and personal and social services’’

B

“’Productivity costs are not included in either the reference-case or non-reference-case analyses’

“Appraisals that consider benefits to the government incurred outside of the NHS and personal social services will be agreed with the
Department of Health (and other relevant government bodies as appropriate) and detailed in the remit from the Department of Health and
the final scope. For these non reference-case analyses the benefits and costs (or cost savings) should be presented separately from the

reference-case analysis’’

Direct health effects for
outcomes

perspective on

NHS and personal and social services for
perspective on costs

Productivity costs are not appropriate

Separate analysis in appraisals with benefits
outside of the NHS and personal social
services

Types of perspectives on outcomes
and costs

“When selecting the most appropriate comparator(s) the Committee will consider: established NHS practice in England, the natural
history of the condition without suitable treatment, existing NICE guidance, cost effectiveness, the licensing statusof the comparator. The

Committee will normally be guided by established practice in the NHS when identifying the appropriate comparator(s)

B

“"The Committee can consider as comparators technologies that do not have a marketing authorization....~

Established practice in NHS is ideal

Considering technologies without marketing
authorization

Appropriate comparator type
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)

“For the reference case, cost-effectiveness (specifically cost—utility) analysis is the preferred form of economic evaluation’

“Health effects should be expressed in terms of QALYs"’

“Currently, the QALY is considered to be the most appropriate generic measure of health benefit that reflects both mortality and health-

’

related quality of life effects’

“’Standard decision rules should be followed when combining costs and QALYs. When appropriate, these should reflect when dominance

5

or extended dominance exists, presented thorough incremental cost—utility analysis’

Preference in cost-utility analysis (CUA)
Expression of outcomes in QALYSs

Most appropriate generic measure Cost-utility analysis (CUA) is the

preferred method

Presentation of standard decision rules

through incremental cost-utility analysis

“The time horizon for estimating clinical and cost effectiveness should be sufficiently long to reflect all important differences in costs or

outcomes between the technologies being compared’’

A lifetime time horizon is required when alternative technologies lead to differences in survival or benefits that persist for the remainder

of a person's life’’

“’Analyses that limit the time horizon to periods shorter than the expected impact of treatment do not usually provide the best estimates of

’s

benefits and costs

A time horizon shorter than a patient's lifetime could be justified if there is no differential mortality effect between treatment options, and
the differences in costs and health-related quality of life relate to a relatively short period (for example, in the case of an acute infection

which has no long term sequelae)’’

A sufficiently long time horizon

Cases of performing lifetime horizon

Time horizon should be

enough

Shorter time horizon than the expected is not
effective

long

Case in which shorter time horizon might be
performed

“’The analysis of clinical effectiveness must be based on data from all relevant studies of the best available quality and should consider the
range of typical patients, normal clinical circumstances, clinically relevant outcomes, comparison with relevant comparators, and

measures of both relative and absolute effectiveness with appropriate measures of uncertainty’’

“’The Institute has a preference for RCTs directly comparing the intervention with 1 or more relevant comparators and these should be

’

presented in the reference-case analysis if available

“In the reference case, evidence on outcomes should be obtained from a systematic review, defined as systematically locating, including,

Analysis of clinical effectiveness based on
relevant studies with best quality

Preference in randomized clinical trials

(RCTs)

Randomized clinical trials (RCTs)
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5

appraising and synthesizing the evidence to obtain a reliable and valid overview of the data related to a clearly formulated guestion’

“RCTs directly comparing the technology under appraisal with relevant comparators provide the most valid evidence of relative efficacy’’

“Synthesis of outcome data through meta-analysis is appropriate provided there are sufficient relevant and valid data using measures of

outcome that are comparable’

“’Data from head-to-head RCTs should be presented in the reference-case analysis’’

outcomes

Most appropriate method for providing the
most valid evidence of relative efficacy

Using meta-analysis for synthesis of outcome
data

Preference on head-to-head RCTs

are preferred with consideration of
systematic view and meta-analysis

“’For the reference case, the measurement of changes in health-related quality of life should be reported directly from patients and the

utility of these changes should be based on public preferences using a choice-based method’’

“The EQ-5D is the preferred measure of health-related quality of life in adults’’

“The valuation of health-related quality of life measured in patients (or by their carers) should be based on a valuation of public

preferences from a representative sample of the UK population using a choice-based method’’

“In some circumstances the EQ-5D may not be the most appropriate. To make a case that the EQ-5D is inappropriate, qualitative
empirical evidence on the lack of content validity for the EQ-5D should be provided, demonstrating that key dimensions of health are

’s

missing.....

“’In these circumstances alternative health-related quality of life measures may be used and must be accompanied by a carefully detailed

’

account of the methods used to generate the data, their validity, and how these methods affect the utility values’

Reporting measurement of health related

quality of life from patients
Preference on EQ-5D

Representative sample of UK population
should value health-related quality of life

Circumstances that not an

appropriate instrument

EQ-5D s

Using of alternative health-related quality of
life measures

Preference  on EQ-5D  for
measuring health-related quality of
life

“In the reference case, an additional QALY should receive the same weight regardless of any other characteristics of the people receiving

the health benefit’’

Equal weighting of additional
regardless of other characteristics

QALY

Equal weighting of QALY

“’For the reference case, costs should relate to resources that are under the control of the NHS and personal and social services’’

“These resources should be valued using the prices relevant to the NHS and personal and social services’’

Perspective of costs of the NHS and personal
and social services

Valuation of costs in prices of NHS and
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“The public list prices for technologies (for example, pharmaceuticals or medical devices) should be used in the reference-case analysis’
“For medicines that are predominantly prescribed in primary care, prices should be based on the Drug Tariff”’
“Healthcare resource groups (HRGs) are a valuable source of information for estimating resource use’’

“’Data based on HRGs may not be appropriate in all circumstances (for example, when the new technology and the comparator both fall
under the same HRG, or when the mean cost does not reflect resource use in relation to the new technology under appraisal). In such

’

cases, other sources of evidence, such as micro-costing studies, may be more appropriate

“Value added tax (VAT) should be excluded from all economic evaluations, but included in calculation of the budgetary impact when the

resources in question are liable for this tax’’

personal and social services

Public list for

mandatory

prices technologies s

Drug Tariff for prescribed medicines

Estimation of resource use via Healthcare
resource groups (HRGS)

Alternative sources of evidence for estimating
resource use

Exclusion of VAT from economic evaluation

Perspective on costs

“The Institute considers that it is usually appropriate to discount costs and health effects at the same annual rate of 3.5%, based on the

21

recommendations of the UK Treasury for the discounting of costs

“’Sensitivity analyses using rates of 1.5% for both costs and health effects may be presented alongside the reference-case analysis’’

Discount rate of 3,5% for both costs and
outcomes in basic analysis

Discount rate of 1,5% for both costs and
outcomes in sensitivity analysis

Appropriate discount rate in basic

and sensitivity analysis

“"Models are required for most technology appraisals’’
“’Providing an all-embracing definition of what constitutes a high-quality model is not possible "’

“’Providing an all-embracing definition of what constitutes a high-quality model is not possible

“When the use of 'final’ clinical end points is not possible and 'surrogate’ data on other outcomes are used to infer the effect of treatment
on mortality and health-related quality of life....""

“is usually required to extrapolate costs and health benefits over an extended time horizon*’

“In general, estimates of treatment effect should be based on the results of the systematic review, structural assumptions should be fully

Modelling is a requirement technique
There is not an appropriate high-quality model

Validity and quality methods of the model
should be documented

Preference on clinical end points rather than
surrogate end points

Extrapolation of costs and health benefits over
an extended time horizon is required

Internal and external validity of assumption

Modelling is required with
consideration on extrapolation of

costs and benefits
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Justified and data inputs should be clearly documented and justified in the context of a valid review of the alternatives’

used for extrapolation

“It is important for the model to quantify the decision uncertainty associated with a technology’’

“Examples of when this type of scenario analysis should be conducted are: when there is uncertainty about the most appropriate
assumption to use for extrapolation of costs and outcomes beyond trial follow-up when there is uncertainty about how the pathway of care
is most appropriately represented in the analysis when there may be economies of scale (for example, in appraisals of diagnostic

technologies)’’

“’Uncertainty about the appropriateness of the methods used in the reference case can also be dealt with using sensitivity analysis, but

these analyses must be presented separately’’

“’Probabilistic sensitivity analysis is preferred. This enables the uncertainty associated with parameters to be simultaneously reflected in

the results of the model”’

“Appropriate ways of presenting uncertainty in cost-effectiveness data parameter uncertainty include confidence ellipses and scatter plots
on the cost effectiveness plane (when the comparison is restricted to 2 alternatives) and cost-effectiveness acceptability curves’’

“The use of univariate and best- or worst-case sensitivity analysis is an important way of identifying parameters that may have a

substantial impact on the cost effectiveness results and of explaining the key drivers of the model”’

Consideration of uncertainty
Exploring structural uncertainty

Circumstances of conducting scenario analysis
for exploring structural uncertainty

Dealing with methods uncertainty

Preference in probabilistic sensitivity analysis

Using confidence ellipses, scatter plots and
cost-effectiveness acceptability curves

Way of identifying parameters with impact on
results

Ways of dealing with uncertainty
and preference on probabilistic
sensitivity analysis

“’For many technologies, the capacity to benefit from treatment will differ for patients with differing characteristics. This should be
explored as part of the reference-case analysis by providing estimates of clinical and cost effectiveness separately for each relevant

subgroup of patients’’

“’When possible, potentially relevant subgroups will be identified at the scoping stage with consideration being given to the rationale for
expecting a subgroup effect. However, this does not preclude the identification of subgroups later in the process; in particular, during the
deliberations of the Appraisal Committee’’

“’Post hoc data 'dredging' in search of subgroup effects is to be avoided and will be viewed sceptically’’

“The estimate of the overall net treatment effect of an intervention is determined by the baseline risk of a particular condition or event

Conducting separate for each

subgroup of patients

analysis

preference for identifying subgroups at the
scoping stage

Post-hoc data is prohibited

Determination of the overall net treatment
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and/or the relative effects of the technology compared with the relevant comparator treatment. The overall net treatment effect may also be

determined by other features of the people comprising the population of interest’’

“For subgroups based on differences in baseline risk of specific health outcomes, systematic identification of data to quantify this is

required’’

“"When considering subgroups, the Appraisal Committee pays particular attention to its legal obligations on equality and human rights”’

effect of an intervention

Subgroups analysis is acceptable
Quantification differences in baseline risk of
specific health outcomes

Consideration of legal and human rights
principles

“All parameters used to estimate clinical and cost effectiveness should be presented clearly in tabular form and include details of data
sources. For continuous , mean values should be presented and used in the analyses. For all variables, measures of precision should be
detailed”’

“The expected value of each component of cost and expected total costs should be presented, expected QALYs for each option compared in

the analysis should also be detailed in terms of their main contributing components. ICERs should be calculated as appropriate

“In addition to details of the expected mean results (costs, outcomes and ICERs), the probability that the treatment is cost effective at
maximum acceptable ICERs of £20,000—£30,000 per QALY gained and the error probability (that the treatment is not cost effective) should
also be presented, particularly when there are more than 2 alternatives”’

Presentation of all parameters in table

Presentation of  values, and

calculation of ICERs

QALYs
Presentation of all data with focus

on threshold ICER

Maximum acceptable ICERs (cost-effective)

“Information on the net impact of the implementation of the health technology on the NHS (and personal and social services, when

appropriate) is required’’

“In addition, an estimate of the resulting health impact (for example, QALYs or life-years gained) in a given population should ideally be

attempted’’

“In addition, the technology may have a knock-on impact (increase or decrease) on other NHS and personal and social services resources,

including alternative or avoided treatment and resources required to support the use of the new technology”’

“Implementation of a new health technology will have direct implications for the provision of units of the appraised and comparator

technologies (for example, doses of drugs or theatre hours) by the NHS’’

Mandatory  presentation  of
information about the net
technology on the NHS

providing
impact of

Estimation of health impact of technology in

population Budget impact analysis is

mandatory for the new technology

Impact of implementation of a new

technology on other services

Impact on provision of units of appraised and
comparator technologies
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2.10 XOYHAIA

Meaning units

Codes

Categories

“These guidelines are aimed at companies intending to apply for the inclusion of a drug in the pharmaceutical reimbursement scheme and

who, in connection with their application, enclose a health economic evaluation *’

Reimbursement of medicines

Aim of guidelines

“’The health economic analysis should be done from a social economic perspective’’

Societal perspective

Type of appropriate perspective

“’The costs and health effects of using the drug in question should be compared with the most appropriate alternative treatment in Sweden

(e.g. the most used)’’

“If existing randomised clinical trials do not offer a relevant treatment alternative for Swedish conditions, the analysis should be

supplemented by a model calculation’’

“If existing randomised clinical trials do not offer a relevant treatment alternative for Swedish conditions, the analysis should be

supplemented by a model calculation””’

Most used treatment as comparator

Model could be a way for analysis in case of
no one alternative treatment exist from clinical
trials

Randomised clinical trials are appropriate

“’Separate calculations should be made for different patient groups where the treatment is expected to have different cost-effectiveness
(e.g. separately for men and women in different ages and with differing degrees of severity for the illness/symptom or with different risk

levels)”’

“’The analysis should include the whole patient population to which the subsidy application refers’’

Sub-groups analysis for different costs and
effects

Whole patient population for analysis

Appropriate comparative
treatment as well as evidence
sources

Focusing on whole patient

population and sub-groups analysis
in case of differences in costs and
effects

“’Cost-effectiveness analysis is recommended, with quality-adjusted life years (QALY’s) as the measure of effect’’

“If it is difficult to use QALY’s (e.g. with heavy pain over a short time in connection with treatment), then a cost-benefit analysis with the

willingness to pay may be used as a measure of effect”’

“If there is supporting evidence that the drug to which the application refers has the same health effect as the best comparable treatment, a

Recommendation on CEA (CUA) and QALYs

CBA is alternative method with willingness to
pay

Appropriate types of methods and
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cost comparison may suffice’

Cases where CMA is ideal

health effects

“All relevant costs associated with treatment and illness should be identified, quantified and evaluated’’

“The production loss for treatment and sickness should also be included (estimated using the human capital method)’’

“It should be clear what year prices represent. Apoteket’s Sales Price (AUP) for medicine must be used’’

Inclusion of direct costs
Inclusion of productivity loss

Apoteket’s Sales Price for medicine must be
used (for year prices)

Considering types of costs for
inclusion in economic analysis

“QALY-weightings can be based either on direct measurements with the above-mentioned methods or indirect measurements (where a

health classification system such as EQ-5D is linked to QALY- weightings)”

“’QALY-weightings should be based on methods such as the Standard Gamble (SG) or Time-Trade-Off (TTO) methods’’

Methods for calculating QALY weightings

Weighting QALY via standard gamble or time
trade off

Ways of weighting QALY

“’The timeframe for the study shall cover the period when the main health effects and costs arise’’

’This means that extrapolation must be carried out for the period outside the accessed data from clinical trials

* “For treatments affecting survival a lifelong perspective must be used in order to adequately calculate life years gained’’

Enough time horizon
Extrapolation of data is requirement

Lifelong perspective for survival affects

Appropriate time horizon

“’Both costs and health effects should be discounted by 3 per cent’’

“In the sensitivity analysis (see Point 10), the calculation should also be carried out using 0 and 5 per cent, as well as a calculation where

costs are discounted by 3 per cent and health effects by 0 per cent’’

3% rate for both costs and effects for single
analysis

3% for costs and 0% for health effects in
sensitivity analysis

Range of discount rate

“'The sensitivity analysis of central assumptions and parameters is an important stage in health economic analysis’’

Performing sensitivity analysis

Dealing with uncertainty
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“’Modelling is sometimes useful for achieving better external validity in clinical trials (adjusting for differences between clinical trials and  Consideration of modelling

clinical practice), or for ...... . .
Modelling is acceptable and not

“"Models should, as far as is possible, be validated internally and externally’’ Internal and external validation of model mandatory
X vallaatl

“Methods, assumptions made and detailed data shall be shown so clearly that the different steps in the analysis are easily followed. Cost- ~ Presentation of all data and cost-effectiveness

via ICER Way of presenting results

effectiveness ratios should be calculated based on the differences in costs and effects (QALY’s) that exist between treatment alternatives

(incremental analysis)’’
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2.11 XQPEYX BAATIKHE OAAAXEAY (AETONIA, AIOOYANIA, EXOONIA)

Meaning units Codes Categories
“’The present guideline provides basis for the pharmacoeconomic application submitted as a part of application to include new drug in Drug reimbursement and funding decisions Aim of pharmacoeconomic
the positive list for reimbursement or other state funding’’ .
analysis
“Analyses from a societal perspective (including all costs and benefits outside the healthcare system) may only be presented in addition,  Societal perspective is appropriate
if needed

if considered relevant by the applicant”’

“’All analyses are to be conducted principally from a health care perspective (including only direct health care costs and benefits for

healthcare)”’

Health care perspective (incl. direct health care Consideration of perspectives

costs and benefits for healthcare)

“In the study the costs and outcomes of a standard treatment or the usual treatment in daily practice in the respective states should be

compared with the costs and outcomes of the new drug

“In addition, non-medicinal treatments or no treatment may be used as a comparator when they are the most commonly used practice’’

Treatment most used in daily practice

Considering other types of comparators Appropriate comparative
treatment
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“The following economic evaluations can be conducted: Cost minimization analysis, Cost effectiveness analysis, Cost-utility
analysis (only additionally to the cost-effectiveness analysis)

“’Cost utility analysis (CUA) is a more comprehensive (specific) form of CEA. Recommended outcome measure is quality adjusted
life year (QALY), used to calculate the cost per unit outcome achieved incorporating patient preferences (utilities)

“’Cost effectiveness analysis (CEA) compares different costs and different outcomes of two or more alternative treatments each with
a common objective. Qutcomes are measured in physical units’’

“’Origin of the utilities used in the analysis should be explained and the instrument, whether generic or disorder-specific, used for

measurement of quality of life has to be validated. It is recommended to use the EuroQol and the Health Utility Index methods *’

All methods are acceptable, except CQA

CUA is a more comprehensive method, with QALY
as outcome

CEA with Physical units as outcome

EuroQol, Health Utility Index as instruments for
measuring quality of life

CUA is the appropriate method

“’Costs should be adapted to the local health care circumstances. All costs should be reflected in local currency

“If the economic analysis is performed from the health care perspective, all direct costs inside the health care system should be
considered ”’

If any direct or indirect costs outside the health care system are included, these should be indicated separately and calculations
conducted separately

“If additional economic analysis is performed from the societal perspective, other non-medical costs can be included *’

Consideration of local currencies and health care
costs

Considering costs and benefits inside the healthcare
system

Separate analysis for costs and benefits outside of
health care system

Inclusion of non-direct medical costs in case of
societal perspective

Types of costs for inclusion in

economic evaluation

“’The basis for measurement of outcomes in economic analysis is randomised double blind controlled clinical trials, or open trials where
these are appropriate”’

Randomised clinical trials (RCTs) or open trials are
ideal

“The economic analysis can be based on a single clinical trial or meta-analysis”’ . .. . - . Sources for outcomes
Single clinical trial or meta-analysis is appropriate
“To identify the differences in the clinical effectiveness of the new drug and comparative treatments, absolute risk difference is ] ] ] measurement
calculated and used for pharmacoeconomic analysis Calculating absolute risk difference
“If the analysis cannot be performed otherwise, modelling techniques can be applied Model as an alternative method Modelling is an alternative
method
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“’Costs and benefits distributed over time are discounted at an annual rate of 5 per cent’’

Recommendation on 5% for both costs and benefits

Appropriate discount rate

3

A sensitivity analysis is a test used to measure the extent the results and outcomes of a study depend upon any assumptions’

“’The sensitivity analysis has to be carried out and details should be given of the statistical tests performed and the confidence intervals

around the main variables’’

Conducting sensitivity analysis

Consideration of statistical tests and confidence
intervals when performing sensitivity analysis

Statistical tests and confidence
intervals must be considered in
sensitivity analysis

“’Incremental analysis should be reported, comparing the relevant alternatives”’

“The analysis must also provide the estimate of the total annual cost of the treatments to the health care system and total benefit”’

ICER is ideal for presenting results

Presentation
analysis

of estimation

of budget-impact

Way of presenting results
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2.12 OYITAPIA

Meaning units Codes Categories
It is required to present the course, outcome and epidemiology of the disease in both domestic and international contexts, as well as a summary  Presentation of the decision pr0b|em and
on the healthcare technology to be analysed and the routinely applied interventions at present in the indication relevant to the scope of the given submitted technology
analysis’’
“The current therapeutic practice should be presented in a retraceable manner, if possible, supported by competent medical experts or the Presentation of current therapeutic practice
competent medical professional college’

Presentation of epidemiological and . .
Necessary  information  for

“The introduction must includea thorough presentation of the indicators describing the most important demographical and epidemiological
characteristics of the patient population corresponding to the indication that already exists or that is requested to be created based on the

submissio

“When citing expert estimates, it is necessary to present detailed information on the number, qualifications, place of employment and position of

the experts asked’’

demographical
population

indicators of the patient

Presentation of expert characteristics

presentation in first steps of

health economic evaluation

“’For the base-case comparison, the technology/technologies routinely used and reimbursed in the indication must be chosen which may be

supplanted by the healthcare technology examined in the analysis’’

“For a comprehensible and professionally well-founded analysis, it is necessary to present the curative-preventive technologies to be

compared’’

“If more technologies are available which are demonstratedly of the same efficacy and used frequently, then the most frequently used technology

’

beside the one with the lowest cost must also be selected for the purposes of the calculation’

Routine used and reimbursed technologies

Presentation of curative-preventive
technologies for comparison

Selection of most used technology in case of
same efficacy of technologies

Types of curative-preventive
technologies for comparison

“’As a primary choice, the payer perspective is recommended’’

Preference on payer’s perspective

Societal perspective as a comprehensive
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“’Besides that, if possible, a comprehensive societal perspective should be aimed for, depending on the given technology’’

“In analyses carried out using the payer perspective, for the purposes of reasonable decision making, it is recommended (but not mandatory) to

present the results calculate using the societal perspective’’

“In analyses using the societal perspective, all benefits and costs (direct and indirect costs within and outside of the healthcare system) emerging

’

in the whole of society, in connection with the therapy must be taken into consideration’

“Apart from the two perspectives recommended above, it is possible to carry out the analysis based on another (e.g. service provider)
perspective, but this is a possibility that may be provided in a supplementary analysis, separately from the base case analysis”’

perspective

Recommendation of results of analyses

Inclusion of costs and benefits in societal
perspective

Consideration of other
separate analysis

perspectives in

Types of

perspectives

for

consideration as well as costs

“’From the six basic types of economic evaluations that are also used in the international practice, the one must be selected which corresponds
best to the health problem that is to be analysed

“In general cases, in order to present the results of the analysis, the preferred methodology to be selected is the cost-utility analysis,
complemented with the cost-effectiveness/ cost-efficacy analysis’’

“In case a cost-utility analysis is used, it is recommended that health benefits be measured in QALY measurement units”’
“It is recommended to determine utility values with the use of utility-based, health-related quality of life questionnaires
“’In Hungary, the use of cost-benefit analyses for reimbursement inclusion submissions is not recommended "’

“The cost consequences analysis (CCA) presents costs and consequences and can be used only if there is no acceptable information available on
the health benefits

“The three domains of clinical endpoints are mortality, morbidity and the quality of life associated with health. Clinical endpoints must be

relevant, sensitive, valid and reproducible ’

Choice of type of economic evaluation
depends to health problem

Preference in CUA complemented with
CEA

QALYs should be outcomes of CUA
HRQL questionnaires in CUA
CBA is not recommended

Rare use of CQA

Clinical endpoints should be presented

Appropriate types of methods

and outcomes

“’Subgroup analyses may be justifiable if the achievable health benefit or the cost-effectiveness is considerably different in the particular patient

subgroup (e.g. high-risk patients) "’

Recommendation of performing cost-
effectiveness analysis between sub-groups

Sub-groups
is acceptable

analysis

“’Decision makers are interested primarily in the effects of the given healthcare service under real-world circumstances, therefore analysts must

seek to base the analysis on (long-term) clinical results achievable in the real world (effectiveness) and not on efficacy determined in the course of
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)

controlled clinical studies’

“’In health economic evaluations, the clinical results on achievable health benefits must be sought out, evaluated and presented according to the

internationally accepted methodological recommendations of evidence-based medicine and systematic literature reviews "’

“The most reliable results concerning health benefits are from large-scale, direct comparative (head-to-head), randomized clinical trials done

under circumstances according to routine practice and from the meta-analyses and systematic literature reviews of such trials’’

“In case a randomised clinical trial is not available, this must be indicated clearly. In this case, it is recommended that non-randomised trials
(possibly observational studies) should be presented... "’

“Expert opinions may play a substantial role in health economic evaluations, but by no means can be substitutes for scientific results’’

“In case there are no direct comparative randomised clinical trials available, or systematic literature reviews, meta-analyses based on such

trials, then it is necessary to prepare indirect comparisons ”’

Using real-world data is preferred

Systematic literature review is appropriate

Evidence-based  sources
health benefits/outcomes

Direct head-to-head RCTs are preferred for
health benefits

Observational studies could be an alternative
option

Expert opinions are last option

Indirect comparison is acceptable

for

“It is recommended to take direct healthcare costs and direct non-healthcare costs into account in cost calculations’’

“Indirect healthcare costs are the non-healthcare costs emerging with the application of the therapy (travel costs). These must be presented
separately ’

“In the analysis, the total of the costs emerging in healthcare must be taken into account. Therefore, if necessary and reasonable, these can
include, in the case of human resources, taxes and social security contributions, premiums, allowances in kind and, in the case of products used,
the value added tax paid”’

Inclusion of direct and direct-non healthcare
costs

Indirect costs are included separately

Types of costs and taxes to be

Inclusion of all taxes and VAT included in the analysis

“"The purpose of the sensitivity analysis is to examine...."’

“’In the case of the deterministic analysis, which can be either univariate and/or multivariate, the modified parameters, as well as the extent of the

modification must be presented in detail. Results must be presented with textual explanations and displayed in tornado diagrams’’

Sensitivity analysis must be performed

Both deterministic sensitivity analysis and
probabilistic sensitivity analysis are ideal as

well as using tornado diagrams inclusion
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3

“When determining the time horizon of the analysis, the time frame should be sufficiently long in order....’

“In order to do so, the clinical trial results may need to be extrapolated to a time period possibly exceeding the timeframe of the clinical trials by

a considerable extent. In such cases, the use of modelling is preferred”’

“If the time period covered by the analysis encompasses several decades and/ or the complete life span of patients, cost-effectiveness results must
be presented in a sensitivity analysis for a shorter, proportionately relevant time horizon (e.g. a time horizon relevant for the disease specific life

expectancy)’’

Sufficiently long enough time horizon

Preference in for

extrapolating

using  modeling

Appropriate time horizon
Shorter time horizon should be adopted in

sensitivity analysis

“If the effects examined in the analysis concern more than one year, then time preferences and opportunity costs of resources must be taken into

account by discounting’’
“In the base case, both costs and health benefits must be discounted by 3.7%"’

“In the case of the discount rate, it is recommended to prepare sensitivity analyses using 2-5% intervals for costs and 0-5% intervals for health

benefits or, in justified cases, moving discount rates may be used

Discounting beyond one year is appropriate

Recommendation on discount
rate

Discount rate at 3,7%

Discount rate at sensitivity analysis is at 2-
5% for costs and 0-5% for health benefits

“The presentation of incremental cost-effectiveness ratios is required also in the case of dominant strategies ”’

“In addition, the explicit cost-effectiveness ceiling ratio (3 X GDP per capita) currently in effect must also be indicated on the scatterplot

diagram”’

“’Beside the textual explanation of the PSA results, the cost-effectiveness acceptability curve (CEAC) must be displayed. Furthermore, the results
must be displayed in a scatterplot diagram on the cost/QALY plane, on which the base-case ICER value of the submitted technology must be

indicated ”’

Presentation of ICER
Existing threshold
Way of presenting results

Cost-effectiveness acceptability curve as
well as scatterplot plot are recommended

“It is necessary to present the effects of the reimbursement inclusion of the technology examined in the analysis on public expenditures (gross and
net budget impact) for the 3 years following the completion of the analysis. The budget impact analysis needs to be completed without

discounting”’

Recommendation on
performing budget-impact
analysis

Conducting budget-impact analysis
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2.13 [IPAANAIA

Meaning units

Codes

Categories

XK

“The study question should be formulated to address the needs of the target audience by clearly establishing the context of the study

“’Adequate information should be provided about the technology under assessment.”’

Presentation of study question

Detailed description of technology’s
characteristics

Beginning with research
question and technology
description

“’A cost-utility analysis is the preferred evaluation type for the reference case ”’
“The preferred outcome measure to be used in the reference case is the quality-adjusted life year (QALY) "’

“LYG is only a meaningful measure of effect if the treatment is expected to impact on mortality ’

“’A CEA may be presented as a secondary analysis when the use of an important patient outcome (other than the QALY) can be justified

“In practice, cost-benefit analysis is rarely used in healthcare because of the difficulties of expressing health benefits directly in monetary terms”’

“The use of generic preference-based methods such as the EQ-5D or SF-6D is recommended to measure utilities”’

“’Alternatively, direct HRQoL methods such as time trade-off or standard gamble may be used provided these have been gathered in a relevant population

Preference type is CUA

QALYs are health outcomes
LYG is acceptable in some cases
CEA is alternative choice

CBA is rare situation

EQ-5D or SF-6D is recommended as
appropriate instrument

Time trade-off and standard gamble are
alternatively acceptable

Appropriate techniques and
outcomes in economic
evaluation

“For the reference case, the perspective of the publicly-funded health and social care system in Ireland should be adopted when assessing costs "’
“’Adopting a societal perspective that captures all relevant costs and consequences of the technologies in question, regardless on who these costs and

consequences fall, is considered the most comprehensive approach that can be taken ™’

“These may include direct and indirect costs, including productivity costs, as we/! as additional costs...”’

“Transfer payments (VAT) should be excluded

Publicly-funded health and social care
system in Ireland

Societal perspective is the most
appropriate

Inclusion of direct and non direct costs
and productivity loss

Exclusion of VAT

Types of perspective and
costs to be considered

“The preferred comparator for the reference case is ‘routine care,’ that is, the technology or technologies most widely used in clinical practice in Ireland in

Routine care or more often used
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the context of the target population’’

“Technologies that do not have marketing authorisation (or CE mark for medical devices) for the indication defined may also be considered for the
comparator if they are part of established clinical practice for that indication ”’

technology in clinical practice in Most appropriate
Ireland comparator type
Consideration of unlicensed

technologies as comparators

“’The target population should be clearly defined and the analysis conducted for this entire population using relevant efficacy and effectiveness data’’

“Stratified analysis of subgroups (that have ideally been identified a priori) is appropriate when there is biological or clinical support for heterogeneity in
the target population”’

Definition of the target population

Defining target population

Subgroup analysis is acceptable and considering subgroups

“The time horizon should be of sufficient duration to capture any meaningful differences in the future costs and outcomes likely to accrue to the competing
technologies”’

“’A lifetime horizon is usually considered appropriate for HTAs, as the majority of technologies have costs and outcomes that impact over a patient’s
lifetime”’

“The use of extrapolation modelling is typically required when...”’

Long enough time horizon

Consideration of lifetime horizon as
We“ as Shorter tlme horizon T|me horizon in ana'ysis

Extrapolation of data is acceptable

“Where available, evidence from randomised clinical trials (RCTs) should be used to quantify efficacy in the reference case analysis’’

“’Experimental, quasi-experimental and non-experimental or observational data may be submitted to supplement the available RCTs..."”

“’Meta-analysis may be used to synthesise outcome data provided the homogeneity and quality of the studies included justifies this approach”’

Randomised controlled trials (RCTs)
are ideal

Observational and other types of data
are supplementary RCTs are the most well

sources
Meta-analysis is acceptable

“The use of modelling is typically required...”’

“There is no one optimal modelling technique, rather the choice of model should depend on the research question to be addressed... "’

Modelling is required

All model types are acceptable
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“’It may be necessary to extrapolate short-term outcome data or surrogate measures to long-term outcomes using modelling techniques”’
“’Uncertainties in the parameters should be explored through sensitivity analysis*’

“’Comprehensive sensitivity analyses (see Section 2.16) of the key model parameters should be included using deterministic (one-way or multi-way) and
probabilistic sensitivity analyses and an attempt made to quantify the uncertainty of the results ”’

“’For the reference case, a one-way sensitivity analysis should be conducted to identify the key model inputs and or assumptions contributing most to
uncertainty. Multivariate analysis should be used for key model inputs. Probabilistic sensitivity analysis (PSA), in the form of a Monte Carlo simulation,
should be used to assess parameter uncertainty *’

“’Deterministic sensitivity analysis examines how parameter variables (included as point estimates) impact on model output. These include univariate and
multivariate sensitivity analysis’’

“’Probabilistic sensitivity analysis (PSA) is the preferred approach for exploring uncertainty arising from parameter imprecision (such as uncertainty around
the true mean values of cost and efficacy inputs) in decision-analytic modelling

Extrapolating data

Dealing with parameters uncertainty
via sensitivity analysis

Performing one-way sensitivity
analysis, multivariate and probabilistic
sensitivity analysis

Deterministic One-way sensitivity
analysis and multivariate analysis are
ideal

Probabilistic sensitivity analysis is
ideal for parameter uncertainty

Requirement of modeling
and performing sensitivity
analysis for uncertainties

“’A standard rate of 5% per annum should be used to discount costs and outcomes in the reference case. For the reference case, a standard rate of 5.0% per
annum for costs and outcomes should be used (see Appendix 6 for a sample calculation). This rate is set by the Department of Finance and has been in effect
since January 2014’

Accordingly, any costs or outcomes occurring beyond one year should be discounted using standard methods

The discount rate should be varied in the univariate sensitivity analysis (see also Section 2.16). Limits of 0% and 10% are suggested

Discount rate of 5% is recommended in
basic analysis

Discounting is performed beyond one
year

Discount rate between 0% and 10% is
proposed for sensitivity analysis

Recommendation on
discount rate

“Stratified analysis of subgroups is appropriate to account for differences in cost-effectiveness that may arise due to important factors that impact on the
target population or its management”’

Subgroup analysis is acceptable and
appropriate

Performing subgroup
analysis

“’For the purpose of the reference case, additional QALYs gained should be assumed to be of equal value, regardless of any considerations for specific
characteristics of the population”’

Equal weighting for QALY

QALY weight
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“Where appropriate, the results for cost-utility analysis should be presented as incremental cost-effectiveness ratios (ICERSs) *’

1. cost-effectiveness plane to present the incremental costs and effects of two (or more) comparator technologies including the cost-effectiveness
efficiency frontier, 2. tornado diagrams to display the results of subgroup effects and one-way sensitivity analysis, 3. scatter plots to present
incremental effects and costs generated from probabilistic sensitivity analysis of comparator technologies on the cost-effectiveness plane, 4. cost-

effectiveness acceptability curve to present the probability that a technology is more cost-effective than its comparator*’

“Historically, the threshold has varied between €20,000 and €45,000 per QALY, although reimbursement below these levels was not guaranteed, and
technologies above these thresholds have been adopted *’

“While consideration of the cost- effectiveness of a technology is necessary, it is not the sole basis for decision-making. The principle of what a cost-
effectiveness threshold represents and how it should be used in decisions regarding the allocation of healthcare resources has been a source of significant
debate in other healthcare settings. These may be briefly summarised into three main themes. 1. Opportunity cost, 2. Willingness-to-pay, 3. Past decisions’’

Using ICER for presenting results
Performing cost-effectiveness plane,

tornado diagrams, scatter plots and
cost-effectiveness acceptability curve

Variation cost in technologies for
reimbursement

Factors for considering threshold

ICER is ideal for presenting
results

“’A budget impact analysis should be submitted along with the economic evaluation of a technology to best inform the needs of the decision-maker regarding
its affordability and cost-effectiveness’

Budget impact analysis is mandatory

Considering Budget Impact
Analysis as a mandatory
theme
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2.14 TEPMANIA

Meaning units

Codes Categories

“In addition to the health technology to be assessed, all therapeutic alternatives relevant in a particular therapeutic area should be included in a health
economic evaluation”’

“’As a general rule, the information generated is based on the pair-wise comparison of treatment alternatives for which direct evidence is available ’

“Generally, a mixed treatment comparison” (MTC) meta-analysis [12,13], which is also called “multiple treatment meta-analysis” [14] or “network meta-

analysis” [15,16] is considered an appropriate approach

“’However, indirect comparisons may not generate any (additional) benefit that could not be shown in direct comparisons or placebo-controlled trials’’

Relevant alternatives treatments are
appropriate comparators

Pair-wise comparison is recommended

Mixed treatment comparison with
meta-analysis is appropriate Ideal comparators

Indirect comparison seems doubtful

“” In the present methodology, no specific instrument or procedure to cardinally measure benefit is recommended "’

All generic instruments are acceptable ~ Measuring health effects

“’Direct medical costs reflect the monetary value of resources that are consumed through the provision of a specific health service and which are reimbursed

by the SHI or partly covered by additional payments from the insurants (“out of pocket expenses”)’’

“Indirect costs are not primarily considered. If loss of productivity is substantially affected by a new health technology, the corresponding costs may be
evaluated separately”’

Inclusion of direct medical costs

Types of costs to be included
Indirect costs are not considered

“Identifying the resources that are to be included in the cost estimation requires the perspective, selecting a timeframe for the analysis and determining the
relevant health care providers. Expert opinion may be valuable in these tasks*’

“The patient-relevant benefit of diagnostic and therapeutic interventions is identified in controlled clinical trials. An effect in clinical trials describes a

partial aspect of the clinical and/or functional state of a patient following a specific intervention

’

“It is advisable to develop a decision tree....’

Expert opinion is valuable

Controlled clinical trials are ideal for

benefit identification .
Evidence sources

Decision tree is advisable for resource
use
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“’If cost-offsets are taken into consideration, they should be investigated in comprehensive sensitivity analyses’’

“If extension of life is germane to the assessment of benefits and costs, the costs of treating the illness in question during the years of life gained (future
costs) should be considered in the base case study. Health care costs not associated with the target disease, known as non-intervention associated costs, are
not considered in the base case study, but should be considered in separate sensitivity analyses

“In order to implement a new health technology, it may be required to fund one-off investments. These start-up costs should also be identified and
quantified. -

“’Either a micro-costing or a macro-costing approach can be used to measure resource consumption but the choice must be carefully justified for the given
therapeutic area”’

Performing sensitivity analysis

Consideration of health care associated
with the disease
o o Types of costs to be included
Identification and quantification of
start-up costs

Resource consumption measurement
via micro-costing or macro-costing
approach

“If required, IQWIG primarily carries out modelling for the time period for which evidence on benefit and harm from clinical studies exist "’

“The models need to be validated accurately...”

“’For this reason, IQWIiG has no a priori preference for a specific modeling technique

Modelling is performed if needed

Validation of model Modelling is acceptable

There isn’t any recommended model

“The primary clinical measures used by IQWiG are mortality, morbidity, health-related quality of life and validated surrogates

“’The prioritization and weighting of outcomes is important if the assessed benefit is multi-dimensional. In addition, weighting individual patient-relevant
outcomes represents a premise for benefit aggregation, as it cannot be assumed per se that outcomes are incorporated in an aggregated measure with equal
weights”’

LYG, QALY and surrogates are
appropriate outcomes

Equal weighting of QALY Defining outcomes

“It is not recommended to replace univariate sensitivity analyses with multivariate probabilistic sensitivity analyses. Instead, the latter should be carried out
in addition to univariate analyses.... "’

“If a probabilistic sensitivity analysis is to be carried out for the entire efficiency frontier, confidence bands can be shown’’

“In health economics, the efficiency frontier concept is an extension of the standard approach of incremental cost-effectiveness ratios. An efficiency frontier

’

is constructed for each therapeutic area as the basis for health economic evaluation of relevant health technologies’

Performing univariate sensitivity
analysis in addition with multivariate

Confidence bands are acceptable Dealing with uncertainty and
way of presenting results

Efficiency frontier is constructed for

presenting results
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The time horizon should appropriately reflect the natural course of a disease and be sufficiently long....”” A long time horizon

I oo Appropriate time horizon
For many chronic diseases, this time horizon corresponds to the patient’s life expectancy Lifetime horizon is acceptable pprop

“Although various rates are given in health technology assessment guidelines [53-56], a discounting rate amounting to 3 % is stipulated based on the

Discount rate at 3%
present international long-term equity market costs [57] "’

Recommendation on discount

Variation of discounting in sensitivity rate

“’These sensitivity analyses should be conducted for discount rates of 0 %, 5 %, 7 % and 10 %"’ analySiS
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2.15 TAAAIA

Meaning units

Codes

Categories

“The reference case analysis is based on cost-utility analysis and cost-effectiveness analysis as methods of evaluation. The choice of the

method to be used depends on the nature of the expected health effects of the interventions studied’’

“’Cost-benefit analysis is not recommended in the reference case analysis, but it can be presented as an additional set of information”’

“If cost-utility analysis is used, the health outcome criterion to be used is quality-adjusted life years (QALY). If cost-teffectiveness analysis is

used, the health outcome criterion to be preferred is life years (LY) "’

1t is recommended to use health status classification systems for which validated preference-based scores are available in France. At the time
of writing this guide, only EQ-5D and HUI3 were available’’

“The valuation of HRQL reported by patients or carers is based on public preference-based scores, obtained using a choice-based method
with a representative sample of the general population. When preference-based scores are used for valuation of changes in HRQL, they are
obtained from a representative sample of the general population”’

Recommendation on both CUA and CEA

Cost-benefit analysis is not appropriate

QALY is the appropriate outcome of
CUA and LYG the appropriate of CEA

EQ-5D and HUI3 are the most suitable
generic instruments

Using preference-based scores from
general population

Types of methods for consideration
as well as generic instruments

“The reference case analysis adopts a collective perspective that is sufficiently broad to take into account all stakeholders concerned by the

treatments studied, in the French health system

“The production costs of the interventions studied are identified, measured and valued independently of their source of funding >’

Collective perspective is considered as
ideal

Identification and measurement of costs,
regardless of funding

Adaptation of ideal perspective

“The population analysed in the reference case analysis consists of all individuals whose health is affected by the interventions studied, either

directly (sick persons, the screened population, etc.) or indirectly (the non-vaccinated population, etc)’’

“’Economic evaluation may necessitate considering specific subgroups of the population...”””

Population directly or indirectly affected
is the target population

Subgroups analysis is acceptable

Defining target population of
technology

“’Current best or consensus/routine practices are the most widely used comparators in health economic evaluations *’

Comparator type should be routine

Routine practice as appropriate
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practice or current best practice

comparator

“The reference case analysis uses a time horizon which is long enough...

A lifetime horizon is applied if at least one of the interventions being compared has an impact over the patient’s life time, either in terms of

costs, length of life, health-related quality of life or after-effects (i.e. a chronic or disabling condition)

“’A shorter horizon is appropriate if differences in costs and health effects are no longer observed beyond that horizon”’

Long enough time horizon

Cases where lifetime horizon is
acceptable

Shorter time horizon is considered

Determining long time horizon

“’In health economic evaluations, discounting is applied as soon as the time horizon exceeds 12 months *’
“The reference case analysis uses the French social discount rate which has been set at 4% since 2005, for time horizons of less than 30

years with a reduction of up to 2% thereafter *’

“The sensitivity analysis can use a discount rate higher than the 4% social discount rate (for example, the maximum rate of 6% considered in

the above-mentioned report). It may also be useful to present the calculations using a 3% rate, which is generally used in foreign guidelines’’

Discounting is appropriate beyond 1 year
Discount rate of 4% is acceptable

Discount rate of higher than 4% is
acceptable in sensitivity analysis

Recommendation on discounted rate

“The evaluation report includes a systematic review of clinical and economic studies’’

“’More specifically, evidence on health effects is obtained from randomised controlled trials, or meta-analysis of randomised controlled trials.

Comparative observational studies might be used in the case of added value, in terms of relevance or bias limitation >’

“’Expert opinions are used with caution "’

Systematic review is suitable
Randomised controlled trials (RCTs) are
primary source and observational studies
are considered as well as meta-analysis

Expert opinions is the last option

Sources for effectiveness and health
effects

“’Consequently, only direct costs are taken into account in reference case analysis, and included in the incremental cost-effectiveness ratio”’

“’Resources are valued using production costs, as far as possible. When it is not possible, tariffs can be used. Costs in the outpatient sector

are based mainly on tariffs”’

“When indirect costs are documented, they are included in an additional analysis and are not combined into the incremental cost-

effectiveness ratio *’

“Where indirect costs are to be valued, the choice of the valuation method is left to the discretion of the author of the study, but supporting
arguments must be provided. For example: i) the human capital method, which consists in valuing the loss of productive potential, and ii) the

friction costs method, which considers only the loss of production caused by the absence of an employee, during the time needed for the

Inclusion of direct costs only

Using production costs for valuation of
resources or alternatively tariffs

Additional analysis for indirect costs

Valuation of indirect costs via the human
capital method and the friction costs

Types of costs to be included and
ways for valuing resources
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organisation to replace him/her and to regain the initial level of productivity

method

“Modelling is the preferred approach in health economic evaluation. Non-use of modelling is duly justified *’

“Many types of model can be used in a health economic evaluation. The models most often used in health economic evaluation are decision
tree and Markov models”’

“The methodological choices and assumptions involved in building a model make it necessary to comply with good practice guidelines and to

test the internal and external validity of the model

Modelling is required

Plenty models can be used

Testing internal and external validity
of model

Requirement of modelling

 “An univariate, deterministic sensitivity analysis is always made on parameters likely to influence the results of the model. An univariate

deterministic sensitivity analysis is routinely used for parameters considered a priori to be able to influence the results of the evaluation’’

” "Consequently, a probabilistic sensitivity analysis is to be preferred as it incorporates uncertainty about all the parameters of the model,

taking into account interactions. 4 probabilistic sensitivity analysis is based on Monte Carlo simulations’’

Univariate deterministic analysis is
always routine

Preference on probabilistic sensitivity
analysis with consideration of Monte
Carlo

Performing sensitivity analysis for
uncertainty

“’Health interventions plotted on the efficiency frontier are identified and an incremental cost-effectiveness ratio (ICER) calculated for each

one, by detailing the incremental health effects and costs’’
“’All interventions are represented in the cost-effectiveness plane

“’In the absence of a cost- effectiveness threshold, interventions are qualified as efficient if they are non-dominated, without prejudging their

acceptability in terms of the public decision-maker’s maximum willingness to pay for health gain’’

“’Acceptability curves inform decision-makers about the probability that interventions are cost-effective at various cost-effectiveness
thresholds*’

“The economic evaluation is presented in a clear, structured and detailed manner. The methods are transparent and the data and the sources
used are clearly reported ™’

Performing ICER as well as cost-
effectiveness plane.

Efficiency frontier is acceptable

Cost-effectiveness threshold is ideal for

efficiency

Using acceptability curves

Presentation of the economic evaluation

transparently

Ways of presenting results
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2.16 AANIA

Meaning units

Codes

Categories

“The present guidelines provide directions for the design of economic evaluations of medicinal products (pharmacoeconomic evaluations)
submitted to the Danish Medicines Agency when applying for reimbursement *’

Reimbursement purpose

Objective of guidelines

“The analysis should include all relevant costs and benefits from a socioeconomic perspective’’

Societal perspective is appropriate

Type of perspective for consideration

“’Unlike certain clinical study designs, there are no fixed standards for how a health economic analysis should be performed, and what
requirements it must meet in terms of methods. Elements of the method are also under discussion or under development *’

“’Beyond initially taking a decision on whether a health technology is optimal in socioeconomic terms, it is often appropriate in an HTA also to
identify what “cash box” accrues to the spending burden and possible gains from use of the technology. This can be investigated by drawing up
a budget-economic analysis, as an addition to the socioeconomic analysis’’

All types of health economic methods
are acceptable

Budget-impact analysis (BIA) is often
mandatory

There is no specific health economic
method

“’In some cases, modelling will need to be used in the economic analysis — whether completely or only partially ”’

“’Extrapolation of short-term clinical data for the purpose of predicting these data in the longer term, e.g. survival probabilities, or linkage of
intermediate endpoints to final endpoints, can lead to modelling in the economic analysis’’

“Types of frequently used models are decision trees and Markov models’’

Modelling is recommended and useful
Extrapolation of data is acceptable

Most used models are decision tree and
Markov model

Recommendation on using modeling

“The time horizon of the analysis should ensure that all relevant costs and benefits are identified

Time horizon should cover the whole
analysis

Appropriate time horizon

“’For new medicinal products, the target patient population should be described and specified ”’

“’Economic data originating from primary, preferably randomised, blinded clinical trials should be reported separately *’

“’A source for data on the effectiveness of health technologies is the medical literature, for example in the form of systematic literature
reviews or meta-analyses (cf. Section 4.1.3) or clinical databases (cf. Section 5.3) "’

Determination of the target population

Randomised clinical trials (RCTs) are
preferred

Performing systematic review and
meta-analysis

Randomised clinical trials are
preference sources

“The evaluation must include all relevant costs, regardless whether they are direct, indirect or intangible. Use of resources must be reported
separately from the valuation of costs. Indirect and intangible costs must be reported separately and they should only be valued to the extent it
is deemed necessary "’

Inclusion of all direct, indirect and
intangible costs
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“’Acceptable outcome measures include gained life years or quality adjusted life years, but also response rate, number of successful treatments,
measure of time without symptoms, pains etc. As yet, willingness to pay should only be used as an additional measure *’

“When the health outcome measure is Quality Adjusted Life Years (QALY), preference information is gathered by use of the time trade-off or
the standard-gamble method

A direct
“’An assessment in terms of final end-points makes it possible to compare for different types of health technologies so far as the final
consequences are comparable ™’

“’QALYs are generally measured using one of the following multidimensional utility measuring instruments: EQ-5D or 15D, where the QALY
weight is derived from a population consisting of a cross-section of the general Danish population’’

“Instead of costs saved, the particular individual’s/patient’s valuation of a treatment can be obtained by identifying the maximum that the
person in question is willing to pay to receive the treatment, i.e. in the form of willingness to pay

QALYs, LYG, as well as other
outcomes are acceptable

Time trade-off or standard-gamble
methods are used

Final end-points are appropriate

EQ-5D or 15D are appropriate generic
instruments

Willingness to pay

Types of costs and generic
instruments to be included

“’Costs and consequences that only arise more than one year ahead are discounted in the economic analysis”’

“There are no recommendations in the Danish guidelines concerning health economic evaluations and the use of a specific discount rate, but
typical recommendations in other countries have been rates of 3 — 7%. A discount rate of 3% may seem reasonable at the present time, when the
discount rate is generally low. It is always recommended that the discount rate should be varied in the sensitivity analysis to investigate the
significance of this on the result *’

Discounting is ideal beyond 1 year

There is no specific discount rate,
although a rate at 3% could be
considered

Discounting is appropriate, but there
isn’t any recommended rate

“’A sensitivity analysis should be carried out to evaluate the robustness of the conclusions to changes of assumptions, valuation, costs, outcome
and discounting. Sensitivity analyses should always follow an economic analysis. A systematic quantification of the uncertainty consists in
conducting sensitivity analyses and/or statistical analyses’’

“The evaluation should contain a summary, a conclusion and a discussion of the results, including limits for extrapolating the results to the
future target population

Using sensitivity analysis is mandatory

Extrapolation of data is acceptable

Dealing with uncertainty

“’Here, the incremental cost-effectiveness ratio (ICER) is calculated, which expresses the cost of one extra unit of effect produced with the new
technology, e.g. the price of achieving one extra year of life "’

“This can be illustrated graphically by cost-effectiveness acceptability curves (CEAC), which show the probability of a technology being cost-
effective compared with another technology at various threshold values for willingness to pay, i.e. the probability of ICER being below the
maximum acceptable ratio”’

ICER is calculated

Presenting via cost-effectiveness
acceptability curves

Ways of presenting results
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2.17 NOPBHI'TA

Meaning units

Codes

Categories

“The scope will include a short description of which indications the STA includes, the patient population relevant to the STA, the

pharmaceutical, the alternative(s) for comparison and the most important outcome measures in the analysis (PICO1)”’

“’Describe briefly which method of health economic analysis has been used (cost-utility analysis, cost- minimisation analyses etc.

“’ldeally refer to national guidelines and to current Norwegian clinical practice’

“’Describe the intervention in accordance with the template for submission of documentation...."’

“’Describe the place the intervention is supposed to fill in the treatment algorithm for the defined population”’

“’Describe as precisely as possible the patient population in Norway which is likely to use the intervention. Specify if the analysis only covers

’s

part of the pharmaceutical’s indications/areas of use. Describe which age group is particularly affected... ...

“If the company believes there are sub-groups of patients for whom the intervention may have a different efficacy and safety than for the whole
population the STA is considering, reasons must be given...."’

Inclusion of important information in
scope

Description of wused type of health
economic analysis

Description of national guidelines and
Norwegian clinical practice

Description ~ of  intervention  with
documentation

Description of impact of the intervention
to the target population

Description of the target group of the
intervention and specifically the age
groups

Sub-groups analysis with reasons might be
considered

Beginning steps of health economic
evaluation

“This will often be current established practice (for example, according to national guidelines) or the treatment which is most commonly used
(number of patients)

Current established practice or most used
treatment as most appropriate comparator

Defining comparator type

"Show the results for the primary and most important secondary endpoints in the table and follow-up time. Present other outcomes as well if

they have been used in the health economic model ™

“’Give a description of the most important studies which form the basis of the marketing authorisation and other relevant studies which show the

Presenting results of endpoints in a table
and outcomes

Description of studies related to clinical
efficacy of the intervention and market
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clinical efficacy of the intervention, regardless of whether they have been used in the model or not ™’

“’Give a description of the relevant studies which show the clinical efficacy of the comparator(s), regardless of whether they have been used in

the model or not”’

“In accordance with the template for submission of documentation, an overview of adverse reactions will be included for the same studies as in

point 5.1, both for the intervention and the comparator(s)

“’Give an overview of studies which are ongoing on the pharmaceuticals which are relevant to the STA’’

authorization

Description of studies related to clinical
efficacy of comparators

Providing an overview of adverse events in
studies

Presenting an overview of ongoing studies

Defining outcomes and describing
clinical effectiveness-safety data

5

“The documentation of relative efficacy and safety will be based on systematic literature searches’

5

“Efficacy and safety data from randomised controlled trials is preferred over data from studies of other designs’

“If there is no efficacy data from direct comparison between the intervention and relevant comparators, then indirect comparisons can be

made’’

“Efficacy and safety data is preferred from randomised controlled trials where the intervention is compared head-to-head with relevant
comparators’’

“’Documentation of efficacy and safety data can be based on meta-analyses or network meta-analyses if there is relevant data which uses

comparable endpoints”’

“RWD can be used to support evidence of, for example, epidemiology, treatment duration in clinical practice, resource use, survival, or
adherence to treatment in the Norwegian clinical practice ”’

“In health economic analyses a form of parametrisation is often used for extrapolation of the clinical time to event data beyond the actual study
period”’

Using systematic literature reviews

Preference on randomized controlled trials
(RCTs)

Indirect comparison is used in case of no
data in direct comparison

Preference on head-to-head comparators

Meta-analysis or network meta-analysis
usefulness

Using Real World Data for supporting
evidence

Extrapolation is acceptable and performed
via parameterization

Sources for efficacy and safety

“’Quality of life data can be taken directly from the clinical studies which form the basis for documentation of relative efficacy, or through a
literature search”’

“To make comparison between different STAs possible, EQ-5D must, as a rule, be used

“The use of EQ-5D-3L as the standard in STAs is based on recommendations from NICE"’

Sources of obtaining quality of life data
Mandatory use of EQ-5D

Version of EQ-5D-3L is considered

Using generic instrument
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“In STAs, as a rule, valuation of quality of life must be based on tariffs (value sets) from the preferences of the general population. As a
standard for STAs the use of EQ-5D with UK tariffs is recommended’’

Using tariffs

“The model should be as simple, straightforward and transparent as possible, while still capturing all the relevant factors which could affect
a decision”’

“’Models should therefore, as far as possible, be validated. Internal and external validity should be described

“International models can be used but they must be adapted to Norwegian conditions both in terms of clinical practice, costs and any relevant
health effects. It should be clear how such models have been adapted for Norway "’

“’If efficacy data are only available for intermediate endpoints (for example cholesterol levels or blood pressure), the analysis must report how
changes to these affect the endpoints in the modelling (for example, heart attack or stroke). A documented causal relationship between the
intermediate endpoints and the hard endpoints should be made available *’

Transparent, simple model

Checking about internal and external

validity

Using international models with
mandatory adaptation to Norwegian
conditions

Endpoints in modelling

Modelling is considered

“The recommended analysis method for health economic evaluations is CUA "’

“’Cost-minimisation analysis can be used in cases where, through documentation, it is shown to be likely that the efficacy and safety profiles for
the intervention and the comparator approximate *’

Recommendation of CUA
Cases of performing CMA

Separate analysis for QALY and LYG

Recommended health economic
methods

“The following costs must be included (if relevant): - Treatment or prevention costs, paid by the health service or by the patient/relatives -
Transport costs linked to travelling to and from treatment, whether paid by the health service, or by the patient/relative - Patient’s and relative’s
use of time in connection with treatment”’

“’In accordance with the Priority-setting White Paper the following must not be included: - Productivity changes as a result of the intervention -
Consequences for patients’ future use of public services and receipt of public benefits/pensions - Unrelated health service costs and savings. -
Tax expenses for public financing - Public benefits, pension payments, value added tax and other transfer payments”’

Inclusion of direct and indirect costs

Exclusion of productivity changes and
TAX

Types of benefits and costs to be
included

“In calculation of present value both benefits and costs are discounted by the applicable rate at any given time (currently 4% per year cf.
Priority-setting White Paper)

Both benefits and costs have a discount
rate of 4%

Appropriate and recommended
discount rate

“The time horizon of the analysis must be long enough for all the important future differences in costs and health effects between alternatives to
be captured

“If the pharmaceutical has an effect on mortality, then the basis for the time horizon will be lifetime

“’In some cases, it may be relevant to consider a shorter time horizon”’

Long enough time horizon
Lifetime horizon is acceptable

Shorter time horizon is acceptable

Considering time horizon
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“’Uncertainty in the health economic analysis must be explored and presented through sensitivity analyses. This should be done using both
deterministic and probabilistic sensitivity analyses, described in more detail below”’

“We recommend that methodological and structural uncertainty is analysed, as well as uncertainty linked to generalisibility, by using
deterministic sensitivity analyses as far as possible *’

“’Deterministic sensitivity analyses alone will not be able to show all the uncertainty, and should be supplemented by probabilistic analyses and
discussion”’

>

“’A scenario analysis is used to evaluate the impact of alternative values for selected sets of parameters on the model outcomes’

Dealing with uncertainty via sensitivity
analysis

Using deterministic sensitivity analysis

Both deterministic and probabilistic
analysis must be performed

Using scenario analysis

Dealing with uncertainties

“In calculation of present value both benefits and costs are discounted by the applicable rate at any given time (currently 4% per year cf.
Priority-setting White Paper”’

Using discount rate at 4%

Appropriate discount rate

“In STAs budget impact must be estimated. The analyses must be delivered in a spreadsheet that allows NoMA to do its own calculations with
different assumptions. The assumptions for the budget analyses must be documented”’

Estimating budget impact analysis

Budget impact analysis is
mandatory

“The results of the PSA must be presented as a scatter plot of the simulated ICERs and as costeffectiveness acceptability curves (CEACs)”’

ICER and CEAC is appropriate

Way of presenting results
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KEDOAAAIO 3
3.ZYZHTHZH

Q¢ ek TOVTOV AOITOV Kot pe PACT TO OMOTEAECUATA, SLOTICTOVOVTOL TO, KATWO:

1. O1 weprooorepes ywpes s E.E. xkalong xar n Nopfnyia Eyovv avamrvéel
opyovouéves katevlovrijpies oonyies o Qduara otkovouikis adioléynons o6to
miaicto s ATY. And Vv GAAN SOMIGTAOVETOL OTL, Ol YOPES TOV Balkaviov dgv
Erouv avamTogel £0C KoL ONUEPO EMONUMG UECW® EVOG OPYOVIGUOV TOPOUOLES
oonyileg yww TNV OWKOVOUIKY 0&OAOYNON TV TEXVOAOYI®V VLYelng (EKTOG TNg
Boviyapiog n omoia avapépel opiopéveg mAnpoopieg otnv Bovdyopikn yAdooo Kot
mlavdg va  oyetietor pe TNV OWKOVOUIKY)  avAAvor  TeyvoAoyiag vyeiag),
ocoumeptiapfovopévov ™ EALGdac, Omwg kot opropéves Meooyelokég ympeg

(Mdhta, Kompog).

2. Okeg o1 yodpeg TOL Oelypotog, €kt0¢ TG Avotpiog M omoio dev avapEpet
oLYKeKPLLEVN HEBOSO oKoVOIKNG a&toAdynong, epapuolovy v uéfodo KécTovg-
xpnowornras (CUA) 5 omoia ko mpotyudtor kor 1y uéBodo KiécTovg-
anotelecuatikotyras (CEA) wg tig kipies uedodovs otkovouikns aéioloynerg.
[T ovykexpuéva, povov 3 yopeg (Avotpia, ['eppovio kor Aavia) dev dtevkpiviCovv
pe caen TpOTO TOoL TEYVIKN OWKOVOUIKTG a&loddynong cuviotdtatl. And v dAAn, 1
dwravoia, n Zxkotia, 1 Zowndio kot opiopéves @opéc N NopPnyla amodéyovior kot
mv CMA. Téhog, n CBA dev cvviotdtar and 1o Bélyo, v Tlodwvia kot v
[oAAia, 6Tov VLaPYEL GOETG dY®PIGUOS Kot amaydpevon g HeBodov.

Ta Howtike Etn Zong (QALYS) amotsiovv emdlio Ty mio yopakxtnpiotiky
uetpijoiun éxfacn pali pe ta kepoiouéva étn {wis (Life Years Gained), evd n
pétpnon ¢ mowwtroag (Mg TV evnAikov  epapuoletal  HECH  EWOIKOV
EPMTNUATOAOYI®OV UE 710 yapaxtypicTiky uéfooo tyv EQ-5D e ueyalvrepo fabuo
Kal o€ eAdyieTes yaopes oovierdral i SF-36. Opiopéveg yopeg, Omwg etvar to Bédylo
YAPNOLOTOOVV G EVOAAAKTIKY HEB0dO pETpnong motdTnTag {ONg TV TOAMTOV TV

time trade off 1 standard gamble. Télog, apketéc yopeg (Avotpia, Bédylo, Hvouévo
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Baoiielo, IMoptoyoria, Ovyyopia, Aavia, NopPnyia, dwiavdia) cvotivoov tnv
ypnon tedkmv onueimv (end points), kvpiong khvikov (clinical) ko og eldyioteg

TEPUTTOGELS VITOKATACTAT®V 1) vOldpes®y. (surrogate or intermediate).

3. Ano 1o delypa, oe mocootd dve tov 80% TOV YOPOV, avapipetar pyTd OTI TO
xpoviko6 drdetnua (time horizon) evvietdrar va &ivar 10taitepa ueydio HotE Vo,

avadeyBovv ot eMNTOGELS (KOGTN Kot 0QEAT) GTIC GUYKPIVOUEVEG TEYVOLOYIEC.

4. Xg 611 a@opd TNV TNYN 0E00UEVAOV Y10 TNV OTOTEAECUATIKOTNTA KOl TV OCQAAELD
mg  teyvoloylag, OAeg Ol YOPEG TOL OElYUATOS GLVIGTOVV TPOTICTMS  TIG
TOYAIOTIOINUEVES KAVIKEG OOKWUES, VO (S EVOILAKTIKY uEQ0d0 TIS uHEIETES
mapatipnons. Emmiéov, o mijlog ywpwv coeTHVETAL 1] OIEVEPYELA COOTHUATIKNG

AVOGKOTIGNG KAl UETA-AVILDGIG.

5. Axoun, 1o mPoeloPiNTIKO EMITOKIO OVOPEPETAL GE OAEC TIC YMPES TOL OETYLLOTOG.
2vpKeEKPLEVA, TO TIPOESOPANTIKO EMITOKIO GTO OEIPUA EIVAL KATAVEUNUEVO AVIUEGO
otTig yopes uetalt tTov tuov 3% kar 5%. EmmpocOétoc, 10 mpoeEo@Antikd
emTOKIO0 Katd TNV avaivon gvaictnoiag dAleg @opéc cvotivetor petald 3%-10%
(Avotpia, Béhywo), direc oopéc oto 0% (Ilorwvia), evdd cvotiveron xor 1,5%

(Hvopévo Baciielo) 1 4% (Exkotia).

6. H ontikn, cbppova e v omoio GUVIGTATOL KATO TNV OEVEPYELDL TNG OIKOVOULKNG
a&loloynong, dlakpivetor oe 3 uoppés: tqv kowwwikij (Societal perspective), tyv
omtikyy tov minpwty (Payer’s/public payer’s perspective) kar v omtiki t™Hg
ppovtidag vyeios (health care perspective). Ato6 to0 6Ovolo ToV dgiypOTOG, VO TOVL
50% Ttov OElyOTOC GUVIGTE TNV KOWVMVIKY] OTTIKY ovoyKoio Tpovmdheon katd tnv
owkovoutkt avdivon. Ilponyuéva cvotiuota vysiog Onwg avtd g Zovndiag, g
Aaviag ko g OAavoiog, ivol TPOGOVATOACUEVO TPOS TNV CGUYKEKPILEVT] OTTTIKY).
uvioTovV 0Tl KOTé TNV OWKOVOUIKY] a&loAdynon piog HEAETOUEVNS TEXVOAOYIOG
vyeiog, Ba mpénet vo AapPdvetot VTOYN TPOTIGTOS TO OPEAOS Tov acbevr. Amd v
GAAN, M OTTIKN TOVL TANP®TY SOKPIVETOL GE HKPITEPO TOGOGTH TOL OelyUATOg —
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BéAyio, TToAwvia kot Ovyyapio otpépovtal Tpog avtiv v kotevbovvon. Téhog, 10
Hvouévo Baoiielo, n Zxotio kot o1 yopeg g Baitikng @dlaccag €xovv pio o1k
TOUG TPOGEYYIST KOL Ol OMOieg GLVICTOLV TNV OlEVEPYEIL TNG  OLKOVOUIKNG
a&loldynong vd Vv onTIKY TG Ppovtidag vyeiog. EmumAéov, n 'aAlia ivor n udévn
YOPO TOL OelynaTog mov VI0BeTEl TNV ONMTIKN OAMV TOV EVOLUPEPOUEVOV HLEPDV
(collective). Emonuaivetan 6t  T'eppavio kar 1 NopPryio dev ava@Eépovy oapdg

oT1G 00MNyieg TePl OMTIKNG,.

7. Xg 0tL apopd v vredetyuaronroineny (Modelling), 6deg o1 ydpeg Tov deiypotog
aVOQEPOLVV OTIS 00MYieg Yoo Tov pOAO TNG oTNV OKovoulkn afloddynon. Yzdpyovv
J0vo ekxdoyés: Eite va amateital/covieTdTal Kal Vo OT0TELEL amapaityTo cToryEio
mov Oa mpémer vo Aaufavetal vIoyn yia THY UETPNCH THS ATOTEAECUATIKOTNTAG,
EITe va, amotelel EVOILOKTIKY HEQ0O0 Kal KOTA GUVETELQ Ol VROYPEWTIKY OE
TEPITTAGCELS OOV OEV UTOPEL va, dr1eCaybci ue drapopeTinod Tpomo n avalven. Oleg
Ol YOPEG TOL OEIYHOTOC, AVAPEPOLV OTIC 0OMYiEC OWKOVOUIKNG a&loAdynong tnv
VTOJEYHATOTOIMNON ®¢ a&OMIGTN TEXVIKN. APKETEG YDPEG GLVIGTOVV TNV JAdIKAGIo
®C OmOPOITNT TEYVIKA OTOV  VLTOAOYIGHO TNG  OTOTEAEGUOTIKOTNTOG NG
napépPacnc/texvoroyiog vyeiog. Xopeg 6mws, To Hvopévo Baciielo kot v Zkotia,
v ToAAio, v Aavia, v Tloptoyorio kot moAAég axoun cvvietovy v pébodo.
Amo ™V GAAN, oplopéveg yopeg Ommg givor m TloAwvia, ot ydpeg ™ Boaitikng
Odroccag, to Bélylo, m Zoundio ovVVIGTOOV TNV YPNON VLTOOEYUATOV G
EVOALOKTIKY] ETAOYN KO EQOGOV 0V Umopel va dtevepynBet pe dopopetikd tpomo 1
owkovouikt] a&toroynon. Ta &idon povtéhmv mov mpoteivovtal kot papudlovior wg
eni 1o mAsiotov oyetilovtal pe To dévipa amopdoemy kal To poviédo Markov, evod og
OPICUEVEG TEPMTMGES UTOPOVV VO €QPOPUOGTOVV TO HOVTEAD TPOGOUOIMONG.
H IToAwvia, emmiéov, npoteivel ko to Excel og mbovi teyvikn vmodetyporomoinong.
EmnmAéov, mpémel va onuelwBel Ot apketéc yOPES TOL OEIYUATOC GLVIGTOVV TNV
poekPorr] dedopévav Kol KOGTOVG-OQPEAOVLS Y10 UEYOADTEPO YPOVIKO OlACTNUO
(extrapolation) xotd v vroderypatonoinon, 60nmg sivar to Bédylo, 1 OAavdia, n

>xortio, to Hvopévo Baoilelo, n Zovndia, n IpAavdia, n Aavia kot 1 NopPnyia.
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8. Eminpocfétmc, and to ohvoro tov detypatoc, 15 ympes coumepiioufavousvov tyg
Noppfnyios ocovietody THV KAONUEPIVY KAIVIKY TPOKTIKY 1 THY WO GOYVA
XPHOUWOTOIOVUEVY OTO GUOTHHA DVYEIOS TOVS (OGS KOTAIANAY GUYKPIVOUEVH
teyvoloyia vyeiag. Etvar mpopavég 6ti,  kabnuepivi mpoaktikn Aopfdavetor cofapd
oy oe NTNUOTO OTOTEAEGLOTIKOTNTOG Kol O0QAAENG Yoo TV a&loAdynon g
peretopevng texvoroyiag. H povadikn ydpa n omoia dev mapéyel kaBOAOL GLGTAGELS
elvar M Aavie. Andé v dAAn, n Ilolwvio ocvotivel ®G cvykpwouevo €id0g
teyvoloyiag mov Oa oyetiletar queca pe 10 mPOPANUO TOL SlEPELVATOL EVD 1)
leppavia dev mapéyel capeic dlevkpvicels avagépoviag HOVov OTL OAeg ot
evVaALOKTIKEG Oepameieg amotedovv cuykpvopeves. Télog, to Béryo cuviotd tnv
dupeom ocOykplon HETOED TOV WOTPIKAOV 1 U WITPIKOV GLYKPIVOUEVOV TEXVOAOYLOV

7oV oTéG pe tnv Pondeta efficiency frontier.

9. O tpomos avdaivens tng emiopoaons tHs afcfardtTnros &vos vTOSEIYUATOS
(sensitivity analysis), diaxpivetor arné ta el &idon: tqv outiokpatiky avdlvon
evarelnaoiag (deterministic sensitivity analysis) xkat Tqv mibavoloyixi avdiven
evarcOnaiag (probabilistic sensitivity analysis) xvpiwg yia thqv afeforotyra mov
APoKVETEL ATO TIS TapouéTpovs. EmmpocsOitwc, kpivetar okdmipo va emonpovOel
OTL QPKETEG YDPEG CLVIGTOLY TNV HOVOUETOPANTH (ONe-way) Kot TOAVTOPOYOVTIKY
(multivariate) avaivon gvaicnociog. ¢ ek TOLTOV, GTO SELYLO TO EVPTLOTA MG TPOG
o oveTépw dedopévo Kotavépovtol ITo ovykekpyéva, oe v tov 50% tov
delyparog n mBavoloyikyy aviivon gvaictnoiog elvar amapoitntn — c€ OPIGUEVES
TEPUITAOGEIS MG TPOTIUNTED LOPPY|, EVD GE OGAAEG ®G HEPOG GLVOVACUOD UE TNV
oaToKpatTiKy. Xopeg omw¢ to BéAylo, 10 Hvopévo Baciieio ko m Iolwvia
GLGTIVOLV TNV GLYKEKPLUEVN OVAALGT ®G TPOTNTEN. AVTIOETMG, YMPeG OMMS M
Yxotio, 1 Avotpio ko m Teppavia cvotivouv TV  oITOKPATIKY] avAALGN
evaucnoiog Kou e TOAAEG TEPMTAOOCELS TOCO TNV HOVOUETAPANTY, OGO Ko TNV
TOAVTOPAYOVTIKT] av@Avor gvaucOncioc. Emiong, opiopéveg ydpeg cvotivovv v
€EETOON OTOTIOTIKOV OOKIU®V, OCTNUATOV EUTIGTOGUVIG OAAG KOl EUTEIPIKMOV
dedopévev Katd v avéivorn gvaicinciog, 6mwg ol ydpes Baitikng @draccag, o
Béhyio, n [Toprtoyohia.
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10. O Opiaxog Aciktng-Koorovs Aroteieouatikotntas (ICER) avagpéperar o¢ oleg
oGYEOOV TIS Yapes Tov deiyuarog. Kpivetor avaykaio, dpme, va emonuaviel 6t n
Ieppovia cvetvel pion GAAN popoen: to Oplo amddoong (efficiency frontier) mov
amoterel pio ovviotdwca tov ICER. Emmpocbétmg, opiopéveg ymdpeg pe mo
YOPAKTNPIOTIKEG TNV ZKoTio kol To Hvouévo Baciielo, B€touv 6 epappoyn to 6pto
ue to omoio yapaxtnpileron cost-effective pia teyvoroyio ava QALY (Threshold). H
SMC devkpviCet 6t vdpyovv mapdyovieg mov €mMOPOHV G€ AVTd TO Oplo, YWPIG
GLYKEKPLUEVOL OEOOUEVD, OUMG eV dlaPaAiveTal OvOTATO Oplo TPoBvuiog TANPOUNG
avd QALY. Amé v aiin, n NICE 0Oeswpel 611 10 0ovodtoto Oplo yuu v
amoteleopatikdtta piag teyvoroyiag vyelag avéd QALY givar 1o 0pro mpobupiog
mnpoung £20,000-£30,000. A&iler va onuewwBel o611, 1 KOpo dwpopd oTNV
napovcioon amotedeopdtov puetalh SMC kot NICE elvar 6Tt m pev dgvtepn
vrootpiletl TV xpnon mMvakwv evod 1 0 TPOTN vostnpiletl TNV xpNon YpoenUATOV

Y10 TNV OTEIKOVICT] TOV OMOTEAEGUATOV.
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4. ZYMIIEPAXMATA

H A&woloynon Texvoroyiag Yyeiog amoteiel onuepa éva amd To CUOVTIKOTEPO
EMTEVYLLOTO, GTO YMPO TNG TOAITIKNG VYEIOG. ATOTEAEL LiOl GUGTNLLATIKY EMIGTHIUT TOV
KOAEITOL VO ODCEL TEKUNPLOUEVES OTTAVTIOELS OTIG TTPOKANGELS TOV OVTIUETOTILOVV TaL
cvotuato vysiog Kot va yapdEovv €vav mo cHviopo dpopo oty Bepameio TV
acHevoV HEGH KOVOTOU®V TapeEUPAcEV.

H mapovoa omiopatiky) epyacio. cuvtdyOnke pe okomd TNV ovOAvomn Kol
TOPOLGIOGT TOL TPOTOL KOl TOV O0OIKOCIOV TOV AKOAOLOOVLV Ol YDpeg-UEAN TNG
E.E. kot oyetiCovtat pe v o1kovopkn a&toAdynon texvoroyumy vysiog. ZOUQmvo, Le
v vtapyovoa BipAoypaeia, kpivetal avaykaio va S1EVKPIVIGTEL 1| GTTOLOOTNTA TG
owovokng a&lohdynong texvoroyiog vysiog oty E.E.

g OTL APOPA TOL ATOTEAEGLLATO TOV OEIYLATOG, AMOTVTOVOVTOL Ol OLOIOTNTEG Kot Ol
OlPOPES e COPN TPOTO GTOVE OVOTEP® Tivakeg. Me Pdon tnv vrdpyovoo
BBloypapia, dev dwaxpivovtar dlaitepeg dtopopés ¢ mpog To dedopéva. ITo
ocvykekpipéva, pe Paon v ékBeon g EUNetHTA yio v amotimworn tov
OLdIKAGIOV OIKOVOIKNG aEoAOYNoNG oTo LEAN NG, Tapatnpeitat 1 opotdtnto 1660
WG TPOG TIG TEYVIKEG TNG OWKOVOUIKNG a&oAdynong oto miaicto g ATY —
avapépetor 6Tt 1 CUA xar CEA eivor o1 emkpatéotepeg, otig ekfaoelg (QALY,
LYG, endpoints), 660 kot o€ dtdpopa dAra (ntApoto wov a&ilel vo avagepHovv: 1o
YPOVIKO SLAGTNLOL TNG OLKOVOUIKNG aVAALGNG ovapEpeTan oty £kBeon 0Tt B mpémet
va givor peyaio, n kabnueptvi] KAVIKT TPOKTIKY cuvioTtdTon ©¢ HEB0d0g cVYKPIoNG
TEYVOAOYLDV K.OL.

Téhog, Paoet g PipAoypapiog kot tov tehevtaiov eEgdilemy, kpivetar queca
EMTAKTIKY M avaykn va emtevyfel vioBétmon evog eviaiov TAAUGIOL OWKOVOUIKTG
a&loroynong oto mhaicto g ATY mov Ba €xel v dvvatodtnTa Vo evoopatmOel kot
o€ YOpeG OOV dOev £xovv Beomicel katevBuvTpleg odnyiec. Q¢ ek ToHTOV, YDOPEG OTMG
n EALGda xor n Kdmpog ypnlovv cvvepyaociog He OpyoviGHOUG OPHOSIOVS GTHV
dwdwacio g ATY, 6nmg eivar 1 EUNetHTA, mpokeipévou va evoopotobodv oty
Tpoomdhelo avanTLENG KavoTOp®V Bepameldv Yia Toug moiiteg ¢ E.E. aAAdd kot va

EQUPUOCOVY [0, €K TOV TOAA®V, TOMTIKY] EAEYYOL TOV KOGTOLG TV VYEIOVOLUK®V
138



2XYT'KPITIKH ANAAYXH KAI AIIOTIMHYXH OAHI'IQN THY OIKONOMIKHY AZIOAOIHYHY XTO 1IAAIXIO THY
AZEIOAOIHEHY TEXNOAOI'IAY YTEIAY XTI XQPEY THX EYPQITHY

KOl AUV VANPESIOV — €va 1dtaitepa vapktd Tpdfinua e EALGSag Kot cuvaua

Loy POVIKO.
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