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ABSTRACT

An outcome assessment, the patient assessment used in an endpoint, is

the measuring instrument that provides a rating or score (categorical or

continuous) that is intended to represent some aspect of the patient's

health status. Outcome assessments are used to define efficacy end-

points when developing a therapy for a disease or condition. Mast
p .

principles may be applied more generally. A critical element in apprais-
ing or developing a COA is to describe the treatment's intended benefit
as an effect on a clearly identified aspect of how a patient feels or

motivation, wumumammm-mmmm
ment prop ™ {directly or indi the benefits of a

In contrast, a is ane that is subject to
Ettle, if any, patient motivational or rater judgmental influence. This is
the first of two reports by the ISPOR Clinical Outcomes

manner of use of the COA (the context of use) could then be defined.
A COA has attributes or that affect the

wmnmmwwfmfm ‘nunpnﬂ
for an

of the COA when used in endpcints. One of
these features is whether judgment can influence the measurement,

well as of other COA features is included in this

ments and clinical trial factors that can affect the of the

report. The information in this report should aid in the development,
refinement, and standasdization of COAs, and, ultimately, improve their

measurements. These factors should be when or

refining These will aid tigators design-
ing trials in their choice of using an existing assessment or developing a
new outcome assessment. Although the focus of this report is on the
development of a new COA to define endpoints in & dlinical trial, these

clinical cutcome assessment, concept of interest, context of
use, treatment benefit

Copyright © 2015, Society for and
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Introduction

Establishing the value of medical interventions from the perspec-
tive of multiple parties—patients, health care providers, regulators,

and payers—is essential to the availability and adoption of thera-
ples. An important element of the information establishing &
therapy’s value Is the evidence provided from clinical trials evalu-
ating the intervention's effect (The term “therapy” s used

* Address correspondence to: Marc K. Walton, 125 Crystal Spring Drive, Ashton, MD 20861

E-mall: mwalton9@its jnj com.

1098-3015836.00 - see front matter Copyright © 2015,
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Knacudikauis pesynbraTiB KniHiYHOI edpeKTUBHOCTI 3a EUnetHTA

EUnetHTA guideline on Endpoints used in REA: Clinical endpoints, 2015
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KniHiuHa KiHueBa Tou4Ka (a clinical endpoint, final endpoint)

" KJiHIYHO 3Ha4ylWla OUiHKa camonoyyTTa, PYHKLIOHANbHOTO CTaHy abo BUXKUBAHOCTI NALLIEHTA;
=  Bigobparka€e TPMUBANICTb Ta AKICTb XKUTTA NALIEHTA;

" [pUKAAZaMU KNIHIYHUX KIHUEBUX TOYOK € CMEPTHICTb, 3arasibHa BUXKMUBAHICTb.

CmepTHicTb (mortality) Ta 3aranbHa Bu»kusaHictb (overall survival) € 3onoTum cTaHgapTom
ANA AeMOHCTPaUil KNiHIYHOT BUroan i Tomy Ui KiHUEBI TOYKU MOBUHHI BUKOPUCTOBYBATUCHA
3aBX AU, KON Ue MOXNUBO.

EUnetHTA guideline on Endpoints used in REA: Clinical endpoints, 2015



g:cpli:::::g Etate

xpert

Lentp i 4 Center
MO3 Yxpaitu MoHUkraine

Komno3suTtHa KiHueBa Touka (a composite endpoint):

"  NOEAHYE Ki/ibKa PeBA/IEHTHUX OKPEMMX PE3YNbTaTIB KNIHIYHOIO BTPYYaHHA B O4HY KiHLEBY TOYKY,
LLLO NOKA3YE y3arasbHEeHNM ePeKT NiKyBaHHA;

"  OCHOBHE OOMEXEHHA NOMATAE B TOMY, LLO iX BaXKKO iIHTEPNPETYBATK Ta iX HEMPABU/IbHE
TAYMaAYeHHA MOXKe NPU3BECTU A0 3aBULLLEHHA Pe3ynbTaTiB BTPYYAHHA;

"  BMKOPUCTOBYETLCA Y BUMNAZKAX, KONU:

* CTAaTUCTUYHA MOTYXKHICTb € HEAOCTAaTHBLOK ANA OTPUMAHHA PeIeBAHTHOI YaCTOTWU NOA, N
(HanpuKnaa, NOBINbHO NPOrpecytodi Ta PiAKiCHI 3aXBOPIOBAHHA);

* }KOAEH OKPEMMWI pe3y/bTaT HE € PEBAZIEHTHOI NEPBMHHOLO KiHLLEBOK TOYKOO (Aesaki noaii
NPY AaHOMY 3aXBOPIOBAHHI MatoTb PiBHY KAiIHIYHY BaXKAMUBICTb). [pUKAaa0oM TaKoro
KOMMNO3UTHOrO pe3yabTaTy € KiHLUEBa TOYKA “Cepro3Hi cepueBo-CyaAnHHI noaii", wo BKAOYAE
iLeMiYHUM iHCYNbT, iIHPAPKT MiOKapAa, iHWI BeUKI ilemivyHi noaii, iHTpapauepebpanbHi
KPOBOBWAMBU, BENUKI eKCTpauepebpanbHi KPOBOBMAMBM) NPOTArOM 3an/iaHOBaHOIoO
nepioay CNOCTepPErKeHHA.

KOMMO3UTHI KIHLUEBI TOYKM HE CNig BUKOPUCTOBYBATU, AKLWO AOCTYMNHI pe3ynbratu
OKPEMMUX KNIHIYHMUX KIHLUEBUX TOYOK.

EUnetHTA guideline on Endpoints used in REA: Composite endpoints, 2015



e + Stath.
Uenp 4 E:ﬁfer
MO3 Ypaiku

MoH Ukraine

CyporaTHa KiHueBa To4Ka (a surrogate endpoint):

JIErKO BUMIPIOBAHUIM NapamMeTp, WO NPOrHO3YE pe3y/bTaT MeaN4YHOro BTPYYaHHSA
(ni3Hi abo piaKicHi KNiHiYHI noaii).

He € npammnm NoKasHMKOM KNiHIYHOT KopUCcTi abo wKoaum.
€ 3aMIHHUKOM K/NIHIYHUX KIHLEBUX TOYOK Y BUNAAKaX, KONW:

* OTPUMAHHSA KNiHIYHUX KiIHLEBUX TOYOK HEMOXK/IMBE ab0 HeeTUYHe (ayxe
NOBiZIbHO Nporpecytoyi Ta/abo pigKicHi 3aXBOPIOBaHHS),

* UiNIbOBA NONyANALUiA 3aHaATO Mana, Wob oTpMmaT 3HaYYLL pe3ynbTaTh Woa0
BiAANOBIAHMX KNiHIYHUX KiHLEBUX TOYOK (HanpuKnag, CMepTHICTb Ha Nerkmnx
CTafiAX IereHeBoi apTepiaibHOI rinepTeHsii).

EUnetHTA guideline on Endpoints used in REA: Surrogate Endpoints, 2015
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CyporaTtHi KiHUeBi TOUKHU

Biomapkepwm (biomarkers) MpomixKHi KiHueBi TOYKHU

- iIHOMKATOPW HOPMaIbHOrO Ta (intermediate endpoints)

NaToNOriYHOro 6ioNoriYHOro - CAYryloTb Mipoto GyHKLii abo cumntomy.

npouecy Ta/abo Bignosiaj Ha He € KNiHIYHUMM KiHLEBUMU TOUKAMMU

MeaMYHe BTPYYaHHA. 3aXBOPIOBAHHA, TAaKUMU IK BUKMBAHICTb,
CMepTHICTb abo YacToTa HE3BOPOTHMUX

Brnave Ha 6iomapKkepu He NaToONOriYHUX NoAin (iHcynbT, iHPapPKT).

NPUHOCUTb KOPUCTI NALLIEHTY.
[MoninweHHA NPOMIXKHOT KiHLEBOI TOYKM 3aBOAKN

MpuKknan;: NiKYBAHHIO MOXe ByTU KOPUCHUM ANA NALIEHTA],

piBeHb rMiKO3MNbOBaHOIO HaBITb AKWO ue He npmn3soanTb 40 NOKPALLEHHA

remornobiny MOKA3HWKIB BUXKMBAHOCTIi abo cmepTHOCTI.
[Npuknaa:

obcar popcoBaHOro BUANXY,
PAHKOBUM NiK €KCNipaTOPHOro NOTOKY

EUnetHTA guideline on Endpoints used in REA: Surrogate Endpoints, 2015
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MeanyHe
BTPY4YaHHA Banip,au,i;l
_ 5 l KinbKiCHUX BUMIpP S _
[MaTonoriyHmnm . KniHivHi KIHLUEBI
ﬁ CyporaTH| TOYKU ﬁ
npouec TOYKM
[Mpuknag: PeHUKeToHypIs PiBeHb dpeHianaHiHy CMepTHICTb

[ns BUKOPUCTAaHHA CYpOraTHUX TOYOK B IKOCTI KpuTepito ePpeKTMBHOCTI Tpeba nposBecTtun
npoueaypy ix Banigauii — 4OBeCTM 3B’A30K AK MiXK CYpOraTHOR i KJTiIHIYHOIO KiHLEBOO
TOYKOLO, TaK | MiXK IX 3MIHOIO B pe3y/ibTaTi MeaAnYHOro BTPYYaHHA.

OAuH pa3 BanigoBaHaA CyporaTHa KiHUEeBA TOYKA MOXKe BUKOPUCTOBYBATUCA 414 NOAANbLUIUX
AOCNiAXeHb NiKapCbKux 3acobiB, 0COB6MBO TUX, LLLO MAKOTb TAKUMN CAaMUI MEXaHi3M Aii.

COPYRIGHT®© [epKaBHuii ekcnepTHU LeHTp MO3 YKpaiHu https://www.fda.gov/media/84987/download



Mepenik cyporatHUx KiHUeBuUX TOUOK, BanigosaHux FDA (pparmeHT)

Im /_S Adult Surrogate Endpoint Table (106 points)

Pediatric Surrogate Endpoint Table (61 points)

Disease or Patient Surrogate Type of approval Drug mechanism of action
Use Population endpoint appropriate for
Hypertension Patients with Blood pressure Traditional Angiotensin Il receptor blocker;
hypertension Dihydropyridine calcium channel blocker;

Renin inhibitor; Aldosterone antagonist;
Vasodilator; Dihydropyridine calcium
channel blocker

Type 1 Patients with type  Serum Traditional Glucose-lowering
diabetes 1 diabetes mellitus hemoglobin
mellitus AlC
Asthma Patients with Forced Traditional Corticosteroid; Beta-2 adrenergic agonist
asthma expiratory
volume in 1

second (FEV1)

MosHMIA Nnepenik AO0CTYNHUIA 332 NOCUNIAHHAM:
https://www.fda.gov/drugs/development-resources/table-surrogate-endpoints-were-basis-drug-approval-or-licensure
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J
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TOYKM (piBeHb 2)

NPOrHO3YOTb KNiHIYHY KOpUCTb» (piBeHb 3)

KopenboBaHW NOKa3HUKMK

/
HeBanigoBaHi cyporaTHi KiHLEBI TOUKM,
AKi «3 A0CTaTHbOK MMOBIPHICTIO
b6ionoriyHoi akTMBHOCTI (piBeHb 4) }

EUnetHTA guideli noints used in REA: Surrogate End
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Pe3ynbraTty, WO NOBIAOMAAIOTLCA NALLiIEHTaMU
(patient-reported outcomes, PRO)

= Pe3ynbTaT, OUiHEHMI Be3nocepeaHbOo NaLiEHTaMM, WO BA3yETbLCA HA IX CNPUNHATTI
3aXBOPIOBAHHA Ta MOrO NiKyBaHHS;

= Jlo PRO HanexxnTb NOKa3HUK AKICTb XUTTA, NoB'A3aHa 3i 3gopos'am (health-related quality of
life, HRQoL), Wwo cnyrye mipoto KOPUCHOCTIi meaun4vHoi TexHonorii (utility);

= JlaHi PRO oTpumytoTb 32 Aonomoroto onmtyBasbHUKIB (EQ-5D, SF-36), W0 3an0OBHIOETLCA CAaMUM
NauieHTOM abo WAAXom iHTepB'to;

=  PRO € KNiHIYHOI KiHLEBOI TOYKOIO, LLLO NOK/aAeHa B OCHOBY PO3paxyHKY NoKasHMKa QALY
(quality-adjusted life-year).

EUnetHTA guideline on Endpoints used in REA: Clinical endpoints, 2015
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OXepena gaHUX WOAO0 pe3ynbTaTiB KNiHIYHOI ePEeKTUBHOCTI

Cochrane
Library

= Pe3ynbTaTV CUCTEMATUYHUX OrNAAIB, METa-aHaNI3IB,
PAaHAOMI30BAaHUX KOHTPO/IbOBAHUX KAIHIYHUX
NOCNiAXEHDb.

= Y BuNaAKax, KON KNiHiYHe JOCNiAXEHHA NMPOBeCTU
HEMOXNMBO abo HeeTUYHo (ayrKe NOBiIbHO
nporpecytodi Ta/abo pigKicHi 3aXxBOpOBaHHA),
AXKepesiom AaHUX MOXKYTb OyTn pe3ynbtat

obcepBaLiNHUX AOCNiAXKEHb OTPMMAHI Ha NiacTaBi leﬂiﬂﬂlT!‘fﬂlS 20V
peanbHoi KNiHIYHOI NpakTuKK (real world data).

DI u.s. National Library of Medicine

I INTERNATIONAL
! HTA DATABASE

COPYRIGHT®O [epxaBHuUi ekcnepTHUM LueHTp MO3 YKpaiHu
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B3aemo3B’A30K KNiHIYHUX AaHKUX 3 aHani3om edpeKTnBHOCTI BUTpaAT (1)

[aHi 3 KniHiYHOro AocniaXeHHA MapameTp mogeni

—~ XapaKTepUCTUKKM NaLiEHTA -~ AHani3 nigrpynu

-~ KniHiYHa epeKTUBHICTb - Pe3ynbTaT NikyBaHHA

- YacToTa Ta TpmBanictb Nobi4YHMX ePeKTiB - 3MEeHLLIEeHHA KOPUCHOCTI

- Pe3ynbTaTu, Npo AKi NOBIAOMANAE NALIEHT - Po3paxyHok QALY

- CyporaTHi KAiHIYHI TOYKMU -~ EKcTpanonauia (aHani3 Ha 6inbw TpUBaAUMN YaCOBUN FTOPU3OHT)
- BMKOpUCTaHHA pecypcis - BM3HayeHHA BUTpaAT

- XpPOHOMETpPAXX BiANOBIAHNX KNIHIYHUX noain | - Bubip TpmBanocTi unkay

COPYRIGHT®O [epxaBHuUi ekcnepTHUM LueHTp MO3 YKpaiHu




B3aemo3B’A30K KAiHIYHMUX AaHUX 3 aHani3om epeKTUBHOCTI BUTpaAT (2)

BxigHi gaHi (inputs) Nobyaosa mogeni BuxigHi aaHi (outputs)

j p = 0.60
Disease

C e p =0.65 (‘

AlOKa3u KANiHi4HOI D =0.30
e$peKTUBHOCTI:
- KNiHiYHI KiHUEBI TOYKMU
- Pesynbraty, WO
NOBIAOMANAIOTLCA NALLIEHTAMM

+
BuKopucraHi pecypcu

IHKpeMeHTaNbHUI
NMOKa3HUK «BUTPATK-
edbekTmBHicTb» (ICER)

Death
U=0

KniouoBi enemeHTU mogeni:

- PeneBaHTHI CTaHu Ta BipoOrigHOCTI nepexoay MiX HUMMU;

- TpmBanicTb UMKAY, HaCOBUN FOPU3OHT;

- BuTpath Ha meaAnUYHY TEXHONOTII;

- 3M0Ae/1bOBaHi NOKAa3HUKM ePeKTUBHOCTI - poKM KutTa (Life
Years) Ta POKM }KUTTA CKOPUroBaHi Ha AKicTb (QALY).

M.C. Perraillon «Markov Models, part I», 2016
Uwe Siebert, ISPOR Europe short course «Introduction to modelling», 2019

COPYRIGHT®O [epaBHni ekcnepTHUi ueHTp MO3 YKpaiHu
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= CmepTHicTb (mortality) Ta 3aranbHa BuxkuBaHictb (overall survival) € 3onotum
CTaHAQAPTOM ANA AEMOHCTPAUiT KAIHIYHOI BUrogn i TOMy Ui KIHUEBI TOYKM MNOBUHHI
BMKOPMCTOBYBATUCA 3aBXK AN, KONU LEe MOMKINBO.

" Y BMNagKax, KoM OTPMMAHHA KNiHIYHUX KIHLEBUX TOYOK 3 06’ EKTUBHUX MPUYMH
HEMOXNMBE, ANA OLIHKM KNIHIYHOT ePEeKTUBHOCTI MOXKYTb OYTU BUKOPUCTAHI
BaNiA0OBaHI CyporaTHi TOUYKMW.

= KOMMO3MUTHI KiHLUEBI TOYKM He C/ig BUKOPUCTOBYBATKU, AKLWLO AOCTYMHI pe3ynbraTu
OKPEeMUX KNIHIYHUX KiIHLEBUX TOYOK.

" B papmaKkoOeKOHOMIYHOMY aHai3i 3aCTOCOBYETLCA NOKA3HUK ePEKTUBHOCTI

nikyBaHHa QALY (quality-adjusted life year) skni o6’eagHye B €EANHY OANHULLIO
BUMIPY AK TPUBANICTb TaK | AKICTb XXUTTA MaLi€eHTa.

COPYRIGHT®O [epxaBHuUi ekcnepTHUM LueHTp MO3 YKpaiHu




