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Managed Entry Agreements (MEA)
Market Access Agreements
Risk-sharing Agreements

Patient Access Schemes ...

_ Rizeny vstup LP

— Dohoda o sdileni rizika mezi vyrobcem a platcem, resp. mezi vyrobcem a

poskytovatelem, umoznujici vstup a uhradu zdravotni technologie za
specifickych podminek

RIZIKO VYROBCE VS. RIZIKO PLATCE

Investice do inovaci, jez Investice do technologie, jez
nemusi byt uhrazeny nedosahne dostateCnych vysledku
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Payer — producer/provider

arrangement
Cost sharing Performance-based risk sharing
arrangement arrangements
To manage utilization in the real To provide evidence regarding
world decision uncertainty
Performance-linked Coverage with evidence
reimbursement development
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L.P. Garrison Jr, A. Towse, A. Briggs, et al. Performance-based risk-sharing arrangements-good practices for design, implementation, and I\/l E D
evaluation: report of the ISPOR Good Practices for Performance-Based Risk-Sharing Arrangements Task Force. Value Health, 16 (2013), 703-719.
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MEA 2008 — 2015 u onkologickych léciv v Evropé*
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Pauwels K, Huys |, Vogler S et al. Managed Entry Agreements for IVI
Oncology Drugs: Lessons from the European Experience to Inform the I\/l
Future. Front. Pharmacol. (2017) 8:171.
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Review MEA 2015

financial
agreements
39%
coverage with
evidence
developme
" N = 143
Toumi M, Jarostawski S, Sawada T et al. The Use of Surrogate and Patient-Relevant I\II U I\I I
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Review MEA 2015

financial
agreements
39%
coverage with
evidence
developme
v N = 143

95% CED based on patient-relevant endpoints

(e.g. survival)

Toumi M, Jarostawski S, Sawada T et al. The Use of Surrogate and Patient-Relevant I\II U I\I I
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Performance-based risk-sharing agreements

— ,schemes between healthcare payers and medical product manufacturers in
which the price, level, or nature of reimbursement are tied to future
measures of clinical or intermediate endpoints ultimately related to patient
quality or quantity of life"

— Carlson JJ, Sullivan SD, Garrison LP, Neumann PJ, Veenstra DL. Linking payment to health outcomes: a taxonomy and examination of
performance-based reimbursement schemes between healthcare payers and manufacturers. Health Policy 2010;96:179-90.

— pfima vazba uhrady LP na vysledky [éCby béhem pouzivani v realne klinické
praxi — uhrada zavisi na budoucim hodnoceni dosazenych klinickych vysledku
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Performance-based risk-sharing agreements

— Typické viastnosti

— Zahajeni kratce po uvedeni na trh za ucelem upfesnéni vyse a podminek uhrady
— Sbér dat a nasledné hodnoceni na individualni bazi ¢i sumarné

— Davody pro PBRSA:
— Oveéreni ucinnosti v realne klinicke praxi (Sirsi populace)
— Upresnéni NU ¢€i adherence
— Velikost cilové populace
— Podil pacientt neodpovidajich na IéCbu

— Priklady: Italie
— cost sharing - sleva na uvodni cykly Ié¢by vSech pacient(
— risk sharing — pacienti s nedostate¢nou odpovédi na Ié¢bu hrazeni ZP ¢aste¢né
— payment by results — pacienti s nedostate¢nou odpovédi na lé¢bu pIiné hrazeni vyrobcem
— success fee — platba ZP vyrobci pouze za Uspésné odlécené

Il
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Outcomes-based model

— PCSKO inhibitory v terapii hypercholesterolémie v USA
— Surrogate endpoint — sniZzeni LDL-C po 12 tydnech
— Vyrobce plati uvodni Ié€bu do dosazeni cilové hodnoty LDL-C (12 tydnu u 80% pacientt + 24 tydnu
pro 20% pacientu)
— Casovy horizont 1 rok

Table 2 - Base-case and sensitivity results for LDL-C goal attainment outcome (model 1).

Simulation Treated Drug effectiveness Manufacturer reimbursement Payer per-patient cost
population (%) (%) (%)
Without 500 80 5,040,000 10,080
OBA 1000 80 10,080,000 10,080
500 70 4,935,000 9870
500 90 5,145,000 10,290
With OBA 1000 80 7,840,000 7840
1000 70 6,510,000 6510
1000 90 9,170,000 9170

Note. Boldfaced figures represent the base case without OBA.
LDL-C, low-density lipoprotein cholesterol; OBA, outcomes-based agreement.
* Percentage of patients who achieve the LDL goal at 12 wk.

Brown JD, Sheer R, Pasquale M, et al. Payer and Pharmaceutical Manufacturer I\/I U I\I I
IV. narodni den klinickych hodnoceni 2019 Considerations for Outcomes-Based Agreements in the United States. Value in Health
2018; 21: 33-40. M E D
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— Projekt
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— Doc. MUDr. Regina Demlova, Ph.D. — LF MU a MOU
_ Mgr. Barbora Rihova, Ph.D. — LF MU

— MUDr. Jifi Deml — PharmAround a LF MU

— Ing. Radka Cerna — MOU

— Doc. MUDr. Tomas Bichler, Ph.D. — FTN, LF UK

— Prof. MUDr. Jindfich Finek, Ph.D. — FN Plzen, LF UK

IV. narodni den klinickych hodnoceni 2019

=

=

m &
O =



Metodologie outcome-based modelu

— sdileni nakladu mezi zdravotni pojiStovnou (ZP) a drzitelem
rozhodnuti o registraci (MAH) zalozeny na ucinnosti leCby u
konkrétniho pacienta

— retrospektivni rozhodnuti o uhradé ze ZP dle individualné dosazenych vysledku
|éCby konkrétnich pacientu z realné klinické praxe

— modelovani podilu pacientl a celkovych nakladu hrazenych ZP
nebo MAH

-) dle dosazené délky Ié€by v realné klinické praxi ve vztahu k délce Iécby
hodnocenym LP v registracni klinické studii

=
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Metodologie outcome-based modelu

— pacienti z realné klinické praxe (KOC — mBC, mRCC)
— u€innost u individualnich pacientu je klicem k uhradé |IéCby jednotlivce

— parametry ucinnosti ?7?7?
— délka lIécby
— ucinnost nedosahujici / srovnatelna / prevysujici délku lé€by v registraéni

klinické studii ‘ ‘

non-respondeéri respondéri

hrazeni MAH|  |hrazeni ZP | = RISK-SHARING

=
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everolimus mBC  prumémné naklady na 16¢bu 572 491 K&

100%
80%
60%
40%

20%

0%
naklady pacienti naklady pacienti naklady pacienti
dosazeny podil délky podavani

" o 65% 75% 85%
LP ve srovnani s registracni
studii BOLERO* (5,5 mésice) = MAH nZP

Délka lé&by (mésice) 3,57 4,12 4,67
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Pozn. zjistény median délky 1é€by v realné praxi 5,98 mésice
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*Baselga J, Campone M, Piccart M, et al. Everolimus in postmenopausal hormone-receptor-
positive advanced breast cancer. N Engl J Med. 2012; 366(6):520-9. Yardley DA, Noguchi S,

Pritchard Kl, et al. Everolimus Plus Exemestane in Postmenopausal Patients with HR+ Breast
Cancer: BOLERO-2 Final Progression-Free Survival Analysis. Adv Ther; 2013; 30:870-884.
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everolimus mBC Priamérné naklady na léébu 572 491 K¢
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sunitinio mRCC Pramérné naklady na lé&bu 632 321 K&
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*Motzer RJ, Hutson TE, Tomczak P, et al. Sunitinib versus interferon alfa in metastatic renal cell

carcinoma. N Engl J Med 2007; 356:115-124. Motzer RJ, Hutson TE, Tomczak p, et al. Overall
Survival and Updated Results for Sunitinib Compared With Interferon Alfa in Patients With

Metastatic Renal Cell Carcinoma J Clin Oncol 27:3584-3590.

Délka Ié€by (mésice) 7,15 8,25 9,35
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everolimus mBC
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Managed entry agreements (MEA)

+

+ Urychleni vstupu na trh

Optimalizace pouziti

+ DocCasna sleva — kontrola
rozpoctu

+ Efektivnejsi vyuzivani
nakladu v pripadé outcome-
based modelu

-+
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Netransparentnost
Nepresnée

externi referencovani
Administrativni narocnost
(zejména v ,outcomes-
based” modelech)

= =
mea



Zaverem...

— uhradovy model snizujici miru nejistoty ucinnosti prenasenou z RCT do praxe

— smlouva mezi ZP a MAH zalozena na platbé za vysledky Iécby dosazené u
individualnich pacientu v realné klinické praxi

— dukazy o ucinnosti ziskané z realné klinické praxe (real-world evidence)

— kliCove body proveditelnosti outcome-based modelu:

— striktni definice respondéru a non-respondéru:
-) vhodny parametr u€innosti + nastaveni hranice

— platba za pacienta - ex ante vs. ex post (pay-back)
— nacasovani: hodnoceni [éCiv pfi vstupu a nutnost prehodnoceni zvoleného
schématu po zavedeni na trh (3-5 let)
— data nutno ovérit na vétsi kohorté pacientu
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Dekuji vam za pozornost.

brihova@med.muni.cz
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