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Outcomes based risk-sharing

» ,,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 guantity 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.

» retrospektivni rozhodnuti o Uhradé dle dosazenych vysledku
|&Cby konkrétnich pacientu

» jak zhodnotit vysledky lécby ?
» hard vs. surrogate endpoints
» delka poddavani, PES, OS, QolL?

za Ucelem Uhrady kratkodobé parametry Ucinnosti



Metodologie pilotniho projektu

» pacienti zredlné klinické praxe

» vcetné redukce davky, preruseni [ECby
» jednotné ndklady dle platné Uhrady 1 mg [E€Civé |Gtky
» UCinnost — délka lécby, PFS

» Ucinnost / srovnatelna / prevysujici U¢innost v
registracni klinické studii
> fzv. vS. respondéri

N




Everolimus mBC (pacientky MOU 2014-17)

Redukce Registracni studie BOLERO-2 Promarneé
Délka lécby davky PFS oS ndklady na
(mésice) a/nebo (mésice) (mésice) Délka lécby PES (mésice) (0} 16Ebu
preruseni (EN)) (mésice)

N 73 71 39

31,0 572 491 Kc

27 (37%)

10,6

medidn 5,98 6,60 18,92

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 KI, 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.

Sunitinib v 1.linii MRCC (pacienti MOU 2013-16)

Registracni studie Motzer et al.

(0} Prumérné

Délka Iécby PFS nak!cldy na
(mésice) (mésice) lé¢bu

[[{=Ye [1] '(e{3] PFS
davky (mésice)

Délka lécby

(mésice) (L))

OS (mésice)

N 73 61 45

61 (84%)

26,4 632 321 K¢

medidn 7,75 8.18 14,78

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.




Jakou Ucinnost LP v redlné klinické praxi
ocekdvame ve srovnani
s registracni klinickou studii?

MODELOVANI HRANICE ODDELUJICI RESPONDERY OD
NON-RESPONDERU



Délka 1éEby a PFS

Déelka PFS
lécby (mésice)
Motzeretal. 11,0 11,0

Délka PFS
lécby (mésice)

BOLERO-2 5,50 10,6
65% 3,57 6,89 65% 7,15 7,15
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80% 8,80 8,80
85% 9.35 9.35

90% 9,90 .90

70% 3,85 7,42
75% 4,12 7,95
80% 4,4 8,48
85% 4,67 9.01
90% 4,95 9.54

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.
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.



everolimus dle délky Iécby
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sunitinib dle délky Iécby MAH
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Vyuziti kritérit ESMO MCBS pro volbu
ocekavaného podilu Ucinnosti

(MAGNITUDE OF CLINICAL BENEFIT SCALE)



Vyuziti kritérii ESMO-MCBC

(Magnitude of Clinical Benefit Scale)
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(Magnitude of Clinical Benefit Scale)

Vyuiiti kritérii ESMO-MCBC

everolimus ESMO MCBS 2
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Pouziti outcomes-based modelu
U imunoterapie v onkologii



Pouziti outcomes-based modelu
U imunoterapie v onkologii

» problematické hodnoceni lecebné odpovedi v kradtkodobém
casovém horizontu

» immune-related response criteria (irRC)
» fenomén pseudoprogrese



Nivolumab - 1.linie maligniho melanomu

B Progression-free Survival pdCie nti progrese

Patients Who Died Median
100z, or Had Disease  Progression-free 210 0
179 31

, Progression Survival
907 \ no./total no. mo (95% Cl) 147 63
116 94

80~ ‘ Nivolumab  108/210 5.1 (3.5-10.8)
Dacarbazine 163/208 22 (2.1-2.4)
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Hazard ratio for death or disease
progression, 0.43 (95% Cl, 0.34-0.56); P<0.001

Dacarbazine
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Melanoma without BRAF Mutation. N Engl J Med 2015;372:320-30.

| Ukon&eni PFS Registracni studie Check-Mate066 Promérné
Delka lecby . - > o w naklady na
pro NU (mesice) Délka IéEby | PFS (mésice) “ by

3

o neuvedena 5,1 nedosazen 577 781 K¢
kratky FUP

*cyklus kazdé 2tydny




nivolumab z dat registracni studie
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everolimus
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Vyuziti kritérii ESMO-MCBC

(Magnitude of Clinical Benefit Scale)
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Zaverem...

» modelovani nejistoty v U€innosti dosazené v rdmci klinické studie
» dohoda ZP a MAH zaloZzend na platbé za vysledky
» tlak na dUkazy ziskané z rediné klinické praxe (real-world evidence)

» klicové body proveditelnosti outcome-based modelu:

» striktni definice respondéru a non-respondéru
» parametr Ucinnosti, nastaveni hranice (dle MCBS?)
» nacasovani

»hodnoceni IeCiv pri vstupu a nuthost prehodnoceni zvoleného
schématu po zavedeni na trh (3-5 let)



Dékuji vam za
POZornost.



