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Uvod

+*Obecné faktory

se*starnuti populace
s delsi preziti pacientl s vdZnymi onemocnénimi a
+** vyssi incidence nadorovych onemocnéni
¢ Personalizovana medicina“
¢ Inovativni léciva a vzruastajici ceny novych [é¢ebnych moznosti

**Vedou k
¢ tlaku na verejné rozpocty a narlstu vydajd a/nebo
** k uréitému omezeni dostupnosti pro pacienty
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Lung Cancer Treatment Regimens Drug cost per 28 days of therapy (Euro)

Old chemotherapy regimens, since 1990
Cisplatin/Etoposide 170
Cisplatin/Gemcitabine 610

New chemotherapy regimens, since 2000
Carboplatin/Paclitaxel

. : 980
Cisplatin/Pemetrexed 5 150
Targeted agents, since 2005
Gefitinib/Erlotinib/Afatinib 1.960/1.790/1.720
Crizotinib/Ceritinib/Alectinib 4.620/5.750/5.530
Immunotherapy, since 2015
Nivolumab/Pembrolizumab 5.560/8.970

Doubling of median survival achieved by targeted drugs resulted in up to 20-fold increase in drug costs; Cancer care spending per citizen varied across
Europe, extimated costs for 2009 were from €16 to €184 (Slovenia €72)

WWW. p h armaroun d .CZ ESMO, Barcelona, 2017; Sloveninan National drug database: 2017



Top 5 Advances in Modern Oncology*

* 1965: Chemotherapy Cures Advanced Hodgkin Lymphoma
« 2006: Vaccine Approved to Prevent Cervical Cancer

« 2001: Targeted Drug Transforms Treatment of CML

«1977. Chemotherapy Cures Advanced Testicular Cancer

« 1991 Powerful Anti-Nausea Drugs Control Major Side Effect
of Cancer Treatment

*As voted by ASCO members for ASCO 50t Anniversary 2014




The interests of decision-makers in connection
with the marketing of new drugs S

« Safety and Efficacy are first steps to provide evidence for a new
drug; Effectiveness and Efficiency need to be proven

Measure of Measure of Relationships

effect under effect under between
ideal “real life” costs and

conditions conditions benefits

Measure of
adverse
effects

» Efficacy does not imply effectiveness and effectiveness does not imply
efficiency

» Safety and efficacy are the competence of regulators,
effectiveness and efficiency are the competence of payers/insurers

» Use of Health Technology Assessment to assess value

P.Kanavos, London School of Economics, 2016



What is Value?

"= There is a shift to enhancing Evidenced-Based Medicine (“EBM”) with
Value-Based Medicine (“VBM”).

= VBM is more than managing drug costs, it is part of a broader debate
on access to treatment that includes differing stakeholder
expectations on value in cancer care in general.

“Price is what you pay.
Value is what you get.”

o @ PrARMAROUND
A NADACNI FOND
www.pharmaround.cz
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Situace v CR

+*Ceska republika
s*vydava na zdravotni péci nizsi ¢astky v poméru k celkovému HDP nez je primér zemi OECD,
s+ drtiva vétsina vydajl je z verejnych rozpoctq,

s*spolulcast pacientd nebo jina forma navyseni zdrojl pro zdravotnictvi z neverejnych zdrojd neni z kulturnich a
politickych ddivodd v Ceské republice na pofadu dne

»zavadéni novych zdravotnickych technologii v CR je spojené s nutnosti dohodnout se na riiznych formdch snizeni
nakladd

**V soucasné dobé pouzivané dohody o sdileni nakladd,
**navazané pouze na finanéni stranku,

¢ limituji moZnosti pro vstup novych inovativnich zdravotnich intervenci

“*zpUsobuji pokFiveny vztah k zdravotnim intervencim. Modely pouZivané na vstupu novych technologii v Ceské
republice nemaji jednotnou formu, jsou roztristéné, jejich vystupy jsou obtizné kontrolovatelné, vétSinou byvaji
casoveé omezené a zatézuji vsechny zucastnéné enormni administrativou. Navic tyto modely neumoznuji efektivni
hodnoceni modernich technologii a moznosti Iécby uréené svou inovativni podstatou mensi skupiné pacientll — at

se jedna o ATMP, personalizovanou Iécbu, orphan indikace Ci pediatrii.
@ PHARMAROUND
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,Rizeny vstup léCivych priprav - MEAs
(,Managed Entry Scheme/Agreements")

e Akceptovana definice pouzivana Health Technology Assessment International

e ,Rizeny vstup na trh je dohoda mezi vyrobcem a platcem/poskytovatelem, umoziujici
pristup a uhradu zdravotni technologie za specifickych podminek.”

e Ruzné mechanizmy k minimalizovani nejistoty o funkénosti technologie nebo k
rozSireni efektivniho pouzivani technologie nebo k limitaci dopadu na rozpocet.

e V zasadé se daji rozdélit na
— Financni (price discount, free doses, dose/time cap...)

— Value/performance (outcome-based, Pay-for-performance schema, payment by
results....)

— Kombinace obou (priklad Italie — 53% payment by results, 35% risk-sharing, 1%
success fee)

@ PHARMAROUND
NADACNI FONC

Sources: Espin (2011); . www.pharmaround.cz


http://www.htai.org/

Trendy ve vyuziti MEAs

MEASs nejsou novinkou

7/ oo

rabaty)
o VeétSina rozvinutych zemi vyuziva néjaky MEA v ramci stanovovani cen a uhrad

V soucasnosti jsou zfejmé trendy:
o Roste pocet zemi pouzivajici MEA

o Slozeni dle rliznych typl MEA se lisSi mezi zemémi diky systému stanovovani cen a
Uhrad

Zemé vyuzivaji rizné typy MEA k reseni jejich problémU jez jsou taky rlizné

o Naprostd vétSina MEA je pouzivana z rozpoctovych diavod(
@ PrARMAROUND
NADACNI FOND
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Trend ve vyuziti outcome/performance

Source: Garrison 2014
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*»Celkovy pocet na vysledku zaloZzenych uhradovych schémat roste od roku 1997. To je
spojeno hlavné se zemémi, jez se snazi ridit své vydaje a uplatiovat HTA v praxi

s*Ale! Pocet novych se snizuje — a to v souvislosti s vysokymi naroky na administrativu a
narocnosti implementace, jez v kratkodobém horizontu mize prevysit Uspory

**Obecné je podil outcome/performance based maly (méné nez 5%), jen 2 zemé maji
podil >20%3

Performance-Based Schemes by Year (Garrison 2014)4

B Cumulative number of schemes
[ ] Overall number of schemes L

1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014
Year

www.pharmaround.cz



Jsme schopni hodnotit klinicky benefit ?

(prikladem z onkologie)

*European Society for Medical Oncology Magnitude of Clinical Benefit Scale (ESMO — MCBS v. 1.0)
* ASCO Value Framework — Net health benefit (NHB)

* MISKCC DrugAbacus

* NCCN Evidence Blocks

* NICE

@ PHARMAROUND
NADACNI FONC
www.pharmaround.cz



ESMO-Magnitude of Clinical Benefit Scale
ESMO-MCBS v1.0 provides an objective and reproducible approach that

allows comparisons of the magnitude of benefit between studies that

incorporate different primary outcomes (OS, PFS, toxicity) and different

designs.
Developed only for solid cancers.

A dynamic tool and its criteria will be revised on a regular basis.

UUUUUUUUUUU
m BETTER MEDICINE
aaaaaa «z 3}) PHARMAROUND

NI FONLC

www.pharmaround.cz



Visualisation of ESMO-MCB scores for curative and non-curative setting

ESMO MCBS evaluation

Curative Non-curative [

Curative-Evaluation form 1: for new approaches to adjuvant
therapy or new potentially curative therapies

Non-curative-Evaluation forms 2a, b or c: for therapies that are

not likely to be curative
N. I. Cherny et al. Ann Oncol 2015:26:1547-1573 @ PHARMAROUND

NADACNI FOND

www.pharmaround.cz Annals of,Oncology



ESMO - MCBS

Table 6.

Field testing ESMO-MCBS v1.0: colorectal cancer

Medication

FOLFOX4
panitumumab

Panitumumab +
mFOLFOX6 versus
bevacizumab +
mFOLFOX6
FOLFIRI &+
cetuximab

Cetuximab versus
best supportive care

FOLFOX4 =
panitumumab

FOLFIRI +
cetuximab

ILF * bevacizumab

FOLFIRI &+
panitumumab

FOLFOX
bevacizumab versus
bevacizumab alone
Panitumumab,
versus best
supportive care
FOLFIRI
bevacizumab versus
FOLFOXIRI
bevacizumab
TAS-102 versus
placebo

Regorafenib versus
placebo

Second-line
chemotherapy
bevacizumab
FOLFIRI &+
aflibercept

FOLFIRI &+
Ramucirumab

Trial name

PRIME

CRYSTAL

PRIME

CRYSTAL

E3200

CONCOURSE

CORRECT

ML18147

VELOUR

RAISE

2Unbalanced crossover.

Setting

First-line metastatic
(post hoc KRAS, NRAS
BRAF WT)

First-line metastatic
(KRAS-WT)

First-line metastatic
stratified for KRAS-WT
(post hoc KRAS, NRAS
WT)

Refractory metastatic
KRAS-WT

First-line metastatic
KRAS-WT

First-line metastatic
stratified for KRAS-WT

First-line metastatic

Second-line metastatic
KRAS-WT

Second-line metastatic
after FOLFIRI

Third-line metastatic
stratified for KRAS

First-line metastatic

Third-line or beyond
metastatic

Third-line metastatic

Second line beyond
progression on
bevacizumab

Second line after
oxaliplatin-based
treatment

Second-line metastatic
after bevacizumab,
oxaliplatin,
fluorcpyrimidine

Colorectal cancer

Primary
outcome

PFS

PFS

PFS

os

FFS

PFS

os

PFS

os

PFS

PFS

as

os

os

os

os

PFS
control

7.9
months

g.4
months

1.2

months

g
months

8.4
months

2.9
months

7.3
weeks

5.7
months

4.7
months

PFS
gain
2.3
months

3.0
months

1.8

months

1.6
months

1.5
months

months

5
wieeks

2.4
months

2.2

months

PFS
HR

0.72
(0.58-
0.50)

NS

0.56
(0.41-
0.78)

0.4
(0.30-
0.54)

0.80
(0.66-
0.57)
0.70
(0.56-
0.87)

0.72
(0.55-
0.50)

0.45
(0.34-
0.55)
0.75
(0.62-
0.50)

0.76
(0.66-
0.87)

0s
control
20.2
months

24.3

months

20.2
months

4.8

months

15.4
months

20
months

15.6
months

10.8
months

5.3
months

5
months

S.&
months

12.1
months

11.7
months

os
gain
5.8
months

2.9

months

8.2
months

4.7

months

4.4
months

3.5
months

4.7
months

2.1
months

1.8
months

1.4
months

1.5
months

1.5
months

1.6
months

0S5 HR

0.78
(0.62-
0.59)
0.62
(0.44-
0.89)

0.69
(0.54-
0.88)

0.55
(0.41-
0.740

0.83
(o.70-
0.58)
0.80
(0.67-
0.55)
0.66
(0.54-
0.81)

0.75
(0.63-
0.89)

N3

0.68
(0.058-
0.81)
077
(0.64-
0.54)
0.81
(0.65-
0.54)
0.82
(0.71-
0.54)
0.84
(0.73-
0.57)

QoL Toxicity ESMO-
MCES

4

42

ra

ra

ra

ra
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ASCO Value Framewor

THE ASCO VALUE FRAMEWORK: ADVANCED DISEASE

Siep 1: Diebermine the regimen”s CLINICAL BENEFIT

LA VES. Assign an (15 Score (1 through 5 as shown bebow) and maltiply by 16, Write this number in the box labeled, "0 Score.” Froceed to LD, 08
: 08 Score 1 1 3 [ 5 Semre
Survial (OS] Mimprovement m medan | > 0%-20% P E TE 100%% AL double the median 8 of new
reparicd? 05 (% change in median regimen, there is a 5024 improvement
0s) in the fraction of patients surviving
NO. Proceed i LB,
TE If005 5 | YES. Assign a PFS Seore (1 through 3 as shown below) and multiphy by 11_Writc this number in the box labeled. “PFS Scare ™ Proceed s 1T FFS
PFS Score T E] ] [ s Seare
Tmprovement i medaan | = 07200 PE 5% T 100 ‘At double the median PTS of new
FFS (% change in median regimen, there is a 50% improvement
PFS) in the fraction of patients withaut

progression or death

NO. Proceed to 1.C.

T.C. [f nesther | YES. Assign an BB Score (| through 5 2 shown belaw) and multiply by 8. RR. should be calclated by adding the complels response (CR) and partial | RR

OS5 nor PFS respanse (PR} mbes. Write this number in the box labeled. "RR Score.” Proceed to 1.0 Seore
& repanted, is | RR Scare 1 F] 3 4 5
Response What was the reported = 0% 21 %endiite A1 Yemtll e 6% 1%l
Rate (RR) respanse rate (CR + PR)?
reparted?
LD Insert the O, PFS, or RR Score. Mote: You sheuld have EITHER an 08 Score OR a PFS score OR an RR score, NOT MORE THAN ONE. Wiic
Caleulate the | the total in the box labebed “Clinical Benefit Score.™ The maximum allowable points are 8. Proceed to Step 1.
-al
Benefit
Score
Siep 2: Dietermine the regimen's TOXICTTY
Caleulate the | For the regimens being assess e, compare the namber of grade 55 toicitics (6, caloulate the sum af lsicitics of grade 3-8 reparted far cach Toxicity
Toxicity regimen) and assign a Toxicity Score (=20 through +20 as shown below). The score will be hased an the difference in toxicity between the two Score
S regimens. Write this pumber in the box labeled, “Toxicity Score.” The maximum allowable toxicity points are 20. Proceed to Step 3.
Taxicity Score =2 =l a +10 430
Dioes the new regimen Substantmlly less well | Less well tolerated Toxicity & the same | Better tolerated (50%- | Substamzlly better
represent an improvement m tolerated (T5%=100% | (50%-T4% mcrease | (bess than 45% Td4% decrease mthe | bolerabed (75%-100%
toxicity over the standard of increase in the pumber | i the number of increase and up 1o number of grade 3.5 | decrease in the
care/comparatar? of grade 35 toxicities | grade 3+5 toxicities | 49% fewer toxicities | toxicities reported | number of grade 35
reported for the mew reported for the new | are reported for the | for the new taxicities reported for
regimen.) regimen.) new regimen ) regimen.) the pew regimen )
Step 3: Dietermine Bonus Points
TAPALLIATION | VES. Ifa stati ignideant iy e Tated symp is reparied, avard 11 paints, and place this i the box Palliation Bomss
BONUS. Are data Labeled “Palliation Bonus Points” Proceed to Step 3.B. Paints

related to the palliation | Ny, Mo beaus points are awarded. Preceed te Step LB,
7

VES. If a statistscally significant improvement in reatment=free interval is reported, awand points based on the table below, and Trestments=Free Interval
INTERVAL place this in the box labeled *Clinical Berefit Bonus Pomis.” This is the mterval from completson of study treatment to mitiation of | Bones
BONUS. Are data next treatment. Proceed to 3.0,
related to reatments Bonus Pomts o 5 ] 15 b
free interval reported?
% Change [= el [Ea [ [ [= 5%

NOh. Mo bomus points arc awarded. Proceed to Step 3.0
I Calculsic Total | Add the Palliation Bomus Points (Siep 3_4) and the TreatmenteFree Interval Boaus Paints (Step 3.B]. Write this number i the bax. | Tatal Bonus Points
B Points Ibeled “Total Bomus Points. ™ The maximum points available for Bonus Paints is 30. Proceed to Step 4.

Step 4: Dctormine the
Calculale the Net
Health Benefit

imen's NET HEALTH BENEFIT
"Add the Clinacal Benchit Scare ( Step 1), Taxsily Scare (Sicp 2), and Bonus Poits (Step 3). This yiclds a el Healih Beneft Score. Write this | Met Heakh
rumber in the box labeled “Net Health Benefit.™ The maximum points available for Net Health Benefit are 1 30 (100 + 30 boous points). Benefit
Proceed o Step &

Step 5: Determine the regimen’s COST

Trmert the dnag acquisition cost (DAL and patient co-pay based on Baw miach the Beatment regimen costs per manih. Cast Fer Manth:

DAC:
Patient Co-Fay:

Step 6 Summary Assessment = Advanced Discase Framework
Climical Benefit Taxicity FBomus Points Net Heakh Benefit Cost {per momth)

il H 20 ] I /30 | | 1130 DAC:

Patient Payment:

Fig 1. ASCO Velue Framework: advanced disease. Future versions of the framework will allow for patients weighting their preferences such that the fractional . - O
contribution of each element (clinical benafit, texicity) 1o the overall score can be maodified, thereby individuslizing the net health benefit. ASCO, American Society of NADACNI FOND

Clinical Oncology; CR, complete response; DAC, drug acquisition cost; 05, overall survival, PFS, progression-free survival; PR, partiel response; RR, response rate.

www.pharmaround.cz




Net Health Benefit (NHB)

Points accumulated on Clinical Benefit and Toxicity (and bonus points, in the
advanced disease framework) are combined to generate a net health benefit
(NHB) score, which is then juxtaposed against the direct cost of the treatment,

to provide an overall summary assessment.

m “W\" American Society of Clinical Oncology
ASC@D) Making a world o dfferencein camcer care @ PHARMAROUND
w NADACNI FONL

www.pharmaround.cz



PRO HODNOCENI KLINICKEHO BENEFITU V ONKOLOGII BYCHOM
MOHLI NAJIT CESTU, BYT NE PRECIZNI...

@ PHARMAROUND
NADACNI FOND
www.pharmaround.cz
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Univerzity a NF Pharmaround

Vize PharmAround , nadacniho fondu

**Propojeni jednotlivych profesnich a profesionalnich skupin tak, aby vznikl otevieny systém umoznujici
vzajemné vyuziti znalosti a zkuSenosti jednotlivych skupin pro komplexni a efektivni rozvoj ve vSech
oblastech schopny reflektovat aktuadlni poznatky.

**Propojeni aktivit a informaci pro odborniky a pacienty ve vzdélavacich programech zamérenych na
pacienty — verejnost s cilem zvysit povédomi o této citlivé oblasti, jez se dotyka kazdého obcana.

**Podpora inovativnich projektt a konceptu jak z oblasti biomedicinského vyzkumu, tak vzdélavani se
zamérenim na opomijenda témata

@ PrARMAROUND
NADACNI FOND
www.pharmaround.cz



Nezavisly pilotni projekt Outcome-Based MEAs inovativnich 1é&iv v onkologii v Ceské republice

Cilem projektu je

identifikovat, lokalizovat a implementovat efektivni modely na sdileni rizik (Outcome-based models)
pouzitelné a akceptovatelné v Ceské republice pri vstupu novych IéCivych pfipravku na trh

s ohledem na
s*dlouhodobou finanéni udrzitelnost zdravotnického systému

*»z4ajmy vSech zainteresovanych slozek (platct, reguldtord, drzitel(l registrace, pacientské organizace a
poskytovatelé zdravotnich sluzeb

serychly pristup k moderni terapii,

sstransparentni a jednotny postup pfi dohadovani téchto modeld,
**unosnd administrativni ndro¢nost

**snadna auditovatelnost pfi jejich kontrole a rovny pfistup

@ PrARMAROUND
NADACNI FOND
www.pharmaround.cz
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PF{prava projektu — FAZE | a |l

*»*Pilotni projekt v oblasti onkologickych IéCiv pod zastitou nadacniho fondu PharmAround.

**Pracovni skupina (Core Team) sloZzena z expertl v oblasti onkologické péce, klinickych hodnoceni,
biostatistiky a hodnoceni zdravotnickych technologii.

**Oponentni skupina (Expert Team)
s»otevieni diskuze, evaluace metodiky

@ PrARMAROUND
NADACNI FOND
www.pharmaround.cz
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FAZE Il

s Partnefi projektu z fad stakeholderd

“*Ministerstvo zdravotnictvi CR.

+*Statni Ustav pro kontrolu léciv.

s Zdravotni pojistovny.

s Poskytovatelé zdravotni péce - nemocnice.

s Zastupci farmaceutického primyslu.

s Pacientské organizace.

s Univerzity a Vysoké skoly s odborniky v danych oblastech

@ PrARMAROUND
NADACNI FOND
www.pharmaround.cz
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Prubéeh projektu

Zahajeni 9/2017
Pilotni faze ukonceni 12/2018

Diskuze o mozné implementaci — snaha 2019

FAZE 1 pfiprava a iniciace projektu (CORE TEAM + Expert Team sloZeny z partnerd projektu)
FAZE 2 pfiprava metodiky (CORE TEAM + Expert Team sloZeny z partner( projektu)
FAZE 3 finalizace metodiky (zapojeni stakeholderd)

FAZE 4 - implementaéni ?

@ PrARMAROUND
NADACNI FOND
www.pharmaround.cz



@ PHARMAROUND

Prubéeh projektu

*»Update pripravy a prabéhu projektu v ramci Brnénskych onkologickych dnt — workshop Pharmaround

¢ stfeda 16.5.2018

@ PrARMAROUND
NADACNI FOND
www.pharmaround.cz



WWW.PHARMAROUND.CZ

Dékuji za pozornost

Dalsi informace najdete na
www.pharmaround.cz
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