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O vsem se ma pochybovat.
Kdo chce spravné poznavat, musi
nejprve spravnym zpusobem
pochybovat.

Aristoteles

Ten, kdo hleda pravdu, musi,
pokud to je jen mozno,
pochybovat o vsem.

René Descartes



OTAZKY/POCHYBNOSTI

e Jaky vliv maji cenové a uhradové regulace na
dostupnost novych/inovativnich léciv v dlouhodobé
perspektive?

* Pouzivame vhodné regulacni nastroje?

— Z pohledu platce
— Z pohledu pacienta
— Z pohledu vyrobcu

* Méni se atraktivita CR pro investice v oblasti
farmaceutického prumyslu?

e Kjakému systému (nastaveni regulacnich mechanismu)
smérujeme v dlouhodobém horizontu?

Institure of Health Economics and Technology Assessment



CILE SEMINARE

e Vztah mezi regulacemi cen a uhrad a inovativhim
potencialem farmaceutického vyzkumu

* Jaké Ize nalézt inspirace v jinych
systémech/zemich?

* Jaké muzeme ocekavat stfredné- a dlouhodobé
Zzmeény v nastaveni systému regulace cen a uhrad

* Pohled na nas soucasny systém z nadhledu

Institure of Health Economics and Technology Assessment



PROGRAM

e Dr. Hans W. Friederiszick — ESMT

— Vysledky projektu "Pharmaceutical innovation and
pricing regulation,,

e MUDr. Tomas Dolezal, Ph.D. - iHETA

— Lékoveé regulace v zemich EU — mUzeme se
inspirovat v zahranici?

 Mgr. Filip Vrubel — MZd CR

— Jak funguje lékova regulace v CR a jak se mize
vyvijet?

Institure of Health Economics and Technology Assessment



Regulace cen a uhrad v EU
-kde hledat inspiraci?

Praha, 13.1.2011

Tomas Dolezal . H ET A
Institute of Health Economics //
Institure of Healih Economics and Techvology Assessmen

and Technology Assessment



HISTORIE ZMEN LEGISLATIVY V CR

e 2007 — soulad s Transparencni direktivou
(transparence, ¢asoveé lhuty, objektivni a
ovéritelna kriteria)
2010 — Uspory pro platce/pacienta
(Janotuv balicek, urychleni revizi, rychlejsi
vstup generik)

* 2011-2013 - ???

Institure of Health Economics and Technology Assessment



ZAKLADNI PRINCIP

NAKLADY NA Vyse cen a Objem/

LEKY Ghrad Spotreba

_HETA
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PREHLED REGULACI NAKLADU NA LEKY
V EVROPE

>
2
5

Cena/ uhrada léku Celkova castka
(naklady)
Nabidka Limitace ceny a Dohody o objemu ,Budget-caps”
/vyrobci, distribuce, Uhrady prodejl Regulace profitu
Iékarna/ -reference (vnitfni, (UK)
vnéjsi)

-procento z ceny
Value-based/HE/HTA; risk sharing

Poptavka Doplatky Podminky preskripce Lékové limity

[1ékafi, pacienti/ -pevna castka -odbornost -lékafi, zdrav.
-procento -diagndza zarizeni, centra
-Rozdil mezi cenou a -schvaleni (revizni Bonifikace vs.
uhradou |ékar, konzultant) penalizace za
Podpora generik Ucelnd kontrolu rozpoctu
OTC Switch farmakoterapie, DUR



RACIONALIZACE VYDAJU ZA LEKY
(HLAVNi TRENDY)

* Vhodny produkt spravnému pacientovi
— HTA
— Systémy sdileného rizika (managed-entry schemes)
— Comparative/relative effectiveness
— Platci/reguldtory iniciované klinické studie
* Primérena uhrada za originalni léky
— Regulace ceny pri vstupu na trh
— Mezinarodni referencovani cen
— Regulace marzi
« \ytézit usporny potencial generik
— Regulace/snizovani ceny generik véetné referencovani
— Snizovani cen biosimilars
— Podpora generické substituce

_HETA™
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ROzDIiLNA KUPNiI SiLA v EU (2008)

* % rocniho primérného prijmu potrebné k uhrazeni lécby o
cené 1000 EUR

Percetage of average income
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KRIVKA POPTAVKY Vv RAMCI EU (2008)

250

200

150

100

50

GDP per capita as a percentoge of EU averoge

Methe rignds

N

nrmark
ki umm

Urjited Kingdom

Garmary
France
Czach Republic

o
= =
858 2,
w2z 20
P I 50O
£238 = = &
== W=
. mg £ [—
o
__________________________________________ é _____.E_jj__ﬁ___
0
100 200 300 400 EQO

Cumulative population (millions)

_HETA

Glynn 2009

Institure of Healih Economics and Technology Assessment




REFERENCOVANI

* Cenova reference

— Velmi rozsifena v ramci EU

— Technicky relativné snadno proveditelna
* Terapeuticka reference

— Vytvari referencni/terapeutcké skupiny

— Zalozena na terapeutické zameénitelnnosti

— Vyzaduje prepocet ekvipotentnich davek

Institure of Health Economics and Technology Assessment



CENOVE REFERENCOVANI JE EVROPSKOU
REALITOU

e Otazkou je jeho prisnost a vliv na uhradu

Canada

USA

12 EU
Countries

Lowest
Price and
Original

Country
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UROVNE TERAPEUTICKEHO REFERENCOVANI

* V ramci ucinné latky
— Napr. Slovensko

* Homogenni farmakologické skupiny se shodnym
mechanismem ucinku (me-too)

— Inhibitory ACE, statiny, H2 blokatory, inhibitory
protonove pumpy

— Napr. Holandsko, Madarsko
* Sirsi skupiny pro shodné/podobné indikace
— Napf. Némecko, nové Spanélsko

Institure of Health Economics and Technology Assessment



NEVYHODY/RIZIKA CENOVE REFERENCE

* Prejimame jen cenu a ne ostatni parametry
(strukturu/velikost trhu, podminky pouzivani,
ostatni regulace)

* Podléha okamzité dostupnosti/nedostupnosti
referencnich pripravku

e Existence kurzovych vykyvu

Institure of Health Economics and Technology Assessment



MEZINARODNI REFERENCOVANI CEN
VEDE K CENOVE KONVERGENCI

e Srovnani hladiny velkoobchodnich cen 1986-1999 (SWE=100%)
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Terapeutickeé skupiny
-vyvhody a nevyhody

* Vyhody * Nevyhody:

— Silny ekonomicky — Nutnost najit
regulacni nastroj mechanismus pro

— Vnasi prehled pro platce, prepocet ekvivalentni
ale i pacienty/plné davky (DDD, ODTD,
hrazena terapie koeficienty apod.)

— MUZe byt voditkem pro — Neustala aktualizace a
preskripci odborna diskuse

— Zohlednéni novych dat
(indikace, klinické studie,
apod.)



Zakladni princip

Uzké, Siroké,
homogenni RS

heterogenni RS
= bez moznosti = moznosti

uniku odliseni




Zakladni princip Il

Témeér vse v RS
Silna vnéjsi
reference

Reéenim
je
automat

)

Méné
homogennich RS
Hodnoceni
postaveno na
HTA/value
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RizIKA PREJIMANI UHRADY Z JINYCH ZEMI

* Nastrojem zdravotni/lékové politiky je i uréovani vyse a
podminek Uhrady v kazdém jednotlivem zdravotnim systému

¢« ... odlisné priority/potreby

Standardized death rate of
cervical carcinoma in 2007
(<70 year/100 000 women)

Czech Republic 51
Estonia 80
Hungary 86
Poland 83

Slovak Republic 84"
Slovenia 32

/ H E'I'A United Kingdom 33

o Fen Ecoowics wd Teclmolocy Ass Source: OECD HEALTH DATA 2010.



Nastroje lékove politiky

uspory
-Rychly vstup generik

Racionalni investice

-ldentifikace inovativnich
|éCiv

-UrCeni value (HE, HTA,
CER)

v v s

ceny/uhrady

-Vnitfni a vnéjSi reference
-Vyjmuti neefektivnich a
meéneé nakladnych IéCiv z
uhrady

-Dostupnost pro pacienty
(risk-sharing, VILP?)

* V CR nejsou tyto ndstroje diferencované pouZivény



Role jsou danég, ale je treba jim
vytvorit podminky

e Originaly * Generika, biosimilars
— Prinaseji inovace — Vyrazné snizeni ceny
— SkutecCna inovace by se — RozSireni pro vsechny
méla dostat k pacientim pacienty
— Nastroje: — Nastroje:
« HTA * Rychly vstup generik (dny)
* Risk-sharing e Referencni ceny
e Reimbursement covered e Uvolnéni preskripce
by evidence « Moznost zarudit trh
— Pokud se inovace (tendry)
nevyplaci, originalni — Pokud generikum
firmy hraji generickou nedostane objem, bude

hru fixovat ceny



Jde o dynamiku vstupu generik na trh
a umozneéni konkurence

FIGURE 11. Degree of generic erosion following
loss of exclusivity.

Share loss after LoE by country
(average of 6 retail products each with lifecycle products)

— Spain = Italy France = Germany = UK
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VYUZITI POTENCIALU GENERIK

Average difference between branded price and generic ~ Averade generic penetration up to 3 years after first entry (%)

Country price up to 3 years after first entry (%) (potential maximum generic market share, by sales)
UK 80% 55% (95%)

Germany 25-40% 45% (85%)

France 30-40% 10-20% (30%)

Italy 20% 10-18% (25%)

Spain <30% 10-25% (60%)

Kanavos 2008

_HETA
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MECHANISMY PODPORY GENERIK

* Na vstupu/nabidka

— Rychlost vstupu — registrace/uhrada (,,Bolar-type
regulation®)

— Referencni ceny/uhrady na Urovni generik
* Ovlivnéni spotieby/vyuziti/poptavka
— Podpora preskripce generik/audity preskripce
— Lékové rozpocty + odmeéna vs. sankce
— Genericka preskripce — povinna/mozna + pobidky
— Genericka substituce — pobidky k zameéné
— VlySe a nastaveni marzi (degresivni/regresivni)

— Nastaveni doplatkl (procento z ceny, rozdil mezi Uhradou a
cenou)

Institure of Health Economics and Technology Assessment



DEFINICE INOVACE

‘value for money’ =
valuable and cost-
effective and affordable

‘valuable innovation’ =
truly + filling an unmet
need

‘truly innovative’ =
relative efficacy and/or
effectiveness.

/1.—-'
Institure of Healih Economics and Technology Assessment



RS A VOLBA KOMPARATORA FE HODNOCENI
ANEB. PROTICHUDNOST REGULACI

* Hledani komparatora neni omezeno jen na
referencni skupinu, ale podléha definici
alternativni standardni a hrazené terapie

* Dusledné uplatnovani principt nakladové
efektivity castecné supluje referencni systém, pro
starsi produkty ale neni dostatecné pruzné

* Priklady:
— Gliptiny — maji svou RS, ale zaménitelnou terapii jsou i
derivaty SU nebo glitazony
— Dabigatran, rivaroxaban — je tfeba hledat vhodného

komparatora i mino skupinu — prodlouzena profylaxe
LMWH

Institure of Health Economics and Technology Assessment




POUZIVANE NASTROJE = ZMATENi POJMU

Can It work? (Efficacy)

Does it work? (Effectiveness)

Is it worth it? (Value)

Luce BR, et al 2010



THREE MAIN COMPONENTS FOR USING PHARMACOECONOMICS
IN DECISION MAKING PROCESS

* |Individuals capable of conducting the analyses

* A receptive audience among decision- and
policy-makers

* A body of methodology appropriate to the
task

,/’--—-HETA Singer ME. Pharmacoeconomics May 2008



15 KEY PRINCIPLES OF HTA

(DRUMMOND M, ET AL. 2008)

Structure of HTA 1.The goal and scope should be explicit and relevant
program 2. HTA should be an unbiased and transparent exercise
3. HTA shoul include all relevant technologies

4. Clear system for setting priorities for HTA should exist

Methods of HTA 5. HTA should incorporate appropriate methods for assessing the costs
and benefits

6. HTAs should consider a wide range of evidence and outcomes

7. Full societal perspective should be considered

8. HTAs should explicitly characterize uncertainty surrounding estimates
9. HTAs should consider and adress issuess of generalizability and
transferability

Processes for 10. Those conducting HTAs should actively engage all key stakeholder
conducting HTA groups

11. Those undertaking HTAs should actively seek all available data

12. The implementation of HTA findings needs to be monitored

Use of HTA in 13. HTA should be timely

decision making 14. HTA findings need to be communicated appropriately to different
decision makers

15. The link between HTA findings and DMP needs to be transparent and
clearly defined




PREKAZKY K POUZIVANI HTA

Profesionalni

Nezajem, ingnorance, nizka mira vzdélani,
nesouhlas s HTA doporucenim, poduzivani

Financni

HTA kapitola neni vytvorena/financovdna
Celkovy nedostatek finan¢nich zdroja

Regulacni/politické

Casové Ih(ity

Nevytvoreni HTA kapacity, nepojmenovani
zodpovednosti v systému

Systémové inkoherence

Organizacni

Systém vzdélavani, zkusenosti s HTA
Chybéjici infrastruktura
Organizace HTA procesu

_HETA

of Health Eco nd Technology Ass

Fronsdal 2010




HTA AND DECISION-MAKING PROCESS

* What is the real impact on decision making process?
* How to measure the influence of HTA assessment?

* |s process of assessment separated from the decision-
making?

* |s WTP threshold discussed, implemented or even
revealed?

HTA

assessment

Decission
making

What (how much, why) is lost in translation?

/’u—-—'
Institure of Healih Economics and Technology Assessment



HTA AGENCIES IN EU

Countries with formal HTA Countries without formal HTA

Austria Bulgaria
Belgium Cyprus
Denmark Czech Republic
Finland Estonia
France Greece
Germany Ireland
Hungary Italy
Latvia Lithuania
Netherlands Luxembourg
Poland Malta
Spain Portugal
Sweden Romania
UK Slovakia
Slovenia

_HETA

of Healih Eco wnd Technology Asse

Eunethta — October 2008



HTA v EVROPE
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Medical Products Agendy  Notional Agency for Medicines
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RozDIiLY MEZI HTA AGENTURAMI
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HIGH-LEVEL PHARMACEUTICAL FORUM 2008

GOOD PRACTICE PRINCIPLES PRICING AND REIMBURSEMENT
PoLICY

=

Ensure timely access to valuable innovation for all
citizens

Provide affordable medicines
Ensure equal availability of medicines

Limit price control to where it is needed to contain
public budget

Set-up a consistent package of supply and demand-
side measures

Create the right environment for price competition
Set expectations

Recognise innovation

Be consistent when giving reward

A HETA

o http://ec.europa.eu/pharmaforum/docs/ev 20081002 frep en.pdf

WENGD U AWN



http://ec.europa.eu/pharmaforum/docs/ev_20081002_frep_en.pdf

NEROVNOSTI V PRISTUPU K MODERNI LECBE

Proportion of prevalent patients on treatment (2008)

Uptake of Treatments
Proportion of MS | =
Patients Treated s

Czechrepublic
Lithuania

United Kingdom
Poland
Romania

| | | [ [ | | | | 1
0.0% 1.0% 200% 30.0% 40.0% 50.0% 60.0% T0.0% 80.0% 90.0%
Ratio West-East ~5:1

_HER™
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RISK-SHARING = ROSTOUCI TREND...

Performance-based schemes by year

1]
i
=
fab]
=
fab ]
1]
B
o
<
—
o
E
=
=

CED: Coverage with evidence development; CTC: Conditional treatment continuation; PLR:
Performance linked reimbursement; FU: Financial or utilization based agreements

_HETA
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[ Performance-based schemes between health care payers and manufacturers ]

R L EE L L LR
I
| Mon-outcomes based schemes I [ Health outcomes-based schemes }
| Population level J | Patient level ] conditional coverage performancelinked reimbursement
(PLR)
Market Price Coverage with conditional treatment Outcomes Pattern or process of
share violume evidence continuation [CTC) guarantes care
development [CED)
[Ex- Alzheimer's drugs in by [Ex: OnootypeDx in US
{United Healthcare]]
Utilization Manufacturer
aps funded treatment
initiation Only in research Only with research
[Exz Cochlear implamts [Ex: Risperidone in clinical Endpoint Intermediate
in US {CMS]] France] Endpaint
[Ex: Bortezomibs n
UK [Ex: Simvastatin in

3]

Podle L. Garrison 2010



TERMINOLOGIE

* Risk-sharing agreements

— Dohoda o sdileni rizika, nejcastéji mezi vyrobcem a
platcem/regulatorem

— Musi byt vyvazené riziko z obou stran a méritelné vystupy
* Performance-based, outcomes-based agreements

— Uhrada je odvozena od méfitelného parametru

— Je zavisla na dosazeni urcitého ,,outcome”

* Vs. Coverage with evidence development
=docasnd/podminénd uhrada

_HETA

of Health Eco nd Technology Ass



REGULACNI NASTROJE LEKOVE POLITIKY vV CR

* Mezinarodni reference
— Ex-factory prices/maximdlni ceny (koS zemi)

“VvVvV/

* Referencni skupiny (>300 skupin)
* Nakladova efektivita a dopad na rozpocet
* Regulace preskripce

— Omezeni indikaci/skupin pacientd
— Omezeni na odbornosti

* Lékové limity
— pro PL, ambulantni specialisty, nemocnice, apod.

 Nakladné léky jen v centrech a pro omezeny pocet
pacientu rocné

Institure of Health Economics and Technology Assessment



MAIJOR PRINCIPLES OF REIMBURSEMENT IN CZECH
REPUBLIC

Internal

External

reference: reference:
The lowest retail 300 ther?peuuc
price in 27 EU groups o

interchangeable
drugs

countries

HTA/
_/f_'_,_H ETA health economy



REGULACNI NASTROJE NA VSTUPU V REGIONU CEE

Mezinarodni Pozadavek na HTA agentura
referencovani HE data
cen
Czech Republic | ANO ANO NE
Slovakia ANO ANO NE, ale
Hungary ANO ANO ANO
Poland ANO ANO ANO
Austria ANO ANO ANO
Slovenia ANO ANO ANO, zacina

_ HETA

of Health Eco ~il Technology Assessment



-> change roles and responsibilities!

CURRENT FUTURE
Assessment criteria for | Centralized Local Integrated Local with
innovative medicines exchange
EMA HTA and Joint Initiative | HTA bodies and
competent for Medicines competent
bodies (JIM) bodies
Efficacy v v v
Safety v v v
Relative efficacy 4 4 v
Relative effectiveness 4 v
EU medical need 4 v
Local medical need 4 4 v
Ethical and social aspects v 4 4
Cost-effectiveness 4 4
Budget impact 4 4
Organizational aspects v 4

Annemans ISPOR Prague2010




Current paradigm Future paradigm?

MA MA

Assessors Regulators Regulators |

Dedicated Relative Efficacy/-
Effectiveness Assessment?

Assessment Quality, Safety, Efficacy,
Focus (First 3 hurdles)

Relative Efficacy / - Quality, Safety, Cost vs Health
Effectiveness, Efficacy, Benefit,

Benefit-Risk Profile Cost vs Health Benefit, Benefit-Risk Profile Budget Impact
Budget Impact

(4™ hurdle)

Studies / Emphasis on: RCT, most Active-controlled RCT; Emphasis on: RCT, Cost-effectiveness/-
Data often placebo-controlled : : more often active- and : utility analyses,
Observational studies, .
placebo-controlled . .
Budget impact

analysis

Cost-effectiveness/-utility
analyses,

Budget impact analysis Active-controlled RCT,
Adaptive phase IlI-IV trials

Observational studies,

Meta-analyses

MA = Marketing Authorisation; RCT = randomised controlled trial 43



ZAVERY - MOZNE INSPIRACE

* Nase regulace klade duraz na referencovani
(vnéjsi-cena/Uhrada, vnitrni-RS)

* Neprovadime HTA a neumime spravne ocenit
hodnotu IéCiv

e Systém nedokonale rozliSuje mezi inovativnimi a
generickymi léky

* Podcenujeme regulace na poptavkové strané
(UCelna FT, rozbory preskripce, kontrola kvality)

Institure of Health Economics and Technology Assessment



Dékuji za pozornost !
www.iheta.org

dolezal@iheta.org


http://www.iheta.org/
http://www.iheta.org/

PANELOVA DISKUSE

* Neexistuje jeden idealni systém, ktery by bylo
mozneé prevzit

 Metody regulace = Svédsky stul, je na nas co si
vybereme

* Jak by méla vypadat Iékova politika v CR za 3, 5,
10 let? Vize?

* Kazdy panelista:
— 3 body v nasem systému, které povazuji za silné
— 3 body, které nam chybi

Institure of Health Economics and Technology Assessment



DISKUSE 2

Trendem je Casny dialog: regulator x platce x vyrobce
jak zavést u nas, kde diskuse zacina po vydani HZ?

Regulace vseho vs. Nastaveni kompetitivniho prostredi?

napr. regulace ceny generik vs. volna soutéz o
cenu/uhradu

Systém ocenovani hodnoty inovaci — umime vymyslet
neco lepsiho nez je HTA?

_HETA

of Health Eco

nd Technology Ass



CO NA NAS CHYSTA VLADA...

* Programoveé prohlaseni z 4.8.2010
— Navyseni prostredku prisunem soukromych zdroju

— Zavedeni institutu realné ceny misto
netransparentniho bodového systému

— Kategorizace zdrav. prostredkl na principu ,,za
stejny efekt stejna uhrada“

— Genericka preskripce a substituce, v kazdé skupiné
jeden lék bez doplatku

— Nemocenské pojisténi na zdravotni pojistovny
Y, HETWyrazeni levnych leku (? Do 60 Kc) z uhrady




