' Y SU KL B: HTA Organization 7n

B-1, B-2: objectives and history of the
organization

Old system (till the end of 2007) New system (since 2008)
% Reimbursement set by % Transparent — but higher
Ministerial decree 4 times/year — administrative burden

slow process of evaluation

System without a possibility to
appeal against the decision

nontransparent system

Reimbursement set without
verifiable evidence

% Predictability of the decisions
~ defined rules for evaluation
(law, decrees, methodology)

% Possibility to submit evidence

by stakeholders (MAH, payers,
expert groups)

Q)

@ @

% System without the possibility of L2 .
direct involvement of %, Possibility to file an appeal -
stakeholders can lead to changes in the
decision
© 2012 STATNIUSTAY PRO KONTROLU LECY 28.11.2013
'g Sl’J KL B: HTA Organization 2

B-1, B-2: soucasny stav HTA v CR
B-1, B-2: current status of HTA in the Czech Republic

% Povinnost hodnotit NEF a BIA je v zékond % Of?tiggtien for S%KQ)— tg astsgss COitb s
od roku 2008 (§15, §39b odst. 2) gogé iveness and budget impact by law since
% Néakladové neefektivni LP —> nehrazen = Cost-ineffective product is not reimbursed
% NEF pro Géely novych LP mimo RS % CEAobligatory for new molecules outside
¢fteni nodminek Ghrady. DZU B,ON reference groups, extension of
rozsireni podmingk unraay, DZu, reimbursement conditions, second
% SUKL hodnoti analyzy predio¥ené reimbursement price, premium
drsitelem re}xmbursemeﬂt
— ] % SUKL evaluates analyses submitted by MAH
& Metodika BIA od 12/2012, NEF od % Methodology for evaluation of BIA since
02/2013 12/2012, for CEA since 02/2013
o . % Spring 2013: implementation of WTP
: Jaro .2013. xmp{ementacele‘\{\‘/TlF’ (3x HDP) threshold (3% GDP/capita)
% Podzim 2013: hodnocenf i jinych kritéril % Autumn 2013: other criteria apart of ICER

ne? ICER — i LP s vysokym ICER jsou play significant role in decisions — product
hrazeny are reimbursed despite of high ICER

© 2012 STATNIUSTAV PRO KONTROLU LECIV 28.11.2013
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S SO KL B. HTA Organization

Budget

% Vroce 2012 celkovy
rozpocet CAU 30 mil K¢

%, Poplatky za podani

zadosti:
Vstup nového LP nebo nové
indikace 20.000 K¢
Generikum 8.000 K¢
Nova LF, jiné pfipady 10.000 K¢
Orphan 0
Zadatelem je POJ 0

© 2012 STATNIUSTAV PROKONTROLULECY

= In 2013 the total budget of
the Price and Reimbursement
Regulation Branch was 30
million CZK

= Application fees:

Market launch of a new MP or a new
indication 20 000 CzK

Generic product 8 000 CZK
Novel drug form, other cases

10 000 CZK
Orphan medicinal product 0
Insurance company is the Applicant 0

28.11.2013
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B 5 Staff

Sekce CAU (celkem) 65 Price and Reimbursement Regulation 65
o 2 w< Branch (in total)

Odborm'c! (Klinicka East) - 16 Experts (clinical section) 16

Odbornici (farmakoekonomika) 4 Experts (pharmacoeconomics) 4

Pravnici 12 Lawyers 12

Administrativni podpora 12 Administrative support 12
—— - Reference for maximum and 9

Cenové a uhradové reference 9 reimbursement price

Rychla spravni fizeni 12 Rapid administrative proceedings 12

%, Vzdélani: medicina,
farmacie, pravo,
biostatistika a dalsi

© 2012 STATNIUSTAY PRO KONTROLULECIV

%, Qualifications:
medicine, pharmacy,
law, biostatistics, etc.

28.11.2013
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C 1 Recommended methodology for economic

evaluation

= SUKL ma schvélenou metodiku

pro hodnoceni nakladové

efektivity (CEA) a dopadu na

rozpocet (BIA)

Vychazf z &eskych (CFES) i

zahrani¢nich postupl (HTA

agentury — NICE, SMC, CADTH,...},

zasazena do legislativy CR

% Je zvefejnéna na strankach SUKL
(v Cestiné)

= CEA:

http://www.sukl.cz/leciva/sp-cau-028

% BlA:

http://www.sukl.cz/leciva/sp-cau-027

Q)

© 2012 STATN{USTAV PRO KONTROLU LECIV

= SUKL disposes of an approved

methodology for cost

effectiveness assessment (CEA)

and budget impact assessment

(BIA)

It is based on both Czech (CFES)

and foreign approaches (HTA

agencies — NICE, SMC, CADTH,...},

adopted for the CR legislation

% ltis published on the SUKL
webpage (in Czech)

%= CEA:

http//www.sukl.cz/leciva/sp-cau-028

% BIA:

http:/fwww.sukl.cz/leciva/sp-cau-027

Q)

28.11.2013

\‘)'0 S U KL C. Methods of economic evaluation/HTA .

C 2 Methods of economic evaluation or HTA

%, Hodnoceni je provaddéno po
udéleni registrace EMA,
prehodnoceni (revize) i po
stanoveni Uhrady

% Hodnocena jsou zatim jen
léCiva

= Hodnoceni je provadéno v
pfipadé:

—~ noveé léciveé latky
- nové indikace
— rozdifeni stavajici indikace

~ zvySeni Ghrady nad rdmec
ostatnich latek v dané
referenéni skupiné

© 2012 STATH{USTAV PRO KONTROLULEGY

% The evaluation is performed after
marketing authorization has been
granted by the EMA, re-
assessments are performed also
after the reimbursement price
has been set {revision)

So far, only medicinal products
are assessed

%, Assessment is performed in the
case of:
— anew active substance
— anew indication
~ broadening of current indication

— anincrease of the reimbursement
price above the level of
reimbursement of other
substances in the given reference

group

©

28.11.2013
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5 SU KL C. Methods of economic evaluation/HTA
C 2.3 Evaluation process

% Hodnoti se pfedloZené studie a analyzy, 0]
predklada driitel rozhodnutf o registraci
{Zadatel)

% Tyto materidly jsou hodnoceny )
pracovniky SUKL - spolupréce
hodnotiteld kiinické &asti a
farmakoekonomické ¢asti (vzéjemna
kontrola) \O)

% Vysledek je dan k posouzeni odbornym
spoleénostem/akademické obci, mohou
zasilat pfipominky. 01

% Pacienti nejsou do procesu formalné
zahrnuti, GCastniky jsou ale zdravotn{
pojistovny {mély by zastupovat prava
svych pojisténcy) 0)

% Délka hodnoceni — Fidi se legislativou

(skutednd doba raznd):
~  Generika — 30 dn
—~  Cena a Ghrada — 165 dnd
- Samostatné hrada -~ 75 dnd

© 2012 STATN{USTAV PRO KONTROLU LECIY

Studies and analyses submitted by the
marketing authorization holder
{applicant) are evaluated

These materials are assessed by
employees of SUKL — clinical section
and pharmacoeconomy assessors
cooperate {mutual control}

The result is presented to professional
societies/academic community that
may submit comments

Patients are not formally involved,
however, health insurance companies
are parties to the proceedings {and
should defend the rights of the insured}

Duration of the assessment is regulated
by legislation {the actual duration
varies):

—  Generic products — 30 days

—  Maximum price and reimbursement price
determination — 165 days

—  Reimbursement price only — 75 days

28.11. 2013
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C 3 Treshold

%, Pfesnd hranice ochoty platit
(WTP) neni stanovena,
podplirné pouzivana
metodika WHO (3x
HDP/QALY= cca 1,1 mil.
KE/QALY)

% Existuje ale Seda zéna nad
1,1 mil. KE/QALY ~
hodnoceni dal$ich
parametrd (implicitni WTP):

— Zavainost onemocnéni
— Dopad na rozpocet

— Komparativni
déinnost/bezpelnost

— Dostupnost alternativ

0}

© 2012 STATN{USTAV PRO KONTROL LECIV

The exact willingness-to-pay
(WTP) threshold is not set,
as an aid the WHO method
is used (3x GDP/QALY=
approx. 1.1 million
CZK/QALY)

Over 1.1 million CZK/QALY
there is a “grey zone“—
other parameters are
assessed (implied WTP):

— Seriousness of the disease

— Budget impact

— Comparative efficacy/safety

— Availability of alternative
approaches

26.11.2013
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’ ® SU KL €. Methods of economic evaluation/HTA

C 4 Completed evaluation

2 Roéné procesem projde cca
30 novych molekul + revize
thrady (cca 200 fizeni)

% V pribéhu procesu je
mozné nahliZzeni do spisové
dokumentace po podpisu
protokolu (elektronicky)

% Vysledky (rozhodnutiv
pravni moci) zvefejnéno na
strankach SUKL, pouze v
Cestiné

http://www.sukl.cz/modules/p

% Annually, about 30 new
molecules complete the
process + reimbursement
revisions (about 200
administrative proceedings)

% During the proceedingsitis
possible to consult the case file
after having signed a protocol
(electronically)

= Results (legally effective
decisions) are published on the
SUKL webpage, only in Czech

http://www.sukl.cz/modules/proc

rocedures/

© 2012 STATNIUSTAV PRO KONTROLULECY

edures/

28.11.2013
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' ® SU KL D. The role of the evaluation in decision-making

D 1 Application of evaluation to decision-making

% Zadatelé — driitelé rozhodnuti
o registraci, dovozce nebo
tuzemsky vyrobce PZLU,
pojistovna

%, Vstup do thrad (nemocniéni
LP, ambulantni LP, generika,
podobné LP)

s, Stanoveni ceny, thrady a
podminek Uhrady

% Rozhodnuti dle spravniho fadu
a zadkona o vefejném
zdravotnim pojisténi

http://www.sukl.cz/modules/pro

cedures/

© 2012 STATN{USTAV PRO KONTROW LECIY

% Applicants — marketing
authorization holders, importer
or domestic producer of foods for
special medicinal purposes,

health insurance company
Entering the reimbursed products
list (hospital MP, outpatient MP,
generics, similar MP)

Setting the maximum price,
reimbursement price and
conditions

Decision in compliance with the
Act of Administrative Procedure
andPublic Health Insurance Act

http://www.sukl.cz/modules/proced

ures/

Q]

Q]

&

28.11.2033
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D 2 Decision-making based on evaluation results

%, Obecn4d pravidla
zakotvena v legislativé

% Hodnoceni dle obsahu
Zadosti

%, Postaveni pfipravku v
praxi na zakladé
dostupnych klinickych
hodnoceni (§39f odst. 6)

%, Referenéni skupiny, volné
stojici 1écivé latky

© 2012 STATNIUSTAY PRO KONTROLU LECIV

%, General rules are based
on the legislation

%, Evaluation is performed
according to the content
of the application

%, Place of the medicinal
product in practice is
determined based on
available clinical trials
(section 39f paragraph 6)

%, Reference groups, self-
standing active
substances

28.11. 2013
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e, SUKL

D 3, D4 positive/negative results and feedback

% VILP — dodasna thrada,
trvald Uhrada

%, Ostatni trvald Ghrada

%, Pozitivni rozhodnuti,
pfipadné podminky
Uhrady (preskripéni a
indikaéni omezeni)

%, Negativni rozhodnuti
% Vidy moznost odvolani
(pouze pro ucastniky

fizeni)

© 2012 STATNI USTAV PRO KONTROLU LEGY

~

0}

O

QY

Highly innovative medicinal
products — temporary
reimbursement, permanent
reimbursement

Other medicinal products -
permanent reimbursement

Positive decision may eventually set
reimbursement conditions
{limitation of prescription and
indication)

Negative decision

It is always possible to file an appeal
{applies only to parties to the
proceedings)

28.13.2013
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S SU KL D. The role of the evaluation in decision-making 33
D 5 Sunitinib

s,

Q]

= Vyhlaskou MZ 63/2007 Sb.

{kategoriza¢ni komise)

Podminky Ghrady: centrovy lécivy
pfipravek :

1.gastrointestindlnim stromalnim
tumorem (GIST) po selhani [écby
imatinibem pro neucinnost
nebointoleranci, ktefl vykazuji
ECOG performance status 0-1.

% Regulation of the Ministry of Health
63/2007 Sb. {medicines categorization
commission)

=, Reimbursement conditions: specialized
center medicinal product:

% 1. patients with ECOG performance
status 0-1 suffering from gastrointestinal
stromal tumor (GIST) after imatinib

% 2.8 metastatickym karcinomem treatment failure for inefficacy or
l{;gvm po selhdni cytokinové intolerance.
[é¢by (interferonem alfa nebo
interleukinem 2 nebo kombinaci), & 2. patients with ECOG performance
ktefi vykazuji ECOG performance status 0-1 without CNS metastases
status 0-1 a jsou bez CNS suffering from metastatic kidney cancer
metastaz after cytokine (interferon alpha or
interleukin 2 or their combination)
© 2012 STATN{USTAV PRO KONTROLULECIY treatment failure 28.11.2033
5 SO KL D. The role of the evaluation in decision-making 34

D 5 Sunitinib

QI

Q)

Q)

fizeni SUKLS41404/2008 (NPM
11.9.2009)

Podminky tGhrady: centrovy lécivy
ptipravek :

1.gastrointestinalnim stromainim
tumorem (GIST) po selhdnfi [é¢by
imatinibem pro netiinnost
nebointoleranci, ktefi vykazuji ECOG
performance status 0-1.

2. s metastatickym karcinomem
ledvin v prvni linii {rozsifeni
podminek Ghrady a upFesnénis
ohledem na Glinnost terapie)
Kontrola 1x za 3 cykly jakoukoliv
dostupnou zobrazovaci metodou.
Indikaci k ukondeni 1éCby je progrese
onemocnéni, zdvazné nezadouci
Gcinky a pferusent [écby.

© 2012 STATNIUSTAV PRO KONTROLULEQIY

% proceedings SUKLS41404/2008
{legally effective from 11-Sep-2009)

% Reimbursement conditions:
specialized center medicinal product:

% 1. patients with ECOG performance
status 0-1 suffering from
gastrointestinal stromal tumor (GIST)
after imatinib treatment failure for
inefficacy or intolerance.

%, 2. patients suffering from metastatic
kidney cancer in first line of
treatment {broadening of the
reimbursement conditions and
specification with regard to treatment
efficacy). Check-up once in 3 cycles
using any available imaging method.
Treatment termination is indicated in
disease progression, serious adverse
effects and treatment interruption.

28.11.2013
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D 5 Lantus, Levemir

% Referenini skupina 8/2 dlouhodobé
plsobici inzuliny

E/DIA, END, INT

P: Analoga inzulinu s dlouhodobym tiéinkem
jsou indikovana u pacientd s diabetes
mellitus 1. i 2. typu tehdy, jestliZe stavajici
lé¢bou neni dosaZeno cilovych hodnot
kompenzace (glykovany hemoglobin HbAlc
pod 6% /IFCC/}, nebo jestliZe pacient [é¢eny
humannimi inzuliny md opakované 1ézké
hypoglykémie. Pokud nedojde do 3 mésich k
prokazatelnému zlepSeni kompenzace
diabetu {pokles HbAlc alespori o 10%, nebo
vyznamnému snieni incidence
hypoglykémil}, {é¢ba analogy inzulinu s
dlouhodobym Gcinkem neni nadéle
indikovéna.

[ORG]

© 2012 STATNIUSTAY PRO KONTROW LESV

[QRONY)

Reference group 8/2, long-acting insulins
E/DIA, END, INT

P: Long-acting insulin analogues are
indicated in patients with diabetes mellitus
type 1 and 2 if the current treatment fails to
achieve target values of diabetes
compensation (glycated hemoglobin HbAlc
under 6% /IFCC/} or if the patient treated
with human insulins suffers from recurrent
serious hypoglycemia. If a documented
amelioration of diabetes compensation does
not occur within 3 month {(HbAlc decrease
by at least 10% or significant decrease of
hypoglycemia incidence), treatment with
long-acting insulin analogues is no longer
indicated.

28.11.2013
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- BIA: Budget impact analysis, BAEEE 54
- CBA: Cost-benefit analysis, & FB{ERDHT
+ CEA: Cost-effectiveness analysis, &ERIE D
- CEAC: Cost-effectiveness acceptability curve, &RZIRZSHHE
- CMA: Cost-minimization analysis, BR&/MEIHT
+ CUA: Cost-utility analysis, Z&B%BD#H
- DPC: Diagnosis procedure combination, iZ2Brifs 58
- EQ-5D: EuroQOL 5 dimension
- HRQOL: Health-related quality of life, {#EEREE QOL
- ICER: Incremental cost-effectiveness ratio, &7 &EHZIELL
- INB: Incremental net benefit, &4 ffi{@E
- ISPOR: International Society for Pharmacoeconomics and Outcomes Research, EE
EEZF-TIMLHARES
- LY: Life year &£F45E
- PRO: Patient-reported outcome, BEIRETIrHL
- PSA: Probabilistic sensitivity ana1y51s R RRE 4T
- QALY: Quality-adjusted life year, BB LERFEE
- RCT: Randomized controlled trial, >4 L1b LS ER
- SG: Standard gamble, E#ERIEE(Ti%
- TTO: Time trade-off, FEIfF%k%E

248



BEtAN—

RiR 2
E+E B
BH &
e it
Bk 5t
W& shz
TE EZH
BE f#
HE &2
=0 ]BWF

BE -

O 1&H #
120 &
=i g

MREHR

MR 1B

BURRRI KT RPH i

RRAZERFR RERMEM FEUH
WORFEFIMMERERE ERERD EZUR
EREREART R B

BILKZXRZR REFHRE &%

BEKE KPR B

UMEERE EREPHEGRER BB
EREERRER SIRERIXBEWELVS— HRE
RBRKREXRZR EFRMAE FABERR
EiREERRFR ERBOAFARS EEHRE
HRERGBLKRE EREMNED &%
ENARERMZR ARBRIENELVS— LEEEWRE
EREFNAME FRB TEWES
HRERELRT ERRETESR MK

LAY —F&IAVYIL T4 RS B ERERERT7TEXAUNA

REBER

(O: IEAEXRE, FIEIL 2013 F 3 AXRER)

249



1. HAFSA4DBEK

1.1 KAARSAUDENIE, DITEROEEE LKA U EZHEGRT 50, EEEFTM
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1.2 HREGIEREMELTIL BERR. BEME. UNEUT—2ar REE O PRI,
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2. FHDILIG

2.1 EREFTEMEEITOIMRICIE, 2T OIGERLLETNIEESAEL,
(e % %) ‘

2.2 HMDIGIE, FFOBMICECTEYGLDEEET H, kkk)

2.3 AMERREFEOPT, ARERENEFET SRICE, RAELTIAMEREXL
BOIULE I BHAINFAHEREICEENLGEOERRM THHLELITZNICET BIIIH NS
DIFEHERET D, Gk %)

2.3.1 XMNEENSZLZEN, BEREMICETEETHILLE, IAHMER-
EEXBEDIZIZEOTHEL, (ki)

2.32 RHERE -NEELUNOEBERVOEESEEN USEBERMTOBAIZLST
RELZEIE T AEEICIE. [RESN-HEMIZ INSOLMELTENLEZEDHTE
KLy, Geye¥)

2.4 FHDOBMICESTIF, 2.3 SN DIHEESTELLY, ok k)

2.4.1 2.3 LISNNDILHEEDHERICDNTERBATHIE, (k)
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- EEMIEBALGEEEOHLDE. 2D LB (societal perspective) MBS DD HTEFEIENDZELH D, 112
L.ZOMHEDIFZIEVSEETZERNTHY . BREZIEBCELEN HELGERTR. HE2LF0EREE
BAERRBRTHEL-EOEIETA. S<DBEFBICKIEDIENSOMTICEERBLEMA 6
DTHBDo. E2 T, KAHALRFS42 Tl ISPOR (International Society for Pharmacoeconomics and
Outcomes Research)Z XY - I+ —RADMEICEDE, BF IR L TIMHEDIH I TIHEL RRESN T
£ 83T 15 | (restricted societal perspective) MDD AT EMESTEIZTB[2,3],
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3. LB ERET

3.1 EREFTMEITOIRD LB IRIZXM L, RIEERRESEF THERAShTEY., B
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