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SUKLO

1. Liekova politika ako sucast’ poskytovania zdravotnej starostlivosti

2. Regulacia - registracia liekov v EU a SR, ulohy Statneho ustavu
pre kontrolu lieCiv

3. Regulacia liekov — registracia a stanovovanie uhrad pre lieky z
verejného zdravotného poistenia

4. Zaver






SUKLO

Liekova politika (LP):

subor opatreni, zakony, nariadenia, smernice, vyhlasky a
samotna Cinnost, ktorych obsah sa tyka problematiky
vyroby, distribucie, predpisovania a dispenzacie liekov
pre lieCbu pacientov'.'"”fg

Ciel LP:
a. lieky musia spifiat prisne kritéria na
preukazanie ucinnosti a bezpecnosti

b. zaobchadzat's liekmi na adekvatnej \
lekarenskej a farmaceutickej urovni ~

C, dodrimgt’ zasady a poziadavky na uzivanie
liekov, aby sa skvalitnilo poskytovanie
zdravotnej starostlivosti



KO
SU KZII_oiky liekovej politiky
1) Liekova legislativa
2) Regqistracia liekov
3) Kategorizacia liekov
4) Racionalna farmaketerapia S

5) Domaci farmaceuticky vyskum a priemysel

6) ZabezpecCovanie kvality liekov

[) Zabezpecovanie dostupnosti liekov, ich distribucia a vyda;
8) Sledovanie spotreby liekov a hodnotenie ich utilizacie

9) Cenotvorba liekov

10) Lieky, ktorych vydaj nie je viazany na lekarsky predpi&
11) Informacie ofliekoch
12) ReklMa lieky



SUKLO
Lekar spolu s lekarnikom su
neoddelitelnou sucastou

liekove] politiky

Po diagnoze a zhodnoteni stavu pacienta
maju urcit najvhodnejsi liek, poskytnut
informaciu o/potrebe liecby;, spec;lflck\ostl

‘I@cby, davkovanie a ine.

Az 50% liekov sa uziva nespravne.




SUKLO

Indikatory uspesnosti liekovej politiky

un-f"“"" —
a. Zdravotné

b. Ekonomickée
c. Indikatory kvality

.ﬂ"" \
y. :

-
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SU KLO VAT on pharmaceuticals —

VAT 2011*
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SUKLO

GDP in mil

Total annual expenditure on-health in mil

Total health expenditure as % of GDP

Total annual expenditure on health per capita
Total pharmaceutical expenditures in mil

Total pharmaceutical expenditures as % of GDP
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SUKLO

Parametre hodnotenia prace SUKL

1. Kvantitativne
(podet registraciigindpekcii, NUL,"ZP, vysetreni,...)

2. Kvalitativne (aktivita pre komplexne rieSenie uloh,
samostatne riesenie a navrhovanie postupov pri
zohladneni realnosti rieseni, schopnost
syntetického myslenia a spoluprace pri l]sp¥j§.n0m
rieéeni@xidentifikécia uloh, problemov, -
schopnost navrhnut realne riesenia a realizovat
Ich

18



SUKLO

Statne organy na poli humannej farmacie —
identifikacia v SR

- MZ SR

- Urad pre normalizaciu, metrologiu a skusobnictvo SR

- Statny ustav pre kontrolu liediv

- VySSie uzemne celky a ich zdravotné odbory



Zakony v SR ovplyvnujuce poskytovanie zdravotnej
starostlivosti

® Zakon . 576/2004 Z. z. o zdravotnej starostlivosti, sluzbach suvisiacich s
poskytovanim zdravotnej starostlivosti a o zmene a doplneni niektorych zakonov

« Zakon C. 577/2004 Z. z. o rozsahu zdravotnej starostlivosti uhradzanej na zaklade
verejneho zdravotného poistenia a o uhradach za sluzby suvisiace s poskytovanim
zdravotnej starostlivosti

» Zakon C. 578/2004 Z. z. o poskytovateloch zdravotnej starostlivosti,
zdravotnickych pracovnikoch, stavovskych organizaciach v zdravotnictve a o
zmene a doplneni niektorych zakonov

» Zakon €. 580/2004 Z. z. o zdravotnom poisteni a 0 zmene a doplneni zakona C.
95/2002 Z. z. o poistovnictve a o zmene a doplneni niektorych zakonov

« Zakon €. 362/2011 Z. z. o liekoch a zdravotnickych poméckach a o zmene a
doplneni niektorych zakonov

« Zakon €. 363/2011 Z. z. o rozsahu a podmienkach uhrady liekov, zdravotnickych
pomaocok a dietetickych potravin na zaklade verejného zdravotného poistenia a o
zmene a doplneni niektorych zakonov

20
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lacia liekov — registracia a stanov
zdravotného poistenia




SUKLO

Regulacia -

registracia liekov v krajinach EU



SUKL O,

ystém liekovej politiky v EU - pre¢o?

e Jednotny EU priestor pre lieky - 28 ¢lenskych $tatov a
viac ako 500 miliénov ob¢anov

e Ochrana a podpora verejného zdravia obyvatelov

e Ulahcit dostupnost novych liekov pre pacientov v
krajinach EU

e Rovnaké informacie o liekoch pre lekarov,
zdravotnickych pracovnikov a pacientov

e Podpora eurépskeho vyskumu a vyvoja pre
farmaceuticky priemysel

e Platforma pre rieSenie otazok verejného zdravia na
europskej urovni

28



SUKLO ,
Oblasti regulacie humannych liekov v EU

-Vstup na trh- harmonizacia poziadaviek a centralna
registracia Eurépskou liekovou agenturou v Londyne

legislativny bali¢ek nariadeni a smernic (EudraLex Pharmaceutical

Legislation Medicinal Products for Human Use and is available on website
http://ec.europa.eu/health/documents/eudralex/vol-1/index_en.htm

« Cenotvorba pre lieky v narodnych kompetenciach, proces
stanovovania Uhrad, racionalne pouzivanie liekov a
reklamy

Transparency Directive - Council Directive 89/105/EEC

« Vol'ny pohyb tovaru a otazky kompetitivhosti
81 Directive 2001/83/EC ( Art 28 and 29)

Jan Mazag 24



SUKLO

Povinnosti liekovych agentur v EU

* Ochrana verejneho zdravia regulaciou pouzivania liekov
s pozitivnym pomerom ucinok/riziko — registracia liekov
ako zaklad mozneho vstupu liekov na trh

» Poskytovanie objektivnych informacii o liekoch pre
lekarov, zdravotnickych pracovnikov a pacientov pre ich
rozhodovanie

* Nepouzivat v procesoch regulacné prekazky, ktoré by
branili dostupnosti inovativnych liekov na zlepsenie
verejneho zdravia

Jan Mazag 25



SU KLO Postavenie a hlavné zésady Cinnosti
liekovych agentur (aj SUKL)
v EU pri ich alohach

- Financovanie liekovych agentur a ich aktivit

Vacsina agentur je financovana zo svojich ¢innosti viac ako z dani

EMA 70% z poplatkov za sluzby, NL 100% z poplatkov za sluzby, SWE 95% z poplatkov za sluzby,
Canada 66% z poplatkov za sluzby,

USA 52% z poplatkov za sluzby, SK z dani — diskusia o zmene v 2013 a 2014

» Sledovanie konfliktov zaujmov pre pracovnikov a expertov
Otazky deklaracie mozného konfliktu zaujmov pre pracovnikov, ale aj externych expertov, ktori sa
podielaju na odbornom posudeni pri registracii liekov, su v ostathom obdobi predmetom intenzivneho
zaujmu.
Deklaracie su nasledne publikované verejne z dévodu objektivnosti a zachovania principu
transparentnosti

*Transparencia pri prijimani rozhodnuti
Transparencia nielen pri uverejnovani programov zasadnuti odbornych komisii liekovych agentur a EMA,
ale aj zdévodnenie rozhodnutia, zverejiiovanie hlaseni o neziaducich ucinkoch : www.adrreports.eu, a
zverejiiovani klinickych $tudii v celom priestore EU vratane SR.

Jan Mazag 26


http://www.adrreports.eu/

SUKLO

Uloha liekovych agentir v ¢lenskych Statoch

. Clenské $taty maju svoju suverenitu pri
posudzovani ucinnosti, kvality a bezpecnosti liekov
pri procese registracie

- EMA koordinuje expertov a pracovnikov v liekovych
agenturach clenskych statov (vratane SR),
nenahradzuje ich

« EMA je ‘virtualna’ agentura

27



SU KLORegistrécia liekov a vigilancia - uloha
Europskej liekovej agentury

* Poziadavky na odborné hodnotenia (kritéria) — Standard pre hodnotenie
ucinnosti a rizik liekov na registracné ucely a pre klinicku prax
guideliny pre poziadavky a Standardy k preukazaniu uc€innosti, bezpecnosti a kvality
(guideliny na preukazanie biosimilarity, u€innosti a bezpecénosti v kazdej terapeutickej oblasti,

poziadavky na bioekvivalencné studie, poziadavky na bezpecnost liekov — predklinické a klinickée
Studie a pod.)

* Aplikacia novych postupov pri preukazovani ucinnosti a bezpecnosti, umoznenie
inovativnej lieCby

(napr. génova terapia, personalizovana lie€ba a nanomedicina su v su€asnosti su¢astou odborného
posudzovania inovativnej lieCby

* Nove postupy v procesoch registracie (adaptive licensing)

Registracia pri potvrdeni u€innosti a pri zohladneni stale neznamych faktorov, postupné prehodnocovanie
registracie zalozené na doplneni udajov

Jan Mazag 28



SUKLO Registracia liekov v EU- Ako?

e “Jeden EU priestor: dve procedury registracie”
- Centralizovana procedura
- Mutual recognition a decentralizovana procedura

e EMA je miesto pre centralizovanu proceduru

e Posudenie ucinnosti, bezpecnosti a kvality na jednom
mieste za ucasti expertov vsetkych clenskych statov
(vratane SR) a po vydani rozhodnutia o registracii tato
platna vo vietkych $tatoch EU

e EMA neriesi cenotvorbu a vysku uhrady, ale odborné
posudenie pre ucely registracie

29



SUKLO

EMA je zavisla na clenskych statoch

e Priblizne 45 liekovych agenttr v $tatoch EU (vratane
SR ) spolupracuje s EMA

e Viac ako 4 500 expertov v $tatoch EU je sucastou
expertného poolu

e EU institdcia: v ramci Eurépskej komisie,
Eurépskeho parlamentu

« European Pharmacopoeia (Council of Europe)

« Maedicines Control Laboratories Network
30



SU KLO EMA and EU institutions

e EMA je decentralizovanda agentira, nie je sticast ou
Eurépskej komisie
e EMA prijima stanovisko na zaklade vedeckych

odbornych kritérii, Komisia vydava rozhodnutia na
zaklade odporucania EMA

e Komisia musi zdovodnit, ak jej rozhodnutie nie je v
sulade so stanoviskom EMA

31



SUKLO 1965 - 2005 - 2011-2015:

50 rokov liekovej politiky a legislativy pri
registracii liekov v EU
1965 - Prva Smernica ustanovila zakladné principy
1975 - Prva Smernica o farmaceutickom skusani
1981 - Veterinarna legislativa schvalena
1985 - ‘1992 Single Market’ projekt ustanoveny
1993 - Nariadenie €. 2309/93 schvalené
1995 - EMA oficialne otvorena a systém EU pre
liekovu politiku v praxi
2001 - Prace na novych ‘Review’ balikov
2004 - Nova legislativa v procese
2005 - Nova legislativa schvalena
2005 - 2008 Herbal, Paediatric, Pokrokova liecba
2011 - Pharmacovigilance, falsovane lieky,

Cross—- boarder Healthcare 8



SU KI—CDOutIook of legislation in regulation of
medicines in EU

e 2001: Orphan medicines

e 2005 & 2008: Extended mandatory scope

e 2005: ‘Biosimilar’ and generic medicines

e 2005: Herbal medicines

e 2007: Paediatric medicines

e 2008/2009: Advanced therapies

e 2010/2011/ 2012: Pharmacovigilance,

e 2011: Falsified medicines

e 2014: Patients' rights in Cross-Border Healthcare

33



SUKLO :
Marketing authorization - regulacia vstupu
liekov na trh

1. Narodné procedury su limitované len na danu
Krajinu
2. Procedury DCP alebo MRP su urcené pre

skupinu Clenskych statov s definovanym RMS a
CMSs

3. Centralizovana procedura — posudenie
prostrednictvom EMA, rozhodnutie EK

Art 3 Regulation (EC) No 726/2004 defines the scope and eligibility of
applications for evaluation under the centralised procedure through which
medicinal products must ("mandatory scope") or may (“optional scope" or
"Generic/Hybrid") be authorised by the Community. 54



SUKLO

Zrychleny postup pre centralnu registraciu

Zrychleny postup hodnotenia lieku pre registracne ucely je
mozny pre lieky na zaklade vyznamného zaujmu pre liecbu
a nedostatku nevyhnutnej lieCby v ramci verejného zdravia a

na zaklade vyznamnej terapeutickej inovacie pre benefit
populacie v EU.
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SUKLO

EU liekova politika
“‘Jednotny ekonomicky a politicky systém v ramci 28
demokratickych eurdopskych statoch”

e Pocet obyvatelov viac ako 500 milionov

* Spolocna legislativa pre lieky, zdravotnicke pomocky, Krv
a krvné derivaty, pokrokova lieCba, klinicke studie a pod.

 ROzny system poskytovania zdravotnej starostlivosti,
Institucii a legislativnych tradicii
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SUKLO

Products/Task

Responsibilty

food / nutraceuticals

Comment

medical devices

Institute of Public Health

Registry, maintenance of databases, Notified bodies under Ins for Normalisation and Metrology

biotechnologicals, herbals

Medicines Allopatic,homeopathic,biologicals,

Pre-registration, assessments, opinions

scientific advice

veterinary

BE studies, PK requirements, bibliografic submissions, dossier requirements

IEIISI EII

Surveilance

Veterinary Institute in Nitra

Responsibilty

Comment

adverse events

monitoring, evaluation, assessments, EU participation

pharmacovigilance / RM

assessment, opinions

clinical trials

approval

compassionate use

in cooperation with other relevant bodies, MoH

pharmacies

2 000 retail pharmacies, 50 Hospital pharmacies, other health care providers

manufacturers

manufacturing licences

cca 15 local manufacturers, sterile products, tablets, ophtalmology, up to 20 BR subjects

quality control

Only opinion for GMP, licensing under MoH responsibilty

laboratory testings, approving GLP

counterfeit (network)

illegal sales

private imports

Counter-terorism

Inspections in medicine distribution and dispensing chain, market surveilance
Inspections, Medical devices surveilance and marketing activities monitoring

pricing / price list

Only limited activities — support to other bodies

not directly, but providing service to MoH

reimbursement

rational use of medicines

not directly, but providing service to MoH

medicine consumption

Databases and information on consumption of pharmaceuticals

51 (W]
JdiT vViazay o N

advertisements
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control and suppervision, advice for vaccinatiom campaigns




SUKLO

Vyvoj lieku - schéma

Regulacia

Uéinnost, bezpeénost, kvalita lieku

Vyskum Overenie Klinické Vyroba, distribucia Klinicke
lieku, R ost e pouzitie
objav

Nakladova efektivita

HTA

Stanovenie
uhrady
38



SUKLO, .
SUKL c¢innost - schéma

Zivotny cyklus lieku

14

Lz Registracia

10
Objem GMP/GDP - PL/ML/WL LICENCIE
pouzitia 8

lieku

<

v

SRR GIERIGEP PHARMACOVIGILANCIA
4 Objav v
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Cas (roky)

Dr. Jan Mazag



Meni sa pristup k hodnoteniu uc€inok / riziko v liekovych
agenturach?

» Risk averzia: znamena
nizSia akceptacia rizika
pre dany ucinok, t.j.
Znizuje sa

« Komplikovany
rozhodovaci proces

A\

* Nie kvantitativhe data
0 B-R hodnote

Benefits Risks



SU KL OZékIadné charakteristiky klinickych studii Phase Il
(EBM)

COOH

(%
I
@Z

Indication hypertension rheumatoid autologous
arthritis chondrocyte
implantation
N Patients Approx. 8.000 600 120
Control group placebo, placebo, Microfracture
active control active control
Primary endpoint | Median diastolic | Symptoms Symptoms
BP Structure (Xray) | Structure/histolog
y
Blinding yes yes no
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lacia liekov — registracia a stanov
zdravotného poistenia




SUKLO

Regulacia liekov — registracia a
stanovovanie uhrad pre lieky z verejného
zdravotného poistenia
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SUKLO

Ciele registracie

Registracia vyuziva objektivhe vedeckeé poznanie v ramci
legislativy pre dokladovanie:

« Kvalitativnych parametrov
 Bezpecnosti

 Uginnosti (v RCTSs, proti placebu +/- aktivhemu
comparatorovi)

« Pomer benefit-risk sa stanovuje v cielovej populacii, tzn.
ucinnost a bezpecnost pri podmienkach pouzitia lieku.

 Podpora inovacii
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SUKLO

Ciele stanovovania uhrad

» Uginnost a nakladova uginnost za
podmienok definovaného pouzitia

Hlavhym cielom

* Maximalizacia ziskaneho zdravia pri
limitovanych zdrojoch zohladnenim priorit,
poziadaviek, potrieb, v Specifickych
podmienkach clenskeho statu.
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SUKLO

Interakcia medzi registraciou lieku a HTA

1. SpoloCna poziadavka pre udaje o ucinnosti

2. Spolocny zaujem na minimalizaciu nakladov na
Informacie

3. Nevyhnutnost kompatibility odporucani pre
lekarov, zdravotnickych pracovnikov a pacientov
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SUKLO

Ucinnost (a ‘bezpeénost”) po registracii

» \/ztahuje sa na benefit pre pacientov pri aktualnom
pouziti lieku u pacientov

 MOze sa lisit od ziskaneho hodnotenia pri registracii
» Pouzita davka, dizka pouzitia lieku a éastost’
pouzivania
» Charakteristika pacientov
» Co-preskripcia, co-morbidita

Examples: COX-2 inhibitors; sibutramine

a7



SUKLO

Zakladne spolocné zdroje udajov

» EPARSs, PARSs

» Scientific advice

» Clinical guidelines

ESmPC, PIL

» Pharmacovigilancia
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SUKLO

EU dilemma

« Jeden standard pre registraciu liekov, harmonizacia
postupov a poziadaviek,

. Jedna Ziadost, jedno hodnotenie pre EU &lenské Staty
. Jedno rozhodnutie platné pre 28 EU + 3 EFTA krajiny

« Jeden platca, zdravotny systém zalozeny na principe
solidarity, ale :

o 30+ réznych HTA metdd a interpretacii
« 30+ nezavislych rozhodnuti, Ci bude liek hradeny
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SUKLO

Jednotna registracia, rozna dostupnost

Rozhodnutie o uhrade pre pazopanib, Sept 2011

« Pazopanib registrovany na lieCbu pokrocilého renal cell carcinoma by FDA,
EMA, TGA, Health Canada.

« V USA(VAPBMS) a Australii (PBAC) nebol hradeny. V Kanade trva HTA
hodnotenie.

. V6 EU krajinach (Germany, Netherlands, Portugal, Slovakia, Spain a
Sweden) plne hradené.

« V5 EU krajinach (Austria, Denmark, France, Norway and Poland)
nehradené alebo hradené individualne pre pacienta na zaklade
predchadzajuceho suhlasu.

« V3 EU krajinach (Belgium, Czech Rep. and UK) limitovana uhrada. Vo
Finsku cCiasto¢ne (42%) hradené.

. V 2 EU krajinach 3pecialne postupy pri hradeni - Managed EntryAgreement
(MEA); (UK, ltaly).

Source: Pietro Folino Gallo:AlIFA 50



SUKLO

STATNY USTAV PRE KONTROLU LIECIV

1. Liekova politika ako sucast’ poskytovania zdravotnejitarostlivosti

2. Regulacia - registréc‘EU a SR, OIOMneho Ustavu

pre kontrolu lieCiv

3. Regulacia liekov — registracia a stanovovanie uhrad pre lieky z
verejného zdravotného poistenia

4. Zaver

51



SU KLO Zaver

SUHRN CHARAKTERISTICKYCH VLASTNOSTI LIEKU

1. NAZOV LIEKU

2. KVALITATIVNE A KVANTITATIVNE ZLOZENIE

3. LIEKOVA FORMA

4. KLINICKE UDAJE

4.1 Terapeutické indikacie

4.2 Davkovanie a sposob podavania

4.3 Kontraindikacie .

4.4 Osobitné upozornenia a opatreiiia pi pouzivaiin
4.5 Liekové a iné interakcie

4.6 Gravidita a laktacia

4.7 Ovplyvnenie schopnosti viest’ vozidla a obsluhovat’ stroie
4.8 Neziaduce uéinky

4.9 Predavkovanie

5 FARMAKOLOGICKE VLASTNOSTI

5.1 Farmakodynamické vlastnosti

5.2 Farmakokinetické vlastnosti

5.3 Predklinické udaje o bezpeénosti

6. FARMACEUTICKE INFORMACIE

6.1 Zoznam pomocnych latok

6.2 Inkompatibility

6.3 Cas pouzitelnosti

6.4 Specialne upozornenia na uchovavanie

6.5 Druh obaluaebsah balenia

6.6 Specialne opatrenia na likvidaciu

7. DRZITEL ROZHODNUTIA O REGISTRACII

8. REGISTRACNE CiSLO

9. DATUM PRVEJ REGISTRACIE / PREDLZENIA REGISTRACIE

10. DATUM POSLEDNEJ REVIZIE TEXTU

INFORMACIE O:

ucinnosti

ucinnosti/ bezpeénosti
bezpecénosti
bezpecénosti

ucinnosti/ bezpeénosti
bezpecénosti
bezpecénosti
bezpecénosti
bezpecénosti

ucéinnosti

bezpecnosti
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SUKL

O COLORECTAL CARCINOM regulatory clinical data for

Dr. Jan Mazag

-- as monotherapy for the treatment of
patients with locally advanced or
metastatic breast cancer after failure of
taxanes and an anthracycline
containing chemotherapy regimen or
for whom further anthracycline therapy
1s not indicated. — Type Il var.

03/2002 M

approval
Active Indication and date of registration Efficacy
substance
capecitabin - first-line monotherapy of patients with Colorectal CA — 376 000 new cases each
LO1XEO1 metastatic colorectal year in Europe — 5% of EU population is
LO1BCO06 gancer—registored affected during his life spam
-- adjuvant treatment of patients following
Xeloda frf,%err(y)?jg;toagg el Previous therapy — 5-fluorouracil, alone or
Pro-drug 5-FU | - treatment of metastatic colorectal cancer | In comb. with leucovorin
Orally admin. — type Il var. 01/2008
-- first-line treatment of advanced gastric Capecitabine non-inferiority proven
Lancer In Combi”a“?” with 1. (PFS 241 days, OS-577days) vs 5
3;135131}‘2%%"7&“‘1 it e L FU/leucovorin PFS-259 days, OS-549days)
CVS __ -- the treatment of patients with locally 2. ORRTZSNEERRStIlabin V.S 198 MAYO)
preclinical B o mctastatic bratRRE e 3. QoL some tendency, no impressive
better than after failure of cytotoxic chemotherapy | 4. NO cross comparison mon and others
o-FU (in combination with docetaxel).

Breast CA — 300 000 new cases each year
1st line therapy — anthracyclines, then
taxanes, then trastuzumab

1. Med surv 442 vs 352 days docetaxel
2. ORR 41% vs 30% in docetaxel
3. PES 186 vs 128 taxanes

4, Med surv 163 a PFS 384 vs 93 in65

mono, 23% ORR, QoL higher




SUKLO

Capecitabin LO1XEO1 LO1BCO6, Xeloda variations

and data on consumption in Slovakia

Vyvoj spotreby liekov pre ATC LO1BCO06
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SUKLO

Capecitabin LO1XEO1 LO1BCO06, Xeloda No
of patients based on new indication in SK
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SUKLO

Dr.

COLORECTAL CARCINOM regulatory clinical data

Active Indication and date of registration Efficacy

substance

cetuximab | —registered from 06/2004 Metastatic colorectal CA — 950 000

LO1XCO06 -- treatment of patients with new cases per year

ma epidermal growth factor receptor

Erbitux (EGFR)-expressing, KRAS wild- Backbone therapy: 5-FU/leucovorin
type metastatic colorectal cancer | (LV) (including new variants),
(KRAS added 07/2008) oxaliplatin and irinotecan
e in combination with OPUS study, other data coming in later,
chemotherapy; -- patients lived for longer without
. as a single agent in patients who | their disease getting worse when they
have failed oxaliplatin- and received cetuximab in addition to
irinotecan-based therapy and who | chemotherapy
are intolerant to irinotecan 9.9 months vs. 8.7 months (irinotekan);
-- treatment of patients with 7.7 months vs. 7.2 months (oxaliplatin)
squamous cell cancer of the head
and neck Sgamous cell CA
« in combination with radiation Mainstream therapy — radiotherapy, 5-
therapy for locally advanced FU, platinum analogues
disease,— type II var. 03/2006 OS: 29.3 months (RT) vs. 49 months
« in combination with platinum- (RT+cetuximab)
based chemotherapy for recurrent | PFS: 12,4 months (RT) vs. 17,1
and/or metastatic disease — type II | months (RT+cetuximab)

{an Mazag var. 11/2008
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S U K L O VECTIBIX - COLORECTAL CARCINOM- CLINICAL OUTCOME REGULATORY

Active
substance

Indication and date of registration

Efficacy

Panitumumab
LO1XCO08 ma

Vectibix

monotherapy for the treatment of
patients with EGFR expressing
metastatic colorectal carcinoma with

non-mutated (wild-type) KRAS after
failure of fluoropyrimidine-,
oxaliplatin-, and irinotecan-
containing chemotherapy regimens
— reqistered 12/2007

Combination therapy in mCRC
with FOLFOX and FOLFIRI
2011/03 as in cetuximab and
bevacizumab

Colorectal CA — 700 000 new cases each
year in the world — 5% of EU population is
affected during his life spam

State of art therapies: irinotekan or
oxaliplatin in comb. 5-FU/leucovorin
(schema Mayo clinic)

OS: 6,3 mo (best supportive care +
panitumumab) vs. 6 mo (best supportive
care)

PFS: 8 weeks (best supportive care +
panitumumab) vs. 7,3 weeks (best
supportive care)

Evaluated — in March 2011 negative, still
process ongoing, inconsistency in data,
size-specific, HR differences compared to
cet,

Dr. Jan Mazag

o3




SU KL O Panitumumab, LO1XC08 ma, Vectibix, No of

treated pts in SK based on new indication
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SUKLO

AVASTIN regulatory clinical data for approval

bevacizumab
LO1XCO0O7 ma

Avastin

Dr. Jan Mazag

-- in combination with
fluoropyrimidine-based chemotherapy
-- for treatment of patients with
metastatic carcinoma of the colon
or rectum — reg. 01/2005

-- in combination with paclitaxel or
docetaxel -- for first-line treatment of
patients with metastatic breast
cancer — Type II var. 03/2007

-- in addition to platinum-based
chemotherapy -- for first-line
treatment of patients with
unresectable advanced, metastatic or
recurrent non-small cell lung cancer
other than predominantly squamous
cell histology — type II var 08/2007
-- in combination with interferon alfa-
2a -- for first line treatment of patients
with advanced and/or metastatic renal
cell cancer — type II var 12/2007

-- indication ,,in combination with
docetaxel for treatment of metastatic
breast cancer* deleted - 04/2011

Colorectal CA — 334 000 new cases each year
In Europe — 5% of EU population is affected
during his life spam

PFS: 6,24 mo (placebo) vs. 10,55 mo (bev.)
OS: 15,6 mo (placebo) vs. 20,3 mo (bev.)

Breast CA -
PFS: 8,2 mo (placebo) vs. 10,1 mo (bev.)
OS: 89 mo (pl) vs. 92 mo (bev.)

Lung CA — 1 mil. of new cases each year
Standard therapy: platinum-based

PFS: 5,4 mo (placebo) vs. 10,2 mo (bev.)

OS: 10,3 (pl) vs. 12,3 mo (bev.)

Renal CA — 2% from all solid tumors
Incidence in EU — 11,04 (male) and 5,04
(female) per 100000

Standard treatment: IFN-alpha with vinblastine
PFS: 5,4 mo (placebo) vs. 10,2 mo (bev.)

0S: 19,8 (pl) vs. N/A mo (bev.)

-- only a non-significant improvement of PFS
-- potential detrimental effect on OS cannot be
ruled out 61




bevacizumab , LO1XCO7 ma, Avastin, costs
based on new indications inh SK
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SUKL

S 000

bevacizumab , LO1XCO7 ma, Avastin, No of treated
patients in SK in relation on new approved indication
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SUKLO

RENAL CELL CA, clinical outcomes regulatory ()

Active substance

Indication and date of registration

Efficacy

Sunitinib — registered from 07/2006 GIST: 1% of all GI tumors (incidence 7-15
(Sutent) -- treatment of unresectable and/or cases per million)
metastatic malignant gastrointestinal -- treatment: surgery, imatinib mesylate
stromal tumour (GIST) after failure of | PFS: 24,6 weeks (sun) vs. 6,4 weeks
imatinib mesilate treatment due to (placebo)
resistance or intolerance. Renal cell CA: Incidence in EU — 11,04
-- treatment of advanced/metastatic renal | (male) and 5,04 (female) per 100000
cell carcinoma (MRCC) — Conditional | Therapy — IFN-alpha, IL-2
approval changed into normal in 01/2007 | PFS: 47,3 weeks (sun) vs. 22 weeks (IFN-a)
-- treatment of unresectable or Pancreatic NE tumors: Incidence in USA —
metastatic, well-differentiated 0,38 (male) and 0,27 (female) per 100 000
pancreatic neuroendocrine tumours Therapy — streptozocin, F-uracil, doxorubicin
with disease progression — 01/2011 PFS: 11,4 mo (sun) vs. 5,5 mo (placebo)
Sorafenib —registered from 07/2006 for following | Renal cell CA: 2% of all adult malignant
(Nexavar) indication: tumors
ORPHAN -- treatment of patients with advanced Therapy — IFN-alpha, IL-2

Dr. Jan Mazag

renal cell carcinoma who have failed
prior interferon-alpha or interleukin-2
based therapy or are considered
unsuitable for such therapy

-- treatment of hepatocellular carcinoma
— type II var. 10/2007

PFS: 84 days (pl) vs. 167 days (sor.)

OS: 15,9 months (pl) vs. 19,3 months (sor.)
Hepatocellucar CA: 560 000 new cases/year
Therapy: surgery, doxorubicine (not licensed,
but used)

OS: 34,4 weeks (pl) vs. 46,3 weeks (s6t%
TTP: 12,3 weeks (pl) vs. 24,0 weeks (sor.)




SUKLO

RENAL CELL CA, clinical outcomes regulatory (ll)

Active substance Indication and date of registration Efficacy
Temsirolimus -- first-line treatment of patients with Renal cell CA: 2% of all adult
(Torisel) advanced renal cell carcinoma malignant tumors
ORPHAN who have at least three of six prognostic | Therapy — IFN-alpha, 1L-2
risk factors — registered from 11/2007 PFS: 5,6 months (torisel) vs. 3,2
-- treatment of adult patients with months (IFN-a)
relapsed and/or refractory mantle cell OS: 10,9 months (torisel) vs. 7,3
lymphoma (MCL) — type II var. months (IFN-a)
10/2009 MCL.: 8% of all lymphoma
diagnosis
Therapy — alkylating agent,
anthracycline, vinca alkaloids,
antimetabolites-no single-agent
treatment available
PFS: 4,8 months (torisel) vs. 1,9
months (other ther.)
OS: 12,8 months (torisel) vs. 10,3
months (other ther.)
Everolimus -- treatment of patients with advanced Renal cell CA: more than 208 000
(Afinitor) renal cell carcinoma, whose disease has | cases/ year worldwide
ORPHAN progressed on or after treatment with Therapy — IFN-alpha, 1L-2
VEGF-targeted therapy — registered PES: 4,90 months (everolimus) vs. -
Dr. Jan Mazag 08/2009 1,87 months (placebo)




and outcomes from clinical trials

S U '@‘-- products in Renal cell carcinoma : overview of licensed products

Indication Basis_efficacy Efficacy long
Afinitor RCC 2nd line Ph3, RCT placebo- PFS 4.9 vs 1.9 months
(everolimus after TKI controlled (n=416) all HR 0.33 (0.25-0.43) P>0.001
LO1XE10) | (from August, 3, risks 0S 14.8vs 144 m
PKi 2009) Cross-over 80%
Torisel RCC 1st line Ph3, RCT, 3arm vs IFN OS 109vs 7.3 m
(temsirolimus (from (and IFN/ Torisel) HR 0.66 (0.53-0.81) p= 0.008
LO1XEQ9) November, (n=626) RO 5Vs. 3.1 m
PKi 19, 2007) Poor risk HR 0.63 (0.53 - 0.81) p<0.001
NO cross-over
Nexavar RCC 2nd line Ph3, RCT placebo-contr. PFS55vs 2.8 m
(sorafenib ( from July, 19, (n=903) HR 0.44 (0.35-0.55) p<0.01
LO1XEOQS) 2006) cross-over 48% OS (prior to cross-over) P=0.02
PKi OS (final) 17.8 vs 15.2 m HR 0,88 (0.74-1.04) p= 0.146
Sutent RCC 2nd line 2 Ph2 single arm ORR 25 %
(sunitib (conditional uncontrolled per independent review
LO1XEO4) approval)
PKi (from July 19,
2006)
Sutent RCC 1st line Ph3 RCT PFS11vs5m
(sunitinib (from January, vs IFN (n= 750) HR 0.42 (0.32-0.54) p<0.001
LO1XEO4) 10, 2007) Cross-over 33% 0S 26.4vs 21.8 m
PKi HR 0.82 (0.67-1.00)
P=0.051
Avastin RCC 1st line Ph3, RCT PFS 10.2vs 5.4 m
(bevacizumab (from Avastin/ IFN vs IEN HR 0.63 (0.52-0.75) p<0.001 Dr. Jan Mazag
LO1XCO7) December (n=649) OS NRvs 19.8 m 66
Monoclonal 2007) Cross-over: ygsJan MategR 0.79 (0.62-1.02) P= 0.067 66
antibody




SUKLS

Dr. Ja

TRASTUZUMAB - HERCEPTIN clinical outcome regulatory

Indication and date of registration Efficacy
substance

Trastuzumab | -- HERZ2 positive Metastatic Breast Cancer (MBC) Breast CA:

L01XCO03 ma | a) as monotherapy for the treatment of those patients Monotherapy herceptin --
who have received at least two chemotherapy TTP: 3.2 mo: OS: 16.4 mo

Herceptin regimens for their metastatic disease— registered S N
05/2000 In comb. with paclitaxel:
b) in combination with paclitaxel for the treatment of | 1 1P+ 3 MO (pac) vs. 7,1 mo
those patients who have not received chemotherapy (pac+herc)
for their metastatic disease and for whom an OS: 17,9 mo (pac) vs. 24,8
anthracycline is not suitable — registered 05/2000 mo (pac+herc)
¢) in combination with docetaxel for the treatment of | |n comb. with docetaxel:
those patients who have not received chemotherapy TTP: 6,1 mo (doc) vs. 11,7
for their metastatic disease — type II var. 06/2004 mo ( dO,C +herc) ’
d) in combination with an aromatase inhibitor for the
treatment of postmenopausal patients with hormone- | ©S: 22,74 mo (doc) vs. 31,2
receptor positive metastatic breast cancer, not mo (doc+herc)
previously treated with trastuzumab — type 11 var. In comb. with anastrozole:
4/2007 PFS: 2,4 mo (ana) vs. 4,8
-- treatment of HER 2 positive early breast cancer mo (ana+herc)
(EBC) following surgery, chemotherapy and 0OS: + 4.6 mo in ana+herc.
radiotherapy — type II var. 5/2006 ’
-- following adjuvant chemotherapy with doxorubicin grOUp_
and cyclophosphamide, in combination with paclitaxel | GaStric CA:
or docetaxel or as part of a treatment regimen in PFS: 5,5 mo (stand. treatm.)
combination with docetaxel and carboplatin — type II | VS. 6,7 mo (st. tr.+herc)
var. 4/2011 OS: 11,1 mo (stand. treatm) ob

\ Mazag -- In combination with capecitabine or S-fluorouracil | s 13 8 mo (st. tr.+herc)

and cisplatin is indicated for the treatment of patients
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Q BREAST CANCER MEDICINES REGULATORY CLINICAL TRIAL OUTCOME

cClv Indication and date of registration Efficacy
substance

lapatinib Treatment of patients with breast cancer whose Breast CA: incidence — 350 000 new

LO1XEQ7 [ tumours overexpress ErbB2 (HER?2). cases/year in EU

Tyverb -- in combination with capecitabine for the Standard therapy: taxanes,
patients with advanced or metastatic disease anthracyclines, antimetabolites,
Patients should have progressive disease aromatase inhibitors, antibodies
following prior therapy which must include Comb. with capecitabine
anthracyclines and taxanes and therapy with TTP: 18,3 weeks (capecitabine) vs.
trastuzumab in the metastatic setting — 23,9 w (cap.+lapat.)
registered 06/2008 OS: 65,9 weeks (capecitabine) vs.
-- in combination with an aromatase inhibitor for | 74,0 w (cap.+lapat.)
postmenopausal women with hormone receptor | Comb. with letrozol:
positive metastatic disease, not currently PFS: 35,4 weeks (lap. + letrozol) vs.
intended for chemotherapy — type II var. 13,0 weeks (letrozol)
05/2010

toremifen First line hormone treatment of hormone-

LO2BA02 | dependent metastatic breast cancer in

antiestrogén | postmenopausal patients. Fareston is not

Fareston

recommended for patients with estrogen receptor
negative tumours — registere 02/1996

[

fulvestrant
LO2BA03

)Fﬁaﬂ%’%g

Faslodex is indicated for the treatment of
postmenopausal women with estrogen receptor
positive, locally advanced or metastatic breast
cancer for disease relapse on or after adjuvant

Breast CA: incidence — 350 000 new
cases/year in EU

Standard therapy: taxanes,
anthracyclines, antimetabolites,

69
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Dr. Jan Mazag

CML CLINICAL TRIAL ASSESSMENT OVERVIEW (1)

a)adult patients with newly diagnosed Philadelphia chromosome
positive acute lymphoblastic leukaemia (Ph+ ALL) integrated with
chemotherapy — registered 07/2001

b)adult and paediatric patients with newly diagnosed Philadelphia
chromosome (bcr-abl) positive (Ph+) chronic myeloid leukaemia
(CML) for whom bone marrow transplantation is not considered as
the first line of treatment — type Il var. 12/2002

c)adult and paediatric patients with Ph+ CML in chronic phase after
failure of interferon-alpha therapy, or in accelerated phase or blast
crisis.— type Il var. 12/2002

d)adult patients with relapsed or refractory Ph+ ALL as
monotherapy. — type II var. 09/2006

e)adult patients with myelodysplastic/myeloproliferative diseases
(MDS/MPD) associated with platelet-derived growth factor
receptor (PDGFR) gene re-arrangements. — type II var. 11/2006
f)adult patients with advanced hypereosinophilic syndrome (HES)
and/or chronic eosinophilic leukaemia (CEL) with FIP1L1-
PDGFRa rearrangement. — type II var. 11/2006

2) is indicated for

a)the treatment of adult patients with Kit (CD 117) positive
unresectable and/or metastatic malignant gastrointestinal stromal
tumours (GIST) — type II var. 05/2002

b)the treatment of adult patients with unresectable
dermatofibrosarcoma protuberans (DFSP) and adult patients with
recurrent and/or metastatic DFSP who are not eligible for surgery
— type II var. 09/2006

c)the adjuvant treatment of adult patients who are at significant risk
of relapse following resection of Kit (CD117)-positive GIST.
Patients who have a low or very low risk of recurrence should not
receive adjuvant treatment. — type II var. 04/2009

CML.: incidence — 1case/100 000 people per
year

Standard therapy: bone marrow
transplantation, IFN-alpha, cytosine-
arabinose

Efficacy:

Indication l1a: -- 65% of pts. achieved major
cytogenetic response

Indication 1c: Median survival 8 months
with imatinib

Indication 1d: Major cytogenetic response
rate 90%

Indication 1e: Overal survival 65 moths
since diagnosis

Indication 1f: 21 from 65 pts achieved
complete molecular remission with a median
follow-up of 28 months

GIST: Incidence: 0,06 in 10 000 persons in
the EU

Standard treatment: surgical, no approved
specific drug therapy

Efficacy

Indication 2a:

TTF: 1,2 months (placebo) vs. 6 motnhs
(imatinib)

Indication 2b: data on OS not sufficient, PFS
more than 18 moths after imatinib -
Indication 2¢: Risk of recurrence reduced %y
89% as compared to pl.




..VO

CML CLINICAL TRIAL ASSESSMENT OVERVIEW (1)

D1

Indication and date of registration Efficacy
ubst
dasatinib — registered 11/2006 for following indications: CML.: Incidence — 1case/100 000
LO1XE06 - for the treatment of adults with chronic, people per year
ggg‘lﬂd\l accelerated or blast phase chronic myeloid Standard therapy: bone marrow
leukaemia (CML) with resistance or intolerance to | transplantation, IFN-alpha,
prior therapy including imatinib mesilate. cytosine-arabinose, imatinib
-- for the treatment of adults with Philadelphia Efficacy:
chromosome positive (Ph+) acute lymphoblastic CML.:
leukaemia (ALL) and lymphoid blast CML with 2 year survival — 91% of pts
resistance or intolerance to prior therapy. treated with 100 mg dasatinib
-- for the treatment of adult patients with newly PFS: 4 months; OS: 8 months
diagnosed Philadelphia chromosome positive ALL:
(Ph+) chronic myelogenous leukaemia 2year survival — 95% of pst
(CML) in the chronic phase — type II var. 12/2010 | treated with 100 mg dasatinib
Ph+ CML.:
Complete cytogenetic response
rate within 12 months -- 77%
dasatinib vs. 66% imatinib
nilotinib Tasigna is indicated for the treatment of adults CML.: incidence — 1case/100 000
LO1XEO8 with chronic phase and accelerated phase people per year
(T)aFi'F?IE"ZN Philadelphia chromosome positive chronic Standard therapy: imatinib
B ac myelogenous leukaemia (CML) with resistance or | 49% of patients had a major

intolerance to prior therapy including imatinib. —
registered 11/2007
In 12/2010 indication changed into: Tasigna Is

cytogenetic response
-~ major molecular responsélrate
In 12 mo was 44,3% (nilotinim)




