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Obsah prezentace

=, Nové pokyny
e Klinicky vyvoj Iékovych forem s modifikovanym uvolnovanim
* Product-specific guidelines

=, Revize CHMP a PKWP pokynu
e Klinicky vyvoj fixnich kombinaci

=, Notice to Applicants
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Pokyn na klinicky vyvoj lékovych forem s
modifikovanym uvolnovanim
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Pokyn na klinické pozadavky lécivych pripravku
s modifikovanym uvoliovanim (MR guideline)

*, Platnost od 1.6.2015

», Nahrazuje NfG on oral and transdermal MR products
(CPMP/EWP/280/96 Corr’) a Points to Consider on
Clinical Requirements of MR Products Submitted as a
Line Extension of an Existing Marketing Authorisation
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Pokyn na klinické pozadavky lécivych pripravku
s modifikovanym uvoliovanim (MR guideline)

s, 3 ¢asti:
 Nova léciva latka v |ékové formé MR
* MR jako line extension uz registrovaného IR

 Generika MR originalu
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Pokyn na klinické pozadavky lécivych pripravku
s modifikovanym uvoliovanim (MR guideline)

=, Nové:
* Pokyn na klinické pozadavky i.m. a s.c. depotnich
injekcnich forem

 Moznost waiveru steady state bioekvivalencnich
studii za urcitych podminek
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Pokyn na klinické pozadavky lécCivych pripravku s
modifikovanym uvolnovanim (MR guideline)

=, Kdy je nutné provést steady-state studii:

e pokud hrozi riziko akumulace |écCivé latky

e pokud je variabilita vyssi béhem clearance nez
béhem uvolnovani léCive latky

e v pripadé nelinearni kinetiky

 pokud jsou rozdily v uvolnovani lécivé latky
nejvyraznejsi ve steady state, zejména v Cmin
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Pokyn na klinické pozadavky lécivych pripravku s
modifikovanym uvolnovanim (MR guideline)

_ Single dose fasting | Single dose fed Multiple dose
Crnax Ano Ano Ne

AUC o) Ano Ano Ne
AUC(O_N) Ano Ano Ne
oartialAUC, Ne Ne Ne
Chraxss Ne Ne Ano
Ciss Ne Ne Ano

AUC o s Ne Ne Ano
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Pokyn na klinické pozadavky lécivych pripravku
s modifikovanym uvoliovanim (MR guideline)

%, Vliv alkoholu na uvolnovani — in vitro studie
=, Vliv jidla na vstrebavani

=, Vliv excipientu, farmaceuticky vyvoj
=, Dose-dumping efekt
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Product-specific guidelines

=, Definuji pozadavky na bioekvivalencni studie
konkrétnich IéCivych latek

=, Ulelem je zajistit konzistentni posuzovani napfi¢
evropskymi procedurami (narodni, DCP/MRP,
centralizované)

=, ZlepsSeni predikovatelnosti vysledku procedury
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Product-specific guidelines

, Format
e Trida BCS

e Study design (single vs multidose, patient vs healthy,
fasting vs fed...)

e Jaky analyt v jakém meédiu
e Sledované farmakokinetické parametry
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Product-specific guideline - voriconazole

BCS Classification** BCSClass: [J I [J III [{ Neither of the two

Background: Voriconazole is a low solubility compound.

BE Study design single dose

Cross-0ver

healthy volunteers
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Product-specific guideline - voriconazole

B fasting [] fed [] both [] either fasting or fed

Strength: 200 mg for the tablets because it is the highest strength, 200 mg for the 40 mg/m| powder for
the oral suspension (in line with comparison highest tablet strength)

Number of studies: one single dose study for tablets, one single dose study for the oral suspension

Analyte

B parent ] metabolite [ both

B plasma [ blood [ urine

Enantioselective analytical method: [] yes [< no

Bioequivalence assessment

Main pharmacokinetic variables: AUC,, Cmax

90% confidence interval: 80.00- 125.00
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Product-specific guidelines

=, Sunitinib =, Oseltamivir
», Capecitabine +, Posaconazole
%, Carglumic acid % Repaglinide
% Dasatinib % Sirolimus
EEmtr.|C|.tab|ne/tenofOV|r % Sorafenib

~ ErIot.ln.|b =, Tadalafil

" Imatinib

. , Telithromycin
=, Memantine ~ y

— .
. ‘s, voriconazole
= miglustat
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Pokyn na klinicky vyvoj fixnich kombinaci
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Pokyn na klinicky vyvoj fixnich kombinaci

~ EMA/CHMP/281825/2015
=, Verejné pripominkovani do 15.11.2015

~ Nahrazuje pokyn CHMP/EWP/240/95 Rev.1
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Pokyn na klinicky vyvoj fixnich kombinaci

=, Pokyn se zabyva pozadavky na klinicky vyvoj fixnich
kombinaci bez ohledu na pravni zaklad zadosti

=, Nutné farmakologické a medicinské odUvodnéni
kombinace

=, Podil monokomponent na celkové uUcinnosti
kombinace a pozitivni benefit/risk

=, Oveérit, zda jsou dolozena data relevantni pro dany
pripravek
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Pokyn na klinicky vyvoj fixnich kombinaci

=, Pozadavky na add-on indikaci

 PKinterakce |éCivych latek; waiver interakénich studii
pokud jsou interakce dobre znameé a kombinace jiz
zavedena

e PD studie za ucelem porozumeni farmakologickych
vztahu léCivych latek; waiver pokud jsou studie ucinnosti

e Studie ucinnosti za ucelem prukazu superiority
kombinace nad monokomponentami
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Pokyn na klinicky vyvoj fixnich kombinaci

s, Pozadavky na fixni kombinaci urcenou k zahajeni
|écby

e PKaPD-stejné pozadavky jako u add-on indikace

e Studie ucinnosti — zalezi na rationale fixni kombinace
(zlepseni ucinnosti jedné monokomponenty pridanim
druhé monokomponenty, zlepsSeni bezpecnostniho
profilu, apod.)
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Pokyn na klinicky vyvoj fixnich kombinaci

=, Generické fixni kombinace (véetné substitucni
indikace)

* Prukaz bioekvivalence s origindlem
e Prukaz bioekvivalence s monokomponentami

Poznamka: co-preskripcni data monokomponent a
ucinnost kombinace v porovnani s monokomponentami
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Dalsi pokyny

=, Use of phthalates as excipients in human medicinal
products (EMA/CHMP/SWP/362974/2012) — platnd

=, Biosimilars containing biotechnology-derived proteins as
active substances (EMA/CHMP/BMWP/42832/2005
Revl)- platnost Cervenec 2015

= Investigation of subgroups in confirmatory clinical trials
(EMA/CHMP/ 539146/2013)- draft

=, Pokyny na klinicky vyvoj [ékd pro specifickd onemocnéni
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Dalsi pokyny

=, Pokyny na klinicky vyvoj IékU pro specificka
onemocnéni

e C(Clinical investigation of medicinal products for the

treatment of chronic constipation
(EMA/CHMP/336243/2013)

e C(Clinical investigation of medicinal products for the
treatment of venous thromboembolic disease
(EMA/CHMP/41230/2015)

e C(Clinical investigation of medicinal productsfor the
treatment of systemic lupus erythematosus and lupus
nephritis (EMA/CHMP/51230/2013)
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Revize NtA

», Probihajici revize se mimo jiné tyka pravniho zakladu
zadosti o registrace podle clanku 10a (tzv. literarni
zadost)

=, Zatim plati verze z Cervna 2013
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Dékujeme za pozornost

STATNI USTAV PRO KONTROLU LECIV
Srobarova 48, 100 41 Praha 10

tel.: +420 272 185 111

fax: +420 271 732 377

e-mail: posta@sukl.cz
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