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Co to jsou LPMT?

=, Definice modernich terapii (advanced therapies)

— Advanced therapies - gene therapy, somatic cell therapy and human tissue
engineering - are new approaches of modern medicine that are expected to
result in revolutionary treatments to a number of diseases and injuries.

— http://www.euractiv.com/en/health/advanced-therapies/article-117507

s, Stranky EMA tykajici se modernich terapii v sekci:
— Regulatory — Human Medicines
— Special Topics

s, Stranky Evropské komise tykajici se modernich terapii:
— http://ec.europa.eu/health/human-use/advanced-therapies/index en.htm
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Legislativa — Narizeni 2007/1394/EC

% Regulation (EC) No 1394/2007 of the European Parliament and of
the Council of 13 November 2007 on advanced therapy medicinal
products and amending Directive 2001/83/EC and Regulation (EC)

No 726/2004
(platny od 30. 12. 2008 — zverejnéno v Official Journal L 324, 10/12/2007 p. 121 - 137)

=, ,However, technical requirements, in particular the type and
amount of quality, preclinical and clinical data necessary to
demonstrate the quality, safety and efficacy of the product, may be
highly specific.”

http://ec.europa.eu/enterprise/pharmaceuticals/eudralex/homevl.htm#reg1394 2007
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Legislativa — Smérnice 2009/120/EC

%, Commission Directive 2009/120/EC of 14 September 2009
amending Directive 2001/83/EC of the European Parliament and of
the Council on the Community code relating to medicinal products
for human use as regards advanced therapy medicinal products

% doplnék Annexu | ke Smérnici 2001/83/EC — nova ¢ast IV

— aktualizované definice LP genové a bunécné terapie, LP tkanového inzenyrstvi
a LP moderni terapie, které obsahuji zdravotnické prostredky

— specifické pozadavky na Modul 4 pro LP genové a bunécné terapie a LP
tkanového inzenyrstvi
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Evropské doporuEem’ — bunécna terapie a tkanové inzenyrstvi

=, CHMP/410869/2006

— Guideline on human cell-based medicinal products

=, CAT/571134/09

— Reflection paper on stem cell-based medicinal products

=~ CHMP/CPWP/83508/09
— Guideline on xenogeneic cell-based medicinal products
=, CAT/CPWP/686637/2011
— Risk-based approach according to Annex |, part IV of Directive 2001/83/EC applied to
Advanced Therapy Medicinal Products
=~ CHMP/BWP/271475/06
— Potency testing of cell based immunotherapy medicinal products for the treatment of cancer
=, CAT/CPWP/568181/2009
— Reflection paper on in-vitro cultured chondrocyte containing products for cartilage repair of
the knee
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CHMP/410869/2006

Guideline on human cell-based medicinal products

=, bézné preklinické a toxikologické studie nejsou vhodné
pro |éCivé pripravky pro bunécnou terapii
— seznam preklinickych testl a studii

%, preklinické studie s CBMP by mély poskytnout:
— informace o bezpecném davkovani v prubéhu klinickych studii,

— informace o dobé podavani a dobé potrebné pro sledovani
vyskytu pripadnych nezddoucich ucinkd,

— Ci identifikovat cilové organy
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CHMP/410869/2006
pokracovani
., preklinické hodnoceni — farmakologie a toxikologie

primarni a sekundarni farmakologie (tj. primy ucinek a dalsi,
vedlejsi ucinky).
studie bezpecnosti (Safety pharmacology studies

farmakokinetické studie — bézné ADME studie nejsou zcela
relevantni

interakce

toxicita po jednorazovém a opakovaném podani

studie lokalni tolerance i tkanova kompatibilita a tolerance
ostatni studie toxicity
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CAT/571134/2009

Reflection paper on stem cell-based medicinal products

=, definice jednotlivych druht kmenovych bunék

", preklinické pozadavky — je doporucovan detailnéjsi
pristup v porovnani s LP pro bunécnou terapii
— Zvireci modely
— Biodistribuce u zvirat
— Tumorigenicita
— Diferenciace in vivo
— Imunitni reakce a preziti bunek
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CHMP/CPWP/83508/09

Guideline on xenogeneic cell-based medicinal products

7, xenogeneticka bunécna terapie
— pouziti zivotaschopnych zvirecich somatickych bunécnych
preparatu

— hlavnim cilem terapie je rekonstituce funkci bunék, tkani Ci
organ(

., peklinické pozadavky
— relevantni zvireci model
— zpusob podani a davka by mély odpovidat klinickému pouziti

— toxikologické studie zalezi na druhu produktu — studie
imunotoxicity
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Evropské doporuEem’ — genova terapie
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CPMP/BWP/3088/99

— Quality, Preclinical and Clinical Aspects of Gene Transfer Medicinal Products

EMEA/273974/05

— Non-Clinical testing for Inadvertent Germline transmission of Gene Transfer Vectors (Annex to
CPMP/BWP/3088/99)

CHMP/GTWP/671639/2008

— Quality, non-clinical and clinical aspects of medicinal products containing genetically modified cells
CHMP/GTWP/125459/06

— Non-clinical studies required before first clinical use of gene therapy medicinal products

CHMP/GTWP/125491/06

— Scientific Requirements for the Environmental Risk Assessment of Gene Therapy Medicinal Products

CHMP/ICH/449035/09

— ICH Considerations General Principles to Address Virus and Vector Shedding

CHMP/GTWP/587488/07

— Quality, non-clinical and clinical issues relating specifically to recombinat adeno-associated viral vectors

CHMP/GTWP/607698/08

— ICH Considerations - Oncolytic Viruses
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CPMP/BWP/3088/99

Note for guidance on quality, preclinical and clinical aspects of GTMP

%, preklinické testovani jednotlivych druhu Iécivych pripravku
pro genovou terapii

— v roce 2009 pripraven Concept paper na revizi tohoto doporuceni

« CHMP/GTWP/234523/09 Concept paper on the Revision of the note for
guidance on the quality, pre-clinical and clinical aspects of GTMP

— revize by meéla reflektovat nejnovéjsi legislativu
» Regulation (EC) No 1394/2007 on Advanced Therapy Medicinal Products

* Directive 2009/120/EC amending of the Annex | Part IV of Directive
2001/83/EC
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EMEA/273974/2005

Guideline on NC testing for inadvertent germline transmission of GTV

s, preklinické testovani nevratného prenosu na pohlavni
bunky potrebném pro klinicky vyvoj |éCivého pripravku
pPro genovou terapii

=, téma jiz zminéno v doporuceni pro GTMP — toto
doporuceni obsahuje prehledné schéma testovaciho
postupu
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CAT/GTWP/671639/2008

Guideline on quality, NC and clinical aspects of MPcontaining GMC

, preklinické testovani

— farmakologicky ucinek a klinicky relevantni farmakologicky a
toxikologicky ucinek

— stanoveni davky, davkovaciho rezimu a zpisobu podani

— PD —vliv genetické modifikace, integrita vektoru v burce,
interakce s okolni tkani

— PK — exprese, distribuce a persistence, in vivo chovani GMC
(porovnani s non-GMC)

— TOX —vliv na bunécné zmeny, imunologické reakce
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CHMP/GTWP/125459/2006

Guideline on the NC studies required before first clinical use of GTMP

s, navod jak postupovat pri preklinickém testovani IéCivych
pripravku genové terapie

— seznam nezbytnych preklinickych testd, které museji byt
provedeny pred prvnim pouzitim tohoto pripravku u ¢lovéka

%, v preklinické dokumentaci zdlivodnit vhodnost pouzitého
zvireciho druhu

= rozsah preklinického hodnoceni a testovani se upravuje
podle toho, o jaky typ produktu genové terapie se jedna
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CHMP/GTWP/125459/2006

pokracovani

s, preklinické studie by se mély zamérit na:
— farmakodynamicky “proof of concept” na preklinickych
modelech
— bio-distribuci |éCivych pripravkl genové terapie

— dolozeni bezpecné pocatecni davky a plan nasledného zvysovani
davky pro potreby klinického hodnoceni IéCivého pripravku

— identifikaci potencialnich cilovych organt na které pripravek
pUsobi toxicky a které jsou v dané terapii biologicky aktivni

— identifikaci priznak( a stavd, které bude nutné sledovat v
klinickém hodnoceni
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CHMP/GTWP/125491/2006

Guideline on scientific requirements for the ERA of GTMP

=, pripravky genové terapie, které obsahuji GMO produkty

=, hodnoceni ERA je zaloZzeno na nasledujicich klicovych principech:

© 2012 STATN[ USTAV PRO KONTROLU LECIV

Krok 1. Identifikace charakteristik, které mohou zplsobovat nezadouci uc¢inky

Krok 2. Zhodnoceni potencionalnich souvislosti a zavislosti jednotlivych
nezadoucich ucinkl, pokud se néjaké objevi

Krok 3. Zhodnoceni pravdépodobnosti vyskytu jednotlivych moznych nezadoucich
ucinkd
Krok 4. Odhad rizika zplsobeného jednotlivymi charakteristikami GMO

Krok 5. Pouziti navrzenych postup jak sniZit riziko spojené s Umysinym uvolnénim
Ci prodejem daného pripravku s GMO

Krok 6. Stanoveni celkového rizika, které predstavuje GMO pro své okoli
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ICH doporuceni

i
L)

<, M3 (R2) y
— Guidance on Non-clinical Safety Studies for Conduct of
Human Clinical Trials and Marketing Authorization for
Pharmaceuticals
, 56 (R1)
— Preclinical Safety Evaluation of Biotechnology-derived
Pharmaceuticals
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