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The	
  EATRIS	
  ATMP	
  platform	
  aims	
  to	
  support	
  development,	
  from	
  post-­‐discovery	
  to	
  clinical	
  
proof	
  of	
  concept,	
  of	
  novel	
  ATMP	
  products.	
  In	
  doing	
  so,	
  we	
  seek	
  to	
  identify	
  the	
  key	
  issues	
  
which	
   act	
   as	
   roadblocks	
   in	
   this	
   development	
   and	
   to	
   find	
   solutions	
   to	
   optimize	
   the	
  
translational	
   pipeline	
   for	
   the	
   development	
   of	
   these	
   complex	
  medicinal	
   products	
   to	
   the	
  
patient.	
  EATRIS	
  has	
  collated	
  the	
  opinions	
  of	
  our	
  ATMP	
  platform	
  of	
  experts	
  (listed	
  on	
  pg	
  4)	
  
to	
   consider	
   the	
   following	
  questions	
  outlined	
  by	
   this	
   IMI	
   consultation	
  and	
   to	
   inform	
   the	
  
IMI	
  of	
   the	
  key	
  areas	
   that	
  we	
   feel	
  have	
  not	
  been	
  adequately	
  addressed	
   in	
  a	
   satisfactory	
  
manner	
  and	
  that	
  currently	
  represent	
  gaps	
  in	
  the	
  ATMP	
  development	
  field.	
  Specifically:	
  	
  

	
  

• Have	
   the	
   key	
   challenges	
   that	
   can	
   be	
   addressed	
   through	
   collaborative,	
   public-­‐
private	
  initiatives	
  been	
  properly	
  identified?	
  

	
  
Ø Most	
  key	
  challenges	
  have	
  been	
  broadly	
  addressed	
  although	
  focus	
  is	
  needed.	
  Key	
  

challenges	
   in	
  all	
  areas	
  could	
  be	
  proactively	
  addressed	
  through	
  initiatives	
  utilizing	
  
research	
   infrastructures.	
   In	
   addition,	
   the	
   activities	
   identified	
   are	
   mostly	
   in	
   the	
  
reimbursement	
  –	
  legal	
  framework	
  for	
  the	
  hospital	
  exemption	
  and	
  we	
  agree	
  that	
  a	
  
better	
   understanding	
   of	
   the	
   current	
   situation	
   in	
   all	
  member	
   states	
   is	
   necessary	
  
and	
  urgent.	
  Not	
  all	
  (academic)	
  hospitals	
  (f.i.	
  Netherlands	
  can	
  get	
  funding	
  of	
  their	
  
HE),	
  which	
  makes	
   it	
  hard	
   to	
   treat	
  patient	
  under	
  HE.	
  Payment	
  by	
  patient	
   is	
   in	
  an	
  
academic	
  setting	
  not	
  allowed.	
  No	
  funding.	
  
	
  

Ø Other	
   focus	
   points	
   should	
   include	
   collaborative	
   projects	
   between	
   regulatory	
  
authorities	
   and	
  RIs	
  on	
  addressing	
   specific	
   issues	
   in	
   the	
  manufacturing	
  processes	
  
and	
   product	
   characterization	
   and	
   development.	
   This	
   amongst	
   others	
   should	
  
include	
  decentralized,	
  point	
  of	
  use	
  manufacturing	
  as	
  an	
  area	
  that	
  needs	
  scientific,	
  
regulatory	
   and	
   legal	
   clarification	
   requesting	
   the	
   involvement	
   of	
   all	
   relevant	
  
stakeholders.	
  	
  	
  

	
  
	
  

Ø Standardization	
  of	
  manufacturing	
  not	
  only	
  for	
  purification	
  but	
  also	
  for	
  production	
  
processes	
   should	
   be	
   addressed.	
   This	
   will	
   facilitate	
   generation	
   of	
   high	
   quality	
  
vectors	
   for	
   gene	
   transfer.	
   Development	
   of	
   standards	
   should	
   be	
   key	
   to	
   facilitate	
  
robustness	
  and	
  reproducibility,	
  but	
  also	
  interpretation	
  of	
  data	
  relevance.	
  

	
  
	
   	
  
	
  

• Which	
  of	
  the	
  proposed	
  potential	
  initiatives	
  should	
  be	
  prioritised?	
  
	
  

Ø Addressing	
  regulatory	
  issues	
  in	
  ATMP	
  development	
  through	
  funded	
  projects	
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using	
   the	
   RIs	
   where	
   comparability	
   across	
   sites	
   in	
   multiple	
   countries	
   and	
  
institutions	
   can	
   be	
   assessed.	
   Close	
   collaborative	
   initiatives	
   between	
   the	
   EMA,	
  
Academia	
   and	
   industry	
   can	
   address	
   multiple	
   bottlenecks	
   in	
   the	
   translation	
   of	
  
advanced	
  therapies	
  and	
  assist	
  the	
  overall	
  goal	
  of	
  streamlining	
  development	
  and	
  
moving	
  ATMP	
  development	
  away	
  from	
  a	
  cottage	
  industry	
  to	
  a	
  commercial	
  one.	
  	
  
	
  

Ø ATMP	
  developers	
  need	
  to	
  formulate	
  successful	
  business	
  plans	
  many	
  years	
  prior	
  
to	
  successfully	
  bringing	
  a	
  product	
  to	
  market	
  covering	
  all	
  aspects	
  of	
  development,	
  
regulatory,	
   scale	
   up	
   and	
   reimbursement.	
   A	
   harmonized	
   approach	
   to	
   HTA	
   and	
  
reimbursement	
   policies	
  would	
   address	
   this	
   issue.	
   A	
   PPP	
   initiative	
   in	
   this	
   sense	
  
would	
  substantially	
  facilitate	
  the	
  development	
  of	
  ATMP	
  in	
  Europe.	
  
	
  

Ø Transfer	
   and	
   scale	
   up	
   in	
   manufacturing	
   should	
   be	
   prioritized,	
   as	
   with	
   the	
  
regulatory	
  landscape	
  becoming	
  more	
  clearer	
  in	
  ATMP	
  development,	
  the	
  number	
  
of	
  clinical	
  trials	
  and	
  market	
  approved	
  products	
  will	
  start	
  to	
  increase.	
  However	
  it	
  
is	
  of	
  note	
  that	
  due	
  to	
  the	
  nature	
  of	
  these	
  products,	
  if	
  this	
  product	
  development	
  
cannot	
  be	
   transferred	
  and	
  scaled	
  up	
   in	
  a	
  commercial	
   setting	
   they	
  will	
  not	
  be	
  a	
  
viable	
   clinical	
   option	
   as	
   already	
   evident	
   by	
   current	
   approved	
   ATMPs.	
   Funding	
  
should	
   be	
   invested	
   in	
   the	
   development	
   of	
   this	
   transfer	
   and	
   scale	
   up/scale	
   out	
  
innovation	
   (including	
   bioreactors	
   and	
  modules),	
  which	
   should	
   begin	
   in	
   parallel	
  
with	
  the	
  product’s	
  progress	
  through	
  the	
  translational	
  pipeline.	
  
	
  

Ø The	
   proposed	
   initiatives	
   outlined	
   in	
   this	
   concept	
   paper	
   are	
   important,	
   but	
  
significant	
  focus	
  should	
  be	
  given	
  to	
  those	
  at	
  the	
  beginning	
  of	
  the	
  pipeline,	
  that	
  is	
  
those	
  proposed	
  in	
  preclinical	
  development.	
  This	
  should	
  be	
  followed	
  by	
  those	
  on	
  
clinical	
   development,	
   then	
   those	
   on	
  manufacturing,	
   and	
   finally	
   finish	
   by	
   those	
  
affecting	
  pricing	
  and	
  reimbursement.	
  
More	
  specifically,	
  among	
  the	
  different	
  initiatives,	
  we	
  would	
  prioritise:	
  

• Development	
   of	
   new	
   relevant	
   model	
   systems	
   and	
   new	
   enhanced	
   vectors	
  
(Preclinical	
  Development)	
  

• Identification	
   of	
   new	
   biomarkers	
   allowing	
   preclinical	
   to	
   clinical	
   translatability	
  
(Clinical	
  Development)	
  

• Single	
  confirmatory	
  studies	
  for	
  safety	
  and	
  efficacy	
  (Clinical	
  Development)	
  
• Development	
   of	
   more	
   efficient	
   purification	
   procedures	
   and	
   QC	
   test	
   of	
   ATMPs	
  

(Manufacturing).	
  
	
  
	
  

• Are	
  any	
  areas	
  missing?	
  
	
  

Ø There	
  is	
   little	
  focus	
  on	
  standardization	
  from	
  the	
  characterization	
  of	
  these	
  ATMPs	
  
to	
  the	
  preclinical	
  models	
  to	
  their	
  eventual	
  manufacture	
  and	
  scale	
  up.	
  This	
  area	
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alone	
  represents	
  a	
  pivotal	
  need,	
  which	
  requires	
  a	
  consortium	
  that	
  should	
  include	
  
RIs,	
  regulators,	
  and	
  the	
  manufacturers.	
  This	
  alone	
  represents	
  a	
  standout	
  need	
  that	
  
can	
   utilize	
   historical	
   data	
   in	
   ATMP	
   development	
   in	
   creating	
   a	
   robust	
   ATMP	
  
development	
  process	
  in	
  each	
  defined	
  area.	
  

	
  
Ø A	
  precompetitive	
  effort	
  to	
  define	
  validated	
  analytical	
  tools	
  regarding	
  identity	
  and	
  

potency	
  assay	
  are	
  needed	
  to	
  speed	
  up	
  the	
  ATMP	
  development,	
  as:	
  
§ Viral	
  Safety	
  of	
  ATMPS	
  -­‐	
  standardizing	
  immunogenicity	
  testing,	
  	
  
§ Implementing	
  alternatives	
  to	
  FBS	
  

This	
   impacts	
   on	
   the	
   Standardization/comparability	
   with	
   the	
   Manufacturing	
  
Process	
  transfer	
  resulting	
  in	
  limited	
  reproducibility	
  between	
  different	
  sites-­‐	
  	
  
	
  

Ø An	
   automation	
   of	
   the	
   manufacturing	
   working	
   to	
   eliminate	
   the	
   human	
   factor	
  
variability	
  due	
   to	
   the	
  operators	
  and	
   the	
   related	
  use	
  of	
   appropriate	
  personnel	
   in	
  
addition	
   to	
   product	
   for	
   heterogeneous,	
   complex	
   and	
   individualized	
   Production	
  
processes	
  needs	
  to	
  be	
  explored	
  and	
  defined	
  
	
  

Ø The	
   exploration	
   of	
   which	
   models	
   work	
   best	
   for	
   which	
   type	
   of	
   ATMP	
  
manufacturing-­‐	
   Centralized	
   /	
   decentralized	
   /	
   local	
   (incl	
   bedside)	
   and	
   the	
   linked	
  
issue	
  of	
  distribution	
  of	
  cell	
  therapy	
  products	
  from	
  A-­‐B	
  as	
  soon	
  as	
  a	
  big	
  clinical	
  trial	
  
is	
  approved.	
  A	
  discussion	
  with	
  reimbursement	
  authority	
  toward	
  the	
  movement	
  of	
  
patients	
  across	
  Europe	
  to	
  be	
  treated	
  in	
  specialized	
  centres.	
  

	
  	
  

• What	
  are	
  the	
  key	
  European	
  or	
  national	
  initiatives	
  that	
  IMI	
  shall	
  synergise	
  with?	
  
	
  

Ø Service	
  providers	
  as	
  the	
  Research	
  Infrastructure	
  EATRIS,	
  ECRIN,	
  INFRAFRONTIER	
  
Ø European	
  and	
  National	
  competent	
  authorities	
  (EMA,	
  EDQM	
  and	
  member	
  states)	
  	
  
Ø Scientific	
  societies	
  involved	
  in	
  academic	
  development	
  of	
  ATMP	
  like	
  ISCT	
  	
  
Ø National	
   infrastructures	
   involved	
   in	
   ATMP	
   development	
   like	
   ECELL	
   (FR)	
   and	
   Cell	
  

and	
  Gene	
  CATAPULT	
  (UK)	
  	
  
Ø Regulatory	
  societies	
  like	
  EPSRC,	
  NIBSC,	
  GBSI,	
  PDA	
  or	
  PIC	
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Consultation	
  Participants	
  
	
  

	
  

Name% Ins)tu)on%
Giovanni%Migliaccio% EATRIS'

David%Morrow% EATRIS'

Andres%Cervantes% INCLIVA'

Ander%Izeta% BioDonos2a'Health'Research'Ins2tute'

Eva%Sykova% Ins2tute'of'Experimental'Medicine'AS'CR'

Antonio%Facchiano% IDIBFondazione'IRCCS'Luigi'Maria'Mon2'

Hanna%Kankkonen% Regea'Cell'and'Tissue'Centre'(University'of'Tampere)'

Laura%de%Girolamo% IRCCS'Is2tuto'Ortopedico'Galeazzi'

Chantal%Blok% VU'Medical'Center'(Vumc)'

Marina%Rigau% Bellvitge'Biomedical'Research'Ins2tute'(IDIBELL)'

Maria%Cris)na%Galli% Is2tuto'Superiore'di'Sanità'(ISS)'

Bjørn%Tore%Gjertsen% Bergen'Ins2tute'of'Medicine'

Riccardo%DolceI% Centro'di'Riferimento'Oncologico'di'Aviano'(CRO'Aviano)'

Graziella%Pellegrini% Centro'Medicina'Rigenera2va'(CMR)'

Luigi%Buonaguro% Fondazione'IRCCS'Fondazione'Pascale'

Franco%Locatelli% Fondazione'IRCCS'Ospedale'Pediatrico'Bambino'Gesù'

Ramon%Mangues% Hospital'de'la'Santa'Creu'i'San'Pau'(IRBHSCSP)'

Jose%Vicente%Castell%Ripoll% Hospital'La'Fe'(IISBLa'Fe)'

Jose%louis%Narro% Hospital'La'Paz'Ins2tute'for'Health'Research'(IdiPAZ)'

Jose%Luis%Barneo% Insitute'of'Biomedicine'of'Seville'(IBIS)'

Chiara%Di%Bartolo% ISMETT'

Willem%Fibbe% Leiden'University'Medical'Centre'(LUMC)'

Philippe%Remy% NeuratrisBAlbert'ChevalierBHenri'Mondor'Hospital'

Marc%Peschanski% NeuratrisBBiotherapies'Ins2tute'for'Rare'Diseases'(BIRD)'

Simone%Mergui% NeuratrisBFrench'Alterna2ve'Energies'and'Atomic'Energy'Commission'(CEA)'

Patrick%Aubourg% NeuratrisBNeurosciences'Bicêtre'B'Paris'Sud'(NBPS)'

Paola%Nis)cò% Is2tu2'Fisioterapici'Ospitalieri'B'Regina'Elena'Tumor'research'

Alessandra%Maso% Rizzoli'Orthopedic'Ins2tute'(IOR)'

Anna%Villa% Scien2fic'Ins2tute'San'Raffaele'(HSR)'

Filippo%Belardelli% Is2tuto'Superiore'di'Sanità'(ISS)'

Francisco%Sánchez% University'Hospital'La'Princesa'(IISBIP)'

Carl%Figdor% University'Medical'Center'St'Radboud'(UMCN)'

Seppo%YläTHerUuala% University'of'Eastern'Finland'(UEF)'

Joel%Glover% University'of'Oslo'(UiO)'

Gunnar%Kvalheim% University'of'Oslo'(UiO)'

Sulev%Koks% University'of'Tartu'

Frank%Baaijens% University'of'Technology'Eindhoven'(TU/e)'

Miguel%Chillon% Vall'd'Hebron'Research'Ins2tute'(VHIR)'

Franca%MoreI% Is2tuto'Superiore'di'Sanità'(ISS)'

Gloria%Ribas% INCLIVA'

Giuseppe%Banfi% IRCCS'Is2tuto'Ortopedico'Galeazzi'

Eleanora%Zerbi% IRCCS'Is2tuto'Ortopedico'Galeazzi'

Elena%Dellambra% IDIBFondazione'IRCCS'Luigi'Maria'Mon2'

Paolo%De%Paoli% Centro'di'Riferimento'Oncologico'di'Aviano'(CRO'Aviano)'

Michele%de%Luca% Centro'Medicina'Rigenera2va'(CMR)'

Paolo%Guatelli% Centro'Medicina'Rigenera2va'(CMR)'

Gennaro%Ciliberto% Fondazione'IRCCS'Fondazione'Pascale'

Miquel%Arrieta% Hospital'de'la'Santa'Creu'i'San'Pau'(IRBHSCSP)'

Jaume%Kulisevsky% Hospital'de'la'Santa'Creu'i'San'Pau'(IRBHSCSP)'

Ana%Coloma% Hospital'La'Paz'Ins2tute'for'Health'Research'(IdiPAZ)'

Francisco%Garcia%Rio% Hospital'La'Paz'Ins2tute'for'Health'Research'(IdiPAZ)'

José%Ignacio%Piruat%Palomo% Insitute'of'Biomedicine'of'Seville'(IBIS)'

Pier%Guilio%Conaldi% ISMETT'

Giovanna%Frazziano% ISMETT'

Maurizio%Capogrossi% IDIBFondazione'IRCCS'Luigi'Maria'Mon2'

Marina%D'Alessio% IDIBFondazione'IRCCS'Luigi'Maria'Mon2'

Liliana%Guerra% IDIBFondazione'IRCCS'Luigi'Maria'Mon2'

Philippe%Hantraye% NeuratrisBFrench'Alterna2ve'Energies'and'Atomic'Energy'Commission'(CEA)'

Tiia%Tallinen% Regea'Cell'and'Tissue'Centre'(University'of'Tampere)'

Ruggero%de%Maria% Is2tu2'Fisioterapici'Ospitalieri'B'Regina'Elena'Tumor'research'

Maria%GuInger% Is2tu2'Fisioterapici'Ospitalieri'B'Regina'Elena'Tumor'research'

Marco%Paggi% Is2tu2'Fisioterapici'Ospitalieri'B'Regina'Elena'Tumor'research'

Belinda%Palermo% Is2tu2'Fisioterapici'Ospitalieri'B'Regina'Elena'Tumor'research'

Brunella%Grigolo% Rizzoli'Orthopedic'Ins2tute'(IOR)'

Francesco%Antonio%Manzoli% Rizzoli'Orthopedic'Ins2tute'(IOR)'

Luca%Sangiorgi% Rizzoli'Orthopedic'Ins2tute'(IOR)'

Giuseppe%Banfi% Scien2fic'Ins2tute'San'Raffaele'(HSR)'

Chiara%Bonini% Scien2fic'Ins2tute'San'Raffaele'(HSR)'

Francesco%Montorsi% Scien2fic'Ins2tute'San'Raffaele'(HSR)'

Filippo%Belardelli% Is2tuto'Superiore'di'Sanità'(ISS)'

Francesca%Capone% Is2tuto'Superiore'di'Sanità'(ISS)'

Carmen%Rozera% Is2tuto'Superiore'di'Sanità'(ISS)'

I.%Jolanda%M.%de%Vries% University'Medical'Center'St'Radboud'(UMCN)'

Gerty%Schreibelt% University'Medical'Center'St'Radboud'(UMCN)'

Kari%Airenne% University'of'Eastern'Finland'(UEF)'

Fa)ma%Nunez% Vall'd'Hebron'Research'Ins2tute'(VHIR)'


