






http://europa.eu.int/comm/enlargement/estonia/index.htm
http://www.enchantedlearning.com/europe/romania/flag/Flagbig.GIF
http://www.buldir.com/images/bulgaria_flag.gif




February 2015 

EMA >> Committees >> CHMP>> Agendas, minutes and highlights 

Positive opinion for Ristempa (pegfilgrastim), 6mg, solution for injection intended for 
the reduction in the duration of neutropenia and the incidence of febrile neutropenia in 
adult patients treated with cytotoxic chemotherapy for malignancy. 

Positive opinion for Saxenda (liraglutide) for weight management in adults who are 
obese, or those who are overweight and have one or more complications related to their 
weight, in addition to a reduced-calorie diet and physical activity.  
 
Raplixa (human fibrinogen / human thrombin) received a positive opinion as a supportive 
treatment where standard surgical techniques are insufficient for the improvement of 
haemostasis. 

January 2015 



January 2014 

EMA >> Committees >> CHMP>> Agendas, minutes and highlights 

March 2014 



May 2014 

June 2014 

July 2014 



Positive opinion for Egranli (balugrastim; HSA-G-CSF) for the treatment of 
chemotherapy-induced neutropenia, Cyramza (ramucirumab), orphan medicine 
for the treatment of gastric cancer, and Trulicity (dulaglutide) for the treatment 
of type 2 diabetes  
 
Positive opinion for Harvoni (sofosbuvir / ledipasvir) for the treatment of chronic 
hepatitis C in adults. 

September 2014 



Positive opinion for Egranli (balugrastim; HSA-G-CSF) for the treatment of 
chemotherapy-induced neutropenia, Cyramza (ramucirumab), orphan medicine 
for the treatment of gastric cancer, and Trulicity (dulaglutide) for the treatment 
of type 2 diabetes  
 
Positive opinion for Harvoni (sofosbuvir / ledipasvir) for the treatment of chronic 
hepatitis C in adults. 

September 2014 

Rixubis (nonacog gamma) received a positive opinion for the treatment and 
prophylaxis of bleeding in patients with haemophilia B. 
 
Positive opinion for Scenesse (afamelanotide) for the treatment of 
erythropoietic protoporphyria (EPP), a rare genetic disease which causes 
intolerance to light. First medicine for patients with this condition. First time 
that patients have been involved in CHMP discussions. 
 

October 2014 



Cosentyx (secukinumab; anti-IL-17A) recommended by the CHMP as new 
treatment option for psoriasis. 
 
Positive opinion positive opinions for Exviera (dasabuvir) and Viekirax 
(ombitasvir + paritaprevir + ritonavir) for the treatment of chronic hepatitis C  

November 2014 

December 2014 

Conditional marketing authorisation for the orphan medicine Holoclar for the 
treatment of moderate to severe limbal stem cell deficiency due to physical or 
chemical burns to the eyes in adults. First advanced therapy medicine 
containing stem cells to be recommended for approval in the European Union 











2013 

LEMTRADA Alentuzumab (anti-CD52) Relapsing remitting MS 

REMSIMA 

INFLECTRA 
Infliximab (anti-TNF) Same indications as Remicade 

KADCYLA Trastuzumab emtansine HER2-positive breast cancer 

2014 

SYLVANT Siltuximab (anti-IL-6) Multicentric Castleman’s disease 

ENTYVIO Vedolizumab (anti-integrin α4β7) 
Moderately to severely active 
Crohn’s disease 

GAZYVARO Obinutuzumab (anti-CD20) Chronic lymphocytic leukaemia 

CYRAMZA Ramucirumab Gastric cancer 

COSENTYX Secukinumab Psoriasis 
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• Manufacture, characterisation and control of the DS 
• Specifications 
• Comparability / biosimilarity 
• Plasma-derived medicinal products 
• Plasma master file (PMF) 
• Vaccines 
• Stability 



• Pharmaceutical Development 

• Product Information 

• Adventitious Agents  / Viral Safety  

• Transmissible Spongiform Encephalopathies (TSE) 

• CJD related 

• Investigational Medicinal Products 

• GMO 



 Traditional/enhanced approach 

 Process validation/process verification 

 









ATMP in the EU 



07/2007 CEREPRO 
AdV-HSVtk 
Withdrawn by the applicant 

12/2008 ADVEXIN 
AdV-p53 
Withdrawn by the applicant 

07/2009 CHONDROCELECT Autologous chondrocytes 

07/2012 GLYBERA AAV-LPL 

01/2013 
HYALOGRAFT C 

AUTOGRAFT 

Autologous chondrocytes 
Withdrawn by the applicant 

03/2013 ORANERA 
Autologous oral mucosal epithelial cells.  
Withdrawn by the applicant 

04/2013 MACI 
Matrix-induced autologous chondrocyte 
implantation.  

06/2013 PROVENGE 
Autologous peripheral blood mononuclear cells 
activated with PAP-GM-CSF (sipuleucel-T) 

12/2014 HOLOCLAR 
Ex vivo expanded autologous human corneal 
epithelial cells containing stem cells 



07/2007 CEREPRO 
AdV-HSVtk 
Withdrawn by the applicant 

12/2008 ADVEXIN 
AdV-p53 
Withdrawn by the applicant 

07/2009 CHONDROCELECT Autologous chondrocytes 

07/2012 GLYBERA AAV-LPL 

01/2013 
HYALOGRAFT C 

AUTOGRAFT 

Autologous chondrocytes 
Withdrawn by the applicant 

03/2013 ORANERA 
Autologous oral mucosal epithelial cells.  
Withdrawn by the applicant 

04/2013 MACI 
Matrix-induced autologous chondrocyte 
implantation. Now suspended 

06/2013 PROVENGE 
Autologous PBMC activated with PAP-GM-CSF 
(sipuleucel-T). Company declared bankruptcy 

12/2014 HOLOCLAR 
Ex vivo expanded autologous human corneal 
epithelial cells containing stem cells 









Guideline on Similar Biological Medicinal Products 

Guideline on Similar Biological Medicinal Products 
Containing Biotechnology-Derived Proteins as Active 

Substance: Quality Issues 

Overarching 

Quality 

Annexes 

Guideline on Similar Biological Medicinal Products 
Containing Biotechnology-Derived Proteins as Active 

Substance: Nonclinical & Clinical Issues 

Nonclinical 
& Clinical 

Directives 2003/63 - 2004/27 







• Clear definition of a biosimilar 

• Scientific principles as outlined in ICH Q5E 

 
 

• Aplicable to any biological product* 

• Same posology and RoA 
 
 

• Differences in strength, pharmaceutical 
 form and formulation can be justified  

• Extrapolation of indications possible 

• No need to repeat demonstration of 
 biosimilarity 

 
 













 



Additional in vitro studies: 

These studies should be comparative in nature and 
designed to be sensitive enough to detect differences in the 
concentration–activity relationship 





 Adequately powered, randomised, parallel group 
 comparative clinical trial, preferably double-blind, 
 normally equivalence trials.  
 

 Deviation from guidelines should be justified 
 

 Most sensitive patient population and clinical EP preferred 
 

 Comparative S data (immunogenicity) 
 

 Extrapolation of indications: possible based on the overall 
 evidence of comparability 
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