


COMMISSION DIRECTIVE 2003/63/EC of 25 June 2003 

due to its complexity it cannot be fully 
characterized by analytical testing alone 

quality determined by a combination of physico-
chemical and biological testing, together with the 
production process and its control 

bioactivity and immunogenicity are dependent upon 
all its structural features 







well defined molecular structure, easy to 
characterize 

impurity profile related to synthesis and 
degradation routes 

Chemical med product 

safety and efficacy are independent of the 
origin of the product 



IBUPROFENO (mol. mass 206.29 g/mol) 

VANCOMICINA (mol. mass 1449.3  g/mol) 
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INSULINA (5808 Da) 

MoAb (150 000 Da) 



INSULINA (5808 Da) 

MoAb (150 000 Da) 

Trp 
(204.23 

g/mol) 

206.29 g/mol 



IBUPROFENO VANCOMICINA 

INSULINA MoAb 



BIOTECNOLÓGICOS 



i) Idénticas a la molécula natural 

ii) Moléculas modificadas/nuevas 

Hormona de crecimiento 

Insulina* 

Proteínas de fusión (TNFR:Fc) 

Anticuerpos monoclonales “humanizados” 



Yeast 
Saccharomyces 

Mammalian cell lines 
CHO (Chinese hamster ovary) 

NS0 (murine myeloma) 

Bacteria 
E. coli 

12 



Recombinant baculovirus 
expression system and the 
insect cell line Hi-5 Rix4446 
derived from  
Trichoplusia ni 







FDA approval 
May 2012 







Year of 
approval 

Commercial 
name 

Active 
ingredient 

Indication 

1996 CEAScan Arcitumomab Diagnostic agent for carcinoma of the colon or rectum 

1997 LeucoScan Sulesomab Diagnostic agent (location and extent of infection/inflammation of bones) 

1998 

Mabthera Rituximab Rheumatoid arthritis (RA) 

Simulect Basiliximab 
Prophylaxis of acute organ rejection in de novo allogeneic renal transplantation in adult 
and paediatric patients (1-17 years) 

1999 

Remicade Infliximab RA 

Zenapax Daclizumab Prophylaxis of acute organ rejection in de novo allogeneic renal transplantation 

Synagis Pavilizumab Prevention of serious lower respiratory tract disease by RSV 

2000 Herceptin Trastuzumab Treatment of patients with metastatic breast cancer whose tumours overexpress HER2. 

2001 MabCampath Alentuzumab Treatment of patients with B-cell chronic lymphocytic leukaemia  

2003 
Trudexa Adalimumab RA 

Humira Adalimumab RA, psoriasis 

2004 

Raptiva Efalizumab Chronic plaque psoriasis 

Erbitux Cetuximab Treatment of patients with EGFR-expressing, KRAS wt metastatic colorectal cancer 

Zevalin 
Ibritumomab 

tiuxetan 

Consolidation therapy after remission induction in previously untreated patients with 
follicular lymphoma 

2005 

Xolair Omalizumab 
Add-on therapy to improve asthma control in adult and adolescent patients (12 years of 
age and above) with severe persistent allergic asthma 

Avastin Bevacizumab 
Treatment of patients with metastatic carcinoma of the colon or rectum, metastatic breast 
cancer, renal cell cancer, non small cell lung cancer 

2006 Tysabri Natalizumab Single disease modifying therapy in highly active relapsing remitting multiple sclerosis 



2007 

Soliris Eculizumab Treatment of patients with paroxysmal nocturnal haemoglobinuria (PNH) 

Vectibix Panitumumab 
Treatment of patients with EGFR expressing metastatic colorectal carcinoma with non-
mutated (wild-type) KRAS 

Lucentis Ranibizumab Treatment of neovascular (wet) age-related macular degeneration (AMD) 

2009 

Removab Catumaxomab 
Intraperitoneal treatment of malignant ascites in patients with EpCAM positive 
carcinomas 

RoActemra Tocilizumab Rheumatoid arthritis in combination with MTX 

Stelara Ustekinumab Treatment of moderate to severe plaque psoriasis 

Cimzia 
Certolizumab 

pegol 
Rheumatoid arthritis in combination with MTX 

Simponi Golimumab Treatment of  rheumatoid arthritis , psoriatic arthritis and ankylosing spondylitis 

Ilaris Canakinumab 

Treatment of adults, adolescents and children aged 4 years and older with Cryopyrin-
Associated Periodic Syndromes (CAPS), including Muckle-Wells Syndrome (MWS), 
Neonatal-Onset Multisystem Inflammatory Disease (NOMID) / Chronic Infantile 
Neurological, Cutaneous, Articular Syndrome (CINCA), and severe forms of Familial 
Cold Autoinflammatory Syndrome (FCAS). 

Scintimun Besilesomab 
A radiopharmaceutical intended for use in scintigraphic imaging in adults with suspected 
osteomyelitis 

Prolia Denosumab Treatment of osteoporosis in postmenopausal women 

2010 Arzerra Ofatumumab Arzerra is used to treat chronic lymphocytic leukaemia (CLL)  

2011 

Benlysta Belimumab 
Add-on therapy in adult patients with active autoantibody-positive systemic lupus 
erythematosus with a high degree of disease activity 

Yervoy Ipilimumab 
Treatment of advanced (unresectable or metastatic) melanoma in adults who have 
received prior therapy 

Xgeva Denosumab 
Prevention of skeletal-related events in adults with bone metastases from solid tumours 

June 2012 











• Una autorización única 
para toda la UE 

• 210 días 

• Mismas indicaciones y 
ficha técnica (prospecto) 

El precio y la financiación 
las decide cada país 

individualmente 





SCIENTIFIC COMMITTEES 

CVMP COMP HMPC 



FINAL opinion on 
medicines for human 

use 



• Chair & Vice-Chair 
• 1 scientific expert member nominated by each MS (+1 alternate) - 28 

• 1 scientific expert member from NO and ICE (+1 alternate) (observers) 

• 5 co-opted members (experts in specific areas of interest for the CHMP) 

                                                                                                                                                                     

http://europa.eu.int/comm/enlargement/estonia/index.htm
http://europa.eu.int/comm/enlargement/bulgaria/index.htm
http://europa.eu.int/comm/enlargement/cyprus/index.htm
http://europa.eu.int/comm/enlargement/czech/index.htm
http://europa.eu.int/comm/enlargement/estonia/index.htm
http://europa.eu.int/comm/enlargement/hungary/index.htm
http://europa.eu.int/comm/enlargement/latvia/index.htm
http://europa.eu.int/comm/enlargement/lithuania/index.htm
http://europa.eu.int/comm/enlargement/malta/index.htm
http://europa.eu.int/comm/enlargement/poland/index.htm
http://europa.eu.int/comm/enlargement/slovakia/index.htm
http://europa.eu.int/comm/enlargement/slovenia/index.htm
http://www.enchantedlearning.com/europe/romania/flag/Flagbig.GIF
http://www.buldir.com/images/bulgaria_flag.gif
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Centralised Procedure 





RIESGO 

BENEFICIO 

– – 

+ 

PLAN MANEJO DE RIESGOS 

– 



EPAR 
European Public Assessment Report 

= available in all EU languages 

Summary  
Presentations 

Package Leaflet 

Summary of 
Product Characteristics 

Scientific discussion 

Steps taken before authorisation  
of the product 

Steps taken after granting  
the Marketing Authorisation (if applicable) 

= available in English 

Labelling 

all readers                

patients                     

pharmacists/patients   

health professionals   

scientific community / 
health professionals 

anyone interested     

PRODUCT  
INFORMATION 



General information to the public 

Name, INN, therapeutic area, MAH 

SmPC, Labelling, Package leaflet,  
Presentations, Manufacturers (MAH, AS),  
Conditions to the MA   









Current sales of the drug are modest, at 70 million pounds ($106 
million) in 2012, but GSK hopes it will become a major seller. 

(http://www.reuters.com/article/2013/04/03/glaxosmithkline-benlysta-idUSL5N0CQ2NN20130403) 







March 2014 

January 2014 

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



May 2014 

June 2014 

July 2014 



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 























16 April 2010 























 Marketing authorization through the centralized 
procedure (biotechnological products) 

 Same pharmaceutical form, dose and route of 
administration as the reference product 

 No extrapolation between different routes of 
administration 

 The reference product should be the same throughout 
the dossier and it should be available in the EU 



 Preclinical Comparative studies in vitro and in vivo 

– - PK 
– - PD 
– - Immunogenicity 
– - Toxicity 

 

 Efficacy and safety data showing comparability  

 Immunogenicity data 

 Pharmacovigilance system and risk management plan 





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 





















30/07/2014 





07/2007 CEREPRO 
AdV-HSVtk. Withdrawn by the applicant before the 
final negative opinion on the 2nd application  

12/2008 ADVEXIN 
AdV-p53. Withdrawn by the applicant before the 
final negative opinion  

07/2009 CHONDROCELECT 
Autologous chondrocytes. Marketing authorization 
granted 

07/2012 GLYBERA 
AAV-LPL. Marketing authorization granted after 
4rd evaluation 

01/2013 
HYALOGRAFT C 

AUTOGRAFT 

Autologous chondrocytes. Withdrawn by the 
applicant before the negative opinion  

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

04/2013 MACI 
Matrix-induced autologous chondrocyte 
implantation. Marketing authorization granted 

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




