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Draft GVP on Biological medicinal products 
 
  
 

…..in discussione a livello europeo 



Definizioni 

 Originator biological medicinal products 
 
 
 Similar biological products 

 
 
 Related biological medicinal products 



Definizioni 
 Originator biological medicinal products 

 
is a medicinal product that contains an active substance that is produced by 
or extracted from a biological source and that needs for its characterisation 
and the determination of its quality a combination of physio-chemical-
biological testing, together with the production process and its control 
[Directive 2001/83/EC, Annex 1, Part I, Module 3].  
 
Biologicals encompass a very wide and diverse array of medicines. These 
include medicinal substances derived from blood and plasma, 
biotechnology-derived medicines (e.g. using recombinant DNA technology), 
all types of prophylactic vaccines and advanced therapy medicinal products 
(ATMPs). 
 

 
 



Definizioni 

 similar biological products 
 

is a biological medicinal product that contains a version of the active 
substance of an already authorised original biological medicinal product 
(reference medicinal product) in the EEA, and which has shown similarity to 
the reference medicinal product in terms of quality characteristics, 
biological activity, safety and efficacy based on a comprehensive 
comparability exercise 
 
 



Definizioni 

 related biological medicinal products 
 

refers to a product which contains the same or closely related active 
substance (based on the international proprietary name (INN)) as (an)other 
authorised medicine(s) but was not authorised as a biosimilar (e.g. different 
interferon a/b inhibitors, different normal human immunoglobulins).  
  
 



Pharmacovigilance aspects specific to biologicals 

 Unlike chemically synthesised medicines which can usually be easily 
characterised and reproduced across different manufacturers, biological 
active substances are complex molecules produced using equally 
complex manufacturing processes with many downstream steps that are 
unique to a single manufacturer and shape the overall safety, quality 
and efficacy profile.  

  
 The unique manufacturing process (including choice of cell line, 

raw/starting materials, fermentation and purification process, final 
formulation) is as much a determinant of the product’s quality as the 
active substance, and minor changes in any manufacturing step can 
affect the product quality, and subsequently its safety and efficacy. 



 
 
 
1.  Immunogenicity 

 
2.  Manufacturing variability 

 
3.  Stability and cold chain 

 
4.  Product traceability  

 

Pharmacovigilance aspects specific to biologicals 



Immunogenicity 
• Due to their much more complex nature, biologicals pose a greater 

potential risk of immunogenicity compared to non-biologicals and 
require specific consideration. 
 

• In most cases, immunogenicity to a biological will be without clinical 
significance, such as a transient appearance of antibodies, and will not 
impact on the risk-benefit balance of the product. However, on rare 
occasions, immunogenicity could result in serious and life-threatening 
reactions.  
 

• Specific evaluation of immunogenicity is required during product 
development and prior to authorisation of biotechnological medicines  
 
 



Immunogenicity 
• For biosimilars in particular, initial marketing authorisation is based on 

demonstrated and accepted similarity of quality, safety and efficacy, in 
accordance with the comprehensive comparability exercise.  

• This exercise is designed to exclude any relevant differences between the 
biosimilar and the reference medicinal product. However, the Guideline 
on Similar Biological Medicinal Products Containing Biotechnology-derived 
Proteins as Active Substance: Non-clinical and Clinical Issues notes that 
“Data from pre-authorisation clinical studies are usually insufficient to 
identify rare adverse effects.  

• Therefore, clinical safety of biosimilars must be monitored closely on an 
ongoing basis during the post-approval phase including continued 
benefit-risk assessment”. This is particularly relevant for product-specific 
characteristics that may pose a risk of immunogenicity.  
 



Manufacturing variability 
 

• Marketing authorisation holders of biologicals make frequent 
changes to the manufacturing process of their products post-
authorisation. This happens for many reasons including changes in 
source materials, changes in facilities and changes in regulatory 
requirements.  
 

• Such changes need to be supported by a comparability exercise and 
submitted by the marketing authorisation holder as a variation to the 
marketing authorisation to determine that the pre-and post-change 
product is comparable/highly similar, to the extent that quality, 
safety, and efficacy is not adversely affected.  



Manufacturing variability 
 

• Most manufacturing changes do result in a comparable product, and 
the need, extent and nature of non-clinical and clinical comparability 
studies will be determined on a case-by-case basis.  

• However, it will not be possible to predict immunogenicity based on 
physico-chemical/analytical and biological assays alone, and 
supportive clinical studies (if requested) will not always be able to 
detect rare consequences of any altered immunogenicity before 
approval of a manufacturing change.  

• Biologicals are therefore potentially subject to this dynamic quality 
profile, with the potential for serious new risks (safety or efficacy) to 
emerge at any time point in the product life-cycle due to changes in 
product quality or characteristics (which may also be related to 
product handling and patient characteristics).  



Manufacturing variability 
 

• These potential changes are relevant not only within a product (e.g. 
‘drift’ in quality specifications over time), but also across products 
with the same INN.  

• In the long-term post-authorisation period, the originator, 
biosimilar(s) and related biological product(s) may potentially exhibit 
different safety profiles as these products evolve through their life-
cycle.  

• Whether or not an updated risk management plan (RMP) was 
implemented to support approval of a given manufacturing change, 
it underlines the importance for biologicals of continuous, life-cycle 
pharmacovigilance and risk management to rapidly detect any 
important changes in product safety and efficacy over time. 
 



Stability and cold chain 
• Strict process controls are in place for biologicals to ensure that 

manufacturing processes and standards remain within the authorised 
specification. Beyond the point of manufacture and release, overall 
product stability is maintained by adherence to appropriate 
storage/handling conditions, cold chain and good distribution practices  
 

• More so than for non-biologicals, non-adherence to these processes and 
standards can affect the stability and quality of biologicals, which in turn 
may introduce immunogenicity (see P.II.A.1.1) or contamination.  
 

• Life-cycle pharmacovigilance at the levels of products and batches is an 
important issue for biologicals  



Product traceability 

• As a consequence of manufacturing variability over time in the post-
authorisation phase within and across products with similar active 
substances, a key requirement for pharmacovigilance of biologicals is the 
need to ensure continuous product and batch traceability in clinical use.  
 

• This is especially important for biologicals compared to chemically-
synthesised medicines due to a greater inherent variability in product 
characteristics.  
 



Product traceability 
 

• Whether originator, biosimilar or related biological product, it is essential 
that different products with the same INN can be readily distinguishable 
in order that newly emerging and product-specific safety concerns and 
immunogenicity are rapidly detected and evaluated throughout a product 
life-cycle, and that supply can be traced to locations/patients if 
necessary.  
 

• As any given product usually retains the same product name following a 
significant change to manufacturing process, batch traceability is an 
important aspect to be considered in any associated updates to risk 
management plans 
 
 
 



Product traceability 

• Best clinical practice dictates that the product name and batch 
number of an administered biological should always be recorded 
by healthcare professionals (and ideally provided to the 
patient).  

• This is particularly important in cases when different products 
with the same INN are either intentionally switched or 
automatically substituted without the prescriber’s consent. 
 



Risk Management System 

• For all new marketing authorisations, a risk management plan (RMP) shall 
be submitted and approved by the competent authorities prior to the 
granting of the marketing authorisation.  
 

• A risk management plan, or an update thereof, is also normally required 
for a significant change in the marketing authorisation, including a new 
manufacturing process of a biotechnology-derived medicinal product. 
 
 



Risk Management System 
 

• As a general principle, any post-authorisation updates to the RMP for a 
reference product/originator should be similarly applied to the relevant 
biosimilars and related biological products, and vice-versa, unless 
justified, e.g. where available information suggests that the clinical 
concern prompting the update was product-specific (i.e. not related to the 
active substance or other common excipients).  
 

• All parts of a RMP are required for a biosimilar, with the exception of RMP 
part II, module SI “Epidemiology of the target population”. 
 



 http://www.agenziafarmaco.gov.it/sites/
default/files/Comunicazione_AIFA_post_
SSCFV.pdf 

Comunicazione AIFA su andamento delle 
segnalazioni di sospette reazioni avverse 

da medicinali equivalenti e biosimilari 
(17/09/2014) 
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