
VISION ON HEALTHCARE FOR ALL
1

How far advanced is the regulatory framework 
for biosimilars? 
Professor Flamion : “ As far as biosimilars are concerned, 
Europe is leading worldwide. In developing the biosimilar 
concept, we kept the same high quality standards, the same 
thresholds that apply to all new medicinal products. We have 
even pushed that forward by creating a new framework 
and by adapting the comparability requirements, which are 
very high. This concept is supported broadly by the scientific 
community. There are some critics who perhaps suggest that 
the requirements are not strict enough. This is a mistake, 
since the assessment is as strict as for any other medicine. 
This is clearly shown by the fact that in recent years the 
European Committee (the CHMP) has refused a number of 
applications for the licensing of biosimilar medicinal products 
due to lack of supportive data. After all, the same people 
within the medicines agencies deal with both biosimilar and 
reference medicines. ”

The level of requirements is not set in stone and adaptation 
of the regulatory framework will occur over time, taking 

into account new scientific advances and experience 
gained with biosimilar applications.“ This is also the case 
with all other medicinal products; we are certainly far from an 
unregulated European market ”, says Professor Flamion. 

In the end it does not make sense to develop a regulatory 
framework for biosimilars and then question the outcome 
afterwards. “ It is absolutely wrong and unjustified to undermine 
biosimilar medicines. At the level of the scientific opinions, 
the issues are treated in the same way as they are for other 
medicines. You can have full confidence in the current regulatory 
framework, which is based on the current state of science. ” 

And what about the methodology for evaluating 
biosimilars : ‘Trial and error ’…?
Various papers do question the seriousness of the 
comparability exercise, the extrapolation to other 
indications, or the number of patients included in the 
trials, etc. Professor Flamion clarifies these aspects : “ The 
comparability exercise1 and the extrapolation of indications are 
based on the acceptance of a specified margin of uncertainty. 
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Biosimilars : the regulatory framework ensures the necessary guarantees 

As former Chairman of the Scientific Advice Working Party (SAWP) of the European Medicines Agency 
(EMA) and as chairman of the Belgian Committee for the Reimbursement of Medicines, Professor Flamion is 
in a unique position to speak about the developments regarding biosimilar medicines. We had the opportunity 
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1	 The basic principle underlying the development of a biosimilar product is thorough comparability with the reference product. This is not a new scientific 
concept that applies only to biosimilar medicines. Comparability, as assessed through a process known as a “comparability exercise”, is a critical concept 
that has been evolved in order to undertake comparisons between different versions of any new biological products in development. The same scientific 
principle of comparability applies to the development of a biosimilar product, which must be similar to the reference product in terms of quality, efficacy, 
and safety in order to be allowed on the EU market. 

‘‘ Europe is leading 
worldwide.  
In developing the 
biosimilar concept, 
we kept the 
same high quality 
standards, the same 
thresholds that apply 
to all new medicinal 
products. ’’

Febelgen interview with Professor Bruno Flamion, Chair of the Belgian Committee for the Reimbursement 
of Medicines (CTG/CRM) and Former Chair of the Scientific Advice Working Party (SAWP) at the European 
Medicines Agency
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This is always the case, even for a new medicinal product.  
You not only have the 5% statistical margin of error that 
applies to the results of clinical studies but also all external 
factors that may trigger a certain error in the conclusions. This 
global level of uncertainty is acceptable provided it does not 
impact significantly on the clinical outcome. The basic principle 
of biosimilarity is a common agreement on the margins that 
are acceptable to guarantee safety. For biosimilars these safety 
margins are assessed with utmost care. ”

“ The concept of comparability is also applied to original 
molecules when existing knowledge is transposed to other 
areas. In the course of development of a compound, it is 
frequent to compare it to itself several times. For example it 
frequently happens that the technique used for manufacturing 
biotechnology medicinal products is adjusted in the course 
of development (e.g. during the ‘scaling up’ process). ”  
This approach is normal. “ Biotechnological medicinal 
products must be constantly compared with themselves.  
This is nothing revolutionary from the methodological 
perspective. Differences are regularly observed but these are 
accepted as long as they remain within acceptable limits. ” 

Are there risks associated with starting treatment 
with a biosimilar medicine?
Professor Flamion’s answer leaves no room for ambiguity : 
“ No, even though it is of course true that more patients 
have been treated with the reference medicine than with 
the biosimilar… the fact is that we always come back to the 
concept of acceptable margin. There is always a probability 
that an issue may arise with either the original or the 
biosimilar medicine. Incidentally, so far in Europe, one of the 
most dramatic problems that could occur with biotechnological 
medicinal products has been seen in relation to a reference 
medicine. We are talking about cases of serious immunological 
reactions to an original molecule, which was an erythropoiesis 
stimulant, and was the subject of a change in manufacturing, 
container and transportation. So far, no unexpected adverse 
reaction, other than those normally observed with the reference 
medicine, has been reported with biosimilar medicines. ” 

Are biotechnological medicinal products 
interchangeable?
Professor Flamion : “ As is the case for all biotechnological 
medicines, it must be taken into account that if the 
biotechnological product is switched, this adds an additional 
theoretical risk. But this is the case for any change to the 
original product (whether change of manufacturing site, scaling 
up, etc.) and is not specific to biosimilars. There is even some 
variability between different batches of a single medicine. 
Every patient who is treated with a biotechnological medicine 
should be monitored. Each case should be looked at separately, 
bearing in mind the type of medicine, the indications and the 
patients. From the scientific point of view, it is true that every 
change triggers increased variability for a patient. By the way, 
the level of variability that is induced by any change in a 
regular treatment, even a mock change in a small-molecule 

medicinal product, has not been carefully evaluated so far, 
although it should be. It is likely that “ change ” by itself is an 
environmental factor that requires increased monitoring. When 
it comes to switching, it is also appropriate to incorporate 
pharmacoeconomic considerations into the decision.” 

What can you say about the Risk Management 
Plan (RMP)2? 
Biosimilars and reference medicines have to be monitored in 
the same way during the whole life cycle… “ (Nevertheless) 
it is true that there are situations in which the biosimilar 
medicine, a Risk Management Plan (RMP) is in place, while 
there is none for the corresponding reference medicine ”. This 
may apply among others to biotechnological medicinal 
products that were brought onto the market before the 
European Directive (2004/27/EC) came into force in 2004. 
“ In these cases you could say that biosimilars are even better 
controlled than their reference products. ”

‘‘ The concept of 
comparability is also 
applied to original 
molecules when 
existing knowledge  
is transposed to  
other areas. ’’

Freely translated into English from the original interview, given in French by Prof. Flamion and published in the FeBelGen Newsletter, 
Dec. 5, 2010. FeBelGen is the association for generic and biosimilar medicines in Belgium.

2	 As is the case for all new medicinal products, including biosimilars, a Risk Management Plan (RMP) is an integral part of the approval. A RMP is a 
detailed description of the Risk Management System which has to be submitted to and approved by the European Medicines Agency (EMA). The Risk 
Management system comprises a set of pharmacovigilance activities and interventions designed to identify, characterise, prevent or minimise risks 
relating to a medicinal product, including the assessment of the effectiveness of those activities and interventions.
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