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receiving the therapeutic benefi t, the 
intervention, e.g. stem-cell donation; has 
to be ethically acceptable, the safety of 
any medicinal product to be given has 
to be based on data and assessed as 
acceptable compared to its demonstrated 
effi cacy (in relation to the intervention). 
The ethical questions are not different 
whether a biosimilar, or an innovator 
biological product, or a small molecule 
medicinal product is given.
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I
n the European Union the word ‘bio-
similar’ denotes a copy version of an 
already authorized biological medic-
inal product with demonstrated 
similarity in physicochemical char-

acteristics, effi cacy and safety, based on a 
comprehensive comparability exercise [1]. 
The ‘comprehensive comparability exer-
cise’ is more extensive and complex than 
what is required for market authorisation of 
generics to account for the more complex 
nature of biopharmaceuticals compared to 
‘conventional’ small molecule medicinal 
products. The particular risks that make 
the more complex regulatory process nec-
essary are mostly related to the manufac-
turing process used for biologicals. Similar 
risks are associated with the changes that 
are not infrequently made to the manu-
facturing process of originator (reference) 
biological medicinal products during their 
life cycle, and when this occurs a regula-
tory comparability exercise is also required 
for the originator [1].

There is no evidence that the benefi t–
risk ratio of biosimilars authorized after 
successfully passing the regulatory ‘com-
prehensive comparability exercise’ would 
be notably different from that of the 
originator biological during its life cycle. 
It is also important to note, that the com-
prehensive comparability exercise require-
ment is not limited to quality and safety, 
but also covers effi cacy.

The physician prescribing a medicine, and 
the patient taking it, should be able to 

trust that during the regulatory approval 
process, be it for a ‘conventional’ phar-
maceutical product or a biological one, 
the benefi t–risk ratio in relation to quality, 
safety, and effi cacy of the product has 
been properly evaluated and found favour-
able. In the case of both generics and 
biosimilars, regulatory approval should 
be a sign that benefi ts and risks are simi-
lar enough to the originator. With time, 
new evidence may emerge, that requires 
re-evaluation of the risks and benefi ts of 
a product. This happens for all types of 
pharmaceutical products, even some very 
old ones.

For me the possibility that there are 
unknown clinical safety issues associ-
ated with the use of authorised biosimi-
lars is a research question, not an ethical 
question. The ethical question may then 
be a research ethics question. Or if put, 
as the author of the letter suggests [2], 
that ‘biosimilars, or any other medici-
nal products, are approved for use to 
save money for the society, without 
appropriate knowledge of safety conse-
quently putting individuals at risk’, then 
the key ethical question concerns the 
inappropriate regulatory approval, not 
the product’s safety. If biosimilars are 
used without appropriate approval, the 
ethical question is the same as in any 
other unlicensed/off-label use, use with-
out appropriate knowledge of quality, 
safety, effi cacy. When approved medic-
inal products are given for the benefi t 
of somebody other than the person 
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