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Biosimilar drugs – automatic 
substitution regulations review. 
Polish ISPOR chapter’s Therapeutic 
Programs and Pharmaceutical Care 
(TPPC) task force report

Abstract 

Objectives: Review of the EU regulations con-
cerning substitution of biological products with 
biosimilar products .

Methods: The TPPC task force has checked the 
approach to automatic substitution by WHO, at 
the EMA level and in countries across European 
Union. An internet search was performed chec-
king the regulations and direct contact to Regu-
latory Agencies in all European Union member 
states.

Results: Based on the research we have obta-
ined directly information from 23 EU Member 
States and Switzerland. Most of the EU coun-
tries do not allow for automatic substitution of 
the reference biological medicinal product by a 
biosimilar. Currently some EU countries already 
have local legal regulations towards automatic 
substitution of medicinal products in place.

Conclusions: Due to medicinal product com-
plexity in most of the European Union countries 
the automatic substitution of a reference biolo-
gical product by a biosimilar product is not allo-
wed. Local regulations are needed in each of the 
Member States according to EMA guidance. 
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Background

Biological medical products, being comprised 
of proteins, hormones, monoclonal antibodies 
and gene or cell therapies are produced with ad-
vanced technologies. Currently more and more 
diseases can be treated with targeted therapies. 
In order to ensure proper safety and efficacy of 
the final product the manufacturing process of 
the biologicals is carefully controlled due to its 
sensitivity and high level of expertise required. 
The biosimilar products are developed to be as 
similar  as possible to the reference medicinal 
product in terms of safety and efficacy and in the 
European Union EMA is the authority responsible 
for review of the marketing authorisations for the 
biosimilars. However the final decision on wheth-
er to substitute a reference biological medicinal 
product is the responsibility of the authorities in 
each of the EU Member States.

Taking into consideration the complexity of 
the molecules, manufacturing sensitivity, the 
potential to induce immunologic reactions, it is 
especially important for clinicians to be involved 
in the decisions related to the medication choice 
and possible substitution.

The TPPC task force worked on a review of reg-
ulations towards biosimilar drugs reimbursement 
and definitions in 2011-2012 1. As a continuation 
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of that discussion the automatic substitution 
regulations are currently in scope of our interest.

Methodology

In order to prepare the review of the regula-
tions regarding automatic substitution of a refer-
ence biological product with a biosimilar product 
at EMA and in each of the European Union Mem-
ber States we worked in parallel and; on one 
hand we performed an internet search and on 
the other; we contacted directly the Regulatory 
Bodies in EU Member States. In relation to the 
internet search there was initially no limitation 
towards the countries in scope, however due to 
Poland being an EU member state, the defined 
scope of countries of interest was specially fo-
cused on EU.

Prior to different databases search we have 
checked for the difference between interchange-
ability, switching and automatic substitution 
terms.

Then the databases have been reviewed to 
identify published regulations concerning ref-
erence biologic and biosimilar drugs automatic 
substitution. The search done by TPPC focused 
on the following words: “biosimilars”, “biological 
drug”, “biological drug substitution”, “authomatic  
substitution”, “substitution guidelines” , “substi-
tution regulations” and it was conducted using 
the Internet.

In parallel, we emailed all European Union 
Member States’ Regulatory Agencies asking for 
information regarding local regulation towards 
automatic substitution. The same predefined set 
of questions was send to the Agencies in order to 
gather information if the automatic substitution 
is allowed and if the topic is regulated by legal 
Acts at country level. In case that such regulation 
exists we asked for reference documents or web-
site link to access such documents.

Findings

According to European Commission document 
related to biosimilar products interchangeability 
is a medical practice of changing one medicine 
for another that is expected to achieve the same 
clinical effect in a given clinical setting and in any 
patient on the initiative or with the agreement of 
the prescriber 2.

Automatic substitution is a practice of dispens-
ing one medicine instead of another equivalent 
and interchangeable medicine at the pharmacy 
level without consulting the prescriber 2.

The term switching is related to the decision 
taken by the treating physician to exchange one 
medicine for another with the same therapeu-
tic intent in patients who are undergoing treat-
ment 2.
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WHO has recognized that a number of impor-
tant issues associated with the use of similar  
biotherapeutic products (SBPs) need to be de-
fined by the national authorities. They include, 
but are not limited, to the following: intellectual 
property issues; interchangeability and substitu-
tion of SBP with RBP; and labelling and prescrib-
ing information 3.

EMA has only responsibility to review the mar-
keting authorization submission and the decision 
whether to substitute or not the reference bio-
logical product with a biosimilar is on the respon-
sibility of each of the EU Member States compe-
tent authorities 4.

Since October 2011, pharmacists in Germany 
may substitute biotechnologically manufactured 
products among each other which have been 
approved with reference to the same reference 
product and which have been produced by the 
same manufacturer with the same manufactur-
ing process. The only difference between such 
substitutable products is their trade name 5. At 
the point in time of publication of the European 
Commission consensus information paper, no 
country had explicitly authorized the substitution 
of biological products from different manufac-
turers, and a number of EU Member States have 
put legal, regulatory, and political provisions in 
place that prevent this practice 2.

The Association of British Pharmaceutical In-
dustry (ABPI) working on the biosimilar topic 
took into consideration  EMA guideline on bio-
similars from 2006 6 and the EMA guidance pub-
lished in 2012 7 which states that the decision to 
treat a patient with a reference or a biosimilar 
medicine is only to be taken following the opin-
ion of a qualified healthcare professional. ABPI 
recommends that automatic substitution should 
not apply to any biologic; this includes automatic 
substitution of a biosimilar for its reference prod-
uct. Substitution should only ever occur with the 
knowledge and explicit prior consent of the treat-
ing physician 8.

The part of the project based on direct an-
swers from Regulatory Agencies is described in 
table 1. From 31 countries we contacted we have 
obtained the answer from 21 countries. Based 

on the obtained information it is clear that the 
automatic substitution is not allowed in Austria, 
Germany, Bulgaria, Czech Republic, Latvia, Lux-
embourg, Belgium, Denmark, Estonia, Finland, 
Hungary, Italy, Norway, Portugal, UK, Slovenia, 
The Netherlands and Switzerland; however most 
of the countries have no local regulations to-
wards automatic substitution. In Italy the choice 
is under the decision, control and responsibility 
of physician. Written criteria for drug substitu-
tion are published in Finland and Hungary. In 
Finland the automatic substitution (generic sub-
stitution in pharmacies) of biological products 
is not allowed. The criteria for substitution of 
medicines are described in the section 5c of the 
Medical Act and practically exclude automatic 
substitution by biosimilars. Based on those cri-
teria a list of substitutable products is prepared 
4 times per year. In Finland biosimilar products 
are not treated as “generic medicinal products”, 
which could be substituted. In Sweden there is 
no legislation that excludes a biosimilar product 
from the substitution system, however due to 
the complexity of the biological products up to 
now no biosimilar product has been included on 
the substitution list. In Belgium there is a pub-
licly available report prepared by the Federal 
Health Care Knowledge Centre (KCE): ‘Barriers 
and opportunities for the uptake of biosimilar 
medicines in Belgium’ and the substitution (the 
passage of a specialty subject to a prescription 
to another specialty by the pharmacist, without 
consulting the doctor) is not all. In France, ac-
cording to the new legal regulation, since Janu-
ary 2014, substitution is planned to be allowed 
only in a restrictive way: when initiating a course 
of treatment, and if the biosimilar belongs to the 
same grouping as the prescribed product, known 
as a “similar biologic group” and only when the 
physician hasn’t marked on the prescription that 
it is a not substitutable product 9. According to 
the French law it is clear that patients who have 
already started treatment on a biological med-
icine must not have their medicine substituted 
by a pharmacist 10. In Czech Republic there is no 
specific legal regulation towards the automatic  
substitution problem. However, most of the 
medical societies in the Czech Republic have of-
ficial recommendations regarding the suitability 
of substitution between the reference biological 
product and biosimilar, not recommending auto-
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Austria12 

Is the automatic substitution 
of reference biological 
product by biosimilar 
product allowed in your 
country?

Are there any legal 
regulations in your country 
in relation to automatic 
substitution by biosimilar 
products?

No Yes

Belgium13 No Yes

Bulgaria No No

The Czech Republic No  
Not regulated by Health 
Authorities, but medical 
societies have regulations. 

 Denmark No No

 Estonia No No

Finland14  No Yes

 France9 Only for new treatment  

The 2014 Social Security 
Financing Law (SSFL), 
including Article 47 on 
biosimilar substitution, was 
signed and published in the 
O�cial Journal on 23 and 24 
December 2013 respectively. 

 Germany11 No Yes

Hungary15 No Yes

 Iceland Information not clear -

 Ireland Information not clear -

Italy  No -

 Latvia No No

Lithuania 16
only in case, when 
biosimilar product has the 
same INN 

Yes

Liechtenstein  Information not clear  No 

 Luxembourg No No  

 The
 Netherlands17 

No No

Norway18 No Yes

Portugal No Yes

 Slovenia No No 

 Sweden19 Theoretically yes,
in practice not

Yes

United Kingdom20  No No

Switzerland21 No No

matic substitution. From Latvia we obtained the 
information that according to the State Agency 
of Medicines of the Republic of Latvia there is 
no automatic substitution of reference biological 
product by biosimilar product allowed and there 
are no legal regulations regarding to automatic 
substitution by biosimilar products in Latvia. In 
Austria and Germany the automatic substitution 
is not allowed by law. Mainly due to the differ-
ences between the original product and the  
biosimilar cannnot be done at pharmacy and the 
replacement may only be expressly ordered by a 
doctor 11.

In Lithuania, automatic substitution of biologi-
cal product by biosimilar product is allowed only 
in case, when biosimilar product has the same 
INN 16. Despite EMA guidance that the substitu-
tion should be regulated at each Member State 
level still some of the countries don not have lo-
cal regulations in place. We draw such conclusion 
based on the internet search we have performed 
and the answers we have  obtained from the reg-
ulatory agencies in the EU countries. 

Discussion

According to our search, Poland has no local 
regulations towards automatic substitution of 
reference biological products by biosimilar ones. 
From most of the countries we obtained an an-
swer to our questions informing that they have 
no automatic substitution in place, even in case 
they are not having local regulations. Due to al-
ready practical experience with biosimilar prod-
ucts in Australia we also checked the status re-
garding automatic substitution there. The results 
were similar to our findings in EU. PBS does not 
permit automatic substitution of biosimilars with 
different INN. The pharmacists cannnot substi-
tute a glycosylated biosimilar for its comparator 
drug. Where the drug has the same INN, then the 
cheapest product can be supplied unless the pre-
scriber stipulates the use of a particular brand 22.

The applicant of the biosimilar marketing au-
thorization must submit a risk-management phar-
macovigilance plan and biosimilars are priorities 
for pharmacovigilance. The approval pathway for 
a biosimilar is based on the determination of its 

Table 1. Automatic 
substitution – 
practice and 
regulations in EU

Since October 2011, 
pharmacists in Germany 
may substitute biotech-
nologically manufac-
tured products among 
each other which have 
been approved with 
reference to the same 
reference product 
and which have been 
produced by the same 
manufacturer with the 
same manufacturing 
process.



56 57

similarity to an approved biologic based on fewer 
patient data than were required for the initial ap-
proval of the reference product” and this create 
a need to collect safety data through effective 
post-approval safety surveillance systems. Bio-
similars are biological medicines too, the mole-
cule active substances of which are highly similar, 
but are not identical to the reference product 23.

In the US we found that according to the in-
formation from September 2013 the legislation 
regulating substitution was already introduced in 
several States and it defines that the substitution 
should occur only when the FDA has designated 
a biologic product as interchangeable; the phy-
sicians when prescribing a medicinal product 
should be able to prevent substitution and if such 
occurs then the prescribing physician should be 
notified of the substitution. The same principle 
is related to the patient who should be notified 
of the substitution. The pharmacist and the phy-
sician should keep records of the substitution 24.

Conclusions

Due to the medicinal product complexity in 
most of the European Union countries the auto-
matic substitution of a reference biological prod-
uct by a biosimilar product is not allowed. Local 
regulations are needed in each of the Member 
States according to EMA guidance.
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