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T
here is a lack of harmonization around the world 
when it comes to how different countries or regions 
approach interchangeability of biosimilars [1].

USA
In the US interchangeability is defi ned in law as part 

of the Biologics Price Competition and Innovation Act of 2009 
(BPCI Act) as:

‘the biological product may be substituted for the refer-
ence product without the intervention of the healthcare 
provider who prescribed the reference product’.

The US Food and Drug Administration (FDA) may approve a 
product as interchangeable, see Table 1, although individual 
states control the act of pharmacy-level substitution. The agency 
issued draft guidance on biosimilar interchangeability in January 
2017 [2] and more recently extended the comment period on 
the guidance [3]. Twenty-fi ve US states have passed legislation 
addressing biosimilar substitution [4].

European Union
The European Commission has defi ned interchangeability in a 
consensus information document on biosimilars [5] as:

‘the 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’.

In the European Union (EU), decisions on the interchangeability 
or substitution of biosimilars and originator biologicals are not 
made by the European Medicines Agency (EMA), but at the 
national level, see Table 1. This is the case, despite the fact that 
biosimilars developed in line with EU requirements are consid-
ered by EMA to be therapeutic alternatives to their reference 
biologicals.

Canada
In Canada, where biosimilars were previously referred to as 
subsequent entry biologics (SEBs), the medicines regulatory 
agency Health Canada has not defi ned interchangeability for 
biosimilars, but has stated that:

‘SEBs are not generic biologics … authorization of an 
SEB is not a declaration of pharmaceutical or therapeutic 
equivalence to the reference biologic drug’.

Health Canada does not designate biosimilars as interchangeable 
and does not support automatic substitution, see Table 1. 
Decisions on interchangeability are made at the provincial level.
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In this paper, diff erences across the world are highlighted when it comes to the interchangeability of biosimilars. The lack of harmo-
nization makes it diffi  cult for biosimilars makers and could possibly delay access to life-saving treatments.

Australia
Australia’s Pharmaceutical Benefi ts Advisory Committee (PBAC) 
can designate biosimilars as interchangeable, known as ‘a-fl agging’.

In Australia, the payer body has the exclusive authority to deter-
mine substitution of biosimilars at the pharmacy level. The sub-
stitution of biosimilars is recommended as its default policy.

Decisions on ‘a-fl agging’ are, however, made on a case-by-
case basis. The PBAC has permitted substitution (‘a-fl agging’) 
of biosimilars of infl iximab and etanercept [6] but not biosimilar 
follitropin.

Focus on USA
In the US, FDA has different requirements for biosimilars 
depending on whether they are defi ned as ‘biosimilar’ or 
‘interchangeable’.

FDA issued draft guidance on the interchangeability of biosimi-
lars in January 2017 [2]. In the guidance, the agency makes it 
clear that biosimilar makers will fi rst have to prove that their 
product is ‘biosimilar’ to the reference biological. Then, in order 
to claim ‘interchangeability’ for the biosimilar, additional infor-
mation must be submitted.

For biosimilarity the product must:
 • be highly similar notwithstanding minor differences in clini-
cally inactive components

 • have no clinically meaningful differences in safety, purity and 
potency

For interchangeability the following principles apply:
 • ‘can be expected to produce the same clinical result as the 
reference product in any given patient’

 • ‘for a biological product that is administered more than once 
to an individual, the risk in terms of safety or diminished effi -
cacy of alternating or switching between use of the biological 
product and the reference product is not greater than the risk 
of using the reference product without such alternation or 
switch.’

Where the product has been approved as a biosimilar (and not 
interchangeable) the physician must specify the name of the 
product if they want to prescribe a biosimilar. Whereas when the 
product has also been approved as interchangeable, substitution 
of the reference product with the biosimilar may be allowed. 
This, however, will be subject to state laws, as FDA policy on 
approval standards does not address biosimilar substitution.
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Table 1: Interchangeability of biosimilars around the world

USA Europe Canada Australia 

Defi ned in BPCI Act Defi ned in consensus document No defi nition

FDA may approve a product 
as interchangeable

EMA does not have authority to 
designate interchangeability

Health Canada does not 
designate biosimilars as 
interchangeable

Australia’s PBAC can designate 
biosimilars as interchangeable, 
known as ‘a-fl agging’

Individual states control 
the act of pharmacy-level 
substitution

Interchangeability decisions 
reside within Member States

Interchangeability decisions 
reside within provinces

Payer body has exclusive author-
ity to determine substitution of 
biosimilars at the pharmacy level

FDA issued draft guidance 
in January 2017

Some regulatory agencies issued 
statements in 2015 clarifying sup-
port for prescriber-supervised 
switching between a reference 
product and a biosimilar

25 US states have passed 
legislation addressing 
biosimilar substitution

Pharmacy-level substitution 
for biosimilars is not widely 
practiced in any EU country

Health Canada does not 
support automatic substitution

Substitution of biosimilars rec-
ommended as its default policy

BPCI Act: Biologics Price Competition and Innovation Act of 2009; EMA: European Medicines Agency; FDA: Food and Drug Administration; EU: European Union; PBAC: Pharmaceutical Benefi ts 

Advisory Committee.

Twenty-fi ve US states and Puerto Rico have passed legislation 
relating to interchangeability of biosimilars [4].

Most of the state legislation uses compromise language for 
automatic substitution of biosimilars, which has been supported 
by both originator and biosimilar medicines makers and was 
unveiled by the Generic Pharmaceutical Association (GPhA) in 
2014. The compromise language requires the dispensing phar-
macist to ‘communicate to the prescriber the specifi c product 
provided to the patient, including the name of the product and 
the manufacturer’ ‘within a reasonable time’. Critical points are 
that the wording does not specify the notifi cation period, and 
states that the communication is to be done via the use of an 
electronic system where possible – thus reducing any delays for 
patients and reducing the burden on pharmacists [7].

The lack of harmonization for the interchangeability of biosimi-
lars across the world introduces confusion for stakeholders and 
developers possibly delaying access to life-saving treatments.
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