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Biosimilars for Healthcare Professionals

Global policies on pharmacy-
mediated substitution of 
biosimilars: a summary
Thijs J Giezen, PharmD, PhD, MSc

An extensive overview of policies related to pharmacy-
mediated substitution of biosimilars across the world was 
carried out by Larkin et al. in 2017. The details of this are 
discussed in this commentary.
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generally involves all the stakeholders: 
the patient, prescriber, pharmacist and a 
specialized nurse [2]. It is known that any 
change to the medication can be met with 
negative expectations towards the new 
treatment (nocebo effect) and/or certain 
adverse events can be falsely related to 
the change in medication [4]. This stresses 
the importance of the involvement of the 
patient in insuring that they are given ade-
quate information on switching and their 
treatment regimen. Involvement of the 
patient is specifi cally important when bio-
logical treatment is being administered by 
the patient himself or herself, e.g. subcuta-
neous administration in the home setting. 
This is because the device by which the 
biosimilar is administered might differ from 
the device of the reference product and the 
patient should be instructed how to use the 
new device.

Recommendations for globally successful 
biosimilar substitution
In their discussion, Larkin et al. suggest 
six measures that should be considered by 
countries that are looking to develop guid-
ance on pharmacy-mediated substitution of 
biosimilars. The authors believe these are 
essential if pharmacy-mediated substitution 
is to occur to safeguard patients and the 
fi rst measure is to establish a legal frame-
work for substitution. Most of the measures 
are not specifi c to substitution but are also 
applicable to switching and are applicable 
to all biologicals. This assumption is sup-
ported by measure 6, which states that a 
mechanism should be in place to ensure 
that patient and physician are informed 

when a product is substituted. With this 
measure, substitution is moving towards 
the defi nition of switching and this is in 
line with current practice in the EU [3].

The authors also describe measure 2, which 
proposes that an additional level of scien-
tifi c evidence, in addition to the biosimilarity 
exercise, is required to enable designation 
as a biosimilar that can be substituted. In this 
context it is important to stress that a biosim-
ilar approved in a country with stringent 
regulatory requirements, such as in Interna-
tional Council for Harmonisation of Tech-
nical Requirements for Pharmaceuticals for 
Human Use (ICH) countries, has shown to 
be similar to the reference product in terms 
of quality, biological activity, clinical effi cacy 
and safety. Switching or substitution is there-
fore considered to be safe. The experience 
with changes in the production process that 
all biologicals undergo is also supportive 
for switching [3]. Additional switching stud-
ies face specifi c challenges related, among 
others, to the design (single-arm stud-
ies versus double-arm studies, one switch 
versus multiple switches), the endpoint, 
e.g. immunogenicity, pharmacokinetics, 
clinical effi cacy, and the number of patients 
to be included [5]. The importance of a strin-
gent regulatory system for biosimilars is sup-
ported by measure 5, as proposed by the 
authors. Measure 5 states that the country 
in question should actively apply stringent 
regulatory authority approval requirements 
for biosimilarity and therefore so-called non-
comparable biotherapeutic products cannot 
be approved.

A robust pharmacovigilance system, as 
proposed by measure 3, is important for 
all medicinal products, as is traceabil-
ity, due to the inherent batch-to-batch 
variability of biologicals. Several studies 
have shown that identifi cation of the 
administered brand can be traced with a 
certain amount of certainty [6, 7]. These 
studies showed that identifi cation of the 
product was possible without the avail-
ability of different International Non-
proprietary Names (INNs), as has been 
proposed by the authors. At present it 
is not clear if different INNs will have a 
positive infl uence on traceability and this 
needs to be investigated further. In addi-
tion, several EU states have expressed 
concern as they think that different INNs 
could have a negative impact on the trust 
in biosimilars [8]. Identifi cation of the 

Introduction
An extensive overview of policies related to 
pharmacy-mediated substitution of biosimi-
lars has been carried out by Larkin et al. in 
their paper ‘Pharmacy-mediated substitution 
of biosimilars – a global survey benchmark-
ing country substitution policies’ [1]. The 
paper includes information on 82 countries, 
which has enabled the authors to provide 
a global perspective and compare different 
regions of the world.

The authors fi nd that, in 72% of the coun-
tries surveyed, substitution at the phar-
macy level does not occur, either because 
it is not permitted or for other reasons. 
This was based on data collected by Pfi zer 
company representatives working in the 
specifi c countries/areas.

Clarifying the difference: substitution 
and switching
The paper by Larkin et al. focuses on the 
policies related to substitution of biosimilars 
in 82 countries across the globe [1]. Substi-
tution is generally defi ned as the practice of 
dispensing one medicine instead of another 
equivalent and interchangeable medicine at 
the pharmacy level without consulting the 
prescriber [2]. Within the European Union 
(EU) most regulatory agencies and organi-
zations representing healthcare profession-
als and/or patients have taken a position 
on the use of biosimilars. In general, the 
positions focus on switching instead of sub-
stitution [3]. Switching is defi ned as a deci-
sion made by the prescriber to exchange 
one medicine for another medicine with 
the same therapeutic intent. Switching 
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batch numbers remains a challenge and 
needs improvement. Vermeer et al. have 
provided an overview of the challenges 
related to traceability and conclude that 
long-term solutions lie in expanding the 
accessibility to and increasing the elec-
tronic exchange of exposure data. This 
is specifi cally important to reduce the 
burden on clinical practice as in the current 
situation; there is a need to record batch 
numbers manually in patient dossiers [9].

Measure 4 states that the biosimilar should 
be approved for all indications of the refer-
ence product not protected by exclusivity. 
However, regulations in the EU state that 
biosimilar companies are not obliged to 
apply for all indications, for which the ref-
erence product is approved [10]. A reason 
not to apply for a specifi c indication can, 
for example, be that a specifi c formulation 
is not produced by the biosimilar com-
pany. There is a risk of off-label use, espe-
cially in the case of substitution. Switching 
is expected to reduce this risk of off-label 
use, as is the implementation of electronic 
patient fi les, which can be accessed by the 
pharmacist during patient care.

Limitations
The authors highlight a number of limita-
tions in their study. For example, country 
regulations can be different to what happens 
in actual clinical practice [1]. This is specifi -
cally relevant when a prescribed brand is 
not available and so, in such circumstances, 
clinical practice can go against country regu-
lations in place as a different medication may 
be dispensed. In addition, the study does 
not clarify how different country viewpoints 
are taken into consideration. It is assumed 
that legislations are the primary basis for 
biosimilar substitution but, if there is no spe-
cifi c legislation in place related to the use of 
biosimilars, information is based on guide-

lines and viewpoints. This is complicated 
due to the different roles played by the stake-
holders involved in the biosimilar discussion. 
For example, it is possible that physicians 
and pharmacists will have different guide-
lines to payers regarding substitution. This is 
important when considering the discussions 
on switching and substitution from refer-
ence product to biosimilar and that these are 
mostly driven by fi nancial concerns and the 
increasing costs of medical care.

Conclusion
Overall, Larkin et al. have provided valuable 
data on the substitution policies regarding 
biosimilars around the globe. In most coun-
tries, substitution is not permitted. This is in 
line with the current thinking in the EU, that 
involvement of all stakeholders is important 
during the implementation of biosimilars. 
This ‘so-called’ practice of switching will 
help patients, physicians, pharmacists and 
nurses build trust in biosimilars.
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Comment on the non-biological complex drugs paper
Editor-in-Chief ’s comment and Erratum (please see the full manuscript on page 154)

Editor-in-Chief ’s comment
The reference quoted as support for the 
claim that this product was ‘proven’ to be 
a generic is actually a guidance, not even 
a rule. Contrary to what is claimed in the 
letter, acceptance by FDA does not mean 
the product was ‘proven’ to be identical. 
It means only that FDA decided that the 
product is ‘similar enough’ to be sold as 
a generic version. This approval is in part 

because FDA does not distinguish between 
NBCDs and simple chemical generics.

Erratum
The GaBI Journal apologizes that informa-
tion mentioned in the Letters to the Editor in 
page 154 of GaBI Journal, 2017, Issue 4 con-
cerning the manuscript entitled ‘Complex-
ity in the making: non-biological complex 
drugs (NBCDs) and the pharmacopoeias’ by 

Professor Gerrit Borchard, published GaBI 
Journal, 2016;5(1)36-41, require updating.

These were all updated on the manuscript 
published on the GaBI Journal website, see 
link: http://gabi-journal.net/complexity-
in-the-making-non-biological-complex-
drugs-nbcds-and-the-pharmacopoeias.html
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