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Unfortunately, this is not the case for what 
are claimed to be ‘biosimilar mAbs’  marketed 
in some non-EU countries, for example, 
China and India. This problem has been 
highlighted before [4], but is still continuing 
as reports describing limited assessment of 
poorly compared products are still referring 
to these products as ’biosimilars’ although 
they are clearly not such according to EU 
(and WHO) defi nitions [5].

The EU approval of the two biosimilar 
mAb products not only demonstrates the 
feasibility of using the biosimilar pathway 
for relatively large, complex molecules, 
but also sets a precedent for other biosim-
ilar mAb products to follow. We should 
expect several more biosimilar mAbs in 
the near and medium future. Perhaps a 
biosimilar trastuzumab will be next?

But the real challenge for biosimilar mAbs, 
at least in the EU will be market pen-
etration. Pricing and uptake of Remsima 

and Infl ectra throughout the EU will be 
 interesting from this important perspec-
tive. Equally, improved communication 
with physicians [6], payers and patients on 
the rigorous regulatory approval process 
should facilitate an increase in the uptake 
of these types of products.
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Biosimilars for Healthcare Professionals

The biosimilar name debate: 
what’s at stake for public health
Emily A Alexander, JD

As the number of innovator biologics and biosimilars 
increases worldwide, a growing debate has focused on 
how these products should be named. The simple con-
cept of a name can have signifi cant impact on prescrib-
ing, dispensing, and adverse event reporting processes 
and, consequently, patient safety.
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 surrounding biosimilars, attention has 
increasingly turned to how all biologicals 
should be named and, in particular, whether 
biosimilars should have non-proprietary 
names that distinguish them from the refer-
ence product and from other biosimilars.

Background on biosimilar naming 
 conventions to date
Thus far, the approaches to biosimilar 

B
iosimilars have now been on 
the market in the  European 
Union for more than six years, 
and several other  jurisdictions 
have approved biosimilars as 

well. Biosimilars are poised to enter the US 
market as soon as 2014, and more coun-
tries are developing approval pathways for 
biosimilars each year. As part of the discus-
sion of the regulatory and scientifi c issues 

 naming have been somewhat inconsistent 
and are becoming more complex. The 
World Health Organization (WHO) has his-
torically assigned biosimilars International 
Nonproprietary Names (INNs) that are the 
same as those of the reference products. 
However, a biosimilar could elect to use a 
Greek letter suffi x to indicate potential dif-
ferences in glycoforms when compared to 
the reference product [1]. National health 
authorities generally do not require 
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The current lack of global uniformity of 
non-proprietary naming of biosimilars 
may weaken the INN system, and the 
inconsistency could lead to confusion 
among stakeholders, including prescrib-
ers, pharmacists, patients, and the broader 
scientifi c  community. WHO is now in the 
process of considering a scheme in which 
a unique identifi er would be added to the 
non- proprietary name of a biosimilar, in 
order to distinguish it from the reference 
product and from other biosimilars [1].

Distinct non-proprietary names for all bio-
logicals, including biosimilars, are essential 
to promoting the public health by helping 
to facilitate: (1) transparency and clear 
identifi cation of a product; and (2)  effi cient 
and accurate pharmacovigilance.

Clear identifi cation of biological 
products
Depending on the pharmacy laws and prac-
tices of a jurisdiction, shared non- proprietary 
names may increase the potential for auto-
matic substitution at the pharmacy or lead to 
unintended switching from one product to 
another where a physician intended to pre-
scribe a specifi c product. A physician may 
choose to prescribe a specifi c product for 
any number of reasons, including because 
individual patients may have been stabilized 
on a particular product. But in jurisdictions 
where prescribing by brand name is pro-
hibited or discouraged, if non-proprietary 
names are shared across biologicals, includ-
ing biosimilars, patients may end up receiv-
ing products that are  different from those 
intended by physicians. This lack of trans-
parency can pose threats to patients and the 
physician-patient relationship. Further, some 
countries base their procurement tenders on 
non-proprietary name, a practice that may 
lead to patients being switched (sometimes 
repeatedly) among non-interchangeable 
products that share the same name.

In addition, three recent surveys of prescrib-
ers in the US and European Union suggest 
that some physicians believe a shared non-
proprietary name implies two products are 
structurally identical [8-10]. Shared names 
may therefore muddle prescriber choice by 
giving the impression that a biosimilar is 
identical to its reference product and iden-
tical to other biosimilars that share the same 
reference product, neither of which is the 
case. A biosimilar, by defi nition, is similar 
but not identical to the relevant reference 
product. Moreover, biosimilars will not 

undergo  comparability testing with regard 
to other biosimilars. Without ensuring dif-
ferentiation in  naming among biosimilars, 
physicians or other stakeholders may be led 
to believe that  different biosimilar products 
are identical to one another based solely 
on their individual biosimilarity to the ref-
erence  product. In this way, shared non-
proprietary names may inhibit physician 
understanding of the nature of biosimilars 
and may thwart physician efforts to ensure 
a patient receives the intended product.

Effi cient and accurate pharmacovigilance
Effective post-market surveillance, and ulti-
mately corrective actions to address safety 
concerns, hinges on the ability to effi ciently 
and accurately identify potential safety 
 signals and the product(s) responsible. The 
complexity of biological products and their 
sensitivity to even seemingly minor manu-
facturing changes and to environmental 
conditions means that, in some cases, it is 
not possible to fully predict the effect of a 
manufacturing change before it is imple-
mented. It also means that clinically mean-
ingful differences between biosimilars and 
their reference products sometimes may 
be detected only, or indeed may emerge, 
after biosimilar approval. It is therefore 
critical to be able to effi ciently identify any 
adverse events associated with a specifi c 
biological after it reaches the market.

Spontaneous reports of adverse events 
often do not include meaningful product-
identifying information beyond a  product’s 
non-proprietary name [7, 11], and  electronic 
payer databases vary in the extent to which 
they collect product-specifi c data. Shared 
non-proprietary names across products 
thus often result in the pooling of adverse 
events associated with multiple products, 
potentially masking a change in adverse 
events with respect to one product but not 
others as well as impeding the ability to 
identify the product(s) responsible for a 
safety signal [12].

In contrast, the distinct name approach cur-
rently under consideration by WHO would 
appropriately indicate that two related 
products are, in fact, related. But it would 
also indicate that two biologicals are dis-
tinct and help to reduce the potential for 
misattribution of adverse events. Because 
two products would share a  common ‘core’ 
portion of the non- proprietary name, this 
policy would also allow for the aggregation 
of data to assess class-wide safety issues.

a  biosimilar applicant to submit an applica-
tion to the WHO International Nonpropri-
etary Name Committee for evaluation.

Biosimilars in Europe have generally (but 
not always) shared the non- proprietary 
names of their reference  products. For 
example, Silapo (epoetin zeta) has a  distinct 
non-proprietary name from its reference 
product, Eprex/Erypo ( epoetin alfa) [2]. 
Remsima (infl iximab), in  contrast, shares 
the same non-proprietary name as its refer-
ence product, Remicade ( infl iximab) [3].

As regulators, physicians, and patients have 
gained experience with biosimilars and man-
ufacturers have begun  developing more com-
plex biosimilars like monoclonal antibodies, 
support has grown for  giving them distinct 
non-proprietary names, i.e. names that dis-
tinguish biosimilars from their reference 
products and from each other. For example, 
 Australia’s Therapeutic Goods Administration 
(TGA) recently issued guidance requiring 
that the non- proprietary name of a biosimilar 
be composed of: (1) the reference product 
non-proprietary name; and (2) a biosimilar 
identifi er, consisting of the prefi x ‘sim’ and a 
three letter unique identifi er code. According 
to TGA, this unique identifi er code would 
be issued by the WHO International Non-
proprietary Name Committee [4].

Japan also requires that biosimilars of com-
plex protein products bear unique non-
proprietary names. The naming convention 
there requires the biosimilar to use the non-
proprietary name of the reference product, 
plus ‘biosimilar’ and a number indicat-
ing the order in which the biosimilar was 
approved in Japan, e.g. 1, 2, 3 [5, 6].

In the absence of a specifi c biosimilar 
naming scheme mandated by statute, US 
Food and Drug Administration (FDA) is 
in the process of developing its policy on 
biosimilar naming. Meanwhile, the agency 
recently approved full, non-abbreviated 
applications for three biologicals bearing 
non-proprietary names with distinctive 
prefi xes: tbo-fi lgrastim, ziv-afl ibercept, and 
ado-trastuzumab emtansine. FDA reasoned 
that distinct names would facilitate post-
market safety monitoring and help mini-
mize the potential for medication errors 
(by reducing the risk of a patient receiving 
a product different than what the physi-
cian intended and by reducing confusion 
among healthcare providers who may con-
sider same names to mean that products 
are clinically indistinguishable) [7].
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Conclusion
WHO should thus develop policies requir-
ing distinct non-proprietary names for bio-
similars to best serve the  interest of public 
health. Swift action is  critical. Although 
biosimilars have a rapidly expanding 
global footprint, the number of approved 
biosimilars is still limited enough that a 
new approach for naming biologicals, 
even if applied only prospectively, will 
result in signifi cantly improved consis-
tency. WHO should also investigate the 
use of distinct non-proprietary names for 
all biologicals. These policies would not 
require drastic changes to existing naming 
processes or prescribing and dispensing 
systems, but would reduce the potential 
for  misattribution of adverse events and 
would improve product identifi cation and 
transparency. These goals are becoming 
more critical as the  number of approved 
biologicals increases. In the coming 
years, many new biologicals will enter 
the  market, and some will be biosimilar, 
some may be interchangeable, and some 
will not undergo any comparability  testing 
with another biological. A consistent, clear 
naming  policy is critical to preventing 
confusion.

In addition to WHO, national regulatory 
authorities will play key roles as well. 
First, because WHO does not itself have 
the authority to make the INN process 
mandatory, national regulatory authori-
ties should help facilitate global consis-
tency by adopting policies that encourage 
all biological applicants to apply for an 
INN from WHO. Second, coordination 
between WHO and national regulatory 
authorities is also  critical. Applicants are 
more likely to apply for an INN if the pro-
cess is effi cient and does not interfere with 
applicant review and approval timelines 
by national regulatory authorities. Finally, 
even if WHO adopts a unique identifi er 
approach, this policy will have little effect 
if the identifi er is not used on prescrip-
tions, patient records, product labelling 
and advertising, adverse event reports, 
and other records. National regulatory 
authorities can therefore play a key role in 
educating healthcare professionals, manu-
facturers, and other stakeholders on the 
importance of including the unique identi-
fi er in all contexts.

Other tools should be used to comple-
ment these efforts and may help ensure 

the clear identifi cation of biologicals and 
effective pharmacovigilance. For example, 
the use of distinct brand names may also 
help to distinguish between products. All 
biosimilar products in the European Union 
have had a distinct product name, and 
many stakeholders have suggested that 
the use of distinct brand names for bio-
similars will eliminate the need for distinct 
non- proprietary names.  However, not all 
jurisdictions have the authority to require 
that products bear a brand name. For 
 example, in the US, FDA does not have 
explicit statutory authority to require that 
all biosimilars use a distinct brand name. 
There are also some jurisdictions that pro-
hibit or discourage prescribing  certain 
products by brand name, and many 
 others – including the US – that do not 
mandate prescribing by brand name, so 
the use of distinct non-proprietary names 
becomes critical.

In addition, it is critically important to edu-
cate patients, physicians, and other stake-
holders on the importance of reporting 
more product-identifying information in 
adverse event reports and prescribing and 
dispensing records, such as brand name, 
non-proprietary name, manufacturer name, 
and lot number.

Biologicals are revolutionizing health-
care, and biosimilars may offer additional 
options for patients. But in order for these 
products to offer the greatest benefi t to 
patients, we must be able to accurately 
identify them and effi ciently track any 
applicable adverse events. In this way, 
the simple concept of a name is critical to 
protecting patients around the world.
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