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LABELLING OF BIOSIMILAR MEDICINAL PRODUCTS

1. Introduction

The introduction of similar biological medicinal products (biosimilars) into clinical practice
presents new challenges that are not ordinarily presented by small-molecule generic medicines.
This is because a biosimilar can only be proven to be similar and not identical to its reference
product. This fundamental difference has been acknowledged throughout the development of the
pharmaceutical legislation for biosimilars, which takes the approach that biosimilars are not

generics and must therefore be treated differently.

The summary of product characteristics (SmPC) and package leaflet, collectively “the labelling”
are important documents for all medicinal products. The SmPC sets out the agreed regulatory
position on the medicinal product as determined during the course of the regulatory assessment
process and forms the basis of information for healthcare professionals and patients on how to use

the medicinal product safely and effectively .

With regard to fulfilling these criteria for biosimilar medicinal products (biosimilars), EBE and

EFPIA believe that there are two principles that should be observed in the labelling:

1. As for any medicinal product the labelling should provide transparent information to
healthcare professionals and patients on issues that are relevant to the safe and effective use of

the medicinal product

2. In addition, the labelling for biosimilar medicinal products should provide clear guidance to
healthcare professionals and patients on the interchangeability/substitution of the biosimilar
with its reference product or other medicinal products of the same class

The purpose of medicinal product labelling is to ensure the clear unambiguous identification of
the medicine and to define the conditions for its safe and effective use. As biosimilars are a new
category of medicinal product, EBE and EFPIA believe that the European Medicines Agency
(EMEA) should define standards for the labelling of biosimilars in order that healthcare
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professionals and patients are able to identify them as such, and that they are provided with
appropriate and transparent information to ensure the safe and effective use of this new category

of medicinal product.
This document further describes this position and provides supportive background.

Finally, this paper should be read in conjunction with the EBE-EFPIA paper on Inapplicability of
Automatic Substitution Rules to Biotechnology Products (dated 31 July 2006), as the issue of

substitution and labelling of biotechnology medicines are closely linked.

2. Importance of Labelling in Clinical Practice

The labelling of medicinal products is the basis for providing healthcare professionals and patients
with information on how to use a medicinal product safely and effectively. Biosimilars are a new
category of medicinal product that are similar, but not identical to their reference product. It is
important to note that the EMEA has stated in their guideline on biosimilars *:
“It should be recognised that, by definition, similar biological medicinal products are not
generic medicinal products, since it could be expected that there may be subtle differences
between similar biological medicinal products from different manufacturers or compared with

reference products, which may not be fully apparent until greater experience in their use has
been established.”

Therefore, adopting the standard approach for labelling of generic small-molecule drugs (ie.
labelling that is, to all intents and purposes, identical to that of the reference product) is not
appropriate for biosimilars as there may be clinically important information that needs to be
communicated to healthcare professionals and patients. Clearly the exact nature of this
information will need to be defined on a case-by-case basis for each product; however, EBE and
EFPIA believe that a standard and consistently applied set of criteria for the labelling of
biosimilars should be developed by the EMEA.
2.1 Transparent and Accurate Information to Healthcare Professionals and
Patients
Consistent with Notice to Applicants “Guideline on Summary of Product Characteristics”
(October 2005) and in the interests of providing transparent information to healthcare
professionals and patients, EBE and EFPIA recommend that the SmPC should contain the
following information in sections 4.8 (Undesirable effects) and section 5. (Pharmacological

properties):
Section 4.8 (Undesirable effects)

Notice to Applicants states “This section should provide comprehensive information based on all

adverse reactions (ADRs) from clinical trials, post-marketing studies or spontaneous reports
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attributed to the medicinal product .”. EBE / EFPIA’s interpretation of this requirement would be

to ensure that section 4.8 of the SmPC for a biosimilar contains the following information:

e Safety data observed for the biosimilar “based on all ADRs from clinical trials, post-
marketing studies or spontaneous reports attributed to the medicinal product”

e A summary table (or equivalent) describing the safety profile of the biosimilar and comparing
it, qualitatively and quantitatively with that of the reference product

Section 5. (Pharmacological properties)

Notice to Applicants states “Sections 5.1 — 5.3 should normally mention information, which is
relevant to the prescriber and to other health-care professionals, taking into account the approved
therapeutic indication(s) and the potential adverse drug reactions. Statements should be brief and
precise.” EBE/EFPIA ’s interpretation of this requirement would be to ensure that section 5 of the

SmPC for a biosimilar contains the following information:

e For most categories of biotechnology medicinal products, there will be multiple innovator
products which could serve as a reference product (eg. erythropoietin, G-CSF, somatropin,
insulin). The labelling should contain a clear indication that the medicine is a biosimilar and
the exact identity of the reference product ie. the invented name, common or scientific name

and the manufacturers name eg.

“{Product X} is a biosimilar medicinal product. The marketing authorisation for {Product
X} has been approved following demonstration of similarity to its reference product
{Product Y}”.

e Unique clinical data for the biosimilar “Such information on clinical trials should be concise,
clear, relevant and balanced and summarise evidence from relevant studies supporting the

’)1

indication” .

e An overview describing the clinical similarity (ie. safety and efficacy) to the reference product
and in which indication(s)

e In case the reference product has more than one indication, a statement defining in which
indications safety and efficacy have been demonstrated independently in controlled clinical
studies using the biosimilar medicinal product and for which indications such clinical studies
have not been conducted ie. extrapolated without independent demonstration of safety and
efficacy

In all circumstances and consistent with SmPCs for innovative medicinal products, these sections
should be updated as relevant data becomes available from on-going clinical studies, post-

marketing commitments and spontaneous reports.

Such information described above will allow healthcare professionals and patients to make

informed decisions, without prejudice, about their choice of medicinal product.
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2.2 Guidance to Healthcare Professionals and Patients on
Interchangeability/Substitution

Clearly, an approved biosimilar may be considered by prescribing physicians, without prejudice,

as a therapeutic option alongside the reference product. However, we firmly believe that a

pharmacist should not be able to change (substitute) a biotechnology medicinal product without

the physician’s knowledge and explicit prior consent. This topic was discussed in detail in the

EBE-EFPIA position paper adopted in July 2006.

EBE and EFPIA understand that the EMEA will not guarantee that biosimilars are
interchangeable with their reference products * as a scientific assessment required to make such a
decision will not be undertaken during the review by the EMEA. Accordingly, EBE believes that,
when scientific data establishing interchangeability do not exist, it is important that healthcare
professionals and patients are aware that biological medicinal products with similar molecular

composition may not be interchangeable.

EBE and EFPIA believe that it would be appropriate for the EMEA to provide guidance on this
topic and make it clear at the Member State level, to healthcare professionals and to patients that it
should not be assumed that at approval, biosimilars are interchangeable with their reference

product.

EBE and EFPIA recommend that the EMEA achieve this in the labelling for a biosimilar, the
reference product and products of the same class (eg. epoetin, somatropin). The labelling should
contain advice to healthcare professionals and patients on substitution. Consistent with the
position discussed above, such advice is intended to ensure that the treating physician is involved
in the management of patients and any decision to change a biotechnology medicine. For
example, section 4.4 (Special warnings and precautions for use) of the SmPC could contain the
following advice:

“Changes from {Product X} to other {common name} preparations should be done under
strict medical supervision.”

EBE and EFPIA believe that providing such advice in the SmPC would be consistent with the
requirements for section 4.4 of the SmPC as defined in Notice to Applicants “Guideline on
Summary of Product Characteristics” (October 2005) ie. providing information on “The
conditions under which use of the medicinal product could be acceptable, provided that special
conditions for use are fulfilled” and is similar to advice already provided in other cases, for

example, modified release theophylline or calcium-channel blockers and insulin.

Similarly, corresponding advice could be included in the package leaflet.
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3. Labelling of Approved Biosimilar Medicinal Products

Two biosimilar medicinal products are approved in the European Union (Omnitrope® and
Valtropin®) and it is instructive to review their labelling in the context of the recommendations
being made by EBE. The labelling for Omnitrope® is effectively indistinguishable to that of its
reference product (Genotropin®). It is therefore not clear that Omnitrope® is a biosimilar or which

data quoted in the labelling were generated with Omnitrope® or with Genotropin®.

Conversely, the labelling for Valtropin® goes some way to providing the transparent information
to healthcare professionals and patients discussed in this position paper. For example, sections 4.8
and 5 of the SmPC reference the unique safety and efficacy data for Valtropin® from clinical
studies. However, the exact name of the reference product, which could be one of five or more

approved somatropins, and advice on interchangeability/substitution are not included.

EBE and EFPIA believe that a consistent approach to the labelling of future biosimilars is

essential.

4. Summary and Recommendations

Biosimilars are a new category of medicinal product. In order to enable their safe and effective
use, it is important that healthcare professionals and patients are provided with clear and

unambiguous information about the biosimilar medicinal product.

EBE and EFPIA recommend that the EMEA adopt a consistent approach to the labelling of
biosimilar medicinal products that provides transparent information to healthcare
professionals and patients on issues that are relevant to the safe and effective use of the
medicinal product; and clear guidance on interchangeability/substitution of the biosimilar

with its reference product or other medicinal products of the same class.

Such a consistent approach would help ensure that this new category of medicinal product is
safely and effectively introduced into clinical practice and prevent risks to public health due to

medication errors associated to problems with medicinal product labelling.
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