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This document is meant purely as a documentation tool and the institutions do not assume any liability for its contents
> B REGULATION (EC) No 72672004 OF THE EUROPEAN PARLIAMENT AND OF THE
COUNCIL

of 31 March 2004

laving down Community procedures for the authorisation and supervision of medicinal products
for human and veterinary use and establishing a European Medicines Agency

{(Text with EEA relevance)

(OJ L 136, 30.4.2004, p. 1)
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ANNEX
MEDICINAL PRODUCTS TO BE AUTHORISED BY THE COMMUNITY
Medicinal products for human use containing a new active substance which,
on the date of entry into force of this Regulation, was not authorised in the

Community, for which the therapeutic indication is the treatment of any of
the following diseases:

— acquired immune deficiency syndrome,

— cancer,

F 7 %.

— neurodegenerative disorder, ¢

— diabetes,

, Y07

— auto-immune diseases and other immune dysfunctions, <«

— viral diseases.
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m European Medicines Agency
London, 16 November 2006

Doc. Ref. CPMP/EWP/561/98 Rev. 1

COMMITTEE FOR MEDICINAL PRODUCTS FOR HUMAN USE
(CHMP)

GUIDELINE ON CLINICAL INVESTIGATION OF MEDICINAL PRODUCTS FOR THE
TREATMENT OF MULTIPLE SCLEROSIS
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

23 June 2011
EMA/CHMP/CNSWP/257565/2011
Committee for Medicinal Products for Human Use (CHMP)

Concept paper on the need for revision of guideline on
clinical investigation of medicinal products for the
treatment of multiple sclerosis (CPMP/EWP/561/98 Rev.1)
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In the proposed update of the guidance document, the following issues will be discussed:

Treatment targets e.g. Disease Modifying Treatments , symptomatic treatments
Target population: clinically isolated syndrome, RRMS/ SPMS / PPMS

Study designs for populations at risk e.g. patient at high risk of progression
Clinical trial design depending on treatment target / population

Need for (long term) efficacy studies

Conditions where placebo controlled trials / comparative trials are needed
Conditions were superiority or non-inferiority studies are needed

Appropriate endpoints, including disability, relapse prevention, role of MRI variables, functional
assessments, symptomatic improvement

When and which long term safety data needed depending on the mechanism of action of an agent
Place of combinations therapies , add-on study designs
Amount of data needed in the paediatric / adolescent multiple sclerosis population

Clinical development plan of products with new mechanism of action versus known mechanism of
action
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. By way of derogation from Article 8(3)(1), and without prejudice
to the law relating to the protection of industrial and commercial prop-
erty, the applicant shall not be required to provide the results of pre-
clinical tests and of clinical trials if he can demonstrate that the medic-
inal product 1s a generic of a reference medicinal product which 1s or
has been authorised under Article 6 for not less than eight years in a
Member State or in the Community.
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4. Where a biological medicinal product which is similar to a refer-
ence biological product does not meet the conditions in the definition
of generic medicinal products, owing to, in particular, differences
relating to raw materials or differences in manufacturing processes of
the biological medicinal product and the reference biological medicinal
product, the results of appropriate pre-clinical tests or clinical trials
relating to these conditions must be provided. The type and quantity
of supplementary data to be provided must comply with the relevant
criteria stated in Annex | and the related detailed guidelines. The
results of other tests and trials from the reference medicinal product's
dossier shall not be provided.
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3. In cases where the medicinal product does not fall within the
defimtion of a generic medicinal product as provided in paragraph
2(b) or where the bioequivalence cannot be demonstrated through bioca-
vailability studies or in case of changes in the active substance(s),
therapeutic ndications, strength, pharmaceutical form or route of
administration, vis-a-vis the reference medicinal product, the results of
the appropriate pre-clinical tests or clinical trials shall be provided.
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m European Medicines Agency

Press office

London, 29 May 2009
Doc. Ref. EMEA/333052/2009

PRESS RELEASE
BioPartners GmbH withdraws its application for Biferonex (interferon beta-1a)

The European Medicines Agency has been formally notified by BioPartners GmbH of its decision to
withdraw 1ts application for Biferonex (interferon beta-1a), 6 million-international-unit solution for
injection, prefilled syringes for subcutaneous administration.
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The application for the marketing authorisation for Biferonex was submutted to the Agency on

24 July 2007. On 19 February 2009, the Agency’s Committee for Medicinal Products for Human Use
(CHMP) adopted a negative opinion, recommending the refusal of the marketing authorisation.
Following this, the company requested a re-exammation of the opimon, which was under review by
the CHMP at the time of the withdrawal.

The company stated in 1ts official letter that its decision to withdraw the application was based on the
fact that the additional information provided in support of the re-examination had not changed the
Commuttee’s view on the benefit-risk balance of Biferonex.

More information about Biferonex and the state of the scientific assessment at the fime of withdrawal
will be made available in a question-and-answer document. This document, together with the
withdrawal letter from the company, will be published on the Agency’s website after the next CHMP
meeting of 22-25 June 2009.
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

15 December 2011
EMA/CHMP/BMWP/652000/2010
Committee for Medicinal Products for Human Use (CHMP)

Guideline on similar biological medicinal products
containing interferon beta
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4. Non-clinical studies
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In vitro studies

In order to compare differences in biological activity between the similar and the reference medicinal
product, data from a number of comparative hioassays should be provided (e.g. receptor-binding
studies, antiviral effects in cell culture), many of which may already be available from bioassays
submitted as part of the quality dossier. Wherever possible, analytical methods should be standardised
and validated according to relevant guidelines (e.g. evaluation of antiviral effects in cell culture in

accordance with the provisions of the European Pharmacopoiea).
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concerns, the need for additional studies should be considered.
These could include an in vivo pharmacological study and/or a general repeated dose toxicity study.

If it can be justified that further studies in a pharmacologically responsive animal species are not
expected to provide relevant additional information, then such studies may he omitted.
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