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List of abbreviations

Abbreviation Meaning

ACT appropriate comparator therapy

EDSS Expanded Disability Status Scale

G-BA Gemeinsamer Bundesausschuss (Federal Joint Committee)

IQWIG Institut fir Qualitat und Wirtschaftlichkeit im Gesundheitswesen
(Institute for Quality and Efficiency in Health Care)

MS multiple sclerosis

RCT randomized controlled trial

SGB Sozialgesetzbuch (Social Code Book)
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2. Benefit assessment
2.1 Executive summary of the benefit assessment

Background

On 01.02.2012, in accordance with § 35a Social Code Book (SGB) V, the Federal Joint
Committee (G-BA) wrote to the Institute for Quality and Efficiency in Health Care (IQWiG)
to commission the benefit assessment of the drug fampridine. The assessment was based on a
dossier compiled by the pharmaceutical company (hereinafter referred to as “the company”).
The dossier was sent to IQWIiG on 01.02.2012.

Research question

The benefit assessment of fampridine was carried out according to its approval status for the
following therapeutic indication: improvement of walking in adult patients with multiple
sclerosis (MS) with walking disability (EDSS (Expanded Disability Status Scale) 4-7).

The G-BA specified physiotherapy corresponding to the (German) Guideline on Remedies
(“Heilmittelrichtlinie”) as the appropriate comparator therapy (ACT). Patients were also
required to receive optimized standard therapy for MS (including symptomatic treatment with
spasmolytics, if necessary).

The company followed in principle the G-BA’s specification regarding the ACT and
designated continuous physiotherapy with the aim of improving walking as ACT for the
above-named therapeutic indication. However, the company deviated in important details
from the G-BA’s specification. Firstly, it did not address the extent to which the
physiotherapy used as ACT in the studies it submitted conformed to the physiotherapy
described in the Guideline on Remedies as specified by the G-BA or, if this was not the case,
whether it was nevertheless meaningful to consider the individual studies. Secondly, the
company gave no details about the required optimized standard therapy for MS. These
deviations were not justified by the company. The Institute used the ACT specified by the G-
BA for the benefit assessment of fampridine.

Results

The company presented no direct comparative studies on the research question in its dossier,
but undertook a non-adjusted indirect comparison between fampridine and physiotherapy on
the basis of randomized and non-randomized controlled trials. As a rule, non-adjusted indirect
comparisons are not a valid method of analysis, which is why, at the most, conclusions from
such analyses can only be drawn in exceptional cases (dramatic effects). However, dramatic
effects cannot be deduced from the non-adjusted indirect comparison presented by the
company for the research question of this benefit assessment.

Notwithstanding this, the two randomized controlled trials (RCTs) on physiotherapy used by
the company are also unsuitable for a non-adjusted indirect comparison. It is highly probable
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that a large proportion of the population investigated in the two studies did not correspond to
the population relevant for the benefit assessment. In both studies, patients with a very low
EDSS score (from 2 or 1.5) could also be enrolled, whereas the treatment with fampridine is
only approved for patients with an EDSS score of 4 to 7. The populations investigated in the
studies on fampridine or physiotherapy were not sufficiently similar for their results to be
compared, because the degree of disability differed markedly. Subgroup analyses for the
population of interest were also not presented. In addition, none of the studies state whether
the patients had received an optimized standard therapy for MS in accordance with the ACT
specified by the G-BA. Moreover, the company did not state how far the physiotherapy used
in the studies on the ACT corresponded to the Guideline on Remedies or if this was not the
case, whether it was nevertheless meaningful to consider the individual studies.

In summary, there are no evaluable studies on the ACT and hence no evaluable indirect
comparison for the assessment of the added benefit of fampridine. Hence, there is no proof of
an added benefit of fampridine over the ACT.

Extent and probability of the added benefit, patient groups with therapeutically
important added benefit

On the basis of the results presented, the extent and probability of the added benefit of the
drug fampridine is assessed as follows:

On the basis of the data available, there is no proof of an added benefit of fampridine in
comparison with the ACT specified by the G-BA. Hence, there are also no patient groups for
whom a therapeutically important added benefit can be derived.

The decision regarding added benefit is made by the G-BA.

2.2 Research question

The benefit assessment of fampridine was carried out according to its approval status for the
following therapeutic indication: “improvement of walking in adult patients with multiple
sclerosis with walking disability (EDSS 4-7)” [1].

The company followed in principle the G-BA’s specification regarding the ACT and
designated continuous physiotherapy with the aim of improving walking as ACT for the
above-named therapeutic indication. However, the company deviated in important details
from the G-BA’s specification, which determined physiotherapy corresponding to the
Guideline on Remedies as the ACT. Patients were also required to receive an optimized
standard therapy for MS (including symptomatic treatment with spasmolytics if necessary).
Firstly, the company did not address the extent to which the physiotherapy used as ACT in the
studies it submitted conformed to the physiotherapy described in the Guideline on Remedies
or, if this was not the case, whether it was nevertheless meaningful to consider the individual
studies. Secondly, the company gave no details about the required optimized standard therapy
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for MS. These deviations were not justified by the company. A detailed explanation can be
found in Section 2.7.1 of the full dossier assessment.

The ACT specified by the G-BA was used in this dossier assessment for the benefit
assessment of fampridine:

= Physiotherapy corresponding to the Guideline on Remedies. Patients were also required to
receive an optimized standard therapy for MS (including symptomatic treatment with
spasmolytics if necessary).

The assessment was carried out with respect to patient-relevant outcomes.

Further information about the research question can be found in Module 3, Section 3.1 and Module 4, Section
4.2.1 of the dossier and in Sections 2.7.1 and 2.7.2.1 of the full dossier assessment.

2.3 Information retrieval and study pool

The study pool of the assessment was compiled from the following data:

= Studies on fampridine completed by the company up to 03.11.2011 (study list of the
company).

= Results of a bibliographical literature search and a search in trial registries for studies on
fampridine (last search 23.01.2012 in bibliographical databases and 21.11.2011 in trial
registries, searches by the company)

= Results of a bibliographical literature search and a search in trial registries for studies on
the ACT “Treatment with physiotherapy” (last search 18.11.2011 in bibliographical
databases and 21.11.2011 in trial registries, searches by the company)

No relevant study was identified from the above-named steps of information retrieval for the
present research question for the following reasons:

The company presented no direct comparative studies. All the identified RCTs on fampridine
were placebo-controlled and, by themselves, not adequate to demonstrate an added benefit
compared to the ACT.

The company undertook an indirect comparison between fampridine and physiotherapy and
identified 2 RCTs and 2 non-randomized studies (a single-arm pilot study and a two-arm
cohort study) on physiotherapy.

The company carried out no adjusted indirect comparison because it considered the
methodological requirement of a common intermediate comparator was not met. As a
substitute, the company undertook a non-adjusted indirect comparison. Because the
randomization was not considered, such a comparison is associated with a very high degree of
uncertainty and is adequate for drawing conclusions for the benefit assessment only in
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exceptional cases [2,3]. One such case could be the presence of a dramatic effect. However,
this does not apply to the present benefit assessment (see Section 2.7.2.6.1 of the full dossier
assessment). Notwithstanding this, the RCTs on physiotherapy are also unsuitable for a non-
adjusted indirect comparison. It is highly probable that a large proportion of the population
investigated in the two studies did not correspond to the population relevant for the benefit
assessment (see Section 2.7.2.3.1 of the full benefit assessment). In both studies, patients with
a very low EDSS score (from 2 or 1.5) could also be enrolled, whereas the treatment with
fampridine is only approved for patients with an EDSS score of 4 to 7. The populations
investigated in the studies on fampridine and on physiotherapy were not sufficiently similar
for their results to be compared, because the degree of disability differed markedly. Subgroup
analyses for the population of interest were also not presented. In addition, none of the studies
state whether the patients had received an optimized standard therapy for MS in accordance
with the ACT specified by the G-BA. As regards the studies on the ACT, the company also
failed to state whether the physiotherapy was in accordance with the Guideline on Remedies.

The search for non-randomized controlled trials showed fundamental deficiencies, because
the relevant outcomes were also included by the company in the search strategy. This type of
search is basically unsuitable for identifying relevant publications with adequate sensitivity
(see Section 2.7.2.3.1 of the full dossier assessment).

Overall, no study of relevance to the research question is available.

Further information about the inclusion criteria for studies in the benefit assessment and the methods of
information retrieval can be found in Module 4, Sections 4.2.2 and 4.2.3 of the dossier and in Sections 2.7.2.1
and 2.7.2.3 of the full dossier assessment.

2.4 Results concerning added benefit

No studies relevant for the research question of the benefit assessment were available, either
for a direct comparison or for an indirect comparison. Hence, there is no proof of an added
benefit of fampridine over the ACT specified by the G-BA.

Further information about the results concerning added benefit can be found in Module 4, Sections 4.3.1.3 of the
dossier.

2.5 Extent and probability of the added benefit

On the basis of the available data, there is no proof of an added benefit of fampridine in
comparison with the ACT specified by the G-BA. Hence, there are also no patient groups for
whom a therapeutically important added benefit can be derived.

This deviates from the company’s assessment, which overall derived an indication of a
considerable added benefit of fampridine from the results on the non-adjusted indirect
comparison between fampridine and the ACT.

The decision regarding added benefit is made by the G-BA.
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Further information about the extent and probability of the added benefit can be found in Module 4, Section
4.4.2 of the dossier and in Section 2.7.2.5.2 of the full dossier assessment.

2.6 List of included studies

Not applicable, as the company did not present studies in its dossier from which an added
benefit of fampridine over the ACT specified by the G-BA can be determined.
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