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2 Benefit assessment

2.1 Executive summary of the benefit assessment

Background

In accordance with 8 35a Social Code Book (SGB) V, the Federal Joint Committee (G-BA)
commissioned the Institute for Quality and Efficiency in Health Care (IQWIiG) to assess the
benefit of the drug perampanel. The assessment was based on a dossier compiled by the
pharmaceutical company (hereinafter abbreviated to “the company”). The dossier was sent to
IQWIG on 15.09.2012.

Research question

The assessment of the added benefit of perampanel in accordance with the approval status
was undertaken for the following therapeutic indication: adjunctive (add-on) treatment of
partial-onset seizures with or without secondarily generalized seizures in patients with
epilepsy aged 12 years and older.

The G-BA specified the following appropriate comparator therapy (ACT):

= Lamotrigine.

= |In cases where lamotrigine is used as monotherapy, topiramate as add-on therapy is the
ACT.

The company adhered to the ACT specified by the G-BA, but with the restriction that
topiramate is not considered as an ACT for deriving the added benefit of perampanel. The
company justified this approach on the basis of the G-BA’s statement from the advisory
discussion, “...a comparison versus lamotrigine as monotherapy would not be productive
because of the planned therapeutic indication for perampanel as add-on therapy.” Since
topiramate is supposed to be ACT only in the specific case where lamotrigine is used as
monotherapy, a comparison with topiramate would also not be productive.

This approach is not accepted. Topiramate is appropriate for use as comparator therapy if it is
given as add-on therapy to a lamotrigine-containing basic therapy, provided perampanel is
also given as add-on therapy to a lamotrigine-containing basic therapy.

The assessment was therefore carried out without restriction concerning the ACT, in
accordance with the G-BA’s specification.

The assessment was undertaken with respect to patient-relevant outcomes.

Results

The company did not include any direct comparative studies with perampanel versus
lamotrigine. All the identified randomized controlled trials (RCTs) on perampanel were
placebo-controlled and, by themselves, not adequate to demonstrate an added benefit
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compared with the ACT. Nevertheless, on the basis of these studies, the company carried out
a direct comparison with a subpopulation of patients who had received lamotrigine as part of
their basic therapy. Thus, patients who had taken perampanel in addition to a lamotrigine-
containing basic therapy were compared with patients who had received placebo in addition to
a lamotrigine-containing basic therapy. The data presented constitute a comparison with
placebo and are not suitable for answering the research question of the benefit assessment.

Furthermore, the company undertook an adjusted indirect comparison between perampanel
and the ACT lamotrigine as add-on therapy. The company chose placebo as an intermediate
comparator. Again, for perampanel, it included that subpopulation of patients from the 3
placebo-controlled approval studies who received perampanel or placebo in addition to a
lamotrigine-containing basic therapy. For lamotrigine, the company included 2 placebo-
controlled randomized studies, in which lamotrigine or placebo was given in addition to a
basic therapy. The indirect comparison is also not suitable for answering the research
question. It was not the required comparison (according to the specification of the ACT)
between perampanel and lamotrigine, each as add-on to a basic therapy. Instead, the
combination of perampanel and lamotrigine was compared with lamotrigine, in each case as
add-on to a basic therapy of antiepileptic drugs. It should also be noted that in the studies on
perampanel, the patients in the placebo group received lamotrigine as part of their basic
therapy, which was not the case in the placebo groups of the studies on lamotrigine. Thus, the
similarity of the intermediate comparator is also to be questioned.

The data submitted by the company are not relevant for the assessment of the added benefit of
perampanel versus the ACT lamotrigine as add-on therapy.

The company undertook no comparison of perampanel and topiramate. Although it conducted
a corresponding search for studies on topiramate and presented results on 2 placebo-
controlled studies on topiramate, it did not include them in an indirect comparison with
perampanel.

In summary, the dossier contains no relevant data for the research question of the benefit
assessment, either for a direct comparison or for an indirect comparison with lamotrigine or
topiramate. Hence there is no proof of an added benefit of perampanel over the ACT specified
by the G-BA.
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Extent and probability of 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 perampanel is assessed as follows:

The available data provide no proof of an added benefit of perampanel 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 assessment of the added benefit of perampanel in accordance with the approval status
was carried out for the following therapeutic indication: “adjunctive treatment of partial-onset
seizures with or without secondarily generalized seizures in patients with epilepsy aged
12 years and older” [3].

The G-BA specified the following ACT:

= Lamotrigine.

= |In cases where lamotrigine is used as monotherapy, topiramate as add-on therapy is the
ACT.

The company adhered to the ACT specified by the G-BA, but with the restriction that
topiramate is not considered as the ACT for deriving the added benefit of perampanel. The
company justified this approach on the basis of the G-BA’s statement from the advisory
discussion, “...a comparison versus lamotrigine as monotherapy would not be productive
because of the planned therapeutic indication for perampanel as add-on therapy” (see Dossier
Module 3, Section 3.1). Since topiramate is supposed to be ACT only in the specific case
where lamotrigine is used as monotherapy, a comparison with topiramate would likewise not
be productive.

This approach is not accepted. Topiramate is appropriate for use as comparator therapy if it is
given as add-on therapy to a lamotrigine-containing basic therapy, provided perampanel is
also given as add-on therapy to a lamotrigine-containing basic therapy (see also Section 2.7.1
of the full dossier assessment).

® On the basis of the scientific data analysed, IQWiG draws conclusions on the (added) benefit or harm of an
intervention for each patient-relevant outcome. Depending on the number of studies analysed, the certainty of
their results, and the direction and statistical significance of treatment effects, conclusions on the probability of
(added) benefit or harm are graded into 4 categories: (1) “proof”, (2) “indication”, (3) “hint”, or (4) none of the
first 3 categories applies (i.e., no data available or data not interpretable), see [1]. The extent of added benefit or
harm is graded into 3 categories: (1) major, (2) considerable, (3) minor (in addition, 3 further categories may
apply: non-quantifiable extent of added benefit, no added benefit, or less benefit), see [2].
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The assessment was therefore carried out without restriction concerning the ACT, in
accordance with the G-BA’s specification.

The assessment was undertaken with respect to patient-relevant outcomes.

Further information about the research question can be found in Module 3, Section 3.1 and in 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 on the basis of the following information:

= Studies on perampanel conducted and completed by the company up to 12.07.2012 (study
list of the company)

= Results of a bibliographical literature search and a search in trial registries for studies on
perampanel (last search 20.06.2012 in bibliographical databases and 26.06.2012 in trial
registries, searches by the company)

= Results of a bibliographical literature search and a search in trial registries for studies on
the ACT lamotrigine (last search 20.06.2012 in bibliographical databases and 26.06.2012
in trial registries, searches by the company).

The above-named steps for information retrieval identified no relevant direct comparative
study for the present research question. The data submitted by the company for an indirect
comparison of perampanel with lamotrigine are also unsuitable for answering the present
research question. The reasons for this are as follows:

The company submitted no direct comparative studies on perampanel and the ACT.
Nevertheless, it included data from 3 placebo-controlled RCTs in which perampanel was
tested as add-on therapy in epilepsy patients aged 12 and over with partial seizures. Because
of the placebo control, the studies are not, by themselves, adequate to demonstrate an added
benefit over the ACT [4-7]. To enable conclusions on the added benefit of perampanel
compared with lamotrigine to be drawn from these studies, the company used the results of
their subpopulations. The subpopulations consisted of those patients who already received
lamotrigine plus at least one other antiepileptic drug in their basic therapy. Thus, patients who
received perampanel in addition to a lamotrigine-containing basic therapy were compared
with patients given placebo in addition to a lamotrigine-containing basic therapy. This
comparison is not suitable for assessing an added benefit over the ACT lamotrigine, since it
corresponds to a comparison of perampanel versus placebo (see Section 2.7.2.1 of the full
dossier assessment). Moreover, in this situation (lamotrigine is part of the basic therapy),
topiramate is the ACT.

Furthermore, the company undertook an adjusted indirect comparison between perampanel
and the ACT lamotrigine as add-on therapy. The company chose placebo (in addition to a
basic therapy of one or several antiepileptic drugs) as intermediate comparator. For
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perampanel the company included — as already done for the direct comparison — that
subpopulation of patients from the 3 placebo-controlled approval studies who received
perampanel or placebo in addition to a lamotrigine-containing basic therapy. For lamotrigine,
the company included 2 placebo-controlled studies in which lamotrigine and placebo — each
in addition to a basic therapy — were compared in epilepsy patients with partial seizures [8,9].
This indirect comparison is also not suitable for answering the research question of the benefit
assessment (see also Section 2.7.2.1 of the full dossier assessment). The same arguments
apply as for the direct comparison described above. The indirect comparison did not test (as
was required in the specification of the ACT) the comparison of perampanel and lamotrigine,
each as add-on to a basic therapy. Instead, the combination of perampanel and lamotrigine
was compared with lamotrigine, in each case as add-on to a basic therapy of at least one other
antiepileptic. Furthermore, topiramate and not lamotrigine was the ACT for the patients
included on the perampanel side. It should also be noted that in the studies on perampanel, the
patients in the placebo group received lamotrigine as part of their basic therapy (see also
Module 4, Section 4.2.5.6 of the dossier), whereas this was not the case in the placebo groups
of the studies on lamotrigine. Thus, the similarity of the common comparator (“placebo”) is
also to be questioned.

Indirect comparisons of perampanel with topiramate were not undertaken by the company as
part of the dossier. Although the company declined to use topiramate as the ACT as specified
by the G-BA (see Section 2.2), in Appendix 4-H; Section 4.3.2 of the dossier it presents the
results of two studies on topiramate [10,11]. Since these studies were not used by the
company for an indirect comparison and it is not clear from the information presented by the
company whether or how many of the enrolled patients in those studies were treated with
lamotrigine in the basic therapy, they cannot be taken into account for the benefit assessment.

Overall the company did not present any study data that are relevant for the research question
of the benefit assessment. Therefore, no check of the completeness of the study pool
submitted by the company was undertaken.

Further information about the inclusion criteria for studies in this 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 data relevant for the research question are available, either for a direct comparison or for
an indirect comparison. Hence, there is no proof of an added benefit of perampanel over the
ACT specified by the G-BA.

This deviates from the result of the company, which derived an added benefit of perampanel
as add-on therapy from the comparative data it submitted.

Further information about the results concerning added benefit can be found in Module 4, Sections 4.3.1.4 of the
dossier.
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2.5 Extent and probability of the added benefit

The available data provide no proof of an added benefit of perampanel over 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 derived a major added benefit of
perampanel over the ACT as add-on therapy of partial-onset seizures with or without
secondarily generalized seizures.

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

Further information about the extent and probability of the added benefit can be found in Module 4, Section 4.4
of the dossier and in Section 2.7.2.5 of the full dossier assessment

2.6 List of included studies

Not applicable, as the company did not present any study data in its dossier from which an
added benefit of perampanel versus the ACT specified by the G-BA could be determined.

References for English extract

Please see full dossier assessment for full reference list.

1. Institute for Quality and Efficiency in Health Care. General methods: version 4.0 [online].
23.09.2011 [accessed 05.05.2012]. URL:
https://www.igwig.de/download/General_Methods 4-0.pdf.

2. Institute for Quality and Efficiency in Health Care. Ticagrelor: benefit assessment
according to 8 35a Social Code Book V; extract; commission no. A11-02 [online]. 29.09.2011
[accessed 05.05.2012]. URL.: https://www.igwig.de/download/A11-

02_Extract of dossier_assessment_Ticagrelor.pdf.

3. European Medicines Agency. Fycompa: European public assessment report; product

information [online]. 27.11.2012 [accessed 20.12.2012]. URL.:

http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-
Product_Information/human/002434/WC500130815.pdf.

4. Squillacote D. Evaluating the efficacy and safety of E2007 (perampanel) given as
adjunctive therapy in subjects with refractory partial seizures [online]. In: ClinicalTrials.gov.
23.08.2012 [accessed 07.11.2012]. URL.: http://clinicaltrials.gov/ct2/show/NCT00699972.

5. Squillacote D. To evaluate the efficacy and safety of E2007 (perampanel) given as
adjunctive therapy in subjects with refractory partial seizures [online]. In: ClinicalTrials.gov.
23.08.2012 [accessed 07.11.2012]. URL: http://clinicaltrials.gov/ct2/show/NCT00699582.

6. Squillacote D. Evaluating efficacy and safety of E2007 (perampanel) given as adjunctive
therapy in subjects with refractory partial seizures [online]. In: ClinicalTrials.gov. 08.10.2011
[accessed: 07.11.2012]. URL.: http://clinicaltrials.gov/ct2/show/NCT00700310.

Institute for Quality and Efficiency in Health Care (IQWiG) -6-


http://clinicaltrials.gov/ct2/show/NCT00699972
http://clinicaltrials.gov/ct2/show/NCT00699582
http://clinicaltrials.gov/ct2/show/NCT00700310

Extract of dossier assessment A12-12 Version 1.0

Perampanel — Benefit assessment acc. to § 35a Social Code Book V 13.12.2012

7. Krauss GL, Serratosa JM, Villanueva V, Endziniene M, Hong Z, French J et al.
Randomized phase 111 study 306: adjunctive perampanel for refractory partial-onset seizures.
Neurology 2012; 78(18): 1408-1415.

8. Matsuo F, Bergen D, Faught E, Messenheimer JA, Dren AT, Rudd GD et al. Placebo-
controlled study of the efficacy and safety of lamotrigine in patients with partial seizures.
Neurology 1993; 43(11): 2284-2291.

9. Smith D, Baker G, Davies G, Dewey M, Chadwick DW. Outcomes of add-on treatment
with lamotrigine in partial epilepsy. Epilepsia 1993; 34(2): 312-322.

10. Faught E, Wilder BJ, Ramsay RE, Reife RA, Kramer LD, Pledger GW et al. Topiramate
placebo-controlled dose-ranging trial in refractory partial epilepsy using 200-, 400-, and 600-
mg daily dosages. Neurology 1996; 46(6): 1684-1690.

11. Privitera M, Fincham R, Penry J, Reife R, Kramer L, Pledger G et al. Topiramate placebo-
controlled dose-ranging trial in refractory partial epilepsy using 600-, 800-, and 1,000-mg
daily dosages. Neurology 1996; 46(6): 1678-1683.

The full report (German version) is published under www.igwig.de.

Institute for Quality and Efficiency in Health Care (IQWiG) -7-



	Publishing details
	Table of contents
	List of abbreviations
	2 Benefit assessment 
	2.1 Executive summary of the benefit assessment
	2.2 Research question
	2.3 Information retrieval and study pool
	2.4 Results concerning added benefit
	2.5 Extent and probability of the added benefit
	2.6 List of included studies

	References for English extract 

