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2 Benefit assessment

2.1 [Executive summary of the benefit assessment

Background

In accordance with § 35a Social Code Book (SGB) V, the Federal Joint Committee (G-BA)
commissioned the Institute for Quality and Efficiency in Health Care (IQWiG) to assess the
benefit of the drug ponesimod. The assessment is based on a dossier compiled by the

pharmaceutical company (hereinafter referred to as the “company’). The dossier was sent to
IQWiG on 14 June 2021.

Research question

The aim of this report is to assess the added benefit of ponesimod in comparison with the ACT
in adult patients with active relapsing multiple sclerosis (RMS).

The G-BA’s specification of the ACT results in the research questions presented in Table 2.

Table 2: Research questions of the benefit assessment of ponesimod

Research | Therapeutic indication ACT?

question

1 Adult patients with active RMS without prior  [IFN-f 1a or IFN- 1b or glatiramer acetate or
disease-modifying therapy or adult patients ocrelizumab, taking into account approval status

with prior disease-modifying therapy whose
disease is not highly active

2 Adult RMS patients with highly active disease | Alemtuzumab or fingolimod or natalizumab
despite treatment with disease-modifying
therapy®

a. Presented is the respective ACT specified by the G-BA.

b. According to the G-BA, appropriate (prior) treatment typically must be administered for at least 6 months.
Depending on the frequency and severity of relapses as well as disability progression, the duration of
disease-modifying therapy can be less than 6 months and must be justified.

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee; IFN: interferon; RMS: relapsing
multiple sclerosis

In this benefit assessment, the following terminology is used for the research questions:

= Research question 1: treatment-naive patients as well as pre-treated patients and patients
without highly active RMS

» Research question 2: pre-treated patients with highly active RMS

For research question 1, the company departed from the G-BA’s specification by identifying
teriflunomide as an additional ACT option, alongside the options specified by the G-BA.
However, the arguments presented by the company do not justify expanding the ACT by
teriflunomide. Hence, the present benefit assessment was conducted using the ACT specified
by the G-BA, disregarding the option of teriflunomide.

Institute for Quality and Efficiency in Health Care (IQWiG) -1-



Extract of dossier assessment A21-83 Version 1.0

Ponesimod (multiple sclerosis) 13 September 2021

The assessment was conducted by means of patient-relevant outcomes on the basis of the data
submitted by the company in the dossier. Randomized controlled trials (RCTs) with a minimum
duration of 12 months were used to derive added benefit.

Research question 1: treatment-naive patients as well as pre-treated patients and
patients without highly active RMS

Study pool of the company

For research question 1, no relevant RCT was found for the comparison of ponesimod with the
ACT specified by the G-BA. For this research question, the company submitted the OPTIMUM
study, an RCT comparing ponesimod with teriflunomide in adult patients with active RMS. The
study is not relevant for the benefit assessment because teriflunomide is not an ACT for the
present research question. The company did not verify the suitability of the OPTIMUM study
for an indirect comparison with the ACT.

Results

The company did not submit any suitable data for assessing the added benefit of ponesimod in
comparison with the ACT for treatment-naive patients or for pre-treated patients or for patients
without highly active RMS. Consequently, there is no hint of added benefit of ponesimod in
comparison with the ACT; an added benefit is therefore not proven for this research question.

Research question 2: pre-treated patients with highly active RMS

The company did not present any data for assessing the added benefit of ponesimod in
comparison with the ACT for pre-treated patients with active RMS. Consequently, there is no
hint of added benefit of ponesimod in comparison with the ACT; an added benefit is therefore
not proven for this research question.

Probability and extent of added benefit, patient groups with therapeutically important
added benefit?

On the basis of the presented results, the probability and extent of added benefit of the drug
ponesimod in comparison with the ACT have been assessed as follows:

Table 3 presents a summary of the probability and extent of added benefit of ponesimod.

3 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 , categories: (1) “proof”, (2) “indication”, (3) “hint”, or (4) none of the
first 3 categories applies (i.e., no data available or conclusions 1 to 3 cannot be drawn from the available data).
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, added benefit not proven, or
less benefit). For further details see [1,2].

Institute for Quality and Efficiency in Health Care (IQWiG) -2-



Extract of dossier assessment A21-83 Version 1.0

Ponesimod (multiple sclerosis) 13 September 2021

Table 3: Ponesimod — probability and extent of added benefit

Researc | Therapeutic indication ACT? Probability and extent of
h added benefit
question
1 Adult patients with active RMS |IFN-B 1a or IFN-B 1b or Added benefit not proven
without any prior disease- glatiramer acetate or
modifying therapy or adult ocrelizumab, taking into account
patients with prior disease- approval status

modifying therapy whose
disease is not highly active

2 Adult RMS patients with highly | Alemtuzumab or fingolimod or | Added benefit not proven
active disease despite treatment | natalizumab
with disease-modifying therapy®

a. Presented is the respective ACT specified by the G-BA.

b. According to the G-BA, appropriate (prior) treatment typically must be administered for at least 6 months.
Depending on the frequency and severity of relapses as well as disability progression, the duration of
disease-modifying therapy can be less than 6 months and must be justified.

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee; IFN: interferon; RMS: relapsing
multiple sclerosis

The G-BA decides on the added benefit.
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2.2 Research question

The aim of this report is to assess the added benefit of ponesimod in comparison with the ACT
in adult patients with active RMS.

The G-BA’s specification of the ACT results in the research questions presented in Table 4.

Table 4: Research questions of the benefit assessment of ponesimod

Research | Therapeutic indication ACT?

question

1 Adult patients with active RMS without any IFN-B 1a or IFN-B 1b or glatiramer acetate or
prior disease-modifying therapy or adult ocrelizumab, taking into account approval status

patients with prior disease-modifying therapy
whose disease is not highly active

2 Adult RMS patients with highly active disease | Alemtuzumab or fingolimod or natalizumab
despite treatment with disease-modifying
therapy®

a. Presented is the respective ACT specified by the G-BA.

b. According to the G-BA, appropriate (prior) treatment typically must be administered for at least 6 months.
Depending on the frequency and severity of relapses as well as disability progression, the duration of
disease-modifying therapy can be less than 6 months and must be justified.

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee; IFN: interferon; RMS: relapsing
multiple sclerosis

In this benefit assessment, the following terminology is used for the research questions:

» Research question 1: treatment-naive patients as well as pre-treated patients and patients
without highly active RMS

= Research question 2: pre-treated patients with highly active RMS

The company followed the G-BA’s specification of the ACT for research question 2. For
research question 1, the company departed from the G-BA’s specification by identifying
teriflunomide as an additional ACT option, alongside the options specified by the G-BA.

The company justified the addition of teriflunomide primarily with recommendations of
national and international guidelines [3-5] as well as with the health care situation in Germany
[6]. Further, the company asserted that based on the data submitted in the teriflunomide benefit
dossier, there was no evidence of lesser effectiveness of teriflunomide when compared with
interferon (IFN) B 1a [7].

The company’s rationale is not plausible. As discussed by the company itself, the G-BA did not
identify any added benefit of the drug teriflunomide in comparison with the ACT of IFN-§ 1a.
The study used by the G-BA for the assessment of teriflunomide did not prove the noninferiority
of teriflunomide versus IFN-f 1a with regard to relapse-related outcomes [8]. Nor was the study
included in the assessment designed for this purpose. In the teriflunomide assessment report,
the European Medicines Agency likewise points this out [9]. Consequently, the present benefit
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assessment was conducted in comparison with the ACT specified by the G-BA, disregarding
the option of teriflunomide.

The assessment was conducted by means of patient-relevant outcomes on the basis of the data
submitted by the company in the dossier. RCTs with a minimum duration of 12 months were
used to derive added benefit. This concurs with the company’s inclusion criteria.
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2.3 Research question 1: treatment-naive patients as well as pre-treated patients and
patients without highly active RMS

2.3.1 Information retrieval and study pool

Information retrieval

The study pool of the assessment was compiled on the basis of the following information:
Sources cited by the company in the dossier:

=  Study list on ponesimod (as of 13 April 2021)
* Bibliographic literature search on ponesimod (most recent search on 22 April 2021)

= Search in trial registries / study results databases on ponesimod (most recent search on
20 April 2021)

= Search on the G-BA website on ponesimod (most recent search on 10 May 2021)
To check the completeness of the study pool:

= Search in trial registries for ponesimod (most recent search on 7 July 2021); see
Appendix A of the full dossier assessment for the search strategies.

The check for completeness of the study pool revealed no relevant studies for comparing
ponesimod versus the ACT specified by the G-BA. The company, in contrast, identified the
OPTIMUM RCT comparing ponesimod with teriflunomide [10] and used it for its assessment.

Evidence provided by the company

For research question 1, the company submitted the OPTIMUM study. This is an RCT
comparing ponesimod with teriflunomide in adult patients with active RMS. The study is not
relevant for the benefit assessment because teriflunomide is not an ACT for the present research
question (see Section 2.2). The company’s dossier does not discuss whether the benefit
assessment could have used an indirect comparison of ponesimod versus the ACT specified by
the G-BA on the basis of the OPTIMUM study, with teriflunomide as the common comparator.

Alongside the OPTIMUM study, Module 4 A of the company’s dossier lists, for the study pool
of its benefit assessment, the AC-058B201 study in the category of placebo-controlled studies.
However, Module 4 A of the company’s dossier subsequently fails to present any results from
this study. The company also listed this study among the studies disregarded in its benefit
assessment, reasoning that it is a dose-finding study. The study’s publication submitted by the
company shows that it is an RCT comparing 3 different dosages of ponesimod with placebo
[11]. Since the AC-058B201 study does not investigate any comparison of ponesimod versus
the ACT, it is irrelevant for the present benefit assessment.
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2.3.2 Results on added benefit

The company did not submit any suitable data for assessing the added benefit of ponesimod in
comparison with the ACT for treatment-naive patients or for pre-treated patients or for patients
without highly active RMS. Consequently, there is no hint of added benefit of ponesimod in
comparison with the ACT; an added benefit is therefore not proven for this research question.

2.3.3 Probability and extent of added benefit

The company did not submit any suitable data for assessing any added benefit of ponesimod in
comparison with the ACT in treatment-naive patients or pre-treated patients or patients without
highly active RMS. Consequently, there is no proof of added benefit of ponesimod in
comparison with the ACT for research question 1.

This departs from the assessment by the company, which has derived an indication of minor
added benefit for research question 1, but in comparison with teriflunomide rather than with the
ACT.
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2.4 Research question 2: pre-treated patients with highly active RMS
2.4.1 Information retrieval and study pool

The study pool of the assessment was compiled on the basis of the following information:
Sources cited by the company in the dossier:

=  Study list on ponesimod (as of 13 April 2021)
= Bibliographic literature search on ponesimod (most recent search on 22 April 2021)

= Search in trial registries / study results databases on ponesimod (most recent search on
20 April 2021)

= Search on the G-BA website on ponesimod (most recent search on 10 May 2021)
To check the completeness of the study pool:

= Search in trial registries for ponesimod (most recent search on 7 July 2021); see
Appendix A of the full dossier assessment for the search strategies.

No relevant study was identified from the check. The company likewise did not identify any
suitable studies.

2.4.2 Results on added benefit

The company did not present any data for assessing the added benefit of ponesimod in
comparison with the ACT for pre-treated patients with active RMS. Consequently, there is no
hint of added benefit of ponesimod in comparison with the ACT; an added benefit is therefore
not proven for this research question.

2.4.3 Probability and extent of added benefit

The company did not present any data for assessing any added benefit of ponesimod in
comparison with the ACT in pre-treated patients or patients without highly active RMS.
Consequently, there is no proof of added benefit of ponesimod in comparison with the ACT for
research question 2.

This concurs with the company’s assessment.
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2.5 Probability and extent of added benefit — summary

Table 5 presents a summary of the results of the benefit assessment of ponesimod in comparison
with the ACT.

Table 5: Ponesimod — probability and extent of added benefit

Researc | Therapeutic indication ACT? Probability and extent of
h added benefit
question
1 Adult patients with active RMS |IFN-$ 1a or IFN-B 1b or Added benefit not proven
without any prior disease- glatiramer acetate or
modifying therapy or adult ocrelizumab, taking into account
patients with prior disease- approval status

modifying therapy whose
disease is not highly active

2 Adult RMS patients with highly | Alemtuzumab or fingolimod or | Added benefit not proven
active disease despite treatment |natalizumab
with disease-modifying therapy®

a. Presented is the respective ACT specified by the G-BA.

b. According to the G-BA, appropriate (prior) treatment typically must be administered for at least 6 months.
Depending on the frequency and severity of relapses as well as disability progression, the duration of
disease-modifying therapy can be less than 6 months and must be justified.

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee; IFN: interferon; RMS: relapsing
multiple sclerosis

The G-BA decides on the added benefit.
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