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Partl: Benefit assessment
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| List of abbreviations

Abbreviation Meaning

ACT appropriate comparator therapy

bDMARD biologic disease-modifying antirheumatic drug

csDMARD conventional disease-modifying antirheumatic drug

G-BA Gemeinsamer Bundesausschuss (Federal Joint Committee)

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

NSAID non-steroidal anti-inflammatory drug

OLE open-label extension period

OoLT open-label treatment period

SGB Sozialgesetzbuch (Social Code Book)

SmPC summary of product characteristics
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11 Executive summary of the benefit assessment

Background

In accordance with §35a Social Code Book 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 ixekizumab. The assessment is based on a dossier compiled by the
pharmaceutical company (hereinafter referred to as the ‘company’). That dossier was sent to
IQWIiG on 25 September 2025.

Research question

The aim of this report is to assess the added benefit of ixekizumab, alone or in combination
with methotrexate, in comparison with the appropriate comparator therapy (ACT) in children
and adolescents with active enthesitis-related arthritis, 6 years of age and older and with a
body weight of at least 25 kg, who have had an inadequate response to, or who are intolerant
to, conventional therapy.

The research question shown in Table 2 was defined in accordance with the ACT specified by
the G-BA.

Table 2: Research question of the benefit assessment of ixekizumab

Therapeutic indication ACT?
Children and adolescents from 6 years of age with active adalimumab or etanercept (> 12 years) or
enthesitis-associated arthritis and a body weight of at least secukinumab

25 kg who have had an inadequate response to, or who are
intolerant to, conventional therapy®

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

b. It is assumed that (symptomatic) therapy with NSAIDs and or glucocorticoids alone is not (or no longer) an
option for the patients covered by the therapeutic indication. The use of glucocorticoids (systemic and/or
intra-articular) should be possible as part of a relapse therapy. Unchanged continuation of an inadequate
(prior) treatment does not correspond to the ACT.

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee; NSAID: non-steroidal anti-
inflammatory drug

The company deviated from the ACT defined by the G-BA insofar as it extended the ACT to
include the drug baricitinib. The company stated that baricitinib is authorized for the
therapeutic indication in question and that its role in health care has been established. The
inclusion of this additional option by the company had no consequence for this assessment,
as the company did not present any evidence in comparison with it.

The assessment was conducted by means of patient-relevant outcomes on the basis of the
data provided by the company in the dossier. Randomized controlled trials (RCTs) with a
minimum duration of 24 weeks were used to derive the added benefit.
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Results

Concurring with the company, the review of the completeness did not identify any relevant
studies.

Results on added benefit

Since no relevant study was available for the benefit assessment, there is no hint of an added
benefit of ixekizumab in comparison with the ACT; an added benefit is therefore not proven.

Probability and extent of added benefit, patient groups with therapeutically important
added benefit3

Table 3 shows a summary of probability and extent of the added benefit of ixekizumab.

Table 3: Ixekizumab — probability and extent of added benefit

Therapeutic indication ACT? Probability and extent of
added benefit

Children and adolescents from 6 years of age adalimumab or etanercept |Added benefit not proven
with active enthesitis-associated arthritis and a | (= 12 years) or secukinumab
body weight of at least 25 kg who have had an
inadequate response to, or who are intolerant
to, conventional therapy®

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

b. It is assumed that (symptomatic) therapy with NSAIDs and or glucocorticoids alone is not (or no longer) an
option for the patients covered by the therapeutic indication. The use of glucocorticoids (systemic and/or
intra-articular) should be possible as part of a relapse therapy. Unchanged continuation of an inadequate
(prior) treatment does not correspond to the ACT.

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee; NSAID: non-steroidal anti-
inflammatory drug

The G-BA decides on the added benefit.

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 4 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].
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12 Research question

The aim of this report is to assess the added benefit of ixekizumab, alone or in combination
with methotrexate, in comparison with the appropriate comparator therapy (ACT) in children
and adolescents with active enthesitis-related arthritis, 6 years of age and older and with a
body weight of at least 25 kg, who have had an inadequate response to, or who are intolerant
to, conventional therapy.

The research question shown in Table 4 was defined in accordance with the ACT specified by
the G-BA.

Table 4: Research question of the benefit assessment of ixekizumab

Therapeutic indication ACT?
Children and adolescents from 6 years of age with active adalimumab or etanercept (> 12 years) or
enthesitis-associated arthritis and a body weight of at least secukinumab

25 kg who have had an inadequate response to, or who are
intolerant to, conventional therapy®

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

b. It is assumed that (symptomatic) therapy with NSAIDs and or glucocorticoids alone is not (or no longer) an
option for the patients covered by the therapeutic indication. The use of glucocorticoids (systemic and/or
intra-articular) should be possible as part of a relapse therapy. Unchanged continuation of an inadequate
(prior) treatment does not correspond to the ACT.

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee; NSAID: non-steroidal anti-
inflammatory drug

The company deviated from the ACT defined by the G-BA insofar as it extended the ACT to
include the drug baricitinib. The company stated that baricitinib is authorized for the
therapeutic indication in question and that its role in health care has been established. The
inclusion of this additional option by the company had no consequence for this assessment,
as the company did not present any evidence in comparison with it.

The assessment was conducted by means of patient-relevant outcomes on the basis of the
data provided by the company in the dossier. Randomized controlled trials (RCTs) with a
minimum duration of 24 weeks were used to derive the added benefit. This concurred with
the company’s inclusion criteria.
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13 Information retrieval and study pool

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

= Study list on ixekizumab (status: 17 July 2025)
= Bibliographical literature search on ixekizumab (last search on 22 July 2025)

= Search of trial registries / trial results databases for studies on ixekizumab (last search on
17 July 2025)

= Search on the G-BA website for ixekizumab (last search on 17 July 2025)
To check the completeness of the study pool:

=  Search of trial registries for studies on ixekizumab (last search on 2 October 2025); for
search strategies, see | Appendix A of the full dossier assessment

Concurring with the company, this review did not identify any relevant studies.

In Module 3 D, the company presented results of the pivotal study COSPIRIT-JIA [3,4] as
supplementary information. The COSPIRIT-JIA study is an open-label, randomized study
comparing ixekizumab with adalimumab. Children and adolescents with juvenile psoriatic
arthritis or enthesitis-related arthritis at the ages of 2 to 17 years were included; patients with
enthesitis-related arthritis had to be at least 6 years old (for the assessment in the therapeutic
indication of juvenile psoriatic arthritis, see dossier assessment A25-120 [5]). However, the
company did not use this study for the derivation of the added benefit and justified this by
stating that the treatment phase of 16 weeks was too short.

The COSPIRIT-JIA study was also considered irrelevant for the benefit assessment, so no data
were available on the comparison of ixekizumab with the comparator therapy specified by the
G-BA. This is justified below:

Population of COSPIRIT unsuitable for the benefit assessment

A total of 101 patients were included in the COSPIRIT-JIA study, of which 70 had enthesitis-
related arthritis. Of these patients with enthesitis-related arthritis, 54 received ixekizumab
and 16 adalimumab. Treatment in both arms was largely in compliance with the relevant
summary of product characteristics (SmPC) [6,7]. The treatment in the control arm thus
corresponded to the ACT defined by the G-BA (the treatment duration is addressed below).
However, the given research question only included patients who have had an inadequate
response to, or who are intolerant to, conventional therapy (see Table 4). In principle, patients
with prior treatment with biologic disease-modifying antirheumatic drugs (0bDMARDs) who
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have not previously responded to or had not tolerated conventional therapy may therefore
also be included in the present research question. However, there was no adequate
comparison for these patients, as none of the patients treated with adalimumab had been
previously treated with bDMARD. Patients with prior bDMARD treatment in the ixekizumab
arm could therefore not be included in the benefit assessment. In addition to glucocorticoids
and non-steroidal anti-inflammatory drugs (NSAIDs), conventional therapy also includes
conventional disease-modifying antirheumatic drugs (csDMARDs). According to the S2k
guideline, treatment should only be switched to a bDMARD if remission cannot be achieved
with csDMARDs or if the steroid requirement cannot be permanently reduced below an
acceptable dose [8]. However, of the 16 patients in the control arm, only 4 (25%) received a
csDMARD in their previous therapy. In addition, 3 (19%) received a glucocorticoid and 10
(63%) an NSAID. No patient in the control arm received a bDMARD in their previous therapy.
The intervention arm (N = 54) included both patients who had already received a bDMARD in
previous therapy (n = 14 [26%]) and those who had not yet received a bDMARD (n =40 [74%]).
Of the 40 bDMARD-naive patients, only 7 (18%) received a csDMARD, 5 (13%) a glucocorticoid
and 14 (35%) an NSAID in their previous therapy. Based on these data, it was not assumed
that the majority of patients had exhausted the options for conventional therapy at baseline.
These patients therefore did not correspond to the given research question.

Potential selection of patients

The COSPIRIT-JIA study was divided into 5 periods: a screening period, a 16-week open-label
treatment period (OLT) with ixekizumab or adalimumab, an 88-week open-label extension
period (OLE) with ixekizumab or adalimumab, a long-term extension period with ixekizumab
treatment for all patients, and a follow-up period. In principle, it was therefore possible that
patients in both treatment arms were treated and observed for a sufficient period of time
(= 24 weeks). In the control arm, however, the clinical response at Week 16 of the OLT phase
determined whether patients received ixekizumab or adalimumab in the OLE phase. Patients
who received ixekizumab in the OLT phase continued to receive ixekizumab in the OLE phase,
regardless of their response at Week 16. In the control arm, however, patients who showed
no response to adalimumab at Week 16 were switched to ixekizumab in the OLE phase.
Patients who showed a clinical response to adalimumab at Week 16 could continue to be
treated with adalimumab or switch to ixekizumab at the discretion of the investigator or legal
representative (possible at any visit of the OLE phase). Based on the available data, it was
unclear whether this study design actually led to a selection of responders treated with
adalimumab in the OLE phase. However, it could be assumed that no more than 13 of the
16 patients in the control arm were treated with adalimumab for a sufficiently long period.

Conclusion

In the control arm, only 4 (25%) of the 16 patients, and in the intervention arm, only 7 (18%)
of the 40 bDMARD-naive patients were confirmed to meet the research question on the basis

Institute for Quality and Efficiency in Health Care (IQWiG) -1.9-



Extract of dossier assessment A25-121 Version 1.0
Ixekizumab (enthesitis-related arthritis) 18 Dec 2025

of their previous therapy. It was unclear whether these 4 patients in the control arm continued
treatment with adalimumab for a sufficiently long period in the OLE phase after the 16-week
OLT phase. In addition, it was unclear whether the study design led to a selection of
responders treated with adalimumab in the OLE phase. Overall, it was therefore not assumed
that the COSPIRIT-JIA study included a relevant subpopulation for this benefit assessment.
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14 Results on added benefit

No suitable data were available to assess the added benefit of ixekizumab in comparison with
the ACT in children and adolescents with active enthesitis-related arthritis, 6 years of age and
older and with a body weight of at least 25 kg, who have had an inadequate response to, or
who are intolerant to, conventional therapy. There is no hint of an added benefit of
ixekizumab in comparison with the ACT; an added benefit is therefore not proven.
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I5 Probability and extent of added benefit

The result of the assessment of the added benefit of ixekizumab in comparison with the ACT
is summarized in Table 5.

Table 5: Ixekizumab — probability and extent of added benefit

Therapeutic indication ACT? Probability and extent of
added benefit

Children and adolescents from 6 years of age with |adalimumab or etanercept |Added benefit not proven
active enthesitis-associated arthritis and a body (= 12 years) or secukinumab
weight of at least 25 kg who have had an
inadequate response to, or who are intolerant to,
conventional therapy®

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

b. It is assumed that (symptomatic) therapy with NSAIDs and or glucocorticoids alone is not (or no longer) an
option for the patients covered by the therapeutic indication. The use of glucocorticoids (systemic and/or
intra-articular) should be possible as part of a relapse therapy. Unchanged continuation of an inadequate
(prior) treatment does not correspond to the ACT.

ACT: appropriate comparator therapy; G-BA: Federal Joint Committee; NSAID: non-steroidal anti-
inflammatory drug

The assessment described above concurs with that by the company.

The G-BA decides on the added benefit.
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