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1 Background

On 28 November 2025, the Federal Joint Committee (G-BA) commissioned the Institute for
Quality and Efficiency in Health Care (IQWiG) to conduct supplementary assessments for
Project A25-93 (Vutrisiran — Benefit assessment according to §35a Social Code Book V) [1].

Dossier assessment A25-93 described that the randomized controlled trial (RCT) HELIOS-B [2-
6] contained potentially suitable data of a subpopulation for the benefit assessment of
vutrisiran in combination with tafamidis (hereinafter referred to as ‘vutrisiran + tafamidis’) in
comparison with tafamidis. As the pharmaceutical company (hereinafter referred to as ‘the
company’) had not submitted this data even in its comments [7], the G-BA again requested
that it provide this data following the oral hearing on 25 November 2025. This addendum
assesses the company’s documents subsequently submitted on 28 November 2025 [7]
following the request for submission of the data by the G-BA.

The responsibility for this assessment and the assessment result lies exclusively with IQWiG.
The assessment is forwarded to the G-BA. The G-BA decides on the added benefit.
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2 Assessment

In its supplementary submission of 28 November 2025, the pharmaceutical company
(hereinafter referred to as ‘the company’) did not present the data on the HELIOS-B
subpopulation with tafamidis as background therapy, which were requested by the Federal
Joint Committee (G-BA), in accordance with the requirements of the module templates. In
these documents, it essentially repeated its arguments from Module 4 B, its comments and
the oral hearing (selection bias, HELIOS-B not designed for a direct comparison with tafamidis)
[7] and referred to publicly available subgroup analyses on the population with tafamidis
background therapy [4,6,8-10]. It stated that overall, the subpopulation of the HELIOS-B study
did not provide any robust evidence for the early benefit assessment.

The company’s approach was not appropriate. In HELIOS-B, 130 patients in the vutrisiran arm
and 129 patients in the placebo arm (40 % of the total population) were receiving tafamidis as
background therapy at baseline. The data of this subpopulation were relevant for the
assessment of the research question regarding the added benefit of vutrisiran + tafamidis in
comparison with tafamidis (for details see dossier assessment A25-93) and therefore should
have been presented in accordance with the module templates. Despite corresponding
remarks in dossier assessment A25-93, the oral hearing and the written request to submit
analyses on this subpopulation by the G-BA after the commenting procedure, the company
did not submit the data for this subpopulation. The analyses presented by the company for
the research question of vutrisiran + tafamidis in comparison with tafamidis were therefore
incomplete in terms of content. No relevant study was available for the research question of
vutrisiran monotherapy compared with tafamidis monotherapy.

2.1 Summary

The argumentation subsequently presented by the company in the commenting procedure
does not change the conclusion on the added benefit of vutrisiran from dossier assessment
A25-93.

The following Table 1 shows the result of the benefit assessment of vutrisiran taking into
account both dossier assessment A25-93 and the present addendum.
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Table 1: Vutrisiran — probability and extent of added benefit

Therapeutic indication ACT? Probability and extent of
added benefit

Wild-type or hereditary transthyretin amyloidosis in adult | tafamidis™ ¢ = vutrisiran as an add-on to

patients with cardiomyopathy (ATTR-CM) existing tafamidis

therapy: added benefit
not proven (data from the
HELIOS-B study were not
presented)

= yutrisiran monotherapy:

added benefit not proven
(no relevant study)

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

b. It is assumed that in both study arms individualized appropriate treatment of the respective organ
manifestation (such as heart failure and/or polyneuropathy) corresponding to the generally accepted
current state of medical knowledge is provided, taking into account the special characteristics of the
disease ATTR amyloidosis, and that this is documented as concomitant treatment.

c. It is assumed that liver transplantation or heart transplantation is not an option at the time of therapy with
vutrisiran.

ACT: appropriate comparator therapy; ATTR-CM: transthyretin amyloidosis with cardiomyopathy; G-BA:
Federal Joint Committee

The G-BA decides on the added benefit.
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