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! This is a courtesy translation of the summary provided as a service by IQWIG. For further information on the subject matter and the result of the assessment, please refer to the dossier
assessment for Project A25-159. The G-BA decides on the added benefit.
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Research question 1 of the benefit assessment

Population Adults with advanced RET fusion-positive non-small cell lung cancer (NSCLC) not previously treated with a RET
inhibitor, with PD-L1 expression > 50% of tumour cells

Intervention selpercatinib

Comparator = pembrolizumab as monotherapy, or

= atezolizumab as monotherapy, or
= cemiplimab as monotherapy, or

» nivolumab in combination with ipilimumab and 2 cycles of platinum-based chemotherapy (only an option for
patients with ECOG PS 0-1), or

= pembrolizumab in combination with pemetrexed and platinum-containing chemotherapy (only an option for
patients with ECOG PS 0-1), or

= atezolizumab in combination with bevacizumab, paclitaxel and carboplatin (only an option for patients with
ECOG PS 0-1), or

= atezolizumab in combination with nab-paclitaxel and carboplatin (only an option for patients with ECOG PS 0-1), or
= cemiplimab in combination with platinum-based chemotherapy (only an option for patients with ECOG PS 0-1), or

= durvalumab in combination with tremelimumab and platinum-based chemotherapy (only an option for patients
with ECOG PS 0-1)

Outcomes At least one patient-relevant outcome
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Overview of positive and negative effects — research question 1
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Overall: no advantage or disadvantage (no suitable data)
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Evidence base and noteworthy aspects — research question 1

= Evidence base: LIBRETTO-431 study

= The study results were not assessed, as the pharmaceutical company did not provide analyses for all
relevant outcomes for the relevant data cut of the LIBRETTO-431 study.
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Research question 2 of the benefit assessment

Population Adults with advanced RET fusion-positive non-small cell lung cancer (NSCLC) not previously treated with a RET
inhibitor, with PD-L1 expression < 50% of tumour cells

Intervention selpercatinib

Comparator Individualized treatment from a choice of

= pembrolizumab in combination with pemetrexed and platinum-containing chemotherapy
= atezolizumab as monotherapy

= atezolizumab in combination with bevacizumab, paclitaxel and carboplatin

= atezolizumab in combination with nab-paclitaxel and carboplatin

= nivolumab in combination with ipilimumab and 2 cycles of platinum-based chemotherapy
= cemiplimab in combination with platinum-based chemotherapy

= durvalumab in combination with tremelimumab and platinum-based chemotherapy

= carboplatin in combination with a third-generation cytostatic agent

= carboplatin in combination with nab-paclitaxel

Outcomes At least one patient-relevant outcome
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Overview of positive and negative effects — research question 2

Size of the effects

Informative value of the effects
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Overall: no advantage or disadvantage (no suitable data)
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Evidence base and noteworthy aspects — research question 2

= Evidence base: LIBRETTO-431 study

= The study results were not assessed, as the pharmaceutical company did not provide analyses for all
relevant outcomes for the relevant data cut of the LIBRETTO-431 study.
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