The acceptance of minimal residual disease (MRD) as a clinical endpoint in multiple myeloma (MM):
= A targeted literature review

Grandy, WA', Kachouh, P, Yang, B3

==

3Global Market Access Associate Consultant Alira Health, Basel, Switzerland

&> OBJECTIVES

The need to bring innovative drugs to market has spurred the need for surrogate endpoints that can predict PFS and OS
outcomes in patients, and when measuring these endpoints, this is not optimal. MRD has emerged in recent years as a
potentially viable alternative to PFS and OS in various hematologic malignancies. The objective of this work was to assess
the status of MRD as a clinical endpoint in MM and its acceptance in current and future decision making from a regulatory
and HTA standpoint.
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&> METHODOLOGY

A targeted literature review was conducted to understand the current level of usage and acceptability of MRD as an
endpoint in MM from multiple perspectives. The review included a thorough examination of academic articles in PubMed,
clinical trials from clinicaltrials.org, FDA and EMA regulatory guidance, selected HTA bodies (ICER [US], NICE [UK], pCODR
[Canada], PBAC [Australia], HAS [France], G-BA [Germany], and SMC[Scotland]), and clinical societies (IMF, IMWG). The
search strategy combined terms for MRD and/or MM and the selected resources were reviewed by the authors.
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there has been a steady increase in the number of articles published, with the highest number in el Isatuximab as an endpoint for decision making

2020 (131 articles) showing an increasing interest in MRD in MM from academic circles. A total of Ninlaro® ' azomib in clinical trials for MM exists and is

612 clinical trials include MRD as an endpoint, with 141 of those coming from MM. MRD first melphalan steadily growing, both regulators
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commonplace as a secondary or even primary endpoint.? | skeptical of this endpoint. This is a
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PFS and/or OS.

HTA bodies remain skeptical. Out of all reported HTAs analyzed (>80), approximately 15% reported Kyprolis® carfilzomib

MRD data and even less discussed the importance of the endpoint or included it in its decision idecabtagene

making. The G-BA, HAS, and NICE have all been openly critical of MRD as an unvalidated surrogate Abecma® vicleucel

endpoint for PFS and/or OS, even when published oral hearings confirmed significant clinical - | B - |
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the clinical trial available
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Abbreviations: EMA: European Medicines Agency, FDA: Food and Drug Administration, G-BA: Gemeinsamer Bundesausschuss, HAS: Haute Autorité de Santé, HTA: Health technology assessment, ICER: Institute for Clinical
and Economic Review, IMF: International Myeloma Foundation, IMWG: International Myeloma Working Group, MM: Multiple myeloma, MRD: Minimal residual disease, NICE: National Institute for Health and Care
Excellence, OS: overall survival, PBAC: Pharmaceutical Benefits Advisory Committee, pCODR: pan-Canadian Oncology Drug Review, PFS: progression-free survival, SMC: Scottish Medicines Consortium
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