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IA 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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CONCLUSIONS

While substantial academic and 
clinical support for the use of MRD 
as an endpoint for decision making 
in clinical trials for MM exists and is 
steadily growing, both regulators 
and especially HTA bodies are 
skeptical of this endpoint. This is a 
situation that Is unlikely to change 
until enough evidence amounts to 
confirm its status as a surrogate for 
PFS and/or OS.

MRD refers to small numbers of cancer cells that remain in patients with cancer during or after 
treatment or when the patient is in remission.1 MRD testing provides an important readout of 
cancer treatment efficacy, monitoring patient remission, and detecting recurrence. It can also be 
used as a prognostic factor to determine treatment options. 2

RESULTS

HTA bodies remain skeptical. Out of all reported HTAs analyzed (>80), approximately 15% reported 
MRD data and even less discussed the importance of the endpoint or included it in its decision 
making. The G-BA, HAS, and NICE have all been openly critical of MRD as an unvalidated surrogate 
endpoint for PFS and/or OS, even when published oral hearings confirmed significant clinical 
acceptance. Finally, both the IMF and IMWG are openly in favor of MRD as a clinical endpoint and 
continue to push for its acceptance by regulatory and HTA bodies.7-9

Both the FDA and EMA have published targeted guidelines regarding the use of MRD in clinical 
trials for MM, signaling the need for standardization of practices, although neither body officially 
supports the validation of MRD as a surrogate for PFS/OS at this time.4-6
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MRD was not mentioned 
in the HTA report

HTA assessment ongoing No HTA assessment 
available

MRD influenced HTA decision 
(positively/negatively)

MRD was mentioned in HTA report 
but did not influence the decision

MRD was not an endpoint in 
the clinical trial

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.

MRD appears in 29,169 articles in PubMed, with 885 articles also concerning MM. Since 2018, 
there has been a steady increase in the number of articles published, with the highest number in 
2020 (131 articles) showing an increasing interest in MRD in MM from academic circles. A total of 
612 clinical trials include MRD as an endpoint, with 141 of those coming from MM. MRD first 
appeared as an endpoint in a MM trial in 2013 (NCT01702831) and has since become 
commonplace as a secondary or even primary endpoint.3
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