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MM: advances in therapy and outcome



The evaluation of response in MM has similarly evolved to parallel 
advances in therapy and outcome

Kumar S. Lancet Oncol, 2016



What is the clinical data to date 
justifying the use of MRD?

Anderson KC. Blood Adv, 2017



Three clinical trials: 
609 newly diagnosed pts
- GEM2000 and GEM2005 for transplant-eligible pts
- GEM 2010 for transplant-ineligible pts
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MRD: independence from treatment

Dimopoulos M. Haematologica, 2018 Spencer A. Haematologica, 2018

POLLUX CASTOR



MRD: PFS based on sustained MRD negativity



Paiva B. Blood, 2016

MRD in HIGH RISK MM

PFS

OS

Lahuerta J-J, JCO 2017



MRD: to evaluate maintenance therapy

At the start After 12 months

Perrot A. Blood, 2018



MRD: to evaluate maintenance therapy
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MRD: potential utility
• Prognostic factor (surrogate endpoint)
• To make treatment decisions

○ tool for defining the timing of treatment intervention

• To evaluate treatment efficacy
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When and how frequently to measure MRD?

Bal S. BJH, 2019
Paiva B. Blood, 2015



In a disease with long natural history, the acceptance of MRD as a surrogate endpoint for regulatory 
purposes would enable much faster comparison between treatments, potentially translating into 

faster therapeutic development

MRD: useful as an endpoint for novel agents approval

Bal S. BJH, 2019
Anderson KC. Clin Cancer Res, 
2017
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• MRD should be assessed only in patients that are in CR

• The relationship between MRD and clinical benefit will need to be

demonstrated in each disease setting (newly diagnosed, nontransplant

eligible, relapsed refractory)

• Imaging techniques could be used in combination with MRD to assess

response in extramedullary disease
Hematologic malignancies FDA 2018 

Regulatory considerations for use of MRD in development of drug and 
biological products for treatment



i2TEAMM
International Independent Team for Endpoint Approval of Myeloma MRD
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MRD in MM: unanswered question

While elimination of detectable MRD has been shown to 

be a prognostic marker in MM, therapeutic decision-

making based on MRD has NOT been tested in 

prospective trials and is NOT yet the standard of care

Bal S. BJH, 2019



Using MRD for making treatment decisions

Kenneth C.A. Clin Cancer Res, 2017



Key ongoing or planned studies using MRD as a tool for eligibility or stratification 

Bal S. BJH, 2019



Conclusions
� MRD is a powerful prognostic factor

� MRD is the most appealing candidate as surrogate endpoint for drug 
development and approval 

� Future studies should link MRD to decision points as to how to manage 
the different phases of treatment

It’s time for an MRD-based treatment in MM
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