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Current Paradigm = Continuous Therapy

McCarty et al.  J Clin Oncol 35:3279, 2017 

PFS OS



Caveats of continuous therapy

• Intent vs. Reality

—RWD, median duration of lenalidomide maintenance as little as 21 months

• Cost

— €277,456/QALY to €1,502,780/QALY

• One size does not fit all.

• Evidence for continuous therapy defined in setting of less active therapy

Hari et al.  Future Oncol 15:4045, 2019
de Labry Lima et al. Bone Marrow Transplant 54:1908, 2019 



MRD Strongly Predicts outcomes

Munshi et al. Blood Advances 2020; 4:23



MRD May Abrogate Other Risk Factors = Optimal Dynamic 
Risk Assessment Tool

Goicochea I et al. Blood 2021;137:49

PETHEMA/GEM2012 
(MRD < 2 x 10-6) 

Opportunity for de-escalation

Need to employ new approaches



Downsides of Maintenance Therapy 

Perrot A et al. ASH meeting  2020

IFM 2009

Most patients 
have not 

progressed in 
7years 

despite no 
therapy

No therapy

Deferring Lenalidomide for 7 years:

-”Saving” of US$ 1.5 million!

-Avoid ~3.5% absolute increase in risk of SPM

-Avoid dozens of extra lab checks/MD visits

-Avoid diarrhea, fatigue, rash

-Avoid “daily reminder I have cancer”



A Lesson from Cassiopeia Part 2

Moreau P et al. ASCO 2021

D-VTD/OBS arm -
~3/4 of patients without 

progression 3.5 years after 
end of therapy



Confirmed MRD(-) is Achievable in ~80% with Response-Adapted therapy

Costa et al IMW 2021



Same treatment for all vs. Individualized

Lenalidomide maintenance 
until progression

Risk and response-adapted 
therapy



Treatment-Free Observation and MRD surveillance

• Alternative to continuous therapy

• Should be pursued in confirmed MRD(-) patients

• MRD surveillance to mitigate risk from omitting maintenance

• Risk of omitting maintenance balanced against
—QOL

—Cost

—Toxicity from continuous therapy (including SPM)

• Golden opportunity to study undisturbed interplay of immune reconstitution and MRD.
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We can’t call it cure until we can stop therapy
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