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MRC Myeloma IX— Trial Design

Intensive

Clodronate

CVAD

Zoledronic acid

CVAD

Clodronate

CTD

Zoledronic acid

CTD

MEL-200

ASCT

–Thal +Thal

Non-intensive

Clodronate

MP

Zoledronic acid

MP

Clodronate

CTDa

Zoledronic acid

CTDa

Maximal

Response

–Thal +Thal

N = 1,960

RANDOMISATION RANDOMISATION

RANDOMISATION RANDOMISATION



Flow cytometry in MM.

� Minimum four colour method

� Gating using CD38, CD138 and CD45

� MRD+ defined by a minimum of 100 events (106 total events acquired 
for a sensitivity of 0.01%)

� Clonality assessment suboptimal for MRD due to the presence of 
normal cells in post treatment samples

� Aberrant phenotype defined by CD19 and CD56

� Leeds - CD138/CD38/CD45/CD19/CD56/CD27



MRD negativity: Superiority of CTD/CTDa.
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PFS: Day 100 MRD assessment.



PFS according to end of induction and day 100 

MRD.



Overall survival: Day 100 MRD status.



PFS: Non-intensive pathway (n=510).



OS: Non-intensive pathway.



Comparison of MRD and paraprotein responses at Day 

100 post HDM.
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MRD predicts outcome in patients in CR.



Outcome according to MRD status and 

conventional response. 



What about maintenance?



Maintenance or consolidation?
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Effect of cytogenetics.



Conclusions. 

• MRD assessment by flow cytometry is highly 
predictive of outcome

- PFS and OS
- intensive and non-intensive therapies
- favourable and adverse cytogenetics

• Complimentary to conventional response 
assessment

• Assessment of individual components of 
multicomponent treatment schedules and 
maintenance strategies
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