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MRC Myeloma IX— Trial Design
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Flow cytometry in MM.
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m Minimum four colour method
m  Gating using CD38,CD138 and CD45

m  MRD+ defined by a minimum of 100 events (10° total events acquired
fora sensitivity of 0.01%)

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

m Aberrant phenotype defined by CD19 and CD56

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



MRD negativity: Superiority of CTD/CTDa.

Post induction 8% 16% P=0.0029
(n=774)
Day 100 38% 53% P=0.0009
(n=526)
| m&e | cama |
End of treatment 2% 13% P=0.000007
(n=510)



Progression—{free survival ”
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PFS according to end of induction and day 100
MRD.
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Overall survival: Day 100 MRD status.

Overall survival by 100-— da&r ocutcome outcome for intensive pathway patients
MRD- WMRD+
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PFS: Non-intensive pathway (n=510).

Prograssion—{rase survivael by culcome at the sad of induction chemotherapy for pon—iotensive pathwoy patisats
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OS: Non-intensive pathway.

Owrerall survival by outeoamne at the end of induetion chemotherapy for non—-intensivre pathway patients
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Comparison of MRD and paraprotein responses at Day
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MRD predicts outcome in patients in CR.

Progression—I{raa survival by _Lﬂﬂ—du}r outcoma for inbsnsive pathwny patients who bod achievead CE at day 100
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Outcome according to MRD status and
conventional response.

Progreassion—free survival E‘% 100 —day outcome for intensive pathway patients
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What about maintenance?

Progremion-free survival by 100-day cutcome assemmed inall patients by HFD /maintenance. T: thalidomide; NN : oo mainteoance.
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Maintenance or consolidation?
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Effect of cytogenetics.
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Conclusions.

e MRD assessment by flow cytometry is highly
predictive of outcome
- PFSand OS
- intensive and non-intensivetherapies
- favourable and adverse cytogenetics

 Complimentary to conventional response
assessment

e Assessment of individual components of
multicomponenttreatment schedules and
maintenance strategies
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