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Background Results
Minimal residual disease (MRD) negativity is the most reliable biomarker in The prognostic value of MRD positivity The BM microenvironment composition is highly dynamic and
Multiple Myeloma (MM) associated with a favorable outcome. However,  |n total 106/313 (33.9%) patients were MRDpos in their first examination with a similar frequency of associates with MRD status

MRD status at a single timepoint cannot guarantee for its sustainability MRD positivity in both groups. MRDpos patients had a shorter PFS than the MRDneg counterpart in V€ have previously shown that patients with the same MRD status share a similar
overtime, hence relapses are also observed in MRDneg patients. The BM both Groups A and B (Figures 2A,B) with a cumulative median PFS of 60 months vs. not reached for BM immune profiling (Figure 4A). To eliminate bias among patients, we
niche has a critical role in supporting the myeloma cells, but little is known the MRDneg patients of both Groups combined (HR:0.36, 95% CI:0.22-0.61, p<0.0001, Figure 2C). Of performed a BM profiling comparison for those patients changed from a MRDneg

about the BM dynamic changes during the disease progression note MRDpos patients in Group B had a 2-fold higher risk of subsequent progression than those of ]EO a d'vir?[zpt? st?ttust_(n:27) between two dcon;]ecut|Vf MRtD assessmer;:]s al\rlllc<1
: : Group A (HR:0.51, 95% CI:. 0.24-1.05, p=0.03), probably due to their higher tumor burden (median: coelflg andathe :Zti?) sg?nlgrr;g:a?oicacﬁggaggs (VI\:/: ur?esrjlgvsr?d g](;(giasc,eitil\r/]el )e
Obj ective 3x10“4 vs. 3x10°, p<0.001). Indeed, the differential tumor burden conferred a distinct prognostication A Y J 5 15 NK Cpe”S Y)-
| _ o | | among MRDpos patients of both groups (Figure 2D). On the other hand, the presence of high risk EEW ﬁ | ﬁ m E @ :miggig
The prognostic evaluation of MRD at distinct timepoints, the frequency and cytogenetics or the adverse ISS Il stage could not affect the favorable prognosis of MRD negativity ’ 2
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BM subsets were examined pe . - M‘;glg‘fg p'rzcursors status overtime. Those patients changing _ 80 H] (PFS) according to the different  The prognostic value of MRD is irrespective of CR durability, while tumor burden
patient, thus allowing for the i1 1 Eosinophils from MRDneg to MRDpos showed a 2.2-fold & 4, MRD dynamics. PFS was estimated  can be used for an improved risk stratification of MRDpos patients. MRD should be

construction of an Individualized T cells higher risk for subsequent relapse than those m==)IRDpOS to MRDNeg since the time of the first MRD  periodically re-evaluated, since MRD dynamics confer a distinct prognostication

patient immune profile (Figure 1). _',\\lﬂae'r‘:]is,gegzus with persistent MRD. Surprisingly, patients & *°] == coninuous MRDneg evaluation. Patients with a dynamic  than 3 persisting MRD status. MRD dynamics are accompanied by alterations in
These profiles were saved and

BB cell precursors changing from MRDpos to MRDneg had a 20 persisting MRDpos c“ﬂRErosgt?éﬁi sgo‘t"r’g’] athdoiggrev?/itthrisg BM immune profiling, which may shed light in the underlying biology of MRD.
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compared for patients showing A LB more favorable prognosis when compared to 0o —re-

changes in their MRD status

Figure 1: IndicaﬁVe BM profile of a MM patient _ , _ 0 12 24 36 48 60 persisting MRD profile. p<0.001  |rynding: This work was funded by the GSRT Operational program “Competitiveness,
based on the distribution of 17 immune substes  continuously MRDneg patients (Figure 3). Months among groups Entrepreneurship & Innovation (EPANEK) 2014-2020” (Acronym: My-Biotag: T1-EDK-01837)




