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Mainly based on genetic abnormalities
IMWG: del(17p), t(4;14) or t(14;16)

Del(17p): importance of the clonal fraction

Not only at diagnosis
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Event/N Median survival (mo)

—— no del(17p) 601/2505 152,2
—— del(17p)/TP53wt  39/76 52,8
—— del(17p)/TP53mut  33/45 36

Log-rank p-value <.0001



t(4;14)

12-15% of patients

No t(4;14)

t(4,14)

Probably a very heterogeneous entity
Some HR, others SR = Breakpoints location?

Avet-Loiseau H et al, Blood 2007

t(14;16)

Early event
Rare entity (3.5%)
Really independent prognostic value ?
- Not in the IFM studies (retrospective, IFM/DFCI 2009)
- Retrospective study at ASH 2018 on 213 patients (largest series)
median 0S=88 monthes...

Avet-Loiseau H et al., Blood 2008; Artur Jurczyszyn et al., ASH 2018; Goldman-Mazur et al. Am J Hematol 2020



Survival - KM estimator
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- del 1p32?

8-10% of patients

No deletion 1p
————— del(1p32)

96.8 Mo vs 26.7 Mo o
p<0.001
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Hebraud et al. Leukemia 2014
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Trisomy 5
Trisomy 21
t(4;14)

1g gain
del(1p32)
del(17p)

Score < 0 : Good prognosis
Score > 0 & < 1: Intermediate prognosis
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The IFM prognostic model

The final model retains 6 independent variables :
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specific coefficient =
weighted prognostic value

dell7p

Score > 1 : Poor prognosis
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Years of follow-up
N atrisk
Low risk 280 243 225 207 181
Medium risk 288 221 193 150 128
Highrise 119 64 52 24 25
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—— Lowrise  HR{95%CI) 1.00
0] —— Megium rise HR(95%CI) 3.22 {1 79 to 5.78); P<0.001
—— Highrise  HR{95%CI) 11.44 (6.0 o 21.82); P<0.001

t(4;14)

trisomy 5

gainlq

trisomy 21

del1p32

Perrot et al, J Clin Oncol 2019

o 1 k-3 3 4

Years of follow-up
N atrisk
Lowrisk 107 105 103 20 72
Medium rigk 98 90 23 70 53
Highrisk 31 24 17 12 5



Early clonal selection on single cell analyses

Diagnosis
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Take home messages

High risk patients: Del(17p) > 55% plasma cells
Some t(4;14)
Del(1p32)
Combination of several intermediate risk abnormalities
Some mutations (TP53? DIS3? BRAF?)
Poor responders (MRD)
Early relapses

Standard risk patients: All the others
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