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La terapia front-line del mieloma

multiplo e uguale per tutti i pazienti?
Introduzione

Patrizia Tosi
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Terapia front-line paziente
eleggibile al trapianto

e VID X 4-6
e MEL 200 + ASCT (1-2)

e VID X 2

e Mantenimento (Talidomide o
Lenalidomide)




Terapia front-line paziente
non eleggibile al trapianto

e MPT

oppure

e VMP

oppure

e RD




Non tutti 1 mielomi sono uguali

malattia paziente

terapia




L’'eta e un fattore prognostico negativo per la
sopravvivenza dei pazienti con MM di nuova
diagnosi
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Definizione di fragilita nel paziente
anziano

Fit
Age <75 years, ADL > 4, IADL > 5, and CCl < 1

Parameters

Intermediate
Age 76 to 80 years or ADL <4 or IADL <5 or CCl > 2

Frail
Age > 80 years regardless of ADL, IADL, or CCl; age 76 to 80
years and either ADL < 4,1ADL <5, or CC > 2; or

age < 75 years and at |east two of the following: ADL <4,
IADL <5,and CC > 2

Larocca et al JCO 2016




Geriatric assessment predicts survival and toxicities in elderly myeloma
patients: an International Myeloma Working Group report

Antonio Palumbo,' Sara Bringhen,' Maria-Victoria Mateos,? Alessandra Larocca,' Thierry Facon,® Shaji K. Kumar,*
Massimo Offidani,® Philip McCarthy,® Andrea Evangelista,” Sagar Lonial,? Sonja Zweegman,® Pellegrino Musto, '°
Evangelos Terpos,'' Andrew Belch,'? Roman Hajek,'® Heinz Ludwig,'* A. Keith Stewart,'® Philippe Moreau,'®
Kenneth Anderson,'” Hermann Einsele,'® Brian G. M. Durie,'® Meletios A. Dimopoulos,'' Ola Landgren,*®

Jesus F. San Miguel,?' Paul Richardson,?? Pieter Sonneveld,?® and S. Vincent Rajkumar®

final stratification of variables was defined according to the fol-
lowing cutoff: ADL (>4, =4), IADL (=5, =5), and CCI (<2, =2).

Overall Survival

Additive total score Patient status

Fit Fit
Intermediate-fithess Intermediate Fitness
Frail * Frail

T T T

12 18 24

Months
At risk:

Fit 340 182 133

Intermediate Fitness 269 123 83

Frail 260 91 52

B

Progression-free Survival

Fit
Intermediate Fitness
=== Frail

T T T T
] 6 12 18 24
Months
At risk:
Fit 340 292 196 127 78
Intermediate Fitness 269 216 138 88 50
Frail 260 193 120 63 31

Blood 2015




Impact of Marital Status, Insurance Status, Income, and
Race/Ethnicity on the Survival of Younger Patients
Diagnosed With Multiple Myeloma in the United States

Luciano J. Costa, MD, PhD"?; llene K. Brill, MPh*; and Elizabeth E. Brown, PhD, MPH*%
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Socioeconomic Status is Independently Associated with Overall
Survival in Patients with Multiple Myeloma

Mark A. Fiala, BS, CCRP', Joseph D. Finney, BS', Jingxia Liu, PhD?, Keith E. Stockerl-
Goldstein, MD', Michael H. Tomasson, MD', Ravi Vij, MBBS, MD', and Tanya M. Wildes, MD,
mscl’

Multivanate Survival Analysis (WUSM)
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I fattori di prognosi legati alla malattia

e Biologia plasmacellulare

— Caratteristiche genetico-molecolari
(ipodiploidia, del 17, t(4;14), t (14;16), amp
1q, del 1p, GEP

— Malattia extramidollare (PCL, SNC....)

— Proliferazione PC (LI > 3%)

e Tumor burden

— Stadio ISS
— LDH, B2M....




Table 1. Standard Risk Factors for MM and the R-ISS

Prognostic Factor

Criteria

ISS stage

CA by iFISH
High risk

Standard risk
LDH
Norma
High
A new model for risk
stratification for MM
R-ISS stage

Serum B,-microglobulin < 3.5 mg/L, serum
albumin = 3.5 g/dL

Not ISS stage | or IlI
Serum B,-microglobulin = 5.5 mg/L

Presence of del(17p) and/or translocation
t(4;14) and/or translocation t(14;16)

No high-risk CA

Serum LDH < the upper limit of normal
Serum LDH > the upper limit of normal

ISS stage | and standard-risk CA by iFISH
and normal LDH

Not R-ISS stage | or IlI

ISS stage Il and either high-risk CA by iFISH
or high LDH

Overall

(probability)

Madian OS
—_—R-1SS1 NR
R-ISS 1l 83 months

= R-ISS NI 43 months

T T T

12 24 36 48

Time (months)

Abbreviations: CA, chromosomal abnormalities; iIFISH, interphase fluores-
cent in situ hybridization; ISS, International Staging System; LDH, lactate

dehydrogenase; MM, multiple myeloma; R-ISS, revised International

Staging System

>

Progression-Free Survival

Median PES
= R-ISS | 66 months
R-ISS I 42 months
=+ R-ISS I 29 months

T T T

12 24 36 48

Time (months)

Palumbo et al JCO 2015




Esiste un gruppo a cattiva prognosi

indipendentemente dalla terapia eseguita

Attal et al NEJM 1996

i
{'-lJJJJ High dose

. ,
& _ iy
—_ .
g | " e T
E LLA
50
2 Conventional
© dose
)
>
Q

gJ__ . 100
0 15 30 45 60 \\\
Month

=1

S0

23

A: single transplant {N=199)

Attal et al NEJM 2005 g|B: double tfansplant (N=200)

0 24 45 T2 a5




Il decorso clinico puo rivelare
una malattia ad alto rischio:

e Malattia primariamente
refrattaria

e Progressione durante brevi

intervalli (es tra la raccolta PBSC
ed il trapianto)
e Ricaduta precoce dopo trapianto

(< 12mesi)

Indipendentemente da fattori di rischio noti




La durata della risposta

TT2 Overall Survival by 3=Year CR Status
P—values: a vs b, <0.,001, a vs ¢, <0.001, b vs ¢, <0.001
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TT3 Overall Survival by 3—Year CR Status
P—values: a vs b, <0.001, a vs c, <0.001, b vs ¢, =0.019

L aarom s s L kA
%%

o
-
c
>
>
)]
c
o)
QO
-
—
o
o
=
(o)
O
-
o

©
o
1

P<0.001

! I I 1

60 80 100 120 140 160 180
Time (months from diagnosis)

1—Year
Deaths / N Estimate
a) sus—CR 0 /138 100%
b) non—CR 9/62  85%
¢) los=CR 3/4 50%
Logrank P—valus < .0001
T T 1
1 2 3
N Majithia et.al. Leukemia 2016 Yrs from 3—Yr Landmark After Ervollment
Barlogie B. et al Cancer 2008




microambiente puo favorire I'espansione di cloni ad
alto rischio

Initiating Driver mutation Increase Change inclonal  Emergence of

event and diversifcation bulk dominance with high-risk state :

end organ damage Decrease in tumour- |
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* t(414) * Copy number changes * MYC translocations

* t(6:14) (e.g. Gain (1q), Del (1p) * Jumping translocations
*t(11;14) and Del (17p)) * Homozygous TSG inactivation
* t(14;16)* * Mutations * Amp(1q)

*t(14;20)*

* Hyperdiploidy

Pawlyn et al Nat Rev 2017




Evoluzione regionale

Advanced MM

Constraints in the bone marrow increase |

Clonal sweep Regional evolution

Initiating event Early driver events

Rasche et al Nat Commun 2017




Focal lesion at 4™
lumbal vertebra:

* GEP70 high risk
* Non-Hyperdiploid
* Del(1p12)

* Del(1p32)

* Del(13q)

* Biallelic TP53 %/

Evoluzione regionale

13 cases

* GEP70 low risk
* Hyperdiploid

* t(MYC)

» BRAFV600E

-Con tecniche di imaging si
identifica spesso una
distribuzione “sbilanciata”
del MM

-La mancata identificazione
di cloni responsabili della
ricaduta puo essere spiegata
dall’evoluzione regionale
‘Valutazioni multi-regionali
potrebbero essere utili per
spiegare |'eterogeneita intra-
paziente

Rasche et al Nat Commun 2017




I fattori prognostici sono dinamici

e Clinici Complicanze,
— Eta, comorbilita intolleranza,

e Tumor burden sottodsaggio
— ISS, LI, PCL No CR

e Biologici No MRD (NGS,
— FISH, GEP PET....)

Evoluzione
clonale

Sonneveld IMW 2019




