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Revised IMWG diagnostic criteria

LLN, lower limit of normal; PET-CT=1"F-fluorodecxyglucose PETwith CT; ULN, upperlimitof normal.

*Clonalityshould be established byshowing k/A-light-chain restriciion on flow cytometry, immunohisiochemisiry, or immunofiuorescence. Bone mamow plasma cell percentage s hould preferablybe estimated from a core biopsy
specimen;in case of a disparitybetween the aspirate and core biopsy, the highestvalue should be used. TMeasured or estimated byvalidated equafions_#f bone mamow has less than 10% clonal plasma cells, more than one
bone lesion is required to distinguish from solitary plasmacytoma with minimal mamow involvement ¥ These values are based onthe serum Freelite assay (The Binding Site Group, Birmingham, UK). The involved free light

chain mustbe 2100 mg/L. "Each focal lesion mustbe 5 mm or morein size.
Rajkumar, 5.5, etal. Lancet Oncol 2014; 15: e536-48.



Bone Marrow Plasma Cell

Clonal bone marrow PC = 60%

TTP within 2 years: 90%



FLC ratio and risk of progression to MM

Involved/uninvolved serum FLC ratio 2 100 (and
involved FLC level must be 2 100 mg/l)

TTP within 2 years: 80%



Focal lesion on advanced imaging
»> 1 focal lesions on MRI studies (at least of 5 mm)

Biomarker validated in two independent series -2
== < 1 focal lesion
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2 0.8

o Median TTP: NR

*-E 0.6

o Log-rank P < .001

@ 0.4

% Median TTP: 13 months

© 0.2 .

a TTP within 2 years: 70%
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1. Hillengass et al. J Clin Oncol 2010;28:1606-1610
2. Kastritis et al. Leukemia 2014;28(12):2402-3



How | treat smoldering multiple myeloma
Irene M. Ghobnal and Ola Landgren



Natural History of Multiple Myeloma
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* MM is characterized by a pattern of remission and relapse
* Remission duration decreases with each line of therapy




OS in MM continues to improve
vs historical estimates



Myeloma Drug Development

IXAZOMIB

ELOTUZUMAB
DARATUMUMAB






First-line Therapy

Newly Diagnosed Multiple Myeloma

Is patient eligible for ASCT?



















Frontline Therapy:. ESMO guidelines 2017
Young patients

>

Induction: 3-drug regimens
VTD
VCD
RVD
PAD

|

200 mg/m2 Melphalan followed by ASCT

|

Maintenance
Lenalidomide

Eligibility for ASCT

~

No

First option: VMP, Rd, (VRD)
Second option: VCD, MPT

Other options : BP, CTD, MP

Moreau P, et al. Ann Oncol 2017;28(suppl_4):iv52-ive1.



Frontline Therapy:. ESMO guidelines 2017
Elderly patients

/

Induction: 3-drugregimens
VTD
VCD
RVD
PAD

|

200 mg/mZMelphalanfollowed by ASCT

|

Maintenance
Lenalidomide

Yes

Eligibility for ASCT

\

First option: VMP, Rd, (VRD)
Second option: VCD, MPT

Other options : BP,CTD, MP

Moreau P, et al. Ann Oncol 2017;28(suppl_4):iv52-ive1.



Frontline Therapy in Elderly patients






Phase Ill FIRST Trial: Survival With Rd Continuous vs Rd
for 18 Mos vs MPT in Older or ASCT-Ineligible Patients

= ORR:81% with Rd cont; 79% with Rd 18-mo; 67% MPT
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Facon. 201E;131:301.



NUOVI FARMACI



Ac monoclonali: elotuzumab
daratumumab

Inibitore proteasoma: carfilzomib
IXazomib



Elotuzumab mechanism of action.
Elotuzumab primarily acts by activating
natural killer (NK) cell-mediated killing
of myeloma cells via antibody-
dependent cellular cytotoxicity (A).
Elotuzumab also directly activates NK
cells to kill myeloma cells (B).
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