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Smoldering Myeloma (SMM)

ARisk classification

ATreatment strategies
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Smoldering multiple myeloma

MGUS Smoldering Multiple Myeloma Multiple Myeloma

> I

J »
i1 | 1 11

Alba;, a, B Y

Serum Protein
Electrophoresis

-

Alb a; a, B Y Alb a; a, B Y

Increasing levels of monoclonal protein

Increasing marrow plasma cell percentage

Development of End Organ Damage

— X

INTERNATIONAL
MYELOMA
FOUNDATION

6



IMWG Project. New SMM Risk Score Tool*

Total Risk score Predicted risk at 2 -vears | 9% of samnle

Odds Ratio
Risk Factor | Coefficient| (95% CI) P-value Score

FLC Ratio (2) :2

0-10 (reference) - - - 0 3 .

>10-25 0.69 1.99 (1.15, 3.45) 0.014 e . e

>25-40 0.96 2.61 (1.36, 4.99) 0.004 3 c e W
>40 1.56 4.73 (2.88,7.77)  <0.0001 5 ) o s
M protein (g/dL)

0-1.5 (reference) - - - @ ! 21 8.4
>1.5-3 0.95 259 (1.56,431)  0.0002 3 —i 4. .
>3 1.30 3.65(2.02,6.61)  <0.0001 4 E 42.5 51
BMPC% 10 51 6.2
0-15 (reference) - - - o 11 995 4.9
>15-20 0.57 1.77 (1.03, 3.06) 0.04 e 12 67.5 3.1
>20-30 1.01 2.74 (1.6, 4.68) 0.0002 3 13 74.6 2.3
>30-40 1.57 4.82 (2.5, 9.28) <0.0001 5 14 80.5 2.0
>40 2.00 7.42 (3.23,17.02)  <0.0001 6 15 85.4 1.7
FiSH abnormality 0.83 2.28 (1.53,3.42)  <0.0001 2 165 89.2 L3

*689 of the original 2286 had complete data for all risk factors. Logistic regression analyses performed. Principal ineestig .)
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Risk of Progression at 2 years

1001
High-isk group >12 Risk Hazard Ratio (95% Cl)
| 80% I > — Stratification Versus Lowrisk group
801 . '(gtelfzf;‘ediatemk group Groups (censored 2 year)
| 72.6% I — 0-4 Reference
g 601 Low-intermediate-risk 5-8 7'56(3-77 to 15-2)
o Group (5-8
> o 0-12 17.3(8.63 to 34.8)
o
=
) Low-risk group (0-4) 2 year progression
'J" 0-4 9/ 241 (3.7%)
04 — ‘ ‘ ‘ o~ ‘ P~ ‘ ‘ ‘ ‘ _ 0
0 6 12 18 24 30 {36 ’ 42 48 54 60 58 67/264(25.4%)
Months 9-12 65 / 133(48.9%)
# at Risk
0-4 241 238 229 213 4 175 153 17 100 76 63 >12 37/ 51 (726%)
5-8 264 256 229 197 4 145 118 91 73 53 44
9-12 133 119 98 73 9 47 33 26 20 14 13
>12 51 41 29 21 4 9 7 5 2 2 2
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E3A06: RANDOMIZED PHASE Il TRIAL OF
LENALIDOMIDE VERSUS OBSERVATION ALONE
PATIENTS WITH ASYMPTOMATIC RIGK
SMOLDERING MULTIPLE MYELOMA

SagaiLonial] M.D., Susanna Jacobus, M.Sc., Rafael Fonseca, M.D., Matthias WeisSh%lmJ_nar, M.D., Robert Z.
Orlowskj M.D., Ph.D., Jonathan L. Kaufman, MAhdulraheemM. Yacoub, M.D., FrancisBuadj M.D., Timothy

hQ. NRARS \éz a Watebg M.D. WarntekMN BnelersortPM.D., Robert V. Emmons, M.D., Anuj Mahindra, M.D., Lyn
|. Wagner Ph.D., Madhav®odapkarM.B.B.S., S. VinceRajkumarM.D.
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PhD, Group G€hairs) and su&)orted l?&/ the National Cancer Institute of the National Institutes of Health under the folloardghambers:
CA180820, CA180794, CA180790, CA180853, CA180858, CA180864, CA189805, CA189863, CA189870, CA180888, CA180826, (IF QO
CA189828) . The content is solely the responsibility of the authors and does not necessarily represent the officiatheeMatiohal Institutes

of Health, nor does mention of Gauthors, study sponsor, etc.
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Phase Ill PFS by Mayo 2018 Risk Ciriteria
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0 6 12 18 24 30 0 6 12 18 24 30 36 0 6 12 18 24 30 36
Time from Randomization {(Months) Time from Randomization (Months) Time from Randomization (Months)
Mumbers at Risk Mumbers at Risk MNumbers at Risk
Lenalidomide 38 36 34 31 26 21 Lenalidomide 36 32 32 28 21 16 15 Lenalidomide 16 15 15 12 8 5 3
Observation 44 34 29 23 13 11 Observation 38 35 32 29 18 12 9 Observation 10 8 6 4 3 3 2

High Risk Intermediate Risk Low Risk



CURATIVE STRATEGY (@HYAR) FOR HIRESK SMOLDERING MYELO

CARFILZOMIB, LENALIDOMIDE AND DEXAMETHASONE (KRD) AS INDUCTION FOLLASED, BY HDT
CONSOLIDATION WITH KRD AND MAINTENANCE WITH RD*
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Smoldering Myeloma (SMM)

ARisk classification

ATreatment strategies
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Frontline Therapy

ACASSIOPEIA: DaradversusVTd
AMAIA: Daralen/ dexversuslen/ dex
ASQ Dara

AForte: KRd+ ASCT

At(11;14) impact g’



PHASE 3 RANDOMIZED STUDY ORMVDA¥ERSUSTd

TRANSPLANT ELIGIBLE NEWLY DIAGNOSED MULTIPLE MYELOMA: PART 1 CASSIOPEIA RESULT

A
[ Stable disease, progressive [ Partial response B Complete response
disease, or not evaluable [Very good partial response [ Stringent complete response
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PHASE 3 RANDOMIZED STUDY ORMVDA¥ERSUSTd

Progression Free Survival Impact ofsSCR
D-VTd
A B
100+ D-VTd sCR
D-VTd VTd
= 80— ] e VT SCR
% D-VTd sCR-
2
E . =
; 0 VTd 7] I;E'VTd sCR-
S 40- -
2
o 204 -
Hazard ratio for disease progression or death,
0-47 (95% C1 0-33-0-67); p=0-0001
0
0 3 6 9 12 15 18 21 24 27 30 33 0 6 12 18 24 30 3
Month
MNumber at risk o Number at risk Months
D-VTd 543 520 501 492 442 346 261 185 122 61 14 © DVTdsCR 157 157 148 89
VTd 542 519 497 475 413 319 233 163 104 50 14 © VIdsCR 110 110 100 57

DAVTd sCR- 386 344 294 172
VTdsCR- 432 387 313 176
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Daratumumab plus Lenalidomide and Dexamethasone for

Untreated Myeloma* (MAIA)

100 | Median PFS not reached
" /
-
E.- Daraturrumab
- o
. Median
b Mo. of Progression-
£ o Patients free Survival
é FIdd
2 404 b
9 Daratumumab 368 Not reached
1
30+ " Contral 369 119
Contral |
< 20 “ B Hazard ratio for disease progression
10 or death, 0.56 (95% C1, 0.43-0.73)
P<0.001
0 1 1 1 1 1 L] L} I I I I 1 1 1
o 3 B q 12 15 18 21 24 27 30 33 36 3% 42
Maonths since Randomization
Mo. at Risk
Daratumumab 368 347 335 320 309 300 290 271 203 146 BG6 35 11 1 i
Control g9 332 307 ZBO XS54 36 Z19 200 14% G4 50 18 i 2 i
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PHASE 3 STUDY OF SUBCUTANEOUS (SC) VERSUS INTRAVENOUS (I

DARATUMUMAB ADMINISTRATION

PATIENTS WITH RELAPSED OR REFRACTORY MULTIPLE MYELOMA: COLUMBA

‘ Dara SQ equivalent and SAFE
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