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The clinical dilemma of smoldering myeloma 5. A

Smoldering
/ Myeloma \
Stable,
MGUS-like

Highly progressive
with not-yet-detected
end-organ damage

Slowly progressive
without end-organ
damage
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Can intervention prevent progression in MM?

Screen with mammogram Early stage breast cancer Metastatic breast cancer
Treat as

carly as
possible

Detect
early

CURE

Watch and

s WaIL uNtil
end organ

damage

No
screening

NO CURE

st a blood test! (SPEP) MGUS and SMM
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Theoretically possible scenarios resultmg from early treatment oﬁSM
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New concepts in preventing SMM progression —, :.

4 Rules to really cure MM by early therapeutic
intervention

1. Therapy that is applied only to patients who are truly going to progress in
their lifetime

2. Agents that truly eradicate the early clones (progenitor cell) of MM
3. Re-normalize the immune microenvironment

4. Are non-toxic and not for a long duration (“surgical” approach)

Ghobrial I, IMW 2019
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wee 1. NO response =2
2. Slow progression3®s®
-= 3_ PR, then slow progression43.46.55
—-=4_ PR or CR, then accelerated
progression**434ans

== 5. CR, then slow progression?* 434
. e 6- CR}‘43,48

—w 7 Cure

Ahn et al, JCO 2014
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Proposed algorithm for the management of SMM/MM in 2015 . -

BMPC 210 %
M-Protein 2 3 gldL
Presence of one of the CRAB criteria Yes
following: /
25% crcdatng monodional PCs
Evoksion of M-prolen
SFLC rato <0.125 or >8
Hgh-nsk cytogenescs: 1§4.14), 1g gan, or del{17p)
295% abenant PCs and mmuncparesis
WVEE dffuse BA Sl ason No
MRI: Extension of lesions durng
folowwp
No
Presence of one
of the following:
Yes BMPC 2 0% Yes
l sFLC a0 2 100
>3 fwon on N
Consider
participason in
chinical trial

Inate
treatment

Diagnosis
of treatment
requiring MM

CAERS J, et al The Oncologist 2016
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Diagnostic evaluation of suspected
myeloma

Required tests Include: CAC, creatirine,
caloum, SPEP, ig levely, SILC, Bone marrow,
Sopletal purvey, whole body M)

r

Myeloma requiring therapy
Clonad bone marrow plawma cells 210% or bopay
proves plasmacyloma end
Arry CRAS criteria
Or aryy MYZLOMA DEFINING EVENTS (MOC) 2
follows
* Oonsl Bose mamow plasms ool percentags "

“n
¢ M FLC-rwme 2200 |

e e
¢ Jor more focl evora o0 NI o¢ PETCT sowdhas

Aappal or

TREATMENT SHOULD B INTRATID IN THEST PATHNTS

Smoldering MM
*  Serum M profein »igf
*  ANQICH Seht-chain restricted bone marTow
plasma colls »10%
*  Or yrinary monocional protein »500 myg per
2
*  No CRAS criteria and no MYTLOMA DEFINING

=]

Risk stratification
“ Mayo Clnic crieriac 1) BMPCs > 100, 2) M-
proten >3 gfdL &) FLOame <0.125 or »8

*  PETHEMA oriteriel 1) 295% abaormad plasma
oels Incleding decreated COMS mpression,
exprespion of CDS6, and absence of COJ9
andfor COLS, 2] imivunoparess

*  Other factors to conshder: cytogenetics, FISK,
orculating tumor cells, ewohving M 1pke, igA
hotype, sbnormal MEL, proteinuria, high
prolferative rate of PCs in the bone marmow

MGUS
v Serum M protein <3g/dL
*  Ught<hain restricted bone marrow plasma
cells <30%
v Noend-organ damage

r------m—-----’

| High-risk SMM 1 Intermaediate SMM | Low-risk SMM 1

¢ Sfacmors of Mayo Chnic o 2 facters of g |t 2fectors of Mayo Gieic or 1 facter of I 3 factor of Mayo Qink o O factors of I
PETHEMA) PETHEMA 1 PITIMA

*  Rate of progreason «TO% at Syra or S0% at 2 | *  Rate of progression «50% at %y *  Rate of progreasion «29% at Sy |
) ¢ Observamon every 3 months e Observation every 3-6 months snd everteally |
About 20-30% of 3l SMM cases . . . I every 612 montha if stable 1

¢ Mighly consider enroliment on clinicel trisks

¢ W ot on thergy, observanon at leait every 3
manths if not more frequent

¢ Consider redefning a5 "eary myeloma”™ i the |
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19-20 novembre 2019 Bologna




Mateos MV, IMW 2019

How to treat HR SMIM?

 Numerous clinical trials (51 in clinicaltrials.gov) with several drugs are
currently ongoing

* To prevent the myeloma development:
-Len-dex or Len alone, Elo-Rd, Daratumumab, KRd, Ixa —Rd, pembrolizumab,
nivolumab-Rd, Isatuximab, etc.
* To cure the disease before myeloma development:
- CESAR trial
-ASCENT trial



Early Intervention is necessary for cure )j‘
S.Jagannath, IMW 2017 \v

Delay Clonal Evolution (RD) or Eradicate the Clone (KRD) A
PFS Overall?
Patients Patients
100 -4 \ ‘\. - Toe 3L eIt Qroey W|th NDMM Wlth SMM
3 g LS M group - -
= 8o ' - Medan F/U 75 mos. RCSDOFISC (n 45) (ﬂ 12)
5 \ - Best Response, No. (%]
. “— CR orsCR 25 (56) 12 {(100)
- nCR 3(7) 0
£ VGPR 12 27) 0
S - PR 4 (9) 0
O Z24 95ATI01I0MN ',\.-lnn»ﬂ]
T T T T T T 7 T ’ p | SD l (2} 0
> 20 3> 40 > &0 O b, 2 90 20
* CR 14% after induction = SMM Median age 58 years (48-65)
* Median PFS NR after Vs. 23 mos. for
control arm
* Improved OS (HR 0.43) in favor of = Triplet therapy
treatment arm * Incorporating ASCT
* Median age 65 years (36-89) * Addition of monoclonal antibodies
Mateos et al. Lancet Oncol, 2016; 17:1127 Korde et al. JAMA Oncol. 2015; 1:746
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QuiRedex:

Len-dex vs no treatment: TTP to active disease (n = 119)
er-protocol Patients population
Meclian follow-up: 40 m Median follow-up: 76 m

PFS 0S

.~ Treatment Group

Early treatment did not induce more resistant relapses
High-risk was defined according to the Mayo 2008 and/or Spanish models with a high concordance

Mateos MV, of . NEJM 2013 Maleos MV, ot al. Lancet Oncology 2010
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Smoldering multiple
myeloma (SMM) is

an asymptomatic
precursor stage of
multiple myeloma (MM)

MM

The current
standard of care for

SMM is observation
Can early intervention with A
lenalidomide delay progression ‘ \
from SMM to symptomatic MM? -

Observation

A Randomsized Trial of L lidomide Versus Observation in Smolderi

Loniad ot al (2079)

DOE10.1200/C0. 19 02273

Is Early Intervention With Lenalidomide Better Than
Observation in Patients With Smoldering Multiple Myeloma?

Observation

&

Response
to therapy

Percent
progressed

2 Deaths (n = 6)

Early intervention with
lenalidomide in SMM
significantly delays
progression to MM

Journal of Clinical Oncology
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Progression-Free Survival (%)

No. at risk:

-

o

o
1

80 - Y

60

40

20 4

0 6 12 18 24 30 36
Time Since Random Assignment (months)

Lenalidomide 90 83 81 72 55 42 35
Observation — 92 77 67 56 34 26 19
Group No. HR 95% C1

All patients 182 0.28 (0.12 to 0.62)

Mayo 2008 risk high

Mayo 2008 risk intermediate 104 037 (0.14t00.97)

Mayo 2018 risk high

Mayo 2018 risk intermediate 68 0.52 (0.15 to 1.85)

Age < 70 years

Age = 70 years

Male

Female

ECOGPSO

ECOGPS 1-2

White

Black

29 029  (0.06to 1.49)

56 0.09  (0.02100.44)

o
-
i

B
-
135 037  (0.14100.98) -.—
47 013 (002t010)  H—f
s ox 0wl
9 020 (osw0or0  [—
134 030  (0.12t00.79) .—
48 022 (005t01.05)  -Jil——

-

140 0.22 (0.09 to 0.54)

3 173 (0.10 to 30.76) : o

00 05 10 15 20
Favors Lenalidomide Favors Observation




&I

risk SMM patients

Efficacy of Rd plus something eise seems to be superior in SMM than MM
Small series of patients
Randomized trials are ongoing/planned

ide as backbone for the treatment of intermediate-high ﬂ i\

Mateos MV, IMW 2019

Chatmd | ot o 154

l“‘ o 1 L
Ladgren O of w0 JAMA X1T
Votmmutor C. ot st Prossdud o ASH 2017 (Abeuct §10)
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GEM-CESAR: KRd x 6 2ASCT- KRd x2=> Rd x 2 years (n=90)

83 pts evaluable after consolidation:
ORR 100% ( sSCR/CR 76%, VGPR 18%) and MRD-ve 61%

Median follow-up: 25(5-43)

Mateos MV,
IMW 2019
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Early or deferred treatment of smoldering multiple myeloma: a meta-analysis on randomized controlled studies \V

Progression in overall SMM patients
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Ongoing Clinical Trials for High-Risk
Smoldering Myeloma

Conceptual/ Strategic: Strategic:
Regulatory Delay Progression ? Cure
Len v Obs DRd vs Rd CESAR
KRd ASCENT
Rd vs Obs
Dara vs Obs
Necessary trials Survival benefit with ? Cure possible with
early therapy early therapy

Slide credit: clinicaloptions.com



The fine balance in the benefit to risk ratio of treatment in patients with
smoldering multiple myeloma

?

BENEFITS RISKS

Clonal evolution
Toxicity
Cost
Overtreatment

As we deveiop therapies that have lower foxiciies and have inceasingly hgher effica-
cy for the dsease in which they are intended, including the possibiddy of cure, the nnurrn-
ber of patients wiling to undergo sach reatrments will ako inaease. Irn SMM, cdinicians
need fo discuss the risks and benefits with patients and stay wp-dated as more data
become avaidkxble. Untid we have access fo belfer Rnowidedge, in cocamstances where
the benefit of earldy eatment in ferms of overall swoival is nof well establshed greater
caution shouwld be exercsed in corsidering the risks versus benefids of reatment.
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A Al
Conclusions -

* SMM is not a unique biological entity but rather a step in the continuum of
clonal evolution and progression of tumor plasma cells.

* Selective treatment pressure on myeloma clone justify early treatment with an
aggressive curative intent.

* For current clinical practice, HRSMM should be considered for clinical trials.

* Spanish and ECOG trials support the treatment with Rd/R to prevent the
myeloma development to SMM patients with a 50% progression risk at 2 ys.

* Future treatment trials in HRSMM can set MRD negativity as primary end point
to demonstrate the depth of response achieved with a study drug and
prospectively explore the duration of MRD-ve status as a secondary end point
to assess the impact of treatment in preventing clonal evolution.
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GRAZIE PER LATTENZIONE
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