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From RISS: toORRASS

Time (months)

Table 1. Standard Risk Factors for MM and the R-ISS A
Prognostic Factor Criteria
ISS stage
| Serum B,-microglobulin < 3.5 mg/L, serum
albumin = 3.5 g/dL
I Not ISS stage I or ll 100+
CA by iFISH
High risk Presence of del(17p) andfor translocation © 754
t(4;14) and/or translocation t{14;16) o S =
Standard risk No high-risk CA c E T
= 38 £ s0-
Normal Serum LDH < the upper limit of normal (f © %
High Serum LDH > the upper limit of normal © 'g o
A new model for risk GL) ‘5_ o5 — ISSIR.ISSI
stratification for MM S — —— ISSI/R_ISS II; 1N vs M1l P=0.02
R-ISS stage () ——— ISSII/R_ISS I
[ 1SS Séage | aTdLSEndafd-fiSk CA by iFISH — g T ISSIR_ISS I il vs NI P<0.01
and normal edian
I Not RiSS stage | or I 029 RSS! NR o 12 24 3% 48 6 72 8 9% 108 120
1] ISF;:,La‘gg ElDa}-?d either high-risk CA by iFISH “RISSII 83 months Months of follow-up
==:R-ISS Il 43 months N at risk
Abbreviations: CA, chromosomal abnormalities; iFISH, interphase fluores- I:,;‘: ?gg ?gg 3% 2895 2;25 262: %015 '5“58 1323'3 gg :;
cent in situ hybridization; ISS, International Staging System; LDH, lactate T T T T T T w116 111 105 a7 72 64 59 51 31 20 13
gfarg‘%ogir;?:% MM, multiple myeloma; R-ISS, revised International 0 12 24 36 48 60 72 w106 101 89 72 80 a7 37 36 17 12 7

Palumbo A et al. JCO doi:10.1200/JC0O.2015.61.BiavgoulidzA et alHaematologicaloi.org10.3324/haematol.2021.280566
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Theimportanceof CHRJAbnormalities
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B. PFS according to t(14;16) status Wh at abOU'['[ (14, 16)?
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From RISS:H tORRASS

Overall survival according to the R2-1SS,
with superimposed R-1SSin the same patient population

\

M High-risk factors (score value):
Alss i (1)
Aliss i (1.5)
= 7] A del(17p) (1)
'§ A High LDH (1)
3 At(4;14) (1)
= 0.50 1 A gain(1 0.5
o gain(1q) (0.5) )
C>) — _ RISSH
— — R-ISSHI
025 4 R2isslow o~ 1
—_— R:—I::ntermediate‘rlow == . RlSk g rou pS (SCOfe) .
____ R2iISs ithermediateThigh A LOW (0)
—— Fesshen A Lowi intermediate (0.51 1)
000 T ' ' ' ' A Intermediatei high (1.57 2.5)
0 20 40 60 80 100 A High (>2.5)
Months
R2-1SS @ntermed?ate:{ Iqw vs. R2-1SS low HR 1.91 (1.57 2:44)
2155 high vs. F2-15S low HR 6,45 (4.6318.48) o Del(17p), t(4;14) and 1q+ detected by iFISH were
considered high-risk CA
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Chr Whpddélettornnand AR53

Event/N  Meadian survival (mo)

Normal : Abnormal —— no del{17p) 601/2505 152.2
parm ' — del(17p)/TP53wt 39/76 52.8
: H 100 —— del(17p)/TP53mut  33/45 36
qarm : A - )
- 8 H E 80 Log-rank P< .0001
TP53wt  TPS3wt | TPS3wt  del(17p) E
. g 60
=
40
&
20
P53 TPS3wt TPS3 - del(17p) 0
mutation mutation 1 1 1 1
0 50 100 150 200
Months
z g L Bi-allelicinactivation of TP53s the crucial
& 3 | T . . .
- driver of Prognosisvhen comparedto wild-
il type or mono-allelicinactivation
0% T T T T 1 0% T T 1
0 12 24 36 48 60 0 24 48 72
Months Months
18-Month 18-Month
Events /N  Estimate Deaths /N Estimate
TP53 Both Alleles Inactive 22/33  36% (19, 54) TP53 Both Alleles Inactive  16/33  58% (39, 76)
TP53 One Allele Inactive 23/64 T77% (66, 88) TP53 One Allele Inactive 12/64 88% (80, 96)
TP53 Wild Type 250/765 76% (72,79) TP53 Wild Type 105/765 90% (88, 92)
Log-rank p-value < 0001 Log-rank p-value < .0001
Turin, March 26-27, 2026
Corre et al. Blood 2021
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From R21SSttocC &S drigh kiskfaetinitio

del(17p) and/or TP53 mutation A Fordell7pby FI SH: CCF mus't
conducted on CD13Bositive/purified cells.
A TP53 mutation must be assessed using an-b&8d

method.
One of translocations t(4;14) or t(14;16) or t(14;20) co
occurring withlet+ and/or del{p32
Monoallelic del@p32 along withlgt, or biallelic A biallelic del(lp32 must be assessed using an NGS

del(1p32 based method.

Highb2M( 65. 5 mg/ L) with normal creatinine (<1.2
mg/dL)

' 90NBGALFGA2YAY MIumMI FLAY O0GKNBS O2LA Sa0 2 b2MlbXniidiodldaliQCOF canger adomahfradiichLJIA S&a 0 2
HRMM, highkrisk multiple myeloma; NGS, next generation sequencing.

Turin, March 26-27, 2026 : |
st::::tlells Ma;srﬁcc Avet-Loiseau H et al J Clin Oncol 2025 ; 43:2739-2751
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From R21SSttocC &S drigh kiskfaetinitio

Comments

del(17p) and/or TP53 mutation A Fordell7pby FI1 SH: CCF mus't
conducted on CD13Bositive/purified cells.
A TP53 mutation must be assessed using an-b&8d

method.
One of translocations t(4;14) or t(14;16) or t(14;20) co
occurring withlet+ and/or del{p32
Monoallelic del@p32 along withlgt, or biallelic A biallelic del(lp32 must be assessed using an NGS
del(1p32 based method.

Highb2M( O5. 5 mg/ L) with normal <creatinine (<1.2
mg/dL)

' 90NBGALFGA2YAY MIumMI FLAY O0GKNBS O2LA Sa0 2 b2MlbXniidiodldaliQCOF canger adomahfradiichLJIA S&a 0 2
HRMM, highkrisk multiple myeloma; NGS, next generation sequencing.

Turin, March 26-27, 2026 : |
st::::tlells Ma;srﬁcc Avet-Loiseau H et al J Clin Oncol 2025 ; 43:2739-2751
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e Standard-risk according to the 1 criterium” according to the *Criteria are defined as follows:
CGS cGs - del(17p)= 1

WSS 2criteria according to the N 3 criteria” or more according
cGs tothe CGS

1.00

Theculminationof severalHRgenomic

| criteriahadaneven

_____ | worseprognosig1 criterion vs 2criteriavs
S | | 3 or morecriteria

hada medianPFS of 34, 20, andnionths

<00001 |
teriaws eriteria HR, 2.44;95% C1, 15610 3.81; P < 0.0001

o

PES probability
o
E-]

025

0.00
=
Time in months
Number at risk
= 2102 1899 1377 676 240 72 0
8 451 353 226 97 30 6 ]
5 =1 13 74 44 18 8 2 0
= 20 12 6 4 [ ] ]
0 12 2 36 48 60 72
Time in months
Turin, March 26-27, 2026
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Elevated CTCs associated with:

Study design
Worse prognostic . .
o m and advanced disease stages x Not ﬁ Slnhglledoptlmal
thresholdA
CoMMIFI’ass c?‘hort Ostrava cohort f . f clinical
CellSearc : ; NGF cytometry - or easiness of clinical
= patients with pd G | . .

N=540  *c1cenumeration” DSl ggiT/gﬁ)E?g?Xngno'EsEc, chromothripsis implementation: 0.02%

for dichotomized

Jt stratification and 2% for
Proliferative profile GKARRSY €
enrichment in cell cycle and proliferation

WGS/WES RNAseq

Elevated CTCs reflect aggressive biological features and outperform prognostic markers such as proliferation signatures

'SIt}r‘lf:t?l; m;:tih 26-27,2026  Garces) et al et aHemasphere2025, BertaminiL, et alHemaSpher@025:9(S1):230 [Abstract #5199, EHA 2025 30th meeti
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CC Smpreve diiskrstriatification

Progression-free survival HR [95% Cl} o
1.0
£TCs (lnglo) — 131(113-152) 0.0004
High vs. standard risk as per €6  f—e— 155(1.01-2.39) 0.04693 =
-
10 238 g 05
1 E eyt
0,720 — . 0.50
! Likelihood ratio test ‘E
< 0,700 p=0.00018 &
(<) E; 0254 """ CGS standard risk A CTC Low
© 0,680 £ == (35 standard risk A CTC High
< ® # & GS high risk A CTC Low
O 0.660 = S high risk A CTC High
& 0.640 s 24 P 7 9
Month
D— ! 0,620 COS st omsk A CTC Low 56 (0% 43 i/ 4 (3 g 15 () 23 (168}
0% s, mak o CTC High 48 (0% A3iN 6 (5 145 B0
0’620 LR ||I'..5;..—.-a: ALCTC ﬂw.: I.I:'l Il :;l.ll h {1 |I 5 :I'.II -ll 5
TGS high risk A CTC Highd (03 A0 () 71 (7} 18 {107} (16}
0’600 Ml o um: o 'y JI
CGS CGS + CTCsCGS + CTCs Median PFS — CGS standard risk A CTC Low: not reached
0.02% cut-off |0g(10) Median PFS — OGS standard nsk A CTC High: 72 months

Multivariate Cox modeddjustedfor center,transplanteligibility, ﬂﬂﬁ ﬁ:: - E:: :ﬁ E:t " Ht E:hzi ﬁﬂﬂi

treatmentregimen and age

High risk as per CGS was defined as the presence o &tiondahd/oo FP53 mutatiere (2)arm gHotransiachtiort |nclndmg (4,04, 3(14,d469, br(t(142@) plang with XgH andior adi) pRE)pafielic adl(1p32} dotig witH 1g+n a
or biallelic del(1p32); or(4p Zni cr ogl obul in O5.5 mg/ L wi t hlLoiseauHnet &l. J €lin Orcol. 2025 Aug 20{43(28): 2238 Ingiohzobcldses: e 10Aod

Turin, March 26-27, 2026 = A m
Starhote];Majesﬁc ’ 5Ql 32au0Ay2 a S orallpresenthtatioh f
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Determinantsof functional high risk((FHR) :
bas€line +H\MRDespomnse

. . . . . Multivariate
Baseline genetic and diseaselated features, response to first line therapy
OR (95% Cl) p-value
M RD_|s the new endpoint ofresponseableto reduce o @ o low 193(099-3.74) 0049
the risk of ER S-ERMM, High vs Low — B——4.45(1.68-11.72) <0.001
18-month landmark analysis of overall survival e
A - CPC, >0.13 vs =0.13 —— 2.68(1.38 - 5.20) <0.001
. /| variable score
100 No progression at last FU SR Risk Score 038 (047 -0.80) 0.010
CEE N - s ’ SBA7-080) 70
Zors S-ERMM Intermediate 610
: B | - e RavekoASCT 4 101082185 o9
H S-ERMM High 211
20 e o v 3 KRA-ASCT vs KRd —— 0.37 (0.17 - 0.83) 0.015
% ke 2 OR (95% Cl) p-value
H 025 S-ERMM Intermediate vs Low - 2.40 (1.73-3.30)  <0.001 & 0.26 (0'14 - 0'48) <0.001
S-ERMM High vs Low —=— 5,60 (3.08-10.16)  <0.001 ! !
:ﬂfgii,a;tf;-gzgonths vs ER18, N : — 0.14 1 1.72
“mo 5 10 15 20 25 30 35 4 45 50 \ Lower risk of ER18 Higher risk of ER18 / ——————

Higher risk of ER18

MM, multiplemyeloma FU, followup; ER18arlyNB f | LJ& S >Kmy Y 2 ylDKJactat@de®/dfogédhaseURN, Appetindit of normat BMPC, bone marrow plasma cells; FLC,
free light chain.; ClI, confidenggerval.CPCcirculating plasma cells, K: carfilzomib R: lenalidobridiexamethasoneASCT: autologous stem ¢eelbnplant C:cyclophophamide

Turin, March 26-27, 2026  zaccaria GM, et aClinCancer Res. 202Li11;27(13):36983703. doi: 10.1158/10780432. BeksadV, et al. BoneMarrow Transplant 2023;58(8):91623.
Starhotels Majestic Charalampous, et al.. Blooddv. 2023;7:4374380, Majithia N, et al.AmJHematol 2015;90(11):98985.
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Theimportanceto achieveand mantain MRDReg

GEM2012MENOSS6S5 trial (€0 FORTE trial (19

3-year PFS 3-year PFS
In MRD negative patients in 1-yearsustainedMRD negative patients

4-year PFS
in 1-year sustained MRD-negative patients

1.00 {
100 4 1 1.00
=® '_I_I = :
i 75 T — 'g |
S 75 :
2 £ 0751 0.84 L— g 0.5 ;
a =] [} !
w 1
g 50 g ¢ !
= & < |
s z 0501 £ 050 |
8 24 ‘ﬁ 7 :
¢ 51 b E g o |
o 9 0.25 S :
& : g HIR g0B5 | = crcLow !
0 L T L T T . T T T D- - CTC ngh i
- DH
0 10 20 4 50 &0 0.00 . . . : . 000
Time from diagnosis (months) 0 10 20 30 40 50 '
== standard-risk CA - Undetectable MRD == standard-risk CA - Persisting MRD Months 0 10 20 Months 30 4 50
== high-risk CA - Undetectable MRD == high-risk CA - Persisting MRD

Goicoechea | et al. Blood 2021;137(1)688 MinaRet al LanceHematol2022;BertaminiL. et al, JCO 2022.

Turin, March 26-27, 2026
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Theimportanceto achieveand mantain MRDneg

PERSEUS: Overall and Sustained MRD-negativity rates

Median time
to reach post-consolidation:

5 -1 -1
6.7 months 48-month PES MRD negativity (10-%) MRD negativity (10°°) Sustained MRD negativity (10-°) =12 months

= 1004 | | P <0.0001 <0000 P <0001
S | Odds ratio, 3.40 Gdds ratia, .87 Odds ratio, 442
'g h 84.3% bvRd (95% CI, 2.5-4.7) (957 C1. 29-5.4) (95% CI, 3.2-6.1)
2 804 ! | ' w 755 & =
f=d -
g ! vd  F o £5% 0 5%

! 1 ] & ]
§ o0 : : g £l AT 0 0
=] | 1 Ew a an
s 3%
3 401 1 1 = @ - 0%
o 1 1
§ | 1 E il a e}
S 20 ! ! £ 1 n
2 1 HR, 0.42;95% Cl, 0.30-0.59; P <0.0001 1 o4 o [
2 1 1 DR Vi DvRd VRd B.VRd VRd

0 T T T T T T T T T T T T T T T T T 1 n= 3“] in rm] jn= aﬂﬂ.’ n= JM:| fn= aﬂﬂ' n= JM,
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
N Months 64% (207/322) patients receiving Dara-Rev maintenance discontinued Dara
VRd 354 335 321 311 304 297 291 283 278 270 258 247 238 228 219 175 67 13 0 after 24 months {=CR and sustained MRD negativity [10-%] for =12 menths)
D-VRd 355 345 335 329 327 322 318 316 313 309 305 302 299 295 286 226 90 11 O

MRD-negativity rate was defined as the proportien of patients who achieved both MRD negativity and =CR. MRD was
assessed Using bone marrow aspirates and evaluated via next-generation sequencing.

58% reduction in the risk of progression or

death in patients receiving D-VRd o ] ]
Rates of MRD negativity improved during maintenance

The absolute difference betweenVRdandVRdwidened over time
and is most evident at the deeper threshold of 10
Turin, March 26-27, 2026

i RodriguezOtero P et alASCO 2024
Starhotels Majestic SonneveldP et al ASH 2028ral presentation SonneveldPet al N. EngMed 2024 g
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How to mitigate »the very hig

NGS, 10° cut-off NGS, 10°¢ cut-off s,
100% Very high risk” 100% Very high risk”
- ' ) - : ) ISKIA: Is&KRD KRD
79%
aom 78% 77% 80% 77% . VS
T0% 70%
£ 60% 539 £ 60%
£ so% £ 50%
3 £
F 40% = 0%
30% 309
20% 20%
10% 10%
0% Misa-KRd (n=151) g%
OHRCA  1HRCA 2+HRCA | ‘Rd(n=151) OHRCA  1HRCA| 2+HRCA
NGS, 105 cut-off NGS, 10 cut-off
OR (95% C1) ion p Interaction p
Overall — 167 (1.00-2.80) Overall —_ 209 (1.43-367)
Cytogenetic risk Cytogenetic risk
as IMWG* as per IMWG| . - - .
S i oses Soasarind) | —— 2012236y 0203 Postconsolidation MRD negativity by NGS
N of HRCA: N of HRCA: - - .
opmmwer | . oz | S Subgroup analysis by cytogenetic risk
1 HRCA —_— 186 I]TS-!'LET] 1HRCA T 2 {0.88-4.70)
2+ HRCA ——— 2.76 (0.52-14.56) 2+ HRCA 9005 (1.57-52.14)
R-I155¢ R-IS5°
i T sy o i == BRsasy o
R-Isst fo— 1.14 (0.36-3.60) 0.3844 n\z-lw —— 1¥6 (0.66-4.69) 0.4363 . 1 1 7
= o = s Butisit corraletedwith PFS and OS*
0‘15 1 1"55 020 - a
Favors KRd Favors Isa-KRd Favors KRd Favors Isa-KRd

*1 HRCAwas definedasthe presenceof one of the following high-risk cytogeneticabnormalities(CA) del(17p13.1), t(4;14) (p16.3;G32.3), t(14;16) (g32.3;023), gain(1g21), or amp(lg21); 2+ HRCAvas definedas
the presenceof at leasttwo high-risk CA
Turin, March 26-27, 2026 MRD, measurable residual disease; NGS -gemeration sequencing; HRCA, higk cytogenetic abnormalities; Isaatuximab K, carfilzomib; R, lenalidomide; d, dexamethasone; del,
Starhotels Majestic deletion; t, translocation; amp, amplification. GayFet al ASH 2023
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RD AalonecomMMRD #haseling s

MRD pos (10)*

Gain1q vs. Normal 1q: HR 1.83, 95% C1 1.18 - 2.86
Amp1q vs. Normal 1q: HR 4.74, 95% CI 2.88 - 7.80
Amp1q vs. Gain1q: HR 2.58, 95% CIl 1.56 - 4.29

1.00 1
s
s 0.75 1
@
$
T 050 - g ,
k=) ; ;
g ;
0.25 1 — Normal 1
g = Gainlq d '
0.00 7.3 131.8
0 10 20 30 40 50 60
Months
Normal 1qg 98 (0) 84 (3) 73 (5) 61 (7) 53(9) 28(30) 1(55)
Gain1g 58 (0) 43 (4) 35 (4) 26 (5) 20 (6) 7(15) 1(20)
Ampig 29 (0) 11 (0) 6(0) 6(0) 3(0) 2(1) 1(2)

Number at risk (number censored)

Progression-free survival

Normal 1g 121 (0)

Gainlq
Amp1q

MRD neg (105)*

Gain1q vs. Normal 1q: HR 1.81, 95% C1 1.05 - 3.13
Amp1q vs. Normal 1q: HR 2.92, 95% CI 1.5 - 5.65
Amp1q vs. Gain 1q: HR 1.61, 95% CI 0.82 - 3.14

1.00 7
0.75 1
0.50 -
0.25 1 — Normal 1q
= Gain1q :
= Amp1q
0.00 46T
0 10 20 30 40 50 60
Months
121(0) M2(0) 107(0) 96(3) 61(35) 9(85)
71(0) 69(0) 62(1) 53(1) 46(3) 30(18) 1 (45)
23(0) 22(0) 20(0) 17(0) 14(0) 8(4) 2(8)

Number at risk (number censored)

Analysis performed by multiparameter flow cytometry (MFC) before maintenance in the intention-to-treat population.

PFS: progression-free survival; HR, hazard ratio; MRD: minimal residual disease, POS, positivity; NEG, negativity.

Turin, March 26-27, 2026
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pinetAssessmendf CliCand MRDfor dynan
CTCs and MRD show the lowest genomic

L MRDnegpatients
similarity 9P
BEMD MRD cell
X cells 100
: — 77%
0.75 S
0 T
o 0.50 i
B 60%
0.25 P<0.001
HR=2.0
0.00
0 20 40 60 80
% CTCs Time from best MRD (months)

<0.02 372 312 239 194 11
=20.02 267 228 172 122 71
CTCs

SNV: 02 c al Btelkasand(Matect),rAR <2% in T cells, >5% in the tumor sample, filter false-positives
CNV: Log2 < -0.5 (deletion) and > 0.5 (amplification); filter X and Y chromosomes

Paiva B et al ASH 2025al presentation
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Sustained\MRD negativity isielinicak
How manyyeats 0f Sustased MR megativity ?
FORTE trial lortgrm follow-up

HR=0.72 (0.47-1.09), p=0.12 1

Less than 1 year ——ma—+]

1
1
1
HR=0.4 (0.22-0.72), p=0.003 :
1 year I L 2 | i

c
[e) 1
= 1
© 1
5 HR=0.36 (0.19-0.66), p=<0.001 1
© 2 years } & | 1
el 1
[} 1
£ |
B 1
7] HR=0.17 (0.07-0.4), p=<0.001 1
7 3 years | L 2 | \
=) |
m 1
= HR=0.15 (0.06-0.35), p=<0.001 | !
4 years f o ' !
1
1
1
HR=0.06 (0.03-0.15), p=<0.001 1
5 years or more | — | 1
1
1
1

0.03 0.10 0.30 1.00

Manuscriptin preparation Hazard Ratio (95% Cl), p value
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ofltasingWIR D qregativi

FORTE trial: KR Rgnaintenance

First 2 years of maintenance

MRD resurgence from first MRD negativity

1.00 - 1.00
== 0 HRCA
9 1HRCA 0.75
0.75 4 == 2:HRCA ’ — KR
w R
0.50 0.50
0.33
0.25 0.25 | 0
0.
I
1
0.00 0.00 . .
0 10 20
Months Months
& 3@})‘3 .
é -
Sl —— o, After 2 years of maintenance
10 s MRDneg
o Tor2 <001 postinduction (<6m) | None
S 0s 0.75 == Rafter 2yearsof KR
. Tor2 <001 later (6m) R
e Tor2 2001 post-induction (<6m) |One -_—
306 057, 4—— |3 <001 post-induction (<6m)
a 46m 0.50
g 039 3 2001  post-induction (<6m)
= |3 <001 later (>6m) .
z . Tor2 2001 later (-6m) e ormere 025
20, 33 4001 3 2001  later (o6m) : 9.21
2o - e
2 016 Risk factors: ~ 10-17
One vs rone; HR 2.24, 95% CI 1.2-4.1, P = 008 ]
00, . . . Tiwo +vs none; HR 4.39, 95% C1 2.5-7.7, P < 0001 0.00
0 2 0 © 5 Tiwo + vs one; HR 1.96, 95% C1 1.3-2.9, P = 001 0 10 20 30 40 50
Time from MRD negativity (months) Months.
woedes s w0 s KR 116 15 110 100 72 30
5Q!32aGAy2 a Sd Ftz .t 2DRR9MNHNET 66 54 15 R 92 89 a7 79 63 33
Guerrero C et al, Blood 2024. Two or more 495 74 52 37 8 MNumber at risk
AbbreviatonsR; lenalidomide; . . . : :
K carfilzomib; HRCA: higisk 0 20 2 60 80

chromosomal 'i:;";;ein’ March 26-27) 2026
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MRD2stop studymaintenance

cessationbasedon MRD

100 W
Er— L a
0.75- 4
g
2 — PFS
S 0504 —— MRD-FS
£
0.254
0.004
T T T T T T -
0 6 12 18 24 30 36
Time from discontinuation (months)
Number at risk

PFS 47 (0) 47
MRD-FS 45 (0) 45 (4) 37 (2) 28

(1) 42 (0) 35 (4) 25 (0 21 (O 17
(5) 19 (0 16 (0) 13

Exploratoryendpoint: MRD 1&/

A o0 B 100 PRI,
07 ors .
Z &
o <
4 050 @ 050
g 2
g 3
=
025 MRD<107 025 MRD<10"
MRB:‘G’ —— MRDz10"
WD s 107 R < 0 MRS = 107 e RO < 0.
oo MEENE S oo ! ‘ ‘ 00| PRI E e8RS proor
o ] 12 18 24 30 £ o ] 12 18 24 30 36
Time from discontinuation (moths) Time from discotinuation (mantfis}
Number at risk Number st rigk

MRD<107 36 (0) 36 (1)
MRDz107 6 (0) 9 3 5 (1) 3

32 (1) 25 (@) 1B (O

m 1 o

MRD<107 38 (0) 38 (0)

15 () 12
T

35 (0) 29 (2) 23 (0) 19 (0) 15
MRD=107 8 (@ 9 (1} 7 (0 6 (2 2 @ 2 @ 2

Turin, March 26-27, 2026
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MRD atapted tceatmentidiscontin

Greek Discontinuation Study (n=52)

Post-ASCT

3+ years of: maintenance lenalidomide, sustained MRD <10° (NGF) &
PET negativity

Restart lenalidomide if MRD (+)

MSK Discontinuation Study (n=43)

* 3+ years of sustained MRD <10“ (flow) during maintenance
* Optional: Restart lenalidomide if MRD (+)

Treatment-Free Survival (%)

o
8

g

o
~
o

Strata
75.8% <+ m

Median f/u 36 months

o
8

o
~N
o

0 6 12 18 24 30 36 42 48
Time since di { ion of (i hs)

23% MRD 10° resurgence

i Conclusion: Maintenance cessation with 3+ year-sustained
MRD negativity at 10°° or 10°®° associated with similarly
L excellent outcomes (esp. standard-risk myeloma) 4

A—\—"—\_‘_ S2k
X
§
3
%
B
g0
Median f/u 21.2 months
“
= T
B e o
& Standard Risk
~
g 79 /.'\_\_—
§
3 High Risk or Not Reported
B pr0058
=
-

DermanB A et al BCJ 202RerposE A et al Blood 2028ordeet al IMS 2024
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D atapted: treatmentidiscontinuatio

(daraKiRDr ASCIT)

Stop therapy after 2 consecutive MRD<10-°
71% proceeded with active surveillance

100 e b
%::‘;% 0 HRCA "%, Sustained MRD <10¢

g 80 -1 1 _ Ll
3 — 1 HRCA g
3 L
& " 1._.. 2+HRCA 3 |
'z Sustained MRD <10 but not <10
2 40+ 40
¢
§ 20

1 HRCA vs 0 HRCAs: HR 185 (95% C1 0-62-5.52); p=0-27 2

2+ HRCAs vs 0 HRCAs: HR 4-67 (95% Cl 1-47-14-80); p=0-0088

0 . : . . . HR 0-22 (95% C1 0-08-0-64); log-rank p=0-0021
0 12 24 36 48 60 .. 12 24 £ “ L1}
Time (months) Monthe

Costa et al ThiancetHematology2023
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MRD atapted tceatmentinteasitication

Before MRD era: treatment at biochemical vs clinical progression

Study endpoint BP(months) CP (months) .
Earlytreatment: nearlydoubledsurvival
Mayo clinic OS from relapse 59.4 26.2 R 0 . .
» and 37%owerrisk ofprogressioror
Mayo clinic TTNT 17 9.6 death
Greekgroup PFS 24 13.2
MRD resurgence: what to do? PREDATOR study
Median time from MRDpositivity Median time from MRDpositivity o + Daratumumab
1.00 b to conventional PFS event 100 e to next treatment * Obsenvasion
z ™
] 0 E Daratumumabvsobservation
. . “ - EFSwotreachedvs 9.5months
i i Ea 01 wf n ®H n Teddtyory >
025 | = All patients 025 - == All patients - 75% MRDnegativityregained
0.00 22is 0.00 345 o ¢ ° B Tame " = =
[} 10 20 Months 30 40 50 0 10 20 Months 30 40 50 . Number at risk
AL TO(2) 40(10) 25(16) 16 (22) 7(29) 2(34) Al TO(3) 44 (1) 27 (19) 18 (26) B(34) 3(39) wi‘::“::: :g ‘; : : 3 g :
Mumber at risk Mumber at risk 2 3 i - r = r
Time

&:ﬁ;%}ﬁib 26-27,2026 Katodritoue et alAnnalsof hematology2018 , GoldmaiMazurSet al Bloodadvancest nHo X 5Q! 32aiAy2 a S
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MRD atdapted tceatmentiniensificationttheRemnan

—Partl |
| St |

W

Study inclusion ® PET-CT
Study inclusion: MRD- pts
391 NDMM eligible for randomized to | | SPEP w/IFE + free light chain every month ® NGS
ASCT arm A/B MRD testing every 4. month ® NGF ::;m;; ks
M-prot by Mass spec monthly @ Mass spec PFSfOS -
88 pts @ @ & e
® Arm A: Start Tx at MRD relapse
® o —e
ETFPRERRRY  oveizi
-4 i SPEP w/IFE + free light chai thly
® - w/IFE + free light chain mon 2™ jine thera
Primary endpoint: M-prot by Mass spec monthly : R
MRD negative CR

ClinicalTrials.gov Identifier: NCT04513639

g;‘,f‘t“,mﬁ‘:h 26:27,2026  pasmussen A. et al., Hemato 2020, 1(2), 36-48
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A Current new risk stratification models to evaluate static prognosticators in 2026: the ro
NGS + FISH

A The best way to stratify MM patients is to combine the different prognostic factors, cres
a more comprehensive and powerful score (NGS, FISH analyses, CTCs, MRD..)

A MRD should be used as dynamic tool to monitor FHR, to modulate static risk and MM
therapies (dentensification and intensification)
Futureperspectives

A Development of riskailored treatment strategies based on both baseline and dynamic
risk factors, combination with CTCs

A Randomized clinical trials to compare different treatment strategies specifically designe
for highrisk disease (many phase Il single arm trials so far)

Turin, March 26-27, 2026
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Thank yauftentheaattention
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How to usetthelkinelies OVVMR D touglidestyea

Potential MRD-adaptedstrategies in MM

Scenario Information learned Potential intervention

SustainedVIRD negativity Deep#urableresponders Singleagentmaintenancediscontinue

Multi-agentmaintenancede-escalate
MRD (+) to MRD () Benefitconferredby intervention(ie, ASCT, maintenance

MRD (+) to MRD (+)

De-escalation of intensive therapy
Signifiespersistentlisease

Carefulmonitoring fordiseaserogression

Early interventionbeforeprogression

MRD (-) to MRD (+) Harbingerof progression Early interventionbeforeprogression

PFS by MRD status

== MRD negative at 3 y post-ASCT (h= 153)
== MRD conversion at 3 y post-ASCT (n =31)

. 100 4
5 years continuous 2 years continuous s 1
single Len £ Len+Pmaintenance £
i £ £ 50
maintenance approach g
25 9 — Scﬁ:r:oliRD— =) 95 J
approach o Perssimnt MR P < 0.0001
0 0 T T r T T .
d 12 28 E.] 48 E)
Number at sk Time since 2-year landmark (months) 0 ! 2Fnl|nw-|?p (yeam; ° ¢
Sumw::m:;;mmm 31(0) 24(8) 12(22) 8(28) 6(28) 2(32) No. at r?sk
LossMRD- 40 4(1) 0(3) 0(3) 0(3) MRD negative 153 148 124 78 44 8
Persistent MRD+ 8(0) 24(4) 5(21) 3@2) 3@2) 1(24) MRD conversion 31 21 15 9 5 2

Turin, March 26-27, 2026
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: Broad and early hit: ASCT Continuous combination treatment:
1stline treatment Quadruplet Induction if eligible Doubletor Triplet Maintenance

(antiCD38, PI*, Len, Dex) (e.g. Dara-R, Isa-R, KR, IsaKR, DaraKR)
inducing rapidremission maintaining remission
achieving MRD negativity achieving sustained MRD negativity

>
P
(]
CC)\
T
EN):
5 90Q
208
W &= n
oY c
L =
T
S S.
- C o
£9 £
oo W
L@
50
5 %

Continuing treatment beyond MRD
negative remission
preventing escape
v : of resistantclones
preventing early
progression

2" |ine treatment

CARTcell-treatment (Idecabtagene vicleucel, Ciltacabtagene autoleucel), if available

(HR and FHR)

Turin, March 26-27, 2026 i _
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related features

8 050 il
18-month landmark analysis of overall survival s 'L_"‘L,_,_,_ :
0.26 4 H \
. N last FU { Variable Score P<.0001 E |
: o progression at las ; ' :
progression at. LDH 2ULN Risk Score 000 | ‘
S-ERMM Low o 12 24 36 48 60 72 84 96 108 120 132 144 156
Number at nsk Time in manihs
= Primaryrefractory { 70 59 48 37 24 14 9 3 1 0 o 0o o0
Relapse after 18 mo B j o e e e s sea e e e ae 1

S-ERMM High

0 12 24 36 48 60 72 84 96 10B 120 132 144 156
Time in months

o
g

Survival probability

ER18

FLCLvsK 2 Variable N Events | Hazard ratio HR (85% CI) P
OR (95% CI) p-value Age 751 - 1.26 (1.08, 1.50) 008

025 S-ERMM Intermediate vs Low - 240 (1.73-3.30)  <0.001 =S ! AN . Reterence
2 263 80 1.04 (0.71, 1.51) B4s

S-ERMM High vs Low —m=—  560(3.08-10.16) <0.001

Relapse after 18 months vs ER18, ¢ ¢ ) e ° — o7 on2en o2
om0 HR: 046, p<00001 1 1016 Triplats 675 184 1.93 (0.98, 3.80) 058

0 5 10 15 20 25 30 35 40 45 50 Lower risk of ER18 Higher risk of ER18 o o1 EEEE Lo
Months \a SO V"g""w"""“ - / 2.4 386 124 1.72 (1,27, 2.33) <.001

e FISH Standard-Risk 415 74 Refarence
High-Rigk 247 75 211 (152, 2.82) <.001
Do PR PERTCY PP

Response at induction Primary responder 718 174 L Reference
Primary refractory 3 19 —=—|4.26 (2.81, 6.94) <.001

—— — —

Plasma cells in the BM Less than 60% 473 100 eference

More than 60% 278 93 —_— 1.36 (1.00, 1.87) 051
1 ;‘ a ;55
.
Tlll’ln, March 26-27, 2026 Zaccaria GM, et aClinCancer Res. 202L11;27(13):36953703.doi: 10.1158/10780432.Beksadv, et al. BoneMarrow Transplant 2023;58(8):91623.

Starhotels Majestic Charalampou€, et al.. Blooddv. 2023;7:43724380,Majithia N, et al.AmJHematol 2015;90(11):98985.
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CoMMpass: MYC-r Are Present at Myeloma Diagnosis

MYC::IGH are
Sub-clonal Events

b 50%
Region VAF v
110 A1 g I"”
o Ao
Bcsr
| Exvagenc |
4071(11;14) S
. ee |

70 11(4:14)

15r|4 16) II I

|0~‘I(8 14)

= | o~
Variable  Diversity JMD G,G,A,G, E A,

Median VAF 23%

- — T

-

107.3 Chromosome 14 (Mb) 105.9

%) Weill Cornell Medicine

Progression (probability)

MYC alterations are
associated with SMM
progression

At MM Diagnosis, the
predominant clone
was already present at
SMM diagnosis

Turin, March 26-27, 2026
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MYC-r were present at

diagnosis in 22/24 patients
with >1 sample

Paflents with N=147
serial Samples

Always MYC-r neg 123 (84%)

MYC-r pos in first 22 (15%)
sample

MYC-r neg -> pos 2 (1.4%)

Misund, K., et al. Leukemia, 34(1), 322-326

Boyle, E. M., et al, Nature Communications, 12(1), 293

Misund, K. al. Leukemia, 34(1), 322-326

Barwick, B. G, et al. Nature Communications, 10(1), 1911
Bustoros, M et al. Journal of Clinical Oncology, 38(21), 2380-2389

MY Creearrangements

CoMMpass: MYC-r are Associated with Inferior PFS

Multivariable Cox - PFS

Characteristic HR (95% C1) p-value
MYC-R status 0.040
. Pairwise Comparison No MYC alteration -
ey vy MYC::Non-lg 1.08 (0.83 - 1.40) 0.54
IMYC::IGH/IGL/IGK vs no MYC-r 0.027]
o MYC-IGH/IGL/IGK vs MY 0.025) MYC::IGH/IGL/IGK  [1.40 (1.09 - 1.80) 0.008
! M vs no MYC-r 0.539) Age at Diagnosis 0.029
§ Age < 65 -
gow Age>= 65 1.23 (1.02 - 1.48)
£ AutoSCT 1+ line <0.001
L [ No AutoSCT -
AutoSCT 0.43(0.35-0.53)
000 First Line
8 3 %= 7 1% Doublet - 0.38
Time (days)
Nicilbar atrick Triplet 0.91(0.75 - 1.12)
668 323 166 35 0 Dell7p Present 1.35(1.02-1.77) 0.040
e & %2 4 o Gainlq21 Present 1.32(1.10- 1.58) 0.003
';9 ° :; = ‘; Del1p22 Present 1.26 (1.03 - 1.55) 0.029
; = = t(4;14) Present 1.07 (0.82 - 1.41) 0.61
i) Weill Cornell Medicine

& Abbreviations: Cl = Confidence Interval, HR = Hazard Ratio |

SaldarriagdMM et al et al ASH 2026ral presentation
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Ultra Hiigih riisknvV]

Ultra HR MM is not defined in a consensus approach, however used for MM leading to death in
24-36 months with following features':

Biallelic TP53 inactivation

>2 HRCAs: del(17p), TP53 mutation, t(4;14), t(14;16), t(14;20), gain(1q), amp(1q), del(1p32)

High-risk GEP signature
Extramedullary disease

>2% circulating plasma cells

Turin, March 26-27, 2026
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Recdlassifieatiorn Op patients

C G S 1.00 —— SR according to the CGS / SR cytogenetic according to R-ISS
R- I S S — SR according to the CGS / HR cytogenetic according to R-ISS
A — HR according to the CGS / SR cytogenetic according to R-ISS
— HR according to the CGS / HR cytogenetic according to R-ISS

0.75 A

SR IMS

Absence of any of the R-ISS HR CA
2,102 patients

2,174 patients
0504 ---------

PFS probability

V 0.25 4
..

HR IMS
593 patients

Presence of one or more R-ISS HR CA

521 patients 0.00 7

Time in months
18.2%R1SSwere reclassifiedSR CG3,8%with SRR- ISSvere reclassifieHRCGS
The HR CAriteria from the RISSclassificationwere not ableto discriminatebetween patientsin the HR

and SR CG&ubgroups

Turin, March 26-27, 2026 _
Starhotels Majestic Schavgoulidze A et al Blood 2026
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Theimportanceto achieveand mantain MRDnegs

Tripletsvs quadrupletsasinduction and consolidationin transplanteligible patients: the more, thedeeper

Postinduction MRDnegativity rates (%, 10) PostconsolidationMRDnegativity rates (%; 16)

100 100
80
80 6
60 60
50 50
40 40
30 21 30
20 20
10 10 I
0 0
> 6 >
& &£ 4&‘* @ & 4<a~ 4&6 & & & @- @- &

S / 0 il 0’”“% & /

Despitethe use ofquadruplets 1/4 to 1/3 patientswill be MRD positivéefore startingmaintenance

Tull; 1nl> March 26-27,2026  \omeeset al Blood 202050ldschmidi et al Lancehaem2022: GafFet al ASH 2023; Costa L et al JCO 2022; Md?etal The Lancet 2019ywetLoiseatH et al ASCO 2019
Starhotels Majestic
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Induction C [
| Dera¥Rd x 4 t ANCT "’L 14"'me4"’ oS
o o | P 2 o & |oemro Cox Regression Model
é g (<10%) é (<10%) ; (<10°%)
= < e ORR OR 95% C.| P
FHR36 0.25 0.07-0.90 0.03
1 MRD assessment by NGS "MRD-SURE" free ob and MRO surveillance* TCRT in second line therapy 8.98 0.94-85.58 0.06
ok T s e e IMS/IMWG high risk 0.28 0.09-0.88 0.03
2PFS HR 95% C.I P
Median follow up 41.8 months FHR36 2.39 1.09-5.27 0.03
[ TCRT in second line therapy 0.17 0.04-0.71 0.02 —I
FHR36 TVIS/TVIWG high risk 0.97 0.52-1.87 0.93
0S HR 95% C.I P
2PFS 0os FHR36 4.20 1.25-14.16 0.02
11 1R L - TCRT in second line therapy 0.36 0.05-2.74 0.33
- 31 - - \ — IMS/IMWG high risk 1.77 0.80-3.93 0.16
- ledian 5.8 vs. 8.1 mo, P=0.003 . PD>36mo.
! ol [ O - FHR36= functional high risk with progression in the first 36 months from onset of first line therapy; TCRT= T-cell redirecting threrapy; ORR= overall response rate; 2PFS=
! 5 et —a l = = e second progression free survival; 0S= Overall survival
- 3
l Fese

™ Median 23.8 va. NRmo , P=0.005

: . . . - . . . TCRTin%ineisassociatedvith improved2PFS

Turin, March 26-27, 2026 .
Starhotels Majestic Costa LJ et al ASH 20@El presentation
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DINAMIC DEFINITION:
Patients with no apparent/not necessarily higbk features at diagnoswsho progresswithin 12 to 18 months from

treatment initiation despite an optimal initial therapy

ISSI wasreported in 12-22% of ERStandard risk cytogeneticsm 12-40% of ER

> 8= — 1056%
(=] -
=7 P =3.71e-14
P00
< | = > T
c o 1
Z
g !
£2 - 3 8 o
sc
% | E}
a
S« g é
£ L 24
@ O | w - e
- "
N i A - '
S | = 3.FHR = < R :
= i;i:R § o m 7 £ 8
2 ’ 5 1B % 42 5 65 Y5 90 W2 4 e Adjusted Ovorall Survial {months)

I I 1 T I 1
0 10 20 30 40 50 60 70 Solin i iin okt *  RelS51 at diagnosis without ER1E: not reached
0S (mth) SRILR — - GHALR = RelSS I/ at diagnasis withouk ERLE : 65.2 months (95500 53.6-NK)
= ReISS I/ at diagnasis with ER18: 2 7.2 mosths (95%00: 18.3-MR)
—_— SR/ER - = GHR/ER = RelSS Il at disgrasls with ER18: & 9 months (35%C0: 5.1-13 5

ISS, International Staging SystemeBRrelapse, SR, standard risk; GHR, genomic high risk; FHR, functional high risk; LR, latd $8afReyiRed InternatioS#hging system

Turm’ MarCh 26_27’ 2026 Bygrave C, et al., Br J Haematol. 2@2drreJ et al. Haematologica2020; Yan et al., Cancer 208giencer A, et al. Blood. 201BastritisE, et al. Clin Lymphoma, Myeloma L&0R0;5 Q! 32adAy2 azX Si
Starhotels Majestic Cancer Res. 2028pekojcet al., Blood Cancer J. 2022, Kumar SK, Leukemia. 2018; GopalakrishnarB®Blabd Marrow Transplant. 2019
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S 24-Months cut-off in posthocanalysisof Castor anc
Polluxtrials

Table 2. Response rates and MRD-negativity rates according to the relapse subgroup

2 Early relapse (<24 mos) Late relapse (=24 mos)
\“\ DARA Iato relaps DARA Control P DARA Control P
20 A ‘—“'—’_\_._\_‘—-.MA_iARA early relapse
T Response, n (6
° Patients evaluated, n 121 110 145 141
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
ot ks ORR 110 (90.9) 81 (73.6) 0004t 136 (93.8) 114 (80.9) 0010¢
Controllatorelapse 144 106 71 56 51 38 30 25 20 16 15 14 12 8 1 0
DARAlstorelapen 146 131 118 106 94 84 77 70 64 58 56 S 40 2% O 0 =CR 56 (46.3) 15 (13.6) <0001t 83 (67.2) 42 (208) <0001t
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Early immunotherapy: suboptimal response tafirstline
KarMMa-2 Cohort 2C:
Clinical High-Risk MM due to inadequate response to frontline ASCT (h=31

MRD negativity at 10°

Median followup 27.9 months
(A)  All evaluable patients (N = 31) (B) Patients with > CR (N = 23)
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CARTITUDE-2 Cohort B: KarMMa-2:

Cilta-cel in patients with early relapse after initial therapy (n=19) Cohort 2a i Ide-cel for patients with an early relapse (18 months)
Progression 012 months from ASCT oafterASCliucti on therapy.
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Early immunotherapy: suboptimal response tafirst line

CARTITUDE-2, cohort D
Clinical High-Risk MM due to inadequate response (>CR)to frontline ASCT (n=17

Median followup 22.4 months PFS?
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CtC srimnmiltiplennyeleme

x CTCs detected by flow cytometry are@nmon feature in multiple myelomgMM) and in MM precursors.

x CTCs have andependentprognostic impactin NDMM patients’>
x Not a single optimal threshol F2 NJ S+ aAySaa 2F Of AyAOFf AYLX SYSylaladAazyy nmfon
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CTCscirculatingtumour cells
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