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Tempo di strategia MRD guided: la rivoluzione clinica della malattia minima residua
nel mieloma multiplo e focus sulla prima linea
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La rivoluzione terapeutica nel infoma e nel mieloma

Perche ci serve valutare la Malattia Minima Residua
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La rivoluzione terapeutica nel linfoma e nel mieloma
Overall Response Rates (ORR) Are Nearing 100% with Standards of Care

Newly diagnosed Newly diagnosed Relapsed/
transplant-eligible transplant-ineligible refractory
(NDTE) (NDTInE) (RRMM)

~97%? ~93%?" >63—85%°"

a: PERSEUS (Sonneveld, N Engl J Med 2023); b: MAIA (Facon, Lancet Oncol 2021); c: ICARIA (Moreau, Lancet Oncol 2021); d: CANDOR (Usmani, Lancet Oncol 2022);
e: APOLLO (Dimopoulos, Lancet Oncol 2021); F: Talquetamab (Chari N Engl J Med 2022); g: Teclistamab (Moreau N Engl J Med 2022); h: KarMMa-3 (Rodriguez-Otero,
N Enal J Med 2023): I: CARTITUDE-4 (San-Miauel. N Enal J Med 2023)

B. Paiva ODAC/FDA presentation April 2024
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La rivoluzione terapeutica nel linfoma e nel mieloma
importante?

* MRD negative CR - Absence of aberrant clonal plasma cells by NGF or
NGS on bone marrow aspirates with a minimum sensitivity of at least 1
in 10° nucleated cells

 MRD rate at 10° rates should be reported when feasible desighated as MRD
negative CR 10

* If MRD negative as defined above but no negative immunofixation, should be
defined as NGF/NGS negative (without CR) at either threshold

* Imaging negative MRD neg - MRD as defined above at either threshold
with a functional imaging (PET-CT or WB-DWI MRI) negative

* Sustained MRD negative CR- MRD negative CR as defined above at
either threshold with two negative MRD tests at least 24 months apart,
and without any positive test in between

Shaji Kumar, IMS 2025

Ma percheé abbiamo deciso di applicarla solo ora?

Minimal Residual Disease (MRD) nel mieloma multiplo: perche e

evaluations can be used to
dure for MRD detection in

cing reads obtained after
vity of 1in 10° nucleated

T/CT or decrease to less

Kumar S, Lancet Oncology 2016
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La rivoluzione terapeutica nel linfoma e nel mieloma
First MRD-driven risk-adapted therapy in MM

PERSEUS: D-VRD + ASCT

Induction Consolidation Maintenance
o VRd VRd
g V: 1.3 mg/m+s SC — V: 1.3 mg/m+ SC R
N Days 1, 4, 8, 11 =z Days 1, 4, 8, 11 :
T I R: 25 mg PO Days 1-21 << R: 25 mg PO Days 1-21 R: 10 mg PO Days 1-28 until PD
Key eligibility = _ = .
e < d: 40 mg PO/IV Days 1-4, 9-12 Al d: 40 mg PO/IV Days 1-4, 9-12
criteria - 2

o

» Transplant- S D-VRd é D-VRd D-R Continue

eligible NDMM N — MRD

= DARA: 1,800 mg SCP DARA: 1,800 mg SC* Q2W DARA: 1,800 mg " D-R

« Age 18-70 years S LU positive :

g Z O QW Cycles 1-2 ] - : SCt Q4W untilPD

« ECOG PS =2 2 Q2W Cycles 3-4 % Y VRd administeredas in R: 10 mg PO
© = the VRd group Days 1-28 Restart
T, VRd administered as in MRD — DARA
o the VRd group Minimum2y LT per criteria

4 cycles of 28 days 2 cycles of 28 days 28-day cycles
: = c Stop DARA therapy
anary endpomt. PFS after 224 months of D-R maintenance for
. .. d patients with ZCR and 12 months of
Key secondary endpoints: Overall 2CR rate,® overall MRD-negativity rate,® OS sustained MRD negativity (10-5)

mFU: 47.5months Rodriguez-Otero P et al. ASCO 2024
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La rivoluzione terapeutica nel linfoma e nel mieloma
First MRD-driven risk-adapted therapy in MM

PERSEUS: D-VRD + ASCT

D'R MRD Cﬂl‘ltil‘lue
DARA: 1,800 mg " D-R
SC® Q4W positive until PD
R: 10 mg PO
Days 1-25 Restart
MRD
negative DARA

Minimum2y per criteria

28-day cycles

Stop DARA therapy
after 224 months of D-R maintenance for
patients with 2CR and 12 months of
sustained MRD negativity (10—2)

mFU: 47.5months Rodriguez-Otero P et al. ASCO 2024

Napoli, Royal Hotel Continental « 14-15 Maggio 2026



La rivoluzione terapeutica nel infoma e nel mieloma

Avevamo gia evidenze cliniche?
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La rivoluzione terapeutica nel linfoma e nel mieloma

MRD nel mieloma multiplo: quanto e frequente?

Clinical trial (phase) NCT Disease setting Randomization MRD method MRD™® rates (%) Median PFS (mo)
ATLAS (3) NCT02659293 NDTE KRD vs R alone NGS 53% vs 31% 59.1 vs 41.4
CASSIOPEIA (3) NCT02541383 NDTE DaraVTD vs VID NGF 64% vs 43.5% NR vs 51.5
DETERMINATION (3) NCT01208662 NDTE VRD-ASCT vs VRD alone NGS 13% vs 12% 67.5 vs 46.2
GEM2012MENQOS®65 (3) NCT01916252 NDTE VRD-BuMel vs VRD-Mel NGF 58% vs 55.5% NR vs 75.3
GRIFFIN (2) NCT02874742 NDTE DaraVRD vs VRD NGS 64% vs 30% NR vs NR
IFM 2009 (3) NCT01191060 NDTE VRD-ASCT vs VRD alone NGS 219% vs 15% 50.0 vs 36.0
ALCYONE (3) NCT02195479 NDTI DaraVMP vs VMP NGS 28% vs 7% 36.4 vs 19.3
CLARION (3) NCT01818752 NDTI KMP vs VMP NGF 5% vs 5% 22.3 vs 22.1
MAIA (3) NCT02252172 NDTI DaraRD vs RD NGS 31% vs 10% 62.0 vs 34.3
APOLLO (3) NCT03180736 RRMM DaraPD vs PD NGS 9% vs 2% 12.4 vs 6.9
BOSTON (3) NCT03110562 RRMM SelVD vs VD NGF 5% vs 4% 139 vs 9.5
CANDOR (3) NCT03158688 RRMM DaraKD vs KD NGS 18% vs 4% 28.6 vs 15.2
CASTOR(3) NCT02136134 RRMM DaraVD vs VD NGS 15% vs 2% 16.7 vs 7.1
IKEMA (3) NCT03275285 RRMM IsakKD vs KD NGS 30% vs 13% NR vs 19.2
POLLUX (3) NCT02076009 RRMM DaraRD vs RD NGS 33% vs 17% 450vs 17.5

Paiva B, Blood Advances, 2023

Napoli, Royal Hotel Continental « 14-15 Maggio 2026




La rivoluzione terapeutica nel linfoma e nel mieloma

MRD nel mieloma multiplo: quanto e frequente? -

update

Trial

MRD

Isa-KRD in ND HR MM (GMMG- 67.7% in TE patients, 54.2% in NTE

CONCEPT) patients

Dara-VRD vs VRD in NDMM 75.2% (D-VRD) vs 47.5% (VRD)
(PERSEUS)

Isa-VRD vs VRD in TIMM (IMRQOZ) 58.1% (I-VRD) vs 43.6% (VRD)

Dara-VRD vs VRD in TIMM (CEPHEUS) 60.9% (D-VRD) vs 39.4% (VRD)

Isa-KRD vs KRD in NDMM (ISKIA) 77% (I-KRD) vs 67% (KRD)

KRD-ASCT vs KRD12 vs KCD-ASCT  80% (KRD-ASCT) vs 69% (KRD12) vs

(FORTE)

43%

Napoli, Royal Hotel Continental « 14-15 Maggio 2026




La rivoluzione terapeutica nel linfoma e nel mieloma

MRD: chi raggiunge lo stato di undetectable ha il miglior outcome

20 studies; 12,316 patients

26 2-arm comparisons’ 21 2-arm comparisons’ 16 2-arm comparisons’
7,466 (61%) unique pts 6,325 (51%) unique pts 4,613 (37%) unique pts Landmark Analyses
Excluding Excluding Excluding
12: <80% pts with MRD data 8: <80% pts with MRD data 7. <80% pts with MRD data
1: with 0 MRDneg rate 1: with 0 MRDneg rate 4: with 0 MRDneg rate
l | ) l , | l Individual Level
NDTE: 6 comparisons NDTE: 5 comparisons NDTE: 3 comparisons (Global OR)
NDTInE: 4 comparisons NDTinE: 4 comparisons NDTInE: 1 comparisons -
RR: 3 comparisons RR: 3 comparisons RR: 1 comparisons Trial level
| (RZyLs & R%copuia)
‘Multiple 2-arm comparisons were formed for trials with either 1) > 1 experimental arms or 2) > 1 randomization; CC-33

NDTE, newly diagnosed transplant eligible; MM, multiple myeloma; NDTinE, newly diagnosed transplant ineligible; RR, relapsed or refractory

O. Landgren ODAC/FDA presentation April 2024
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La rivoluzione terapeutica nel linfoma e nel mieloma
MRD: chi raggiunge lo stato di undetectable ha il miglior outcome

Clinical Endpoint: Overall Survival

NDTE MM NDTinE MM RR MM
100 - 100 - 100
90 - 90 - 90 -
80 - MRDneg 80 - 80 -
70 - 70 - 70 -
2 60 - | I 2 60 - 2 60 -
< 50 - MRDpos < 50- < 50 -
X 40 - 2 40 - 2 40 - MRDpos
30 - 30 - MRDpos 30 -
20 - 20 - 20 -
1g - Stratified Log-rank P-value <0.0001 _ 12 - Stratified Log-rank P-value <0.0001 _ | 12 | Stratified Llog-rank P-va:lue <0.0001 | |
0 12 24 36 48 60 72 80 0 12 24 36 48 60 72 0 12 24 36 45
Patients at Risk Months Patients at Risk Months Patients at Risk Months
403 357 239 161 64 4 0 133 115 54 21 11 3 0 133 115 54 21 11
| OTEY 1441 1234 897 523 218 24 1 0 QRIGWLE 1890 1431 571 145 70 15 VI MRDpos 1890 1431 571 145 70
HR=0.38 (0.27-0.56) HR=0.16 (0.07-0.38) HR=0.25 (0.14-0.46)

CC-38
Stratified by studies

O. Landgren ODAC/FDA presentation April 2024
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La rivoluzione terapeutica nel linfoma e nel mieloma

MRD: chi raggiunge lo stato di undetectable ha il miglior outcome

NDTE MM NDTinE MM
100 100
90 - 90 -
80 - MRDneg 80 -
70 - 70 -
L 60 - | I L 60 -
< 50 - MRDpos < 50
>~ 40 - >~ 40 -
30 - 30 - MRDpos
20 - 20 -
10 - 10 -
o [Stratified Log-rank P-value <0.0001 _ o [Stratified Log-rank P-value <0.0001 |
0 12 24 36 48 60 72 80 0 12 24 36 48 60 72
Patients at Risk Months Patients at Risk Months Pat
403 357 239 161 64 4 0 133 115 54 21 11 3 "Ml MR
MRDpos L7 1234 897 523 218 24 1 0 QULIGEY 1890 1431 571 145 70 15 VI MRI
HR=0.38 (0.27-0.56) HR=0.16 (0.07-0.38)

O. Landgren ODAC/FDA presentation April 2024
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La rivoluzione terapeutica nel infoma e nel mieloma

Ma torniamo alla prima linea...
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La rivoluzione terapeutica nel infoma e nel mieloma

First Line Therapy for Myeloma

Eligibility for ASCT

Induction (4-6 cycles) First op;l?n :

First option * IsaVRd [I, A

« DaraVRd [1. A} « DaraVRd [, A]

e |saVRd [l' A] . DaraRd [l, A]

If first option is not available Iffirst option is not available

e DaraVTd [I, Al * DaraVMP [I, A]

e VRd [Il, B] * VRd [I, A]

l Consider DaraR (with

dexamethasone

200 mg/m? melphalan [I, A] in first 2 cycles) for frail

followed by ASCT [, A] patients [, B]

!

e Consolidation with same
induction regimen (2 cycles
when <4 induction cycles)
(I, B]

e Tandem ASCT for high-risk
disease [ll, B]

}

¢ Lenalidomide maintenance

[I, A]
e DaraR maintenance [I, A]

Dimopoulos MA, Terpos E, et al. Nat Rev Clin Oncol 2025; in press

Napoli, Royal Hotel Continental « 14-15 Maggio 2026



La rivoluzione terapeutica nel linfoma e nel mieloma

First MRD-driven risk-adapted therapy in MM
PERSEUS: D-VRD + ASCT

Median time
to reach post-consolidation:

9.7 months 48-month PFS

_ 100 ,
S
g : 84.3% ;
E 30 - | D-VR
=] |
o I ) VRd
& 60- | |
= I |
2 | |
= I |
= 40+ ! |
g'l | |
i | |
E 20 ' '
5 | HR, 0.42; 95% Cl, 0.30-0.59; P <0.0001 |
© | |

D | I | | | I | | | | | | | | | | | i

0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Months
No. atrisk
VRd 354 335 321 311 304 297 291 283 278 270 258 247 238 228 219 175 67 13 0
D-VRd 355 345 335 329 327 322 318 316 313 309 305 302 299 295 286 226 90 11 0O

58% reduction in the risk of progression or

death in patients receiving D-VRd

HR, hazard ratio; Cl, confidence interval. #8MRD-negativity rate was defined as the proportion of patients who achieved both MRD negativity and =CR. MRD was assessedusing bone marrow aspirates
and evaluated via NGS (clonoSEQ assay, version 2.0; Adaptive Biotechnologies, Seattle, WA, USA). °Pvalues were calculated with the use of the stratified Cochran—Mantel-Haenszel chi-square test.
¢Pvalue was calculated with the use of Fisher's exact test.

1. Sonneveld P, et al. N EnglJ Med. 2024;390(4):301-313. mFU: 47.5months Rodriguez-Otero P et al. ASCO 2024
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La rivoluzione terapeutica nel linfoma e nel mieloma
First MRD-driven risk-adapted therapy in MM

PERSEUS: D-VRD + ASCT

 Median PFS not reached

Median time

to reach post-consolidation: in the ITT pOpU'ﬂtiOn
9.7 months 48-month PFS 100 PFS (observed and best-fit) ] ]
c 100 ] | « Estimated median PFS
2 o188 84.3% 90
i | -0 - . . . .
2 8. | - D-VRd . — Range across all distributions:
) I — 80 A
2 | )VRd o = DVRd: 158-255 months
| | Q
= 60- S 70 -
3 | | % = VRd: 76—119 months
— il
= | | o 60 - .
S 40+ | | = — Best-fit:
4 ' ' 2  50-
ER | | = - DVRd: 205 months
- 1 l | 40 -
= . HR, 0.42; 95% Cl, 0.30-0.59; P <0.0001 , 2 = VRd: 87 months
=) | | > i
} U | | | | | | | | | | | | | | | | | 1 .E 30
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 U=) 20 -
Months NG
No. at risk 10 -
VRd 354 335 321 311 304 297 291 283 278 270 258 247 238 228 219 175 67 13 0
D-VRd 355 345 335 329 327 322 318 316 313 309 305 302 299 295 286 226 90 11 0 0
0 60 120 180 240 300 360 420 480
Months
580/0 reductlon |n the r|Sk Of prog reSS|0n or DVRd-Exponential VRd-Exponential DVRd - PERSEUS [TT  =====\/Rd - PERSEUS T

death in patients receiving D-VRd

Presented by S Zweegman at the 6th European Myeloma Network (EMN) Meeting; April 1012, 2025; Athens, Greece
Rodriguez-Otero P et al. ASCO 2024

mFU: 47.5months

Napoli, Royal Hotel Continental « 14-15 Maggio 2026



La rivoluzione terapeutica nel linfoma e nel mieloma

Overall and Sustained Minimal Residual Disease—negativity Rates

Sustained MRD Negativity (10-°)

MRD Negativity (10-5) MRD Negativity (10-5) 212 months

P <0.0001° P <0.0001® P <0.0001¢
OR, 3.40 (95% Cl, 2.47-4.69) OR, 3.97 (95% Cl, 2.90-5.43) OR, 4.42 (95% Cl, 3.22-6.08)

80 - 75.2% 80 - 80 -

70 - 70 A 65.1% 70 A 64.8%
X
‘9: 60 - 60 60 -
© 47.5%
> 50 - 50 A 50 A
i
£ o« * 32.2% v
> £ 29.7%
d:, 30 - 30 A 30 -
)
% 20 - 20 A 20 1
10 A 10 1 10 A
0 0 0

D-VRd VRd | D-VRd VRd | D-VRd VRd
(n = 355) (n = 354) (n = 355) (n = 354) (n = 355) (n =354)

= 207 of 322 (64.3%) patients receiving maintenance in the D-VRd group discontinued DARA per protocol after receiving
>24 months of maintenance therapy and achieving >CR and sustained MRD negativity for >12 months

CR, complete response; DARA, daratumumab; D-VRd, daratumumab plus bortezomib/lenalidomide/dexamethasone; MRD, minimal residual disease ; VRd, bortezomib/lenalidomide/ dexamethasone. @2MRD-negativity rate was defined as the proportion of patients who achieved both MRD negativity and 2CR. MRD was assessed using bone marrow aspirates and evaluated via
next generation sequencing (clonoSEQ assay, version 2.0; Adaptive Biotechnologies, Seattle, WA). MRD was evaluated post-consolidation in patients with 2VGPR or at the time of suspected =CR. For patients who achieved =CR, did not progress, and remained on study, an additional aspirate was obtained at 12, 18, 24, 30, and 36 months after cycle 1 day 1 and yearly
thereafter. P value was calculated with the stratified Cochran—Mantel-Haenszel chi-squared test. °P value was calculated with the Fisher's exact test. Figures adapted with permission from Sonneveld P et al. Presented at: The 65th ASH Annual Meeting and Exposition; December 9-12, 2023; San Diego, CA, USA.

Sonneveld P et al. Presented at: The 65th ASH Annual Meeting and Exposition; December 9-12, 2023; San Diego, CA, USA.
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La rivoluzione terapeutica nel linfoma e nel mieloma
Minimal Residual Disease—negativity Rates 10> and 10-° (ITT)

Cumulative MRD-negativity rates (%) measured from first treatment dose

100 -

P 10— threshold

1 B 10-%threshold
g ™1 72.1% 74.6% W 10-5 threshold
. 65.1% B 10- threshold
S
g N { 44.9% 46.9%
38.7%
*10-° 32.5%
20 1 10-°
10 |¥ 10—6 20.9%
End of Up to Up to Up to End of Up to Up to Up to
consolidation 12 months 24 months 36 months consolidation 12 months 24 months 36 months

= D-VRd + D-R doubled the rates of deeper MRD negativity at 10—6 versus VRd + R
= MRD negativity at 10—6 increased by approximately 30% during maintenance with D-R

D-R, daratumumab plus lenalidomide; D-VRd, daratumumab plus bortezomib/lenalidomide/dexamethasone; ITT, intent-to-treat; MRD, minimal residual disease; R, lenalidomide; VRd, bortezomib/lenalidomide/dexamethasone.

Hote!l Continentai « 14-15 Maggio 2026

Manoin Povai



La rivoluzione terapeutica nel infoma e nel mieloma
Cost considerations

How much does an MRD test cost?
How much does NGS and NGF costs?

QUANTO POTREMMO RISPARMIARE?

MRD:
NGF: 200€

NGS: 800-900€ ‘

Napoli, Royal Hotel Continental « 14-15 Maggio 2026



65% uMRD

35% pMRD

La rivoluzione terapeutica nel infoma e nel mieloma

Cost considerations

o o@ QUANTO POTREMMO RISPARMIARE?

D

Napoli, Royal Hotel Continental « 14-15 Maggio 2026



La rivoluzione terapeutica nel linfoma e nel mieloma

MRD e 1 nuovi trattamenti: quanto risparmiamo davvero?

Achievement of MRD Negativity (10-° and 2CR) and Impact
on PFS in PERSEUS and CEPHEUS

PERSEUS CEPHEUS

48-mor.1th PFS 48—mor'1th PFS

- 1 100 '
e e V. L] ° :
N %3:9 MRONeg ) e 0.6 ' 83.7%
(] g Sy T neg 5 > (95% Cl, o \_““-\_L
d S N d
2z 80 A C—=n— ' 85.1% 0.09-0.28) 2 80 ; : -
< _—— ' < ==s-s2 DVRd MRDneg
o g A — — ' © ' HR, 0.29
ec ~ ! 56.7° ac ' > (95% ClI,
2 e - v 96.7% ] - 0.18-0.48)
% 4 60 5 ™ - Aaiceé, DVRA MRDpos | - % $ 60 7 | B
3L S VRd MRDpos S HR, 0.21 3L : VRd MRDneg
- ' 50.0% (85% CI - S : DVRd MRDpos | _
o2 g ey 0.13-0.34) °2 '
22 40 ; ' <@ 407 - HR, 0.35
g ' g 1 —sammas  VRdMRDpos > (95% Cl,
> ' 2 1 38.2% 0.22-0.55)
S ' e '
a 20+ | @ 20 - :
1 |}
] ]
|} |}
0 - : 0 :
1 1 I I ] L 1 1 ] I 1 1 1 I 1 1 1 Ll 1 1 I 1 1 1 1 I | 1 | 1 1
0 3 6 9 12 1518 21 24 27 30 33 36 39 42 4548 51 54 0 6 12 18 24 30 36 42 48 54 60 66
Progression-free Survival (months) Progression-free Survival (months)
Subjects at risk Subjects at risk
DVRd MRD Negative 267 267 265 264 264 260 259 258 256 255 253 253 250 246 240 194 76 10 0 DVRd MRD Negative 120 120 115 112 109 104 101 98 92 88 24 0
DVRd MRD Positive 88 78 70 65 63 62 59 58 57 54 52 49 49 49 46 32 14 1 0 DVRd MRD Positive 77 60 55 48 40 36 35 34 30 27 9 0
VRd MRD Negative 168 168 168 168 168 166 165 157 156 152 149 147 146 143 139 115 44 10 O VRd MRD Negative 78 77 74 73 69 67 61 59 54 51 18 0
VRd MRD Positive 186 167 153 143 136 131 126 126 122 118 109 100 92 85 80 60 23 3 0 VRd MRD Positive 120 97 83 70 62 56 44 39 34 30 3 0

CR, complete response; DVRd, daratumumab, bortezomib, lenalidomide, and dexamethasone; HR, hazard ratio, MRD, minimal residual disease; neg, negative; PFS, progression-free survival, pos, positive; VRd, bortezomib, lenalidomide,
and dexamethasone.

Presented by J San Miguel at the 22nd International Myeloma Society (IMS) Annual Meeting & Exposition; September 17-20, 2025, Toronto, ON, Canada

Napoli, Royal Hotel Continental « 14-15 Maggio 2026



65% uMRD

35% pMRD

La rivoluzione terapeutica nel linfoma e nel mieloma
Cost considerations: scenario

QUANTO POTREMMO RISPARMIARE?
PERSEUS

48-mor'|th PFS
= 1 921% |
-y S "o gy OVRAMRDNSS ) LR 0.16
© oo e, WY VRd h‘ms N - (95%cCl,
< T ' 85.1% 0.09-0.28)
\-A—. PR——
X sy ‘M 56.7%
$8 60 - tawss 2 DVRA MRDpos
3L h VRd MRDpos f HR, 0.21
s 6 ' 50.0% (95% CI,
5.2 40- - 0.13-0.34)
s 0 :
8 1
S :
a 20— E
1
5 i
—_—rTTT—T—TTT—TTT T

Progression-free Survival (months)

Subjects at risk

DVRd MRD Negative 267 267 265 264 264 260 259 258 256 255 253 253 250 246 240 194 76
DVRd MRD Positive 88 78 70 65 63 62 59 58 57 54 52 49 49 49 46 32 14
VRd MRD Negative 168 168 168 168 168 166 165 157 156 152 149 147 146 143 139 115 44
VRd MRD Positive 186 167 153 143 136 131 126 126 122 118 109 100 92 85 80 60 23

PMRD =» 50% 42k €/y per almeno 5 anni (gli altri meno...)
UMRD = 92% 0 € per almeno 4 anni

Napoli, Royal Hotel Continental « 14-15 Maggio 2026
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La rivoluzione terapeutica nel infoma e nel mieloma

E se il paziente e NTE?

Napoli, Royal Hotel Continental « 14-15 Maggio 2026



La rivoluzione terapeutica nel linfoma e nel mieloma

Age >70 years = Induction + Maintenance
IMROZ: I-VRD

Induction Continuous treatment
(4x 6-week cycles) (4-week cycles)

Primary endpoint:

PFS
Key secondary endpoints:
CR rate, MRD- CR (NGS, 10°)

rate, 2VGPR rate, OS

Ti' NDMM
<80 years
N=446

PDft
VRd >

c
@)
l;
©
IEN
£
OM
o
o
©
14

MRD (bone marrow aspirate) 0 4\ N N N N '
In case of CR or VGPR At end of induction 12 mos 18 mos 24 mos 36 mos
Day 1 8 15 22 29 36 43

IsalV (C1only) |10 mg/kg .

Isa IV (C2-4) .
B B H B H B H B
IR EEERERENEEN HEEEEEEEEEEEEN

Induction
7))
(@)

d IV/IPOS 20 mg
Day 1 8 15 22 29 l<a.VRd
ITT lati =265
IsalV (C5-17) |10 mg/kg - population (n=265)
‘g Age, median (range), years 72.0 (60-80) 72.0 (55-80)
>3 Isa IV (C18+) 10 mg/kg Age by category, years, n (%)
C
: NN
8 65—<70 73 (27.5) 47 (26.0)
d IV/PO 20 mg 70—<75 115 (43.4) 68 (37.6)
C, cycle; d, dexamethasone; Isa, isatuximab; R, lenalidomide; SC, subcutaneous; V, bortezomib. *Patients considered Ti due to age or comorbidities. 75-80 69 (26.0) 97 (31.9)

Orlowski RZ, et al. ASCO 2018.

Napoli, Royal Hotel Continental « 14-15 Maggio 2026



At a median follow-up of 5 years (59.7 months), Isa-VRd followed by Isa-Rd led to a statistically significant

Kaplan—Meier estimate

1.0
0.9 -
0.8 -
0.7 -
0.6 -
0.5 -
0.4 -
0.3 -
0.2 -
0.1 -

La rivoluzione terapeutica nel linfoma e nel mieloma

Age >70 years = Induction + Maintenance
IMROZ: |I-VRD

162 PFS events: 84 (31.7%) in Isa-VRd; 78 (43.1%) in VRd'

60-mo PFS rate: 63.2%
mMPFS: NR

HR, 0.596 (98.5% CI, 0.406-0.876)
60-mo PFS rate: 45.2%

MPFS: 54.34 months
(95% CI, 45.207 to NR)

Log-rank P=0.0005T

0.0 -

Number at risk
Isa-VRd

VRd

| | | | | | i | |
0 6 12 18 24 30 36 42 48 54 60 66 72

Time, months

265 243 234 217 201 190 177 164 153 104 43 2 0
181 159 141 121 104 96 89 81 70 91 20 2 0

reduction in the risk of progression or death by 40.4%

“Cutoff date for PFS analysis: September 26, 2023 (median follow-up, ~5 years). TNominal one-sided P value.

NR, not reached.
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La rivoluzione terapeutica nel linfoma e nel mieloma

Age >70 years = Induction + Maintenance
IMROZ: I-VRD

162 PFS events: 84 (31.7%) in Isa-VRd: 78 (43.1%) in VRd"

60-mo PFS rate: 63.2%
mPFS: NR

HR, 0.596 (98.5% CI, 0.406-0.876)
60-mo PFS rate: 45.2%

MPFS: 54.34 months
(95% CI, 45.207 to NR)

Kaplan—Meier estimate

0.0 -

Log-rank P=0.0005t

Number at risk
Isa-VRd
VRd

| |
48 54 60 66 72

0 6 12 18 24 30 36 42
Time, months

2010 190 177 164 153 104 43 2 0
104 96 89 81 70 91 20 2 0

265
181

243
155

234
141

217
121

—— |sa-VRd
VRd
+ Censor

Patients, %

Time to MRD—, median (95% CI)
Isa-VRd: 14.72 (11.53—-24.08) months
VRd: 32.79 (17.51-45.11) months

70

60
30
40
30
20
10

0

MRD Rate (NGS,” 10°)

B |s3-VRd
= \VVRd

MRD-ITT MRD- CR MRD- sustained
for 212 months
OR (95% CI): OR (95% CI):
1.791 (1.221-2.627)*  1.803 (1.229-2.646) OR (95% CI):
P=0.003t 2.729 (1.799-4.141)%

Isa-VRd followed by Isa-Rd resulted in deep response rates, with a significant improvement in the MRD- CR rate,
as well as higher rates of MRD- and sustained MRD- for 212 months

Facon T, ASCO 2024
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La rivoluzione terapeutica nel linfoma e nel mieloma

Age >70 years = Induction + Maintenance
CEPHEUS: D-VRD

Cycles 1-8 Cycles 9+
VRd Rd
o Primary endpoint:
K‘?:’ eligibility o V: 1.3 mg/m2SC days 1, 4, 8, 11 R: 25 mg PO days 1-21 . Overall MRD
criteria. N R: 25 mg PO days 1-14 d: 40 mgPO days 1, 8, 15, 22 .
0 d: 20 mg PO days 1, 2 (2CR) negativity
NDMM (TIE or =
transplant -% Key se_condary
deferred) N endpoints:
ECOG PS <2 = - PFS
IMWG frailty = DVRd DRd *  Sustained MRD
score of 0-1 & (2CR) negativity
o Dara: 1800 mg SC? QW cycles 1-2, Dara: 1800 mg SC? Q4W (212 months)
Q3W cycles 3-8 Rd: schedule as above e >CR

VRd: schedule as above

21-day cycles 28-day cycles
until disease progression or
unacceptable toxicity

Presented by S Zweegman at the 6th European Myeloma Network (EMN) Meeting; Apnl 1012, 2025; Athens, Greece
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La rivoluzione terapeutica nel linfoma e nel mieloma

Age >70 years = Induction + Maintenance
CEPHEUS: D-VRD

Cycles 1-8 Cycles 9+
Characteristic D-VRd (n=197) VRd (n=198)
VRd Rd
Age
lg;? V: 1.3 mg/m*SC days 1, 4, 8, 11 R: 25 mg PO days 1-21 Median (range) (years) 70 (42-79) 70 (31-80)
o R: 25 mg PO days 1-14 d: 40 mg PO days 1, 8, 15, 22
z d: 20 mgPO days 1,2, 4,5, 8,9, 11, 12 Distribution, no. (%)
_5 <B65years 36 (18.3) 35(17.7)
g 65 to <70years 52 (26.4) 53 (26.8)
-:gu DVRd DRd >/0vyears 109 (55.3) 110 (55.6)
= Age/transplant eligibility, no. (%)
= Dara: 1800 mg SC2 QW cycles 1-2, Dara: 1800 mg SC2 Q4W
Q3W cycles 3-8 Rd: schedule as above <70years and transplant ineligible 35(17.8) 35(17.7)
VRd: schedule as above
<70years and transplant deferred 53(26.9) 53(26.8)
21'day CYCIES za_day CYCIES 270year5 109 (553) 10 (556)
until disease progression or Usmani SZ, Nat Med, 2025

unacceptable toxicity
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La rivoluzione terapeutica nel linfoma e nel mieloma

CEPHEUS: D-VRD
PFS in ITT population

1
Estimated 54-month PFS
Median follow-up was 58.7 months 9 20 -
= 80 - :
o8 70 ] 68.1%
[ ] [ ] L ] 0 i
Daratumumab significantly :; . D-VRd
° ° E .
improved PFS, with a 43% 3E Y
reduction in the risk of £ES8 .
. S0 40 | # VRd
progression or death &2 30- | Median PES
o E 52.6 months
’;’ 20 - Hazard ratio for disease progression or death, |
10 { 0.57 (95% Cl, 0.41-0.79) |
; P =0.0005 ;

0 6 12 18 24 30 36 42 48 54 60 66
Months

No. at risk:
D-VRd 197 180 170 160 149 140 136 132 122 115 33
VRd 198 174 157 143 131 123 105 98 88 81 21 0

o

PFS, progression-free survival; ITT, intent-to-treat; D-VRd, daratumumab plus bortezomib/lenalidomide/dexamethasone; VRd, bortezomib/lenalidomide/dexamethasone; Cl, confidence interval.
Usmani SZ, et al. Presented at the 21st International Myeloma Society (IMS) Annual Meeting; September 25-28, 2024, Rio de Janeiro, Brazil.
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La rivoluzione terapeutica nel linfoma e nel mieloma

CEPHEUS: D-VRD
Overall and Sustained !_\!IRD-nggativitya Rates

. . . _5
Overall MRD Negativity (10-5) MRD Negativity (10-€) Sustained ﬂg';‘:ﬁf::v'ty (107°)

Odds ratio, 2.37 (95% CI, 1.58-3.55); Odds ratio, 2.24 (95% Cl, 1.48-3.40); Odds ratio, 2.63 (95% CI, 1.73-4.00);
100 - P <0.0001 100 - P =0.0001 100 - P <0.0001
90 - I I 90 - I I 90 - I I
. A22% 0 A19% w0 | A22%
g 70 - g 70 -+ g 70 A
= 60,9% = =
£ 60 - £ 60 - S 60 -
= 5 46.2% S 48,7%
> 0 o S 50 <79 T 50 -
3 39,4% S :
c 40 -+ c 40 A c 40 -
() () 9 ()
T 30 & 30 27,3% X 30 - 26,3%
= = =
20 - 20 - 20 -
10 _ 10 _ 10 _ .—
0 0 - 0
D-VRd VRd D-VRd VRd D-VRd VRd
(n=197) (n=198) (n=197) (n=198) (n=197) (n=198)

Daratumumab led to deeper MRD responses and a higher sustained MRD-negativity rate

MRD, minimal residual disease; Cl, confidence interval; D-VRd, daratumumab plus bortezomib/lenalidomide/dexamethasone; VRd, bortezomib/lenalidomide/dexamethasone; CR, complete response. 20Overall MRD-negativity rate was defined as the proportion
of patients who achieved both MRD negativity (at or below a sensitivity threshold of 10~°) and =2CR.

Usmani SZ, et al. Presented at the 21st International Myeloma Society (IMS) Annual Meeting; September 25-28, 2024; Rio de Janeiro, Brazil.

CP-579177
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La rivoluzione terapeutica nel linfoma e nel mieloma

CEPHEUS: D-VRD
Overall and Sustained MRD-negativity? Rates

D-VRd (n =197) VRd (n =198)
B 10-5threshold B 10-5threshold
100 - . 106 threshold . 1076 threshold
90 -
80 -
70 -
60 56.9 59,9 60,9

35,9 37,4 38,4

MRD-negativity rate (%)

12 24 36 48 12 24 36 48
months months months months months months months months

The addition of daratumumab to VRd improved accumulative MRD-negativity rates versus

VRd at all prespecified timepoints at both 10-° and 10-6

A window of +3 months at each time point was applied to complete the bone marrow aspiration.

MRD, minimal residual disease; Cl, confidence interval; D-VRd, daratumumab plus bortezomib/lenalidomide/dexamethasone; VRd, bortezomib/lenalidomide/dexamethasone; CR, complete response. 20Overall MRD-negativity rate was defined as the proportion
of patients who achieved both MRD negativity (at or below a sensitivity threshold of 10~°) and =2CR.

Usmani SZ, et al. Presented at the 21st International Myeloma Society (IMS) Annual Meeting; September 25-28, 2024; Rio de Janeiro, Brazil.

CP-579177
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La rivoluzione terapeutica nel linfoma e nel mieloma
TIE-MM: best option? = PFS

MAIA CEPHEUS IMROZ BENEFIT
D-RD RD D-VRD  VRD I-VRD VRD I-VRD I-RD
<65 36 35 8 S
/ 77 2 2
65-70 8 52 53 /73 47 8 >
70-75 130 131 115 68 65 62
75-80 94 90 109 110 69 57 49 48
>80 66 71 0 0
100 -page: lj;;jVRd
t Censor

80 -

DVRd
— |sa-VRd

CEFHEUS (TIE subgroup) —

60 -

% Surviving without progression

40 - i | medlhn, &61.9 mo
S A0 8%TIE subgroup}Rdfzd
20 -
0 | | | | | | | | | | |
0 6 12 18 24 30 36 42 48 54 60 66

Months
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La rivoluzione terapeutica nel linfoma e nel mieloma
TIE-MM: best option? = PFS

MAIA CEPHEUS IMROZ BENEFIT
D-RD RD D-VRD  VRD [-VRD VRD [-VRD I-RD
<65 36 35 8 9
7 77 2 2
65-70 8 52 53 73 47 8 >
70-75 130 131 115 68 65 62
75-80 o4 90 109 110 69 57 49 48
>80 66 71 0 0

D-Rd

n=47

315 31.8

29.3

27.4

MRD in MAIA trial!

204

106

108

92 98

7.0

54

41

D-Rd D-Rd D-Rd D-Rd D-Rd D-Rd Rd Rd Rd Rd Rd Rd Rd

12 months | 18 months | 24 months | 30 months | 36 months | 48 months | 60 months | 12 months | 18 months | 24 months | 30 months | 36 months | 48 months | 60 months
n=75

n=89 n=101 n=108 n=116 n=117 n=15 n=20 n=26 n=34 n=36 n=39 n=40
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1)
2)
3)
4)

9)

6)

La rivoluzione terapeutica nel linfoma e nel mieloma
Key messages:

La valutazione delle risposte non e piu sufficiente per valutare andamento terapia
La MRD e ad oggi il piu forte predittore di PFS e OS (marker surrogato)
Su puo valutare in NGS o in NGF = metodiche equivalenti dal punto di vista regolatorio

I costo non &€ un problema, entrambe recuperabili risparmiando un mese di
Daratumumab

La determinazione del’MRD e raggiungibile nella pratica clinica con una metodica
standardizzata e DEVE essere il nuovo standard per la valutazione delle risposte nei
pazienti con MM

Le quadruplette sono oggi lo standard terapeutico di prima linea per tutti | pazienti in
grado di sostenerle = DaraRD resta lo standard per i pazienti frail

Napoli, Royal Hotel Continental « 14-15 Maggio 2026
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