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EHA-ESMO Clinical Practice Guidelines (2021)
La terapia di 1L. Lo stato attuale

Eligibility for ASCT

Induction First ontion:
First option: DaraRd I1_ Al
z DaraVMP I, A]
VRd [ll. Bl VRd [1, A]

DaraVvTD [l, A]
. R < < If first option is not available:
If first option is not available: VMP [1, A]

Rd I, A]

VTD [1, A]
VCD [iI, B]

200 mg/m? melphalan [l, A]
followed by ASCT [I, A]

Dimopoulos MA et al, Ann Oncol 2021
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Come cambiera la terapia di 1L nel futuro prossimo?

Eligibility for ASCT

YES

\

Induction

First option:
D-VTd

D-VRd
If first option is not available:

VRd, VTd, VCd /

e
200 mg/m? melphalan (I, A)
followed by ASCT (I, A)

|

g

)

LEN, Dara-Len maintenance
=

NO

a )

First options:
Isa-VRd
D-VRd
D-Rd

If first option not available

VRd

\ D-VMP /

D-Rd
Isa-Rd

PERSEUS: Study Design

Induction
5
3
R
Key eligibility >
criteria ‘g
* Transplant-elighle %
NDMM =
« Age18-70 years £
* ECOGPS <2 =
&
=1

- VRd administeredas in

the VRd group

4 cycles of 28 days

Primary endpoint: PFS©

Key secondary endpoints: Overall 2CR rate,° overall MRD-negativity rate, OS

Consolidation

SINGLE TRANSPLANT

VRd administered as in
the VRd group

Minimum 2y

2 cyclesof 28 days

DARA: 1,800 mg
SCb QIW

R: 10 mg PODays
1-28

Median f-up: 47.5 months

Maintenance

R
R: 10 mg PO Days 1-28 until PD

DR MRD Continue

poaliive DR

until PD

Restart
Mnﬂmv- - DARA
per ariteria
28-daycycles

A

Stop DARA therapy Restart DARA therapy upon
after 224 months of D-R maintenance for confirmed loss of CR without
patients with >CR and 12 months of PDor
sustained MRD negativity (10%) recurrence of MRD

MRD-negativity rate was defined as the proportion of patients who achieved both MRD negativity and 2CR in the ITT population.
Patients who were not evaluable or had indeterminate results were considered MRD positive.

IMROZ: study design

Induction Continuous treatment

g (4x 6-week cycles) (4-week cycles)
Ti* NDMM 8 Isa + VRd Isa + Rd
S80 years =
N=446 3 PO!

1 w

[+ 4

MRD (bone marrow aspirate) T » » 1‘ 'T‘ 'T‘
In case of CRor VGPR At end of induction 12 mos 18mos 24mos 36 mos

Dimopoulos MA et al, Nat Rev Clin Oncol 2025




Eligibility for ASCT

Come cambiera la terapia di 1L

Induction (4-6 cycles)

First option

e DaraVRd [l, A]

e IsaVRd [I, A]

If first option is not available
e DaraVTd [l, Al

« VR [ll, B]

200 mg/m?2 melphalan [I, A]
followed by ASCT [I, A]

|

» Consolidation with same
induction regimen (2 cycles
when <4 induction cycles)
1. B]

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

!

¢ Lenalidomide maintenance
[1, Al
¢ DaraR maintenance [I, A]

nel futuro prossimo?

First option

e IsaVRd [I, A]

e DaraVRd [I, A]

e DaraRd [I, A]

If first option is not available

e DaraVMP [, A]

e VRd [I, A]

Consider DaraR (with
dexamethasone in first 2 cycles)
for frail patients [I, B]

Transplant INeligible MM Transplant eligible MM

l Frailty-based treatment

Dara-VRD = ASCT = Dara-R (PERSEUS)
Isa-VRD = ASCT - Isa-R (GMMG HD?7)
VRD = ASCT = R (DETERMMINATION)

Dara-RD (MAIA) Dara-VRD (CEPHEUS)
VRD (swWoG s0777) Isa-VRD (IMROZ, BENEFIT)
Dara-VMP (ALYCONE)

Dara-R (IFM2017)

Dimopoulos MA et al, Nat Rev Clin Oncol 2025



PATIENTS PROGRESSING TO 2L THERAPY AFTER RECEIVING DRd IN 1L BY YEAR AND COHORT

EPIDEMIOLOGICAL ESTIMATE IN ITALY BETWEEN 2024-2028

* Annual results show a relevant increase of patients treated with DRd in 1L progressing to the 2L over the forecast period,
from 310 patients in 2024 to 807 in 2028
* The total number of patients progressing to the 2L after 1L treatment with DRd is ~2,800 in the period 2024-2028

900 1

807
800 33 O
700 71
700 - 37
92
112
134
158

166 151

600 - 7z

500 -

400 -

300 +

200 -

100 -
| 58
2024 2025 2026 2027 2028

Starting DRd in 2026 [l Starting DRd in 2028
Starting DRd in 2027

Starting DRd in 2020 [l Starting DRd in 2022 [l Starting DRd in 2024
Bl starting DRd in 2021 Starting DRd in 2023 [l Starting DRd in 2025 Wl

Come cambieranno le
caratteristiche dei pazienti in
prima recidiva?

Boccadoro M et al, SIE 2024

REFRACTORINESS TO LENALIDOMIDE AND ANTI-CD38 MOABS AFTER 1L TREATMENT

2 line therapy

100.0%
80.0% = i
60.0%
40.0%
20.0%
0% 2021 2022 2023 2024 2025

026
m Not refractory neither to lenalidomide nor to anti-CD38 mAbs 74.0% 68.4% 62.3% 56.0% 49.8% 44.1% 39.2%
[ m Refractory to both lenalidomide and anti-CD38 mAbs 0.0% 1.1% 3.8% 7.2% 10.8% 14.4% 17.8% ]
= Refractory to anti-CD38 mAbs only 0.0% 1.9% 3.9% 5.5% 7.0% 8.3% 9.0% Vl | na R et a l, C |.| n Lym p h Myel L eu k 20 2 5
m Refractory to lenalidomide only 26.0%  286%  30.0% 314% 324% 333% 34.1%



La rivoluzione dello scenario terapeutico nel RRMM

@ CD3
() BCMA
® Cytotoxic granule

o"'/-

Apoptotic
MM cells

0' -~ \

= BCMA-ADC

BCMA CART | /==capT = MM

Cilta-celdalla2L /| o .% 3
Ide-cel dalla O »
Q

7 BCMA-T/NK Bi
. o@“
« BCMA a

‘ = dalla 4L
'§ - I BCMA-BITE ] % T:;plae-Class Exposed
®

M

Belamaf dalla 2L

MM cell lysis Anti-GPRD
dalla 4L
Triple-Class Exposed



BCMA-TT in 2L.: le linee guida EHA-EMN 2025

Previous treatment with anti-CD38 antibodies

Nottreated orfsensitive and:

Not treated or
sensitiveto Rand
refractoryto V

Preferred regimens:

- DRd [I.A]
- DKd [1,A]

- IsaKd [I, A]
- BPd* [I,A]

Otherapproved
regimens:

= KRd [I, A]

- IxaRd [I, A]

- ERd [I, A]

Not freated or
sensitiveto Rand
sensitivetoV

Preferred regimens
- DRd [I.A]

- DKd [1,A]

- IsaKd [I, A]

- BVd [I,A]

- BPd* [I, A]

Otherapproved
regimens

= KRd [, A]

- IxaRd [I, A]

- ERd [ILA]

- SVvd [ILA]

PVd* or DVd can be
used in the absence
of BPd* or BVd,
respectively [I, A]

Refractoryto R

and sensitivetoV

Preferred regimens
- Cilta-cel [I, A]

- DKd [I, A]

- IsaKd [I, A]

- BPd [I,A]

Otherapproved
regimens

- BVd [I,A]

- DPd [I.A]

- SVd [l A]

PVd or DVd can
be used in the
absence of BPd
or Bvd,
respectively [I, A]

RefractorytoR

andV

Preferred regimens

- Cilta-cel [I, A]
- BPd [I,A]

- DKd [I,A]

- IsaKd [I, A]

- DPd [Il, B]

Refract‘féry and:

Refractory to Rand

sensitivetoV

Preferred regimens
- Cilta-cel [I, A]
- BPd [I, A]

Otherapproved
regimens

- SVd[il, C]
<Kd[V. C]

-BVd [V, C]

PVd can be usedin
the absence of BPd

[v.C]

Refractory toR

andV

Preferred regimens
. Cilta-cel [I, A]
- BPd [I, A]

SensitivetoR

Preferred regimens
- BPd [I, A]

Otherapproved
regimens

- Bvd [V, C]

= KRd [V, C]

- IxaRd [V, C]
«ERd [V.C]

- Svd [V,C]

- Kd[V, C]

PVd can be usedin
the absence of
BPd [V, C]

Dimopoulos MA et al, Nat Rev Clin Oncol 2025



Trial di fase 3 sulle BCMA-TT in 2L

Belantamab mafodotin Cilta-cel
ADC' ﬂj& "@ NK cells, CAR-T? :QQ CAR-T cells
Monocytes,
Payload-dependent

Macrophages Immune-dependent
Immune-dependent

R Myeloma cell
R apoptosis

S eneeeeans > @ BCMA

Myeloma cell lysis

Mechanism of action

Myeloma cell
Payload

™ apoptosis

Myeloma cell lysis

Pivotal trials DREAMM-72 DREAMM-83 CARTITUDE-44

Exploratory arm Bridging therapy, Cilta-cel

Comparator arm Dvd PVd IC SoC (PVd or DPd)
e 2
. E1CI(_)cg <2 « 21 LoT + 1-3LoT
Patient population - Exl: anti-CD38—refractory: Ié%néeé(pgsed Ié%n(-)rgfrjl;tory, Pl exposed (15% 3-class refractory)
previous anti-BCMA = =
Primary endpoint PFS

PFS




CARTITUDE-4: Cilta-cel vs SOC (PVd, DPd). PFS, OS

10 Median follow-up 33.6months 10 - Median follow-up 33.6months
44 0 Py
g 0T} e 30-month OS
g b 30-month PFS 80 - e 76.4%
4'52 80 N Gt A A s samssssssssunai 4 Cilta-cel
o
a . s e
o 60 VoQmegy,
- = (] 132158
2 i = 63.8%  Mmcmmem SoC
2 59.4% s (PVd/DPd)
3 40- 40
>
=
s o
S 20- e, SoC 20 -
= _ % (PVdIDPd)
£ Median PFS NR, HR: 0.29; 95% CI° 0.22-0.39*: p<0.0001+ . HR: 0.55: 95% CI: 0.39-0.79:: p=0.00095
0 3 6 9 12 15 18 21 24 27 30 33 36 39 4245 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. atrisk months No. atrisk months
Cilta-cel 208 177 172 165 157 150 145 136 132129 111 65 29 13 5 0 Cilta-cel 208 201 190 183 175 173 171 167 165 159 146 93 44 24 9 0
SoC 211 176 133116 96 80 74 65 61524725 12 1 1 0 SoC 211 207 196 184 173 163 154 147 137133 127 71 35 13 4 0

Reused with permission from the International Myeloma Society. © 2025 The Authors. All rights reserved.

Cilta-cel demonstrated prolonged PFS vs SoC

(59.4% vs 25.7% at 30 months)

Reused with permission from the International Mysloma Society. © 2025 The Authors. All rights reserved.

Cilta-cel demonstrated significantly improved OS vs SoC

(76.4% vs 63.8% at 30 months)

Mateos MV et al, IMS 2024 O1A-65



... Prima considerazione nel paziente in 2L, Len-ref:
E’ candidabile a CAR-T?

L’efficacia di CAR-T € massima in fase

Nei pz eleggibili sia a CAR-T che a altre ..
piu precoce

BCMA-TT, deve essere considerata prima la
terapia con CAR-T

— La precedente esposizione ad altra
7- BCMA-TT (BsAbs, ADC) potrebbe
/ impattare negativamente sulla
Fattori correlati al paziente: S— risposta a CAR-T

E’ eleggibile per fithess e comorbidita (riserva cardiopolmonare, midollare)?
Accessibilita/logistica/caregiver?

Fattori correlati alla malattia:
Puo beneficiare di CAR-T? (rischio citogenetico, EMD, status di exp/ref)
La cinetica/burden/caratteristiche cliniche della malattia sono compatibili con i tempi di manufacturing/e

disponibile Holding/Bridging therapy efficace?

LinY et al, Consensus guidelines and recommendations for the management and response assessment of chimeric
antigen receptor T-cell therapy in clinical practice for relapsed and refractory multiple myeloma: a report from the

International Myeloma Working Group Immunotherapy Committee. Lancet 2024




CARTITUDE-4: Cilta-cel vs SOC.
Impatto del numero di linee di terapia precedenti sull’outcome

100%-\%
x '.:-\*w., _
o 3, "‘;A it
= A-mq i °
] 807 -
© o
g ®-e ®e®-o (ilta-cel arm, 1 prior LOT
Q 338
L 60 ban 1
Y- L b [
g i AkAM-M- AdA Cilta-cel arm, 2-3 prior LOT
@ A,
] 40 *y&& SOC arm, 1 prior LOT
b .
Q.
3 A Z
c 20
[}
=}
©
(-9
0 T T T T T T T 1

T T
0 3 6 9 12 15 18 21 24 27 30

. Progression-free survival, months
No. at risk

Cilta-cel arm, 1 prior LOT 68 61 58 56 48 28 16 8 1 0 0
Cilta-cel arm, 2-3 prior LOT 140 116 114 110 98 66 29 14 8 1 0
SOC arm, 1 prior LOT 68 60 52 48 35 22 8 1 0 0 0

Nei pz trattati con Cilta-cel, loutcome (PFS) € migliore in quelli che avevano ricevuto 1 pLT vs 2-3 pLT

Einsele H et al, Abstract 100, EHA 2023



Cilta-cel: Impatto di precedente BCMA-TT sull’'outcome

CARTITUDE-2 PFS? Standard-of-care cilta-cel?
(PI-, IMiD-, anti-CD38- and anti-BCMA-exposed)
ADC exposed’ BsAb exposed’
Bt 100 Prior BCMAtherapy == No = Yes . ) )
= 2 In patients with prior
5% T 801 5 BCMA-directed therapy:
g 601 ;g i §o7s + ORR, 70%
£, 2 B 050 + CR, 42%
8 407 g 01 oo
2 s XD [ MPES, T35 montns|
2 S a P
s 2 2 L3 R N e
* = [t Y- N R PR [ S | O U ) W
o1 , . . . . o Time (in months)
0 3 6 9 12 15 ¥ A : ¥ .
Progression-free survival (months) 9 L & ’ s 1z Number al risk
Prinns e PlOgleSSlOn'f[ee survival (mGnthS) = 203 184 164 152 118 59 23 4 0
yiek 13 ? v G 3 0 Patients at 7 4 3 2 o = 33 25 22 18 15 8 2 0 0
rick
Cohort C (PI, IMIDs, aCD38, BCMA-TT-exposed)
mMDOR 11.5m

[CmPESS.1m|

Cohen AD, et al. Blood 2023
Sidana S, et al. Blood 2025



... Prima considerazione nel pz in 2L, Len-ref
E’ candidabile a CAR-T?

L’efficacia di CAR-T € massima in fase
piu precoce

Nei pz eleggibili sia a CAR-T che a altre terapie
BCMA-TT, deve essere considerata prima
terapia con CAR-T

La precedente esposizione ad altra
terapia BCMA-TT (BsAbs, ADC)
potrebbe impattare negativamente

‘ / sulla risposta a CAR-T
Fattori correlati al paziente: S—

E’ eleggibile per fithess e comorbidita (riserva cardiopolmonare, midollare)?
Accessibilita/logistica/caregiver?

Fattori correlati alla malattia:
Puo beneficiare di CAR-T? (rischio citogenetico, EMD, status di exp/ref)

La cinetica/burden/caratteristiche cliniche della malattia sono compatibili con i tempi di manufacturing
E’ disponibile Holding/Bridging therapy efficace?

LinY et al, Consensus guidelines and recommendations for the management and response assessment of chimeric
antigen receptor T-cell therapy in clinical practice for relapsed and refractory multiple myeloma: a report from the

International Myeloma Working Group Immunotherapy Committee. Lancet 2024



... Prima considerazione nel pz in 2L, Len-ref:
E’ candidabile a CAR-T?

L’efficacia di CAR-T e massima in fase

Nei pz eleggibili sia a CAR-T che a altre terapie .
piu precoce

aBCMA, deve essere considerata prima

t [ CAR-T
erapila con La precedente esposizione ad altra

4 terapia aBCMA (BsAbs, ADC) potrebbe
‘ / impattare negativamente sulla risposta
— a CAR-T

C—

Fattori correlati al paziente:
E’ eleggibile per fithess e comorbidita (riserva cardiopolmonare, midollare)?

Accessibilita/logistica/caregiver?

La cinetica/burden/caratteristiche cliniche della malattia sono compatibili con i tempi di manufacturing
E’ disponibile Holding/Bridging therapy efficace?

LinY et al, Consensus guidelines and recommendations for the management and response assessment of chimeric
antigen receptor T-cell therapy in clinical practice for relapsed and refractory multiple myeloma: a report from the

International Myeloma Working Group Immunotherapy Committee. Lancet 2024



CAR-T: Impatto della riduzione del burdecn di malattia sull’outcome

Holding therapy (HT) g
=
« Definition — Before apheresis. ‘E
* Goal- Control disease without By
jeopardizing feasibility of CAR T-cell %
therapy Q Lymphodepletion chemotherapy
* Not standardized |L (LDC)
* Often used - Pis, IMiDs, anti-CD38 o
mAbs, dexamethasone < o Standardized
* Avoid- alkylators, bendamustine, Lg__’ «  Timed with CAR T-cell infusion
polychemotherapy, TCEs *  Goal- induce extreme lymphopenia
1 and corresponding cytokine milieu
I * Fludarabine and cyclophosphamide
: * Limited data for bendamustine
v * Dose adjustment/drug choice
Bridging therapy (BT) influenced by renal function
* Definition — After apheresis, waiting
for CAR T-cell therapy
* Goal- Avoid clinical deterioration,
reduce disease burden
* Not standardized
* Often used - Pis, IMiDs, anti-CD38
mAbs, dexamethasone
* Acceptable- alkylators,
bendamustine, polychemotherapy,
TCEs
CARTITUDE-4: PFS by tumour burden change Real-world data: PFS with ide-cel/
between baseline and start of lymphodepletion? cilta-cel by response to bridging therapy*
+ <25% Decrease + 225% Decrease 1.00 -
100 —| 11
s
H 80 —| — > 0.751
S =
e ) ]
- 0 8
H © 0.50
2 B
g ) ()
& I Log-rank P value = 0.043
& 20 —| 15-month PFS rate (35% CI) 0.25 1 p =52: number of events: 21
225% decrease; 87.5% (80,6.92.1)
<25% decrease: 74.0% (52.9-36.7)
7 3 6 9 12 15 8 21 2 7 2 0004 23 13 5
e Time in months from randomization 0 3 6 9 12
26 27 25 24 20 15 4 3 Time (months)
148 148 147 142 126 79 41 19 9 1 0 Response o BT — CR VGPRPR — SD/PD

Anguille S et al, IMS 2024 (Abs P-005) Fandrei D et al, Blood Cancer Discov 2025



Mechanism of action

Pivotal trials
Exploratory arm

Comparator arm

Patient population

Primary endpoint

Trial di fase 3 sulle BCMA-TT in 2L

anc' 3

Payload-dependent
Immune-dependent

=0

Payload

g

NK cells,
Monocytes,
Macrophages

N Myeloma cell
R apoptosis

Myeloma cell lysis

CAR-T cells

CAR-T! jQi

mmune-dependent

Myeloma cell
™ apoptosis

BCMA

Myeloma cell lysis

DREAMM-72 DREAMM-83 CARTITUDE-44

BvVd

DVd

e 21 LoT
« ECOG <2

» Exl: anti-CD38-refractory;

previous anti-BCMA

BPd
Pvd
« 21 LoT
* Len-exposed
+ ECOG «1
PFS

Bridging therapy, Cilta-cel
IC SoC (PVd or DPd)
« 1-3 LoT

» Len-refractory, Pl exposed

(15% 3-class refractory)
+ ECOG <=2

PFS

23



DREAMM-8: BelaPd vs PVd. PFS, OS

PFS probability

Eligibility criteria
*  Adults with MM
* 21 prior line of MM

therapy including
LEN

* Documented PD
during or after their
most recent therapy

* No prior freatment
with anti-BCMA or
pomalidomide; not
refractory/intolerant
to bortezomib

PFS!

Median follow-up 28.01 months
(0.03-47.74 months)

1001
18-month PFS rate
80- ! £
2
60 : 32.6 months .g
T"""' “““““ a
s e .
12.5 months 41% e fefuy '
- ! TR
—BPd ;
ple PV HR: 0.49", 95% Cl: 0.35-0.68

024 6810 12 14 16 18 20 22 24 26 28 30 32 36 38 40 4244 46 48

Time since randomization,months

Reused with permission from the European Hematology Association. © 2025 The Authors. All rights reserved.

BPd demonstrated prolonged median PFS vs PVd

(32.6 months vs 12.5 months)

ITT population
BPd (N=155) PVd (N=147)

Prior LOT
1 82 (53) 77(52)
20r3 54 (35) 43 (33)
24 19 (12) 22(15)

Prior ASCT 99 (64) 82 (56)

Prior treatment R

Prior proteasome inhibitor 140 (90) 40 (26) 136 (93) 35 (24)
Bortezomib 134 (86) 16 (10) 130 (88) 8(5)
Carfilzomib 34 (22) 18 (12) 37 (25) 23 (16)
Ixazomib 11(7) 8(5) 15 (10) 1(7)

Prior immunomodulatory drug® 155 (100) 127 (82) 147 (100) 111 (76)
Lenalidomide 155 (100) 125 (81) 147 (100) 111 (76)
Thalidomide 49 (32) 9(6) 48 (33) 6(4)

Prior anti-CD38 monoclonal antibody® 38 (25) 35 (23) 42 (29) 36 (24)
Daratumumab 36 (23) 33(21) 39 (27) 34 (23)
Isatuximab 2(1) 2(1) 3(2) 2(1)

Raspritad from Dmopauios MA, @ al N EngrJ Med. 2004.391(5:208-221. Copyright © 202 sl Socioty. Reprintad wih

= —— Socsy
U — 90% received prior Pl
b ihe o avoup:| g 81% were lenalidomide refractory

Median follow-up 21.8 months
(0.03-39.23 months)

12months
= 83%

b
o
'

e
o
A

S
o
L

e
=

0.2{ — BPd
—PVd

001 HR: 0.77%1; 95% CI: 0.53-1.14

Time since randomization,months

Reused with permission from the European Hematology Associstion. © 2025 The Authors. All rights reserved.

2 4 6 B8 10121416182022242628303236 384042

BPd demonstrated an early trend for OS benefitvs PVd

.Dimopoulos MA, et al. EHA 2025. Poster PF728. Trudel S, et al. EHA 2024. Oral LB3440.




DREAMM-8: BelaPd vs PVd in pazienti Len-ref/Len-ref in 2L

ITT Lenalidomide Refractory?
Len-ref

12 months 12 months
Intarim 06 EEd (\=155) Lhdd Interim OS BPd (N=125) PVd (N=111)
1.0 54 1.0
; = y e BelaPd vs PVd
- Median PFS (95% Cl),  NR (206 127 (9.1-18.5) - TR PRS SR TY, . TR T
e —~ months e . ledian ¥ (17.6-NR .2 (7.2-12.5)
208 m 208 - months P FS 0 9
@ HR (95% CI); Pvalue  0.52 (0.37-0.73); <.001 . m 24. VS .2 m
] 3 HR (95% CI) 0.45 (0.31-0.65)
g08 06 HR 0.45
35 ° Median
s Modan s
$ 04 12.7 months Q04
s s Median
e c 9.2 months
2 02 £ 02
g | — Brd g | — BPd
g Pvd g PVvd
&0 — %00l
L i e e e S LB e S s e e e e e L e S e S LA B B e e e e e B e e e e e
012345678 910111213141516171819202122232425262728293031323334 3536373839 0123458678 910111213141516171819202122232425262728293031323334 3536373839
No. ot risk Time since randomization, months No.at risk Time since randomization, months
{no. of events) {ro.of events)
8Pg i » . 2 s eed
1 00
evd Pva Rt
All 2L Patients Len-Refractory 2L Patients
12months 18 months Treatment 12months 18 months Treatment
78% — BPd 107 74% Trioed

(95% CI, 67%-86%) —Pvd (95% Cl, 61%-83%) it

Len-ref 2L

BelaPd vs PVd
MPFS NRvs 13.1m
% HR 0.43

(95% ClI, 28%-57%)

70%
(95% ClI, 59%-80%)

S
=3

0.8

o
o

067 64%
(95% Cl, 51%-74%)

53%
(95% ClI, 38%-67%)

0.4

S
S

54%
(95% Cl, 41%-66%),

Proportion alive and progression free
Proportion alive and progression free

PFS BPd (N=82)
027 Events, n (%) 25 (30 34 (44) 02 PFS BPd<N=ee> PVd (N=53)
PFS, median (95% NR (NRAR) 185 (125:NR) Evenis, (%) ok 2ED
Cl), months® PFS, median (95% NR (21.1-NR 13.1 (9.1-19.8)
HR (95% CIf 0.50 (0.30-0.85) Il monkng:
0.0 : V HR (95% CIfP 0.43(0.250.75)
LT TR DT L LT EE R EEL LT LT B
012345867 891011121314151617181920212223242526272829303132333435 012345867 891011121314151617181920212223242526272829303132333435
o Nt Time since randomization, months Time since randomization, months
BPd 66 € 4 6 48 4 4 A 27 2 8 463 2 0 0 D 35 35 3 2 2 5

44 42

23y (23(23)12:
32 a0
0)29)301 3013

6 32 28 23 2 ¢
3Y(15(17)21)(2 30)30)

Trudel S, et al. IMS 2024. Oral presentation OA-62.




D REAM M -7 . Be I an vs DVd . Eligibility criteria Fz)or treatments, n

+ Patients aged 218 years Prior LOTs
P FS e OS with MM 1 125 (51) 125 (50)
« 21 prior line of MM therapy 20r3 88 (36) 99 (39)
and documented PD during 4+ |30 (12) 27 (11)
?l: after the most recent ‘ Prior PI 218 (90) 216 (86)
erapy - ;
: ; P 210 (86 211(8
* No prior treatment with "or_bmezom'b L) e
anti-BCMA ::Lc;' immunomodulatory 198 (81) 216 (86)
* Not refractory or intolerant Prior thalidomide 121 (50) 144 (57)
to daratumumab or - —
bortezomib Prior lenalidomide 127 (52) 130 (52)
Refractory to lenalidomide | 79 (33) 87 (35)
Prior daratumumab 3(1) 4(2)
Prior ASCT 164 (67) 173 (69)

PFS*1
Median follow-up 28.2months Median follow-up 39.4months
1.0- 4.% s (0.1-40.0 months) 1.0+ 24months 36 months
++ 0,
A T 79%
0.8 1\% o ey 69% 081 74%
F e R AT 4 Med g —~—
=5 06 S AT 2 6 montns 3 06 i .
o " © % 60% W
o \"LN HH + o
o . . ekt e
Lo 2 =
n 13.4 months 43% (2]
o] BN HR: 0.41; 9I5% Cl: 0.31-0.53+ p<0.001s s | Eel Median OS not yet reached (HRY: 0.58: 95% CI: 0.43-0.79)
""01 3 5 7 9111315171921232527293133353739 41 0246810 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
Time since randomization, months Time since randomization, months
From Hungria V, et al. N Engl J Med. 2024;331(5):352-407. Copyright © 2024 Massachusetts Medical Society. Reussd with p ission from the A L Socety of b ay. © 2024 The Authors. All rights reserved. Officially
Reprinted with permission from Massachusetts Medical Society licensed by ASH for distribution via GSK
BVd demonstrated significantly prolonged mPFS vs DVd Predicted median OS is 33 months longer with BVd vs DVd
(36.6 vs 13.4 months) (84 months vs 51 months)t

Hungria V, et al. N Engl J Med. 2024. Hungria V, et al. ASH 2024. Oral 772



DREAMM-7: BelaVd vs DVd in pazienti Len-ref

Lenalidomide Refractory Len-ref
Bvd Dvd HRe
6 PFS2 (N=79) (N:87) (95% C|) Belan VS DVd
Events.n(%)  $3442) 64 (74) 0.31 mPFS24.0vs 8.6 m
PFS, median 25.0 8.6 (0.19-0.48)
(95% Cl), mo® (18.1-NR) (6.4-13.5) Sot HR 0.31
0.8- 18 months
E Median
E 0.6 25.0 months
2
0 e B L
o
(7]
& 047 Median
8.6 months
0.2
Bvd
Dvd
0.0- T T T T T T T T T T T T T T T T T T ; T T T T T T T T T T T T T T T T T T T T T T
01 2 3 4 65 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42
No. at risk Time since randomization, months

Bvd 79 74 72 68 67 65 61 59 54 52 49 48 47 46 45 43 43 40 38 37 37 35 34 32 30 29 26 23 201916 12 7 6 3 2 2 2 0 0 0 0 O
d 6 7 44 v , R amiials AR Tl A el an 8 ) P p 1 0

Trudel S, et al. IMS 2024. Oral presentation OA-62.



Paziente in prima recidiva (2L)

Len-ref
aCD38-sens
Bor-sens

Progressione in corso di Len di mantenimento

- dopo DaraVTd

- dopo DaraVRd (sospensione di Dara di
mantenimento per MRD-neg sostenuta)

CASSIOPEIA: Study Design

Len-maintenance

Part 1: Induction/consolidation phase

Induction
D-VTd
D: 16 mg/kg IV QW Cycles 1-2,
Key eIlglbI‘IIty = Q2W Cycles 3-4
criteria: E V:1.3 mg/m? SC Days 1,4, 8, 11
X = T: 100 mg/day PO
: anaflsplant = d: 20-40 mg IV/PO
eligible £
NDMM §
* 18-65 years e
. ECOGPS © VTd
0-2 w VTd administered as in

the D-VTd arm

4 cycles of 28 days

Consolidation

D-VTd
16 mg/kg IV Q2W
same as in induction

same as in induction
20 mg IV/PO

VTd
g V7d administered as in
the D-VTd arm

“Z>»rronz>r»x+H

2 cycles of 28 days

Eligibility for ASCT

Induction (4-6 cycles)

First option
» DaraVRd [l, A]
e IsaVRd [I, A]
If first option is not available
» DaraVTd [l, A]
« VRd [ll, B]
|

200 mg/m?2 melphalan [l, A]
followed by ASCT [I, A]

}

» Consolidation with same
induction regimen (2 cycles
when <4 induction cycles)
[l, B]

« Tandem ASCT for high-risk
disease [Il, B]

L

« Lenalidomide maintenance
[, A]
» DaraR maintenance [l, A]

PERSEUS: Study Design

Induction
VRd
ES V: 1.3 mg/m?SC
8 Days 1,4, 8,11
< e P R: 25 mg PO Days 1-21
RO LU AR . 10 mg PO/IV Days 1.4, 9-12
criteria =
(=}
* Transplant-eligible & D-VRd
NDMM Il DARA: 1,800 mg SC
* Age18-70 years s QW Cycles 12
* ECOGPS <2 = QW Cydes3-4
=
- VRd administered as in

the VRd group

4 cycles of 28 days

Primary endpoint: PFS©

First option

 IsaVRd [I, A]

» DaraVRd [I, A]

» DaraRd [I, A]

If first option is not available

* DaraVMP [I, A]

« VRd [I, A]

Consider DaraR (with
dexamethasone in first 2 cycles)
for frail patients [l, B]

Consolidation

VRd
V: 1.3 mg/m2SC
Days 1,4, 8,11
R: 25 mg PO Days 1-21
d: 40 mg PO/IV Days 1-4, 9-12

D-VRd
DARA: 1,800 mg SC® Q2W

VRd administered as in
the VRd group

SINGLE TRANSPLANT

2 cyclesof 28 days

Key secondary endpoints: Overall 2CR rate, overall MRD-negativity rate,® OS

Len-maintenance
STOP Dara after
sustained MRD-neg

Maintenance

R
R: 10 mg PO Days 1-28 until PD

D-R
DARA: 1,800 mg
SCt QAW
R: 10 mg PO Days
128

MRD Continue
positive

M 2 negative

28-daycycles

Stop DARA therapy Restart DARA therapy upon
after 224 months of D-R maintenancefor confirmed loss of CR without
patients with 2CR and 12 months of PDor
sustained MRD negativity (10%) recurrence of MRD

MRD-negativity rate was defined as the proportion of patients who achieved both MRD negativity and 2CR in the ITT population.
Patients who were not evaluable or had indeterminate results were considered MRD positive.




Paziente in prima recidiva (2L)

Len-ref

aCD38-sens Progressione in corso di Len di mantenimento
Bor‘sens -dopo DaraVTd

- dopo DaraVRd (sospensione di Dara di mantenimento
per MRD neg sostenuta)

Cilta-cel Opzioni preferibili

IsaKd

BelaPd*

BelaVd* Altre opzioni (seconda scelta)
Selvd

DaraPd

PVd In mancanza di BelaPd e
DaraVd BelaVd (outcome inferiori in

DREAMM-8 e DREAMM 7)

*Nella prospettiva di futura terapia con CAR-T sono
preferibili regimi alternativi a Bela

Bela preclude il successivo utilizzo di aBCMA CAR-T e del

Preferred
Regimens:
Cita-cel [ILA)
Darakd [I A)
Isakd [ILA)
BetaPd (I A)

Other approved
indications:
BelaVd [1, A)
OaraPd [I A

SVd [l A

PomVd or DaraVd
the absence of
BelaPd or BelaVo,
respectively [panel
consensus. | A)

Cita-cel [l A)
BelaPd (1L A)
Darakd [ILA)
Isakd I A)
DaraPda (i, B)

BsAbs aBCMA Elranatamab, NON di Teclistamab Dimopoulos MA et al, Nat Rev Clin Oncol 2025



IKEMA: IsaKd vs Kd. PFS e di OS

PFS (follow-up mediano 44 m) OS (follow-up mediano 56.6 m)
1.0
— |sa-Kd
100
0.9 1 — Kd — lsa-Kd
0.8 Isa-Kd + Censor 90 Kd
9 ) mPFS: 35.7 months 80 — Isg.s(d;m + [ Censor
o (95% - 965 > m -
g 071 (95% Cl: 258-44.0) £ 704 (95% CI: 52.172 to NR)
7] =
o 086 >
— - 60_.
5 o N :
0.) 05 3 s e —_——
& 04- T a0 mOS: 50.6 months
= g (95% CI: 38.932 to NR)
8 03 HROS58(95.4% Cl:042-0.79) 30
Kd 20 4
0.2 mPES: 19.2 months 10
0.1 1 (96% Cl: 16.8-26.0) HR (95% ClI): 0.855 (0.608 to 1.202); p=0.1836
1 — 7T T T T T T T T T T
2 2 2. 2 2
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
" Number at risk: Time (Months)
Time (Months) I 2 2
e o Rk sa-Kd 179 172 166 161 157 151 145 142 134 129 124 118 117 113 111103 97 95 90 39 6 0 O
lsa-Kd 179 184 151 136 127 114 108 95 88 81 75 72 64 62 50 18 1 Kd 123 118 114 108 106 102 100 96 89 85 83 78 72 66 61 59 56 52 52 25 6 0 O

Kd 123 108 99 85 73 63 53 43 38 32 29 21 29 16 10 3 2

Analisi finale di PFS (m follow-up 44 m): IsaKd vs Kd riduce il rischio di progressione e morte del 42% (HR 0.58)
Analisi finale di OS (m follow-up 56.6 m): IsaKd vs Kd riduce il rischio di morte del 14% (HR 0.86)

mOS NR (IsaKd) vs 50.6 m (Kd)

mOS stimato perIsakKd: 63 m (95% CI: 59.69), corrisp a una differenza stimata in OS di 1 anno vs Kd

MPFS dopo 1 pLT: 38.2 (IsakKd) vs 28.2 m (Kd)
MPFS in late relapse: 42.7 (IsaKd) vs 21.9 (Kd)

Martin T et al, Blood Cancer 2023, Yong K et al, IMS 2023



(A)

IKEMA: IsaKd vs Kd nei pazienti Len-ref

Isa-Kd

Kd

No. of events/ mPFS, months No. of events/ mPFS, months

P value for

Subgroup total no. (95% Cl) total no. (95% CI) Hazard ratio (95% Cl) interaction
All patients 48/179  NC(NC-NC)  55/123 19.154 (15.770-NC) ~ ~—— | 0.531 (0.359-0.786)
Number of prior lines 1 18/80  NC(NC-NC)  19/55  NC (15.376-NC) —— 0589 (0.309-1.123) (0.
of therapy >1 3099  NC(NC-NC)  36/68 16.164 (13.437-19.450) ~—e—s | 0.479 (0.294-0.778)

] Yes 2878 NC (16.986-NC) 30/58 16.099 (13.437-NC) oL 0.629 (0.375-1.053)
Ratnctoey fo MRS sgent S e 20101  NC(NC-NC)  25/65  NC(18.234-NC)  ——— | 0.435 (0.241-0784) 018
Refadtony 46 Pl Yes 19/56 NC (14.916-NC) 23/44  16.099 (9.922-NC)  ——i 0.616 (0.336-1.132) ¢ oo

No 291123  NC(NC-NC)  32/79  NC(16.164-NC)  r——— 0.491 (0.297-0.813)
Rafractory to lenalidomides. 1% 23/57 NC (12.879-NC)  25/42 15.704 (9.922-17.183) ek 0508 (0.339-1.055) (.o
No 25122 NC(NC-NC)  30/81  NC (18234-NC) e 0.479 (0.281-0.815)
Refractory to Yes 18/52 NC (11.893-NC) 22/39  15.770 (9.922-NC) : 0.620 (0.332-1.156) ) <00
bortezomib No 30127 NC(NC-NC)  33/84  NC (16.164-NC) —— 0.495 (0.302-0.813)
Refractory to lenalidomide Yes 15/36  NC (11.433-NC)  17/31 16.164 (14.752-19.450) et 0.692(0.345-1.388) (a0,
at last regimen No 33143 NC(NC-NC)  38/92  NC(15770-NC) ~ —— | 0.482 (0.302-0.769) -
Refractory to bortezomib  Yes 832 NC (13076-NC) 13123 15.770 (4.830-NC) : 0.383 (0.158-0924)  5e00
at last regimen No 401147  NC(NC-NC)  42/100 20.271 (16.164-NC)  —— | 0.564 (0.365-0.870)
0 05 1 15 2
Isa-Kd better  Kd better
100 4 g m Len-refractory Isa-Kd
g4 5 2 ® Len-refractory Kd
2 < 2D N Len-refractory at last regimen Isa-Kd
80 - i £ P ry 9
= © = Len-refractory at last regimen Kd
70 - ©
<
£ 60 - =
0] ~
8 50 - N~ © <
) s %) o)
=) [To) ™0 [3e]
G 40 - ) ©
= © ~
30 4 g o~
[e)]
o)) )
20 A ol EX 0 N~
cald o o
10 4
[a)
Ava
ORR VGPR or better CR MRD-

La quota di pz Len-ref in IKEMA € limitata
(832% rispettivamente)

La quota di pz Len-ref frontline &
estremamente limitata (outcome NV)

Dimopoulos MA et al, Am JHem 2022



Sensibilita a anti-CD38 dopo esposizione: un problema aperto

- | pz esposti/refrattaria aCD38 sono stati esclusi dagli studi registrativi sui regimi RRMM aCD38-

based (IsaKd, DPd)

- Uimpatto della precedente esposizione/refrattarieta e dell’intervallo aCD38-free dalla

esposizione al ritrattamento non & noto
Dati limitati di Real World

CASSIOPEIA: Study Design

Len-maintenance

Part 1: Induction/consolidation phase

Induction Consolidation
D-VTd D-VTd
D: 16 mg/kg IV QW Cycles 1-2, T D: 16 mg/kg IV Q2W
Key:rgl'b'."ty f Q2W Cycles 3-4 @™ V: same as in induction
criteria: g V: 1.3 mg/m? SC Days 1,4, 8, 11 A T: same as in induction
. o E=1 T: 100 mg/day PO N d: 20 mg IV/PO
:lri;::’slzlant = d: 20-40 mg IV/PO s
=
NDMM 8 i
« 18-65 years 4 A
- ECOGPS B VTd N vTd
0-2 [ VTd administered as in T g VTd administered as in

the D-VTd arm

the D-VTd arm

4 cycles of 28 days

2 cycles of 28 days

PERSEUS: Study Design

Induction

Consolidation

VRd VRd
':a V: 1.3 mg/m2SC V: 1.3 mg/m2SC
8 Days1,4, 8,11 — Days 1,4, 8,11
P Pl R: 25 mg PO Days 1-21 =M R: 25 mg PO Days 1-21
Key e_"g'?'my FA d: 40 mg PO/IV Days 1-4, 9-12 SOl d: 40 mg PO/IV Days 1-4, 9-12
criteria = &
S z
* Transplant-eligible '73 D-VRd é D-VRd
NDMM Fll DARA: 1,800 mg SC* W DARA: 1,800 mg SC> Q2W
* Age18-70 years s QW Cydles1-2 3 )
+ ECOGPS <2 g QW Cydes3.4 PR VRd administered as in
o M the VRd group
=
- VRd administeredas in
the VRd group
4 cycles of 28 days 2 cyclesof 28 days
Primary endpoint: PFS©

Key secondary endpoints: Overall 2CR rate,® overall MRD-negativity rate, 0OS

Len+Dara-
maintenance
STOP Dara after
sustained MRD neg

Maintenance

R
R: 10 mg PO Days 1-28 until PD

.

,800 mg it
SCb QAW s )
R: 10 mg PO Days

1-28

Restart
MRD DARA

- negative 2

Minimum 2y per criteria
28-daycycles
Stop DARA therapy Restart DARA therapy upon

after 224 months of D-R maintenance for
patients with >CR and 12 months of
sustained MRD negativity (10~%)

confirmed loss of CR without
PD or
recurrence of MRD

MRD-negativity rate was defined as the proportion of patients who achieved both MRD negativity and 2CR in the ITT population.
Patients who were not evaluable or had indeterminate results were considered MRD positive.
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PFS Probability

75%
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IsaKd dopo esposizione a Daratumumab.
Dati di Real World

Time in months

No prior dararutumab

Prior daratumumab

10 12 14 16 18 20 22 24
Timeinmonths  1saKd, overall population

0 2 4 6 8

No prior dararutumab

Prior daratumumab

' p < 0.005

‘HR, 10.9 2L IsaKd
0 2 4 6 8 10 12 14 16 18 20 22 24

Time in months

Number at risk by time

1 De Novellis D et al, EurJ Hematol 2024

La precedente esposizione a Dara (15%, dei pz)
impatta negativamente sulla PFS nei pz trattati
con IsaKd, nella popolazione complessiva e in
2L

NB: non definita la percentuale di pz refrattari su
quelli esposti;

non definito 'intervallo di tempo mediano dalla
precedente esposizione;

limitato numero di pz esposti a Dara trattati con
IsaKd in 2L

La refrattarieta a Dara impatta negativamente su
ORR nei pz trattati con IsaKd; 41.7% vs 82.2%
(studio IONA-MM) ?

2 Gaballa MR et al, ASH 2024



Paziente in prima recidiva (2L)
Len-ref

aCD38-sens T et
Bor-sens et & R

refractory

Preferred

Regimens: Clia-ou WA
Cilta-cel Opzioni preferibili CRacl LA gﬁiﬂ [('n Q,
ISaKd Darakd (lA! .' - :
Isaka (I, A) SBKA [LA)
BelaPd* BelaPd (I Al DaraPd (v, B)
Other ed
BelavVd* Altre opzioni (seconda scelta) mm:;
Selvd BelaVd (1, A)
DaraPd OaraPd [IL A)
SVd (I, A)
PVd In mancanza di BelaPd e FORIVY Or Larevd
DaraVd BelaVd (outcome inferiori in mﬁam i
DREAMM-8 e DREAMM 7) BelaPd or BelaVo,
respectively [panel
*Nella prospettiva di futura terapia con CAR-T sono consensus. |, A}

preferibili regimi alternativi a Bela

Bela preclude il successivo utilizzo di aBCMA CAR-T e del
BsAbs aBCMA Elranatamab, NON di Teclistamab

Nature Review Clinical Oncology, submitted 2025



BOSTON: Selinexor-Vd vs Vd. ORR, PFS

HEALTHY CELL

Cytoplasm

Nuclear Pore

## Nucleus

SVd arm (n = 195) vd arm (n = 207) SVd vs Vd
Median PFS, months (95% CI)* 13.93 (11.73, NE) 9.46 (8.1, 10.78) vantaggio di
HR=0.70 (95% Cl: 0.53, 0.93); one-sided P =.0075 ORR e 2VGPR

mPFS (HR 0.70, mPFS 13.9) vs

Kaplan-Meier estimates of progression-free survival among patients in the ITT population Overall Response Rate

1004 mPR

1.00 —— Selinexor, bortezomib, and dexamethasone mVGPR
-6~ Bortezomib and dexamethasone CR
a ORR msCR
s i 76.4%
g 075 8 o
2¢ 2 16.9% 62.3%
3 T 0504 S ]
85 PP 2% 2verr [IICENN 2SR
e 2 s ——te g 44.6% 10.6%
= 4 Selinexor, bortezomib, and dexamethasone: 5
S 0-25- median 13-93 months (95% Cl 11-73-not evaluable) e < 2VGPR
o Bortezomib and dexamethasone: median 9-46 months (95% Cl 8-11-10.78) £ 40 A 32.4%
Hazard ratio 070 (95% C1 0.53-0.93), p=0-0075 a .
0 T=f -l =0 10T > -1 -a -0 T T 11 E
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 20 4
Number at risk Time (months)
(number censored)
Selinexor, bortezomib, 195 187 175 152 135 117 106 89 79 76 69 64 57 51 45 41 35 27 26 22 19 14 9 7 6 4 2 0 + .
and dexamethasone  (0) (5) (12) (21) (31) (37) (42) (50) (57) (59) (63) (66) (71) (73) (76) (80) (83) (89) (90) (94) (97) (102)(106)(108)(109)(111) (113) SVd (n=195) Vd (n=207)

Bortezomib and dexamethasone 207 187 175 152 138 127 111 100 90 81 66 59 56 53 49 42 35 26 20 16 10 8 S5 4 3 3 2 H H
(0) (8) (10) (15) (20) (22) (29) (32) (37) (37) (41) (43) (44) (45) (47) (52) (S5) (60) (65) (69) (73) (75) (78) (79) (80) (80) (81) GrOSICkI S et al’ Lancet 2020



BOSTON: SelVd vs Vd. Analisi di sottogruppo secondo precedenti LT

EFFICACY in 1 Prior LOT Patients

Table 4. Outcomes in 1 Prior LOT Patients

Figure 2. PFS in 1 Prior LOT Patients
10

Figure 4. PFS in Pl-Naive Patients
10

Figure 6. PFS in Bortezomib-Naive Patients
10

d(n= Vd
Median PFS, months (95% C1) 21.0(132,NR) 107(7.3,164)
HR 0.62 PFS HR(95% C)) 062(041,095) a8
A s
mPFS Median TINT, months (95% C1) 19.0(153,27.4) 129(9.8 162) i“
; . TINTHR(95% Q) 0.70(0.49, .01
improvement: o 0% "
1 0 m Overall resporse rate, % 808 667 i o
OR(95%C1) 240(1.22,470)
pvalue 0010 02
VGPR or better, % 525 293
OR(5%CY) 265(1.46,478) 0
pvalue 0001
All pvalues two sided
EFFICACY in Pl-Naive Patients
Table 5. Outcomes in Pl-Naive Patients
SVd (n=47) Vd (n=48)
Median PFS, months (95% C1) 295(275,NR) 97(84,237)
PFS HR(95% C)) 029(0.14-0.63)
HR 0.29 pvalue <0.001
Median TINT, months (95% C1) 302(267,NR) 108(10.1,21.2)
mPFS TINTHR(95% Q) 042(023,0.78)
. . palue 0004
improvement: Overall resporse rae, % 786 708
OR(95%C1) 130(051,333)
20m pvalue 0581
VGPR or better, % 532 a7
OR(95%CI) 154(068, 348)
p-value 0308
Al pvalues two sided
EFFICACY in Bortezomib-Naive Patients
Table 6. Outcomes in Bortezomib-Naive Patients
SVd (n=61) Vd (n=62)
Median PFS, months (95% C1) 295(248,NR) 9.7(84,175)
PPSHROSXC) 035(0.18048) 08
pw
HR 0.35 T v avean o i“
TINTHR(95% Q) 047(028,081)
mPFS palue 0006 &
. . Overall resporse rate, % 754 694 ;
|mpr0vement- OR(95%C1) 157(0.68, 3.64) da
20m pvalue 02%
VGPR or better, % 492 49 a0
OR(95%C) 151(0.73,3.14)
pvalue 0275 °
All pvalues two sided
Prior Therapies, n (%)
Bortezomib 134 (69) 145 (70)
Carfilzomib 20 (10) 21 (10)
Daratumumab 11 (6) 6 (3)
Lenalidomide 77 (39) 77 (37)
I TT(6) 73]
Ixazomib 6 (3) 3(1)
Stem cell transplant’ 76 (39) 63 (30)

Figure 3. Response in 1 Prior LOT Patients

Figure 5. Response in Pl-Naive Patients
W0

Figure 7. Response in Bortezomib-Naive
100

R, cormgiom respores, ORR, owral raspones am, FR partial rewponme, sCR 9 rgant corrgiate
DOrm2omit + Bemaamone: Vi, Donzonmid + sebrcr; VGFPR, wary 9500 ot e

B 888838383
aun

z

4]

Proportion of Patients (%)

3

°

Nd (n=99) Vd (n=99)

0 "R
" CR
ORR uVGR
76.6% oRR R
s 70.8%
aCR
=] e
4] avors xvore
22% 41.7%

Proportion of Patients (%)

o5 888883838

u LR

gota remgrn

o

SVd vs Vs si associa
a vantaggio di PFS,
ORR e 2VGPRin
tutti i sottogruppi

Mateos M-V et al. EHA 2023. Poster #917




BOSTON: SelVd vs Vd nei pazienti Len-refractory

PFS in lenalidomide-refractory

OS in lenalidomide-refractory patients

HR (95% Cl): 0.53 (0.30, 0.95)
p=0.030

SVd: 26.7 months

Follow-up mediano
SVd 28.7 m
Vd 28.6 m

patients
16 HR (95% Cl): 0.52 (0.31, 0.88)
p=0.012
0.
z
E 0 SVd: 10.2 months
e (5.8, NR)
= vd: 7.1
% 0.4 months
a (3.5,9.8)
0.3
0.0 T T T
0 10 30
Months
Svd arm 53 27 14 9 4 3 1 0
vd arm 53 22 11 6 4 4 1 0
p=0.018
£ I OR: 2.59 (1.17, m sCR
ORR 57%) R
70l 67. m VGPR
m PR

604 9.4%

Proportion of patients (%)

Svd (n=53)

Mateos M-V et al. EHA 2023. Poster #P886

2VGPR
24.5%

vd (n=53)

(16.9, NR)

Survival probability

Vd: 18.6
0.4 months
(13.9,29.0 HR=1 similar efficacy observed in Svd vs Vd
0. ) HR<1 higher efficacy observed in SVd vs Vd
HR>1 lower efficacy observed in Svd vs Vd
— Svd
06 — Vd
0 5 10 15 20 25 30 35 40
Months
svd 53 42 36 31 24 16 10 1 0
vd 53 40 31 23 7 13 3 1 0

Len-exposed: 39% e il 37% dei pz nei gruppi SVd e Vd, rispettivamente
Len-refractory: 27% e il 26% dei pz nei gruppi SVd e Vd, rispettivamente

Nei pz Len-ref SVd vs Vd si associa a un vantaggio statisticamente significativo di PFS (10.2
vs 7.1 mesi, HR 0.52)

Nei pz Len-ref trattati con SVd, la mPFS ¢é inferiore (10.2 mesi) rispetto alla popolazione
complessiva (13.9 mesi)

Nei pz Len-ref SVd vs Vd si associa a un vantaggio statisticamente significativo di OS (26.7
mesi vs 18.6 mesi, HR 0.53)

TTNT (13.0 mesi vs 7.6 mesi)
ORR (67.9% vs 47.2%, OR 2.59) e di 2VGPR (35.8% vs 24.5%, OR 1.74)



APOLLO e MM-014: DaraPd nei pazienti Len-refractory

Follow up mediano: 30.7 mesi

FIGURE 2. PFS in the ITT population.

Studio APOLLO (fase 3):

Probabilita di PFS

Pazienti a rischio

Eventi,n  PFS mediana, mesi IC 95%
02 Recidivati 6 NE 18.2:NE
e Refrattari 38 237 14.0-NE

0.0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42

Mesi

Recidivati 28 26 23 3 ? ) 18 17 15 14
Refrattari 24 3 66 62 56 S2 48 43 38 ¥

- DPd vs Pd: vantaggio di PFS, anche nei pz Len-ref

- mPFS nei pz Len-ref trattati con DPd (9.8 m) € inferiore vs Len-sens (31.6 m) e ITT
(12.1 m)

- DPd vs Pd: vantaggio di OS (m follow-up 39.6 m, mOS 34.4 mvs 23.7 m, HR 0.82)
Len-ref 79%, Len-ref alla precedente LT 62%

di cui solo 11% con 1 precedente LT (Len-ref frontline)

Lo studio MM-014 (fase 2) ha valutato DPd :

-dopo 1 0 2 precedenti LT

- Lenin linea immediatamente precedente (100% Len-exp, 75% Len-
ref)

Nei pz Len-ref dopo 1-2 pLT
mPFS 23.7 m
PFSa1anno 70.9%

Bahlis NJ et al, Leuk Lymph 2022



Paziente in prima recidiva (2L)

Len-ref
aCD38-ref

Progressione in corso di mantenimento/t. continua con aCD38+Len

-In corso di DaraRd (NTE)

Eligibility for ASCT

Induction (4-6 cycles)
First option

« DaraVRd [l, A]

« IsaVRd [I, A]

First option

 IsaVRd [I, A]
» DaraVRd [I, A]
« DaraRd [l, A]

If first option is not available
o DaraVTd [I, A]

- In corso dilsaRd dopo IsaVRd o di DaraRd dopo DaraVRd (NTE)

» DaraVMP [I, A]
« VRA [Il, B] * VR [I, A]

- In corso di DaraR dopo DaraVRd, nei pz che non hanno conseguito | ConiderDasR (it
200 mg/m2 melphalan [l, A] foerxfar:rpa:is;r:selglr,ll?:;s )

Bor-sens
MRD neg sostenuta (TE)

followed by ASCT [I, A]

|

« Consolidation with same
induction regimen (2 cycles
when <4 induction cycles)
[1.B]

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

|

¢ Lenalidomide maintenance
[ Al

Dara+Len continuous treatment

D-Rd (n = 369)

Daratumumab: 16 mg/kg IV
QW Cycles 1-2, Q2W Cycles 3-6,
then Q4W thereafter until PD

Io DaraR maintenance [I, A] I

Key eligibility o Lenalidomide: 25 mg PO
criteria 2 Days 1-21 until PD
« TIENDMM = Dexamethasone®®: 40 mg PO or IV
g Days 1, 8, 15, 22 until PD
* ECOG PS score 2
o 2 Rd (n = 368)
* CrCl 230 mL/min e

Lenalidomide: 25 mg PO Days 1-21 until PD

- 40 mg PO
Days 1, 8, 15, 22 until PD

Dara+Len maintenance

PERSEUS: Study Design

Induction Consolidation

MRD pos/before stopping Dara

Maintenance

Isa+Len continuous treatment

g R
2
s L5 £ R: 10 mg PO Days 1-28 until PD
Keyeligibility 1 3 Induction Continuous treatment
criteria . 5 g 3 (4x 6-week cycles) (4-week cycles)
0 Lr;nmsrﬂlam-eisbk 3 & DR o Continue 2
E DARA: 1,800 mg DR B w
« Age 1870 years E, 2 ¥ ; S positive e ieD Ti* NDMM N Isa + VRd Isa + Rd
ECOGPS <2 5 QW Cydes3-4 £ :/.‘R:V':;“‘:';:‘"““ in R: 10 mg PODays <80 years £
= L 128 Restart 5 o PD?
A VRd administeredas in Ly W DARA N=446 °©
4 cycles of 28 days 2 cyclesof 28 days 28-day cycles @
o e < Stop DARA therapy Restart DARA therapy upon - » & [
Primary endpoint: PFS after 224 months of D-R maintenance for confirmed loss of CR without ‘F L -
tients with 2CR and 12 ths of PDor
Key secondary endpoints: Overall 3CR rate,c overall MRD-negativity rate 0 el ool il e MRD (bone marrow aspirate) t ‘) "‘ t "‘
In case of CRor VGPR  Atend of induction 12 mos 18mos 24mos 36 mos

MRD-negativity rate was defined as the proportion of patients who achieved both MRD negativity and 2CR in the ITT population.
Patients who were not evaluable or had indeterminate results were considered MRD positive.




Paziente in prima recidiva (2L)

Len-ref

aCD38-ref

Bor-sens

Cilta-cel
BelaPd*

Selvd

Kd
(BelaVd)

PVd

Progressione in corso di mantenimento/terapia
continua con aCD38+Len

-In corso di DaraRd (NTE)

-In corso dilsaR dopo IsaVRd o di DaraR dopo
DaraVRd (NTE)

- In corso di DaraR dopo DaraVRd, nei pz che non
hanno conseguito MRD neg sostenuta (TE)

Opzioni preferibili

Altre opzioni (seconda scelta)

In mancanza di BelaPd (outcome
inferioriin DREAMM-8)

*Nella prospettiva di futura terapia con CAR-T sono
preferibili regimi alternativi a Bela.

Bela preclude il successivo utilizzo di aBCMA CAR-T e del
BsAbs aBCMA Elranatamab, NON di Teclistamab

Anti-CD38 refractory and

Refractory to
lenalidomide and
sensitive to
bortezomib

l

Preferred regimens
e Cilta-cel [I, A]
 BelaPd [, A]

Other approved
regimens

» Selvd [, C]

e Kd [V, C]

e Belavd [V, C]
PVd can be used in
the absence of
BelaPd [V, C]

Refractory to
lenalidomide and
bortezomib

|

Preferred regimens
« Cilta-cel [I, A]
» BelaPd [I, A]

Dimopoulos MA et al, Nat Rev Clin Oncol 2025



Paziente in prima recidiva (2L)
Len-ref

aCD38‘ref Progressione in corso di
Bor_ref - DaraVRd

1 - 1saVRd

Induction

Key eligibility
criteria

* Transplant-eligible
NDMM

* Age 18-70 years

SINGLE TRANSPLANT

4 cycles of 28 days 2 cyclesof 28 days 28-daycycles

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

* ECOGPS <2
m — > ® -

MRD (bone marrow aspirate) ’f
In case of CR or VGPR At end of induction 12moc ‘llmoc 24moo 36mos

o~
-

~
E
o
44

-)V

Cilta-cel Opzioni preferibili
BelaPd
Kd Altre opzioni (seconda scelta)

Lenabdomide- Lenaldomide
refraciocy & and bortezomid
bortezomid senstive refractory

Preferred
Regimen:
Cia-cel[ILA)
BelaPd [I A)

Cita-cel [I, A)

BelaPd I, A}

Other approved
indications:
Sva. C) Kd
Kd [paned
consensus. V, C)

PomVd maybe
used only In the
absence of
BelaPd [panel
consensus. | A)

Nature Review Clinical Oncology, submitted 2025



Doppia refrattarieta a Len e Dara in prima recidiva.
Di quali dati disponiamo?

ENDEAVOR? OPTIMISMM?
1-3 prior lines of therapy, received prior treatment 1-3 prior lines of therapy

1-3 prior lines of therapy
with a lenalidomide-containing regimen for

mPFS in lenalidomide-

Second-line options after Dara-Rd®*
refractory patients:*

mPFS in lenalidomide-
refractory patients:?

mPFS in lenalidomide-
refractory patients:*2

SVd: 10.2 months

o . g Kd: 8.6 months PVd: 9.53 months T
Lenalidomide- Lenalidomide- 2
sensitive refractory Vd: NE Vd: 5.59 3 vd: 7.1
- HR 0.65 it HR 0.52

HR 0.80

. . mPFS in lenalidomide- and ; . .
mPFS in lenalidomide- and 4 : s : mPFS in lenalidomide- and
: Dara-refractory patients: :
Dara-refractory patients: Dara-refractory patients:

UNKNOWN puee £ onsns UNKNOWN
Vd: unknown

Ciltacel BelaPd
(CARTITUDE-4): 100% Len-ref (DREAMM-8): 80% Len-ref
25% Dara-ref

Nuove opzioniin 2L: 22% Dara-ref
MPFS in DR-ref: UNKNOWN MPFS in DR-ref: UNKNOWN




Selezione del trattamento in prima recidiva
(oltre le linee guida...)

Ease/burden of
® administration
+ Do | have to go to an academic center? Or
my local doctor?

* How far away is the place | go to get
treatment?

+ How often do | have to get treatment?
* How much time does getting treatment

Efficacy take up?
» What actual and “hidden” costs will

there be?

Efficacy e

« Will this treatment extend my life?
* Will my symptoms be reduced?

Convenience

Side Effects

® Side effects

» Are the side effects permanent? Or will
they resolve?

* How could the drugs | am on impact my
QoL?
* Is the trade-off “worth it”?

37



/,:
@ Efficacy

@ Safety/

tolerability

G) Treatment

availability

0 Administration
setting

E Monitoring

Duration

Selezione del trattamento in prima recidiva:
BCMA-TT approvate

Belantamab mafadotin Cilta-cel

Significant PFS and OSt benefit vs SoC

AEs experienced by almost all patients
Ocular events can be managed and reversed with
appropriate dose modifications and follow-up

Little to no wait time is
required prior to administration

Outpatient
(no hospitalization required)

30-min infusion

Eye exam required before first 4 doses and as clinically
indicated thereafter

Continuous treatament until progression

AEs experienced by almost all patients
Black box warning for risk of ICANS or CRS that require
supportive care and can be permanent and/or fatal

Cell manufacturing takes
~4 weeks

Specialized medical center and/or hospitals
Inpatient monitoring for 10 days post-infusion

Lymphapheresis, bridging therapy, lymphodepletion

Post-treatment monitoring for CRS/neurotoxicity requires
patients to remain within proximity to an administration

center for 24 weeks following administration

“One shot” treatment (treatment.free interval)



@ CD3
() BCMA
® Cytotoxic granule

BCMA CART

Cilta-cel dalla 2L /

Ide-cel dalla 3L .

Apoptoftic
MM g:ells

;...’... -~ \

o"'/-

= BCMA-ADC

Belamaf dalla 2L

MM cell lysis

7/ BCMA-T/NK Bi|

* | BCMA-BITE ]% ane-Be

anti-BCMA

Triple-Class Exposed

MMMMMM

anti-GPRC5D
dalla 4L
Triple-Class Exposed




CAR-T aBCMA, ADC aBCMA, BsAbs (aBCMA, non aBCMA).
Quale sequencing? #

International myeloma working group immunotherapy
committee recommendation on sequencing immunotherapy
for treatment of multiple myeloma

In un paziente potenzialmente candidabile sia a CAR-T, che ADC (Belamaf) che BsAbs-aBCMA, si raccomanda lutilizzo

prima di CAR-T aBCMA

- Efficacia superiore di CAR-T, tanto maggiore quanto piu precoce lutilizzo

- Efficacia di CAR-T inferiore dopo precedente aBCMA (ADC, BsAbs)

- Efficacia dei BsAbs (aBCMA, non-aBCMA) mantenuta dopo precedente CAR-T aBCMA, superiore per Talquetamab (da

solo o in associazione)
- CAR-T e terapia “one shot”, che implica intervallo libero da trattamento con piu opzioni di salvataggio alla progressione

Nei pz con malattia rapidamente progressiva con elevata probabilita di complicanze e deterioramento clinico
(correlato alla malattia e/o alla terapia) nella fase di aferesi e di successiva Bridging therapy, ADC/BsAbs (terapia off
the shelf) rappresentano una opzione preferibile vs CAR-T

Costa LJ et al, Leukemia 2025



La scelta della terapia di 2L nell’attuale panorama terapeutico
Conclusioni {i}
A

c

~—
—a
"~

-

La scelta della terapia di 2L oggi deve considerare:

- Dati di efficacia
- Aspetti logistici
- Tossicita/impatto sulla qualita di vita
- Caratteristiche del paziente (fitness, comorbidita — riserva cardiopolmonare e midollare)
- Caratteristiche della recidiva (timing, cinetica/burden, EMD, clinica, caratteristiche di aggressivita biologica,
citogenetica) che condizionano:

Probabilita di risposta alle terapia

Scelta di CAR-T (tempo di manufacturing) vs terapia con ADC, (BsAbs), altre opzioni (off the shelf)
- Potenziale impatto sulle successive linee terapeutiche, in particolare nella prospettiva di utilizzo di
immunoterapie T-cell redirecting che sfruttano lo stesso target (BCMA) (induzione di down-
regolazione/mutazioni dell’Ag; induzione di T-cell exhaustion)



