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"The field of myeloma is advancing so rapidly, the use of
T-cell-directed therapies is evolving in the sense of
combination therapies; ...sequencing in the future will

actually become more complicated"

From an interview of Amrita Krishnan, MD, director of the Judy and Bernard Briskin Center for Multiple Myeloma Research at City of Hope



A New Era of Novel Immunotherapies for the Treatment of Multiple Myeloma

Elranatamab'v
(V) This drug is subject to additional 2020s: BsAbs Teclistamab'v  |Linvoseltamab'’v
follow-up. It is a priority to report Single-agent Talquetamab™v
suspected adverse reactions associated immunothera
with this medicinal product. Py CAR-T  Idecel?y Cilta-cel'*ty
Isatuximab'®
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BSAD, DISPACING antibody, CAR-T, chimenc antigen receptor T-cell Iherapy; Cilta-Cel, Ciltacadlagene auloleuce! 108-Cel, idecadlagens vickeuce! IMID, Immunomoauialony agent. MAD. MONOCIonal antinody. 1, Pproteasome INNIDROr, RRMM . relapsed and/or réfractory mutiple mysioma; XPO1|
exportin-1 inhibitor

1. VELCADE® (bortezomib) Summary of Product Characleristics Beerse, Belgium Janssen-cilag international. 2021 2. REVLIMID® (lenalidomide) Summary of Product Charactenstics Dublin. irefand Bristol-Myers Squibd Pharma EEIG. 2024 3. THALOMID® (thalidomide) Summary of Product
Charactenstics. Dublin, Irelana: Bnstol-Myers Squibb Phama EEIG: 2023 4 Kazanajan D, Lanagren O. Semin Oncol 2016.43(6) 682-689 5 IMNOVID® (pomaicomice) Summary of Product Charactensics Dubin_ ireland’ Bnstol-Myers Squibd Pharma EEIG, 2023

6 KYPROLIS® (carfizomib) Summary of Product Characteristics Breda, The Netherlands Amgen Ewrope, 2024 7 NINLARO® (ixazomid) Summary of Product Characternstics Vallensbaek Strand. Denmark Takeda Pharma. 2024 8 DARZALEXS (daratumumab) Summary of Product
Charactenstics. Beerse, Belgium: Janssen-ciiag international; 2024. 9. EMPLICITI® (elotuzumab) Summary of Product Charactenstics. Dubkin. irelana: Bnstol-Myers Squibd Pharma EEIG: 2023 10. SARCLISA® (satwomad) Summary of Product Charactenstics. Genblly, France: Sanofi. 2024

11. NEXPOVIO* (selinexor) Summary of Proguct Charactenstics. Amsierdam, Nethénands: Steminé Therapeutics: 2023 12 ABECMA® (isecablagene vicieucsl) Summary of Product Charactensiics. Dubin iréana: Bnstol-Myers Squibb Pharma EEIG: 2024 13 CARVYKTI® (cmacaptagene
aulolcucei{ Prescribing Information. Horsham, PA Janssen Biolech. 2024 14 TECVAYLI® (leclistamab) Summary of Product Characterstics Beerse Belgium Janssen-Cilag International, 2024 15 ELREXFIO® (eranatamab) Summary of Product Characleristics Bruxelies Belgium Pfizer Europe
2025 16. TALVEY* (talquetamab) Summary of Product Charactenstics. Beerse Beigum: Janssen-Cilag International. 2023 17. 17. Regeneron. Mips /INvesion regeneron comnews-releases/news-release-detals/ iynozyhictm-invosetamab-approved-european-union-treatment. Accessed 9 May
2025
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Limitations of Current Therapies - Exploring novel targets

* Drug resistance in proteasome inhibitors, IMiDs, anti-CD38
mADs
» Disease heterogeneity

* Minimal residual disease and relapse




Ongoing questions regarding optimal treatment

Is the patient eligible for more intensive treatment with/without transplant?
How can response (MRD status) be used to assess induction efficacy and
adapt subsequent treatment?

How does disease risk/biology impact treatment selection?

What about special populations (i.e. cast nephropathy)?




Why is age an important issue?

Co-morbidities
— Hypertension, Ischemic heart disease, Diabetes
— Renal insufficiency
— Osteoporosis

— Psychological issues
Frailty
Altered drug metabolism
Limited social support, financial issues
Limited independence/ mobility




* g J\JJ\/J'Eé clzll Wlgeilrle)
¢ @) POST-ORLANDO 2025 . ezl Soglatel Arpericanz]

Novita dal Meeting della Societa Americana di Ematologia .
o] r‘m,JUJJJ el
Torino, 19-21 Febbraio 2026

The decision how to treat the patient remains complex and multifaceted

r \ Treatment
@)

Transplant
(in)eligibility
considerations Shared decision-making

in NDMM and patient preferences
Psychosocial and
mental health

Frailty Age

Comorbidities/ : / &l #

Performance
status Disease status and/or

characteristics Pnnntation
(signs and sympt

Genomic risk factors

All information available at diagnosis should be considered,
and patient preference should play a key role in determining treatment pathways in NDMM!-7
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Goals of therapy

Rapid tumor reduction ====) Reversal of myeloma defining events

Maximum depth of response (MRD negativity)

Minimize overlapping toxicities




FDA ODAC voted 12-0 to recommend MRD as a MM Endpoint

On April 12, 2024, FDA ODAC voted 12-0 in favor of using minimal residual disease (MRD)
as an accelerated approval endpoint in multiple myeloma clinical trials

Conclusion: The Applicants have worked with the broader MM community to develop a novel endpoint of MRD that has the
potential to expedite drug development in MM. While there are still outstanding questions on how to best use MRD, the meta-
analyses conducted (University of Miami and IMF led i2TEAMM) represent robust assessments of MRD that support its
prognostic value, provide information regarding the appropriate timing of MRD assessment, and suggest that MRD may be
appropriate to use as an intermediate clinical endpoint to support accelerated approval.
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Therapeutic regimens explored in Phase |ll NDMM trials over time

Quadruplet combinations

Isa-VRd" DVRd"

Doublet combinations Triplet combinations

«C @&

KRd VRd™

Ti

~1999 onwards ~2010 onwards ~2018 onwards

*Including transplant-eligible/deferred. "Twice-weekly and once-weekly V dosing are being explored in the IMROZ and BENEFIT studies, respectivelys’

The emergence of newer agents and novel combination treatment strategies has improved patient outcomes




Quadruplet induction therapy is standard of care

Four drug induction therapy with an anti-CD38 monoclonal antibody, a proteasome
inhibitor, an immunomodulatory drug (IMiD) and dexamethasone is the standard of care
for a fit patient with newly diagnosed multiple myeloma:

CASSIOPEIA (Dara VTD vs VTD)
GRIFFIN (Dara RVD vs RVD)

GMMG HD7 (Isa RVD vs RVD)

ISKIA (Isa KRD vs KRD)

Emory real world (Dara RVD vs RVD)
PERSEUS (Dara RVD vs RVD)

IMROZ (Isa RVD vs RVD)

CEPHEUS (Dara RVD vs RVD)



CASSIOPEIA and PERSEUS Study Design

D-VTd D-VTd
D: 16 mg/kg IV QW Cycles 1-2, Q2W D: 16 mg/kg IV Q2W
Cycles 3-4 V: 1.3 mg/m? SC Days 1, 4, 8, 11
V: 1.3 mg/m? SC Days 1, 4, 8, 11 Tf 100 mg/day E’O
T: 100 mg/day PO d: 20 mg IV/PO
d: 20-40 mg IV/IPO?

Key eligibility
criteria:

*Transplant-

eligible NDMM
*18-65 years
*ECOG 0-2

T
R
A
N
S
-]
L
A
N
T

First randomization (1:1)

VTd VTd

VTd administered as in the D-VTd arm VTd administered as in the D-VTd arm

4 Cycles of 28 days 2 Cycles of 28 days —
| |
I 1
Part 1
Induction Consolidation Maintenance

o VRd VRd

8 V: 1.3 mg/m2 SC V: 1.3 mg/m2 SC

S Days 1, 4, 8, 11 Days 1, 4, 8, 11 = 10 PODR 128 unil PD.

PO 1l R: 25 mg PO Days 1-21 R: 25 mg PO Days 1-21 - mg ays 1-28 unti
Key eligibility = |[PRTEsEI VI M E]; = d: 40 mg PO/IV Days 1-4, 9-12
criteria s 5

= o
= Transplant- ‘ﬁ D-VRd % D-VRd D-R MRD Continue
X el-glb1lg_ f_;lg)MM g DARA: 1,800 mg SC® = DARA: 1,800 mg SCtQ2W DARA: 1,800 mg positive D-R

Age years S QW Cycles 1-2 ] SCE QAW until PD

« ECOG PS =2 = Q2W Cycles 3-4 Lo VRd administered as in R: 10 mg PO

= Days 1-28

R VRd administered as in MRI:')

= the VRd group negative

4 cycles of 28 days 2 cycles of 28 days 28-day cycles
A\ /\
i int: C Discontinue DARA therapy only Restart DARA therapy upon
P"mary endpomt. PFS after 224 months of D-R maintenance for patients confirmed loss of CR without
S ith =CR and 12 ths of PD

Key secondary endpoints: Overall =CR rate,© overall MRD-negativity rate,9 OS V;ustainedanMRD r:’;gr;ﬁvsit; ,ecu"enceo:,f MRD




Key study design in non stem-cell transplantation NDMM

i
ALCYONE! : MAIA?
Daratumumab only |
DVNE : NDMM
NDMM 9 x 6-week cycles Cycle 10 onwards : - J
Not eligible until PD : Not eligible a
for SCT ' for SCT Rd
N = 706 J : N =737 28-day cycles until PD
Primary Characteristic ('? ;V;lsl;) (ninggs) i Primary Characteristic (nli'ggs) (n :gsg)
endpoint: Median age (range), years 71 (40-93) 71 (50-91) E endpoint: Median age (range), years 73 (50-90) 74 (45-89)
PFS Age 2 75 years, % 30 30 | PFS Age 275 years, % 44 44
ECOG PS 0/1/2, % 22/52/26 28/49/24 : ECOG PS 0/1/2, % 35/48/17 33/51/16
(High-risk cytogenetics, % 17 15 : (High-risk cytogenetics, % 15 14
________________________________________________________________ L e e T e S e s e e e e
SWOG S07773 . RVd-lite*?
NDMM i
- Rd |
No intent : i Lenalidomide +
ofugren j’ 28-day cycles until PD : bortezomib
impsegilgte . Rd Rd i 6 x 28-day cycles
it 6 x 28-day cycles 28-day cycles until PD '
I
. . o RvVd Rd . . o ITT
Primary endpoint: Characteristic (n=264) (n=261) : Primary Characteristic (n = 50)
PFS Median age (range), years 63 (-) 63 () : endpoint: Median age (range), years 73 (65-91)
Age 2 65 years, % 38 48 ! ORR Age 275 years, % -
ECOGPS>1,% 12 16 i ECOG PS 0/1/2, % 50/36/14
(High-risk cytogenetics, % - - - High-risk cytogenetics, % 12

These charts are provided for ease of viewing information from multiple trials.




NUOVE QUADRIPLETTE NTE NDMM
m 4Xc'C“"6\|5DE$T'Z“|”2'I“\|EE zgSI\IIETINUATIVA PEMQ?T:EQD

-Eta 18-80 anni ISA VRD ISA -VRd Trattamento finoa
-Non eleggibile al trapianto per 3:2 [ pf°gr";§gﬁc”e‘it§;;’§s'°"a
eta o comorbilita se eta < 65 aa VRD
-ECOG PS<2
cIcLO PRYMARY END
INDUZIONE L POINT
BENEFIT-IFM 2020-05 12 X CICLI 4 SETTIMANE 13-18 MRD

-Eta = 65-<80 anni ISA VRD -~ o
-Non eleggibile al trapianto e non 1:1 [ progrfesi?;ﬁz o fossimits
frail ISA RD inaccettabile
-ECOGPS <2

INDUZIONE MANTENIMENT PRYMARY END
CEPHEUS ~ 8xCICLI 3 SETTIMANE o POINT

_Eta > 18 anni | > LD

-Non intento al trapianto per = 65 o < 11 [ e
65 con comorbilita impattanti il : progressione o tossicita
trapianto inaccettabile

-ECOG PS <2
-Frailty Index < 2




GUIDELINES
_— | Eligibility for ASCT | ~——

|2021‘

TTInduction
. . First option
First option: » DaraVRd [l, Al
VRd [Il, B] « 1saVRd [I, A]
DaraVTD [I, A] If first option is not available - - First option
If first option is not available: 1 Da:jaVTd [l Al First option: « IsaVRd [I, Al
VID [1, A] L DaraRd [I,A] « DaraVRd [I, A]
VCD [il, B] | DaraVMP [I, A] » DaraRd [I, A]
—_ 200 mg/m? melphalan [I, A] VRd [I, A] If first option is not available
followed by ASCT [l, A] e DaraVMP [, A]
| If first option is not available: VRl Al
N L . VMPII.A Consider DaraR (with
* Consolidation with same [, Al dexamethasone in first 2 cycle
200 mg/m? melphalan [, A] induction regimen (2 cycles Rd [], A] for frail patients [l B

followed by ASCT [l, A]

L

Lenalidomide maintenance [l, A

|2025‘

Induction (4-6 cycles)

when <4 induction cycles)
1, B]

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

|

¢ Lenalidomide maintenance
[1, A]
» DaraR maintenance [l, A]

|2021‘

|2025‘

Dimopoulos et al, Annals of Oncology 2021
Dimopoulos et al, Nat Rev Clin Oncol 2025




Previous treatment with anti-CD38 antibodies

Not treated or sensitive and

|
Not treated or
sensitive to
lenalidomide and
refractory to
bortezomib

|

Preferred regimens
« DaraRd [I, A]

» DaraKd [I, A]

« IsaKd [I, A]
 BelaPd® [I, A]

Other approved
regimens

« KRd [I, A]

» IxaRd [I, A]

» EloRd [l, A]

|
Not treated or
sensitive to
lenalidomide and
sensitive to
bortezomib

}

Preferred regimens
» DaraRd [I, A]

» DarakKd [l, A]

e |saKd [I, Al

» Belavd [I, A]

» BelaPda [I, A]

Other approved
regimens

* KRd [, A]

e IxaRd [I, A]

» EloRd [I, A]

» Selvd [l, A]

PVd® or DaraVd can
be used in the
absence of BelaPd®
or Belavd,
respectively [I, A]

|
Refractory to
lenalidomide and
sensitive to
bortezomib

l

Preferred regimens
» Cilta-cel [I, A]

» DaraKd [l, A]

e IsaKd [I, A]

» BelaPd [I, A]

Other approved
regimens

» Belavd [, A]

» DaraPd [I, A]

» Selvd [l, A]

PVvd or DaraVd can
be used in the
absence of BelaPd
or BelaVvd,
respectively [I, A]

|
Refractory to
lenalidomide and
bortezomib

|

Preferred regimens
» Cilta-cel [I, A]

« BelaPd [I, A]

« DaraKd [, Al
 |saKd [I, A]

« DaraPd [ll, B]

!

Refractory and
| | |
Refractory to Refractory to Sensitive to
lenalidomide and lenalidomide and lenalidomide
sensitive to bortezomib
bortezomib \
Preferred regimens Preferred regimens Preferred regimens
» Cilta-cel [l, A] » Cilta-cel [l, A] » BelaPd [I, A]
« BelaPd [I, A] » BelaPd [I, A] Other approved
Other approved regimens
regimens » Belavd [V, C]
« Selvd [ll, C] « KRA [V, C]
« Kd [V, C] » IxaRd [V, C]
* Belavd [V, C] * EloRd [V, C]
PVd can be used in * Selvd [V, C]
the absence of *Kd[V,C]
BelaPd [V, C] PVd can be used in
the absence of
BelaPd [V, C]



At second or subsequent relapse

|
Third or fourth line of
treatment for patients
according to prior lines
of therapy (mainly
proteasome inhibitor, and
treated with or refractory
to lenalidomide)

|

Cilta-cel [I, A]
Ide-cel [I, A]
BelaPd [I, A]
DaraPd [I, A]
IsaPd [I, A]
EloPd [I, A]

= Belavd [l, A]

Other regimens to
consider if not given
before

e DarakKd [I, A]

IsaKd [I, A]

Daravd [I, A]

Kd [I, A]

Selvd [1, A]

|

Patients treated with or
refractory to proteasome
inhibitor, immunomodula-
tory agent and anti-CD38
antibody

BCMA-targeted

therapy

e CAR T cells (cilta-cel
and ide-cel) at third
or fourth line [I, A]; or
after fourth line [Il, B]

= Bispecific antibodies
(teclistamab,
elranatamab and
linvoseltamab) [II, B]

« ADC (BelaPd) [I, A]

GPRC5D-targeted

therapy

= Bispecific antibody
(talquetamab) [II, B]

Other regimens

* Melflufen [I, B]
= Seld [Il, B]

1

Patients treated with or
refractory to proteasome
inhibitor, immunomodula-
tory agent, anti-CD38
antibody, and CAR T cells

or ADC
l A

GPRC5D-targeted

therapy

= Bispecific antibody
(talguetamab) [II, B]

therapy

= Bispecific antibodies
(teclistamab,
elranatamab and
linvoseltamab) [II, B]

Other regimens
* Melflufen [I, B]
= Seld [Il, B]

y

Clinical trials




Second or subsequent relapses

« Treatment selection and sequencing become increasingly complex with the increasing
number of therapeutic options

« Treatment decision is mainly driven by drug-refractoriness/sensitivity; the increased use
of lenalidomide and CD38 antibodies as part of first-line regimens has major impact
on treatment of first relapse

Treatment-related factors influencing decision:

Response and/or refractoriness to prior therapies
Previous treatments received

Single drug, dual — triple drug combinations

Type and severity of AES related to prior therapy
Bone marrow reserve

Expected efficacy and toxicity of proposed therapy
Availability, cost, and management requirements
Patient expectations

YVVVVYVYVYYVY
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Frontline Immunotherapies for TE-NDMM Patients

MajesTEC-4 MagnetisMM-7

Scrnnlng Study Trutmommaqc. zocyanr Follow-up
- ENM .. - .7 4,-“‘.;’ h.-.-‘v--4
Toc - Lan Key Eligibility Criteria:
* NDMM patients who have recs
’ ow nduction followe
:' ~‘.:\~'- -t owm ' -o.
B e T -:l-afv"‘v—'-'| 4:-~-. LU
y -:,..~::: . u..‘-:w O e o o
Key eligibility || _ |} D+VRd D+wVRd |, R |~
criteria: O | | 4cycles 2cycles | | B2
«Newly diagnosed ‘§ I
Patients =
CARTITUDE-6 | -tover |5
initial ASCT oL R o
« Al risk & e
cytogenetics (14 I
X Gonzales-Calle V et al IMS 2024
*Sample Size: - nent of PFS
e -
Dual Primary endpoints: Sustained MRD neg CR and PFS




Frontline Immunotherapies for TI-NDMM Patients
MajesTEC-7 MagnetisMM-6

Screening Treatment Follow-up
Folow- St
Participants 218 § el < EOT Visitt—q "° 0% 1o g EDR | ama 2 step-up priming dove of E SC: 12 mg, 32 mg then RPID dose (D1-14);
years with newly = / 1 28D cyche: E (RPID dese) SC + Dara 1500 mg SC + Lea (RPAD dose) PO
dagnosed mutiple § 3 ‘
myeloma who are |-+ =
either ineligble or not z
intended for ASCT as « \ N= 25D cyche: Dara 1900 mg SC + Lea 25 mg PO ¢ Dex 40 mg”
initial therapy = ORd —qeoT vise({ FOLow L Sudy

DREAMM-10
Treatment Period
- PD, death or unacceptable toxicity
(s2: )

+PFS by IRC
- MRD-negativity rate

2
Measurable 2
. disease ]
- I
ECOG PS 52 = Secondary Endpoints
g g Excluded: 2
- - « Prior therapy for 5 - || Daratumumab: 1800 mg SC (fixed dose) « PFS2 - Sustained MRD-negativity rate
c e Multile Mysloma [ERA| & || Dovs 1. 8 15 and 22 ofthe 26-day daratumumabtreatmentcycie or first -0s
o ~ or Smoldering Sl & S || 8weeks, Days 1 and 15 from week 9 to 25, and Day 1 thereatter +>CR + Ocular events
] = Multiple Myeloma [EHl| £ E 2VGPR  -ADAs
@ z 2 2 || Lenalidomidet: 25 mg, PO - DOR -PK
o ° Stratification s L) 2 || Das 11021 of every 28-day Lenalidomide treatment cycle TTST . HRQOL
“ < Assessment of PES (Primary endpoint: PFS) + Age <75.275 ES - PROs
c - « 1SS (1vs Il vs ) & || Dexamethasone®: 40 mg, PO
H Days 1, 8, 15 and 22 of every 28-day dexamethasone treatment cycle —
(3 Stratification factors:
a) R-ISS staging (LILIN)
eigibiny

b) Age/Transplant

2
. m<%mumwuwmm
+ Age <70yrs and transplant deferred

1.For participants with eGFR 30-60 mL/min/1.73 m? lenalidomide 10 mg PO will be used
® - 2.For participants 275 years old, underweight (BMI<18.5), with poorly controlled diabetes melitus, or prior
1 cydie of VRd allowed prior to enroliment €) Response to VRd Induction (2VGPR; <PR) intolerance/AE to steroid therapy dexamethasone 20 mg PO may be used




Considerazioni

Superiorita dei regimi con quadruplette rispetto alle triplette (>CR, >MRD
neg., >PFS) anche per i pazienti non eleggibili a ASCT (pazienti fit)

ASCT al momento rimane il trattamento elettivo per i pazienti eleggibili, in
attesa di valutare la possibile non inferiorita/superiorita dei regimi
alternativi in studio almeno per i pazienti a rischio standard o MRD negativi.

| regimi di mantenimento con combinazioni di farmaci (lenalidomide + Dara,
or + 2"d generation PI, or + anti-BCMA BiAbs) sara la terapia standard in un
future non lontano in attesa di identificare anche i pazienti in cui
sospendere la terapia.

Possibilita di eseguire trattamenti a durata fissa sulla base della negativita
sostenuta della MRD




Considerazioni

Necessita di categorizzare bene i1 pazienti soprattutto quelli
non eleggibili al ASCT
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