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Nuove Frontiere Terapeutiche Nel Trattamento
delle Patologie Ematologiche:
Focus on Mieloma Multiplo
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MIELOMA MULTIPLO

Il Mieloma Multiplo (MM)e una neoplasia delle plasmacellule che rappresenta
- 1%-1.8% di tutte le malattie neoplastiche e il 10-15% delle neoplasie
ematologiche con una incidenza stimata in Europa di 4.5-6.0/100 000/anno.
- E’ caratteristica dei soggetti anziani, con un‘ eta mediana alla diagnosi di circa 70
anni, ~ 30% dei pazienti con piu di 75 anni e <10% con eta compresa fra 20 e 40
anni.

-Non si conoscono fattori di rischio certi associati alla sua insorgenza

- Il MM attivo o sintomatico € preceduto nella maggior parte dei casi da una fase
di “gammopatia monoclonale di incerto significato” (MGUS) e da una fase di
“mieloma multiplo indolente” o smouldering (SMM), entrambe fasi asintomatiche e
pertanto spesso non clinicamente evidenziate.

- Nonostante l'incremento della sopravvivenza dei pazienti negli ultimi 20 anni, con
una OS a 5 anni pari al 61.1%, solo il 10-15% raggiunge una sopravvivenza
paragonabile a quella della popolazione generale.
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Proliferazione delle Plasmacellule nel Microambiente Midollare
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EHA-EMN Evidence-Based Guidelines
for diagnosis, treatment and follow-up
of patients with multiple myeloma

A list of authors and their affiliations appears at the end of the paper



MIELOMA MULTIPLO
S —

Plasmacellule monoclonali midollare >10% o plasmocitoma extramidollare e almeno 1 dei
seguenti segni/sintomi di malattia:

= Ipercalcemia (calcio sierico = 11 mg/dl o =1 mg/dl rispetto al limite superiore).

= Insufficienza renale (clearance della creatinina < 40 ml/min o creatinina sierica = 2mg/dl)
= Anemia (Hb > 2g/dl al limite inferiore di norma o Hb < 10 g/dl)

« Lesioni osteolitiche: 1 o piu lesioni osteolitiche evidenziate mediante Rx, Tc o PET/TC

= Plasmacellule monoclonali = 60%

= K/L libere sieriche =100

= =] lesione focali evidenziata mediante RMN
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Table: ISS Staging and Risk Stratification Systems in
Multiple Myeloma'

International

Staging System

ISS
Serum beta-2
microglobulin
(SB2M)
<3.5 mg/L,
Serum albumin
=3.5 g/dL

Not ISS stage |
or lll

SB2M =5.5 mg/L

Revised-ISS (R-ISS
ISS stage | and standard-
risk chromosomal
abnormalities by FISH
and
Serum LDH = the upper
limit of normal

Not R-1SS stage | or Il

1SS stage Il and either
high-risk chromosomal
abnormalities by FISH
or

Serum LDH > the upper
limit of normal

FISH = fluorescence in situ hybridization; LDH = lactate dehydrogenase.

R2-ISS*

Low-risk: O points

= Not ISS stage Il or llI

¢« Serum LDH = the upper limit of
normal

« del(17p), t(4;14), 1g+: Not detected

Low-intermediate risk: 0.5-1 points

+ |ISS stage Il or
Serum LDH > the upper limit of
normal or

= Del(17p) or i(4;14) or 1q+:
Detected

Intermediate-high risk: 1.5-2.5 points

= Any combination of high-risk
features which equals a score of
1.5-2.5

High-risk: 3-5 points

= Any combination of high-risk
features which equals a score
of 3-5

*For R2-1SS: Risk factors are assigned a numeric value reflecting their influence on overall survival: 1SSl = 1.5 points, 1SS-11 = 1 point, del(17p) = 1 point,
(4;14) = 1 point, 1g+ = 0.5 points, and serum LDH > the upper limit of normal = 1 point.*




IMS/IMWG consensus on high risk myeloma

definition
e s
DE|17p TP53 mut Biallelic
in more :Il;:nm 20% of sortad (no threshold VAF) Del(1p32)
t(4;14) or t(14;16) or t(14;20))
—— | B2M 25.5mg/L
| Gain/amp 1q [ (if creat <1.2mg/dL)
- * Monoallelicdel(1p32)

Avel-Loiseau ef al. J Clin Oncol, in print, 2025



Four NDMM risk groups (R2-ISS)
combining serum biomarkers and chromosomal abnormalities.

The risk groups had different OS and PFS respectively using standard-of-care (SOC) therapies

low (19.2% of patients) median OS not reached, median PFS 68 months
low—intermediate (30.8% pts) median OS 109.2 monts, median PFS 45.5 months
intermediate-high (41.2% pts) median OS 68.5 month, median PFS 30.2 months
high (8.8% pts) median OS 37.9 months, median PFS 19.9 months

Circulating plasma cells (CPCs), the evaluation of M protein using mass spectrom, and gene
expression profiling are new criteria for evaluation of risk



Figura 1. Endpoints nel pazienti del training set stratificat| in base all'R2-155
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Presenza di sintomo CRAB

C: Iper Calcemia

R: insufficienza Renale
A: Anemia

B: Lesioni ossee

Trattare come mieloma
attivo

Non evidenza di malattia attiva

v

Y

SMM ad alto SMM a basso
rischio rischio
(PD media 50% (PD media 5%
in 2 anni) per anno)
fattori di rischio
secondo i criteri
2/20/20*
I .
I i
v : v ¥
Trial clinico Osservazione




Myeloma Therapy Development

Novel Therapies and Immunotherapy

Novel Therapies

Lenalidomide N ]
Carfilzomib

Thalidomide

Liposomal
Doxorubicin

Pomalidomide

Panobinostat

F

Chemotherapy
Proteasome inhibitor HDAC inhibitor

2003 2006 2007 2012 2013 2015 2016+

CART Idecel

CART Ciltacel

Adoptive T cell therapy Checkpoint inhibitors

Bcl2 Inhibitors




Overall survival by decades

1.0 -
= 1980-1990
2011-2020 vs. 1980-1990: HR 3.5 [95% CI, 2.5-4.4]: P=0.000 m 1991-2000
0.8 — 2011-2020 vs. 1991-2000: HR 2.1 (95% Cl, 1.7-2.7]; P=0.000 s 2001-2010
2011-2020 vs. 2001-2010: HR 1.4 [95% CI, 1.2-1.8]; P=0.001
= 2011-2020
0.6 — 103.6 months
0.4 -
0e™
37.4 months
0.0 - 24months —  ——
T T T T
100 200 300 400

Overall survival (months)



EHA-EMN 2025 Clinical Practice Guidelines
Recommendations for MM front-line therapy.

Eligibility for ASCT

1
T

Induction (4-6 cycles) First option
First option e IsaVRd [I, A]
. DaraSRd [, Al e DaraVRd [I, Al
e IsaVRd [I, A] e DaraRd [I, A]
If first option is not available If first option is not available
e DaraVTd [l, Al e DaraVMP [I, A]
« \VRd [ll, B] * VRd [I, A]
l( Consider DaraR (with
dexamethasone in first 2 cycles)
200 mg/m? melphalan [I, A] for frail patients [I, B]

followed by ASCT [I, A]

|

» 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, Al
e DaraR maintenance [I, A]



Daratumumab is a fully human MAD that targets CD38!

a cell surface antigen that is highly expressed on myeloma cells??
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Isatuximab anticorpo monoclonale derivato da IgG1 che si lega a uno
specifico epitopo extracellulare del recettore CD38.




EHA-EMN 2025 Clinical Practice Guidelines
Recommendations for MM front-line therapy.

Induction (4-6 cycles)

First option

e DaraVRd [I, A]

e IsaVRd [I, A]

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

« VVRd [ll, B]

!

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

|

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

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

|

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




Perseus Trial: DARA +VRd Vs Vrd TE NDMM Sum Up

Median FUp 47,5 m

| Induction I | Consolidation | | Maintenance |

VRd

VRd

e oo "
R 25“:}1;;‘ PO Days1-21 R 25y:19‘ PO Days 1-21 il S s el
d: 40 mg PONV Days 1-4, 9-12 E d: 40 mg PO/ Days 1-4, 9-12
g Contii;aue 25
Z g
Discontinue = i
herapy only % :
= ¥
4cycles of 28days 2 cycles of 28days /, zs'ws :ﬁf A= ;
Discontinue DARA therapy only Restart DARA therapy upon ! §
after =24 months of D-R maintenancefor |-onfirmed loss of CR without PD or =4 b
patients with =CRand 12 months of recurrence of MRD . :
sustained MRD negativity ey i
i
Response (2CR) MRD-negativity* it 002, 95 0 500,36 P<B.000T !
<000 P <0.0001 T T T T T T T T T T T T 1
o [ o o e B % 6 5 BRI N B D LSS S
o | ' Sy Mzt
T oo | 75.2% Eﬁ.ﬁbrﬁ&
= | YRd dE) 985 32 BrT O0d BuE BT 285 yF Q00 OUb Sev S MR BB UM BF i 0
§ %60 EWGM%S%%%%%&EEB&%%W%M%M%Jﬁiﬁ
£ s
% .:E; 50 SAFETY
M B 40 Neutropenia (62.1%/51.0%), thrombocytopenia (29.1%/17.3%), diarrhea
;.é 22 (10.5%/7.8%), pneumonia (10.5%/6.1%), and febrile neutropenia (9.4%/10.1%)
€ a10 Serious TEAEs leading to treatment discontinuation 8.8% D-VRd versus 21.3%
D-VRd VRd 0 VRd
(n =355) (n =354) D-VRd VRd

(n =355) (n=354)
Pieter Sonneveld, et al. -LBA Oral Presentation - ASH 2023 EM-147564



PFS projections were

PERSEUS: Estimated PFS Projections significantly longer with

TE NDMM DVRd vs VRd across all

7 distributions in patients
nvith N D MM
00 PFS (observed and projections)
* Median PFS not
reached _O%AY
in the ITT population 2 80y
(7]
* Estimated median S 0 N\
o
PFS & 60 -
* Range across all § 50 -
distributions: S 20
* DVRd: 158-255 g
months % 30 1
* VRd: 76-119 » 20
months R o0
* Best-fit:
0 : | : - . : : e,
* DVRd: 205 0 60 120 180 240 300 360 420 480
months Months
* VRd: 87 months T omdam oG o Ddommmomm e

DVRd, daratumumab, bortezomib, lenalidomide, and dexamethasone; ITT, intent-to-treat; NDMM, newly diagnos&& itltfle myeloma; PFS, progressiof a8 8t TE? transplant-eligibie; \VRY; BIHELSHID, lenalidomide, and deXAMETRASoNE,



EHA-EMN 2025 Clinical Practice Guidelines
Recommendations for MM front-line therapy.

- I- I
1 PATIENT'*S FITNESS l
FIT INTERMEDIATE FIT FRAIL
GOAL = cure? GOAL = cure vs. disease control GOAL = disease control
) ‘
BASELINE RISK ASSESSMENT BASELINE RISK ASSESSMENT BASELINE RISK ASSESSMENT
155, FISH, LDH, R-ISS, TPS3, EMD, CBC, . 155, FISH, LDH, R-1SS, TPS3, EMD, CPC,... 155, FISH, LDH, R-1S5, TPS3, EMD, CPC, .
START OF TREATMENT START OF TREATMENT START OF TREATMENT
QUADRUPLETS {méb + Pl + IMIDs + Dex) QUADRUPLETS {mAb + P1 + IMIDs/Alk + Dex) LOW-DOSE TRIPLETS
SECOND-GENERATION PI IN FIRST-LINE TRIPLETS (mAb + IMIDs + Dex) LOW-DOSE DOLBLETS
ASCTIFTE
) | |
DYNAMIC RISK ASSESSMENT DYNAMIC RISK ASSESSMENT DYNAMIC RISK ASSESSMENT

Response, bone marrow MRD, imaging

INTENSITY ACCORDING TO
BASELINE/DYNAMIC RISK

Prioritize eradication of MM dlone

Response, bone marrow MRD, imaging
)

TUNE GOAL AND INTENSITY
ACCORDING TO
BASELINE/DYNAMIC RISK AND
TREATMENT TOLERANCE

Response, bone marrow MRD, imaging

DE-INTENSIFY ACCORDING TO
BASELINE/DYNAMIC RISK AND

TREATMENT TOLERANCE
Prioritize quality of life

J
£
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Patients who are not eligible for ASCT
but have an IMWG FS of

<2 and are <80 years old can receive
two new SOC regimens: ’

and DaraVRd [l, A}, although at the
time of writing, DaraVRd is

pending approval by the EMA.

is a valuable option in all
transplant-ineligible patients,
especially those with an IMWG FS

of 21 [I, A]. A dexamethasone-sparing
strategy (DaraR) should be
considered in patients with an IMWG
FS of 22 [I, B]. If none of the
above-mentioned options is available,
DaraVMP or VRd can be

used [I, A].

OPEN ISSUES IN A CURATIVE STRATEGY. MRD timing? Upfront ASCT in all TE patlents? Two ASCTs and maintenance combinations in high-risk patients?
Intensification of consolidation and/or maintenance in high-risk and/or MRD-positive patients? Start of second line at MRD reapperance in MRD-negative patients?

M. A. Dimopoulos et al. - https://www.esmo.org/guidelines/haematological-malignancies/multiple-myeloma - Annals of Oncology 2021 EM-53130



https://www.esmo.org/guidelines/haematological-malignancies/multiple-myeloma
https://www.esmo.org/guidelines/haematological-malignancies/multiple-myeloma
https://www.esmo.org/guidelines/haematological-malignancies/multiple-myeloma
https://www.esmo.org/guidelines/haematological-malignancies/multiple-myeloma
https://www.esmo.org/guidelines/haematological-malignancies/multiple-myeloma

Transplant NON eligible NDMM:
Anti-CD38 plus " ™~ "induction and anti-CD38-R maintenance
IMROZ study

Induction Continuous treatment
(4x G-week cycles) (4-week cycles) Primary endpoint:
Ti* NDMM Isa + VRd Isa + Rd J PFS
280 years iy ,
MN=445 POt 0 P EI'IﬂPE.I.II'IlIa..
Rd ; :

.
-

o $ +

MRD (bone marrow aspirate) L T~
In case of CR or VGPR At end of induction 1Z2mos 18mos 24mos 36 mos

15 22 29 36 43
0 I m

d IViPO4

Induction

B 15 22 29

Isa IV (C18+)

:
; .




IMROZ

= EtringanT complote

‘Overall response: 82.3 response

Figura 2_Risultati in base allITT
) 1 Oddsratie for 2VGPR, 1.72 [95% C|, 0.99-2.01)
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IMROZ efficacy

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

+ Censor

1.0 o
% 0.9 -
E 0.8 -+ 60-mo PFS rate: 63.2%
“E 0.7 = mPFS: NR
© 0.6 - "
,g 0.5 === mmmmm e e e e e e S~ — = == — ===
s 0.4 4 HR, 0.596 (98.5% Cl, 0.406-0.876)
& 0.3 4 60-mo PFS rate: 45.2%
.g;_ 0.2 = mPFS: 54.34 months
@ 0.1 - (95% CI, 45.207 to NR)
¥ 0.0 d_Log-rankP=0.0005'
1 1 I I I I I L] 1 I I I I
0 6 12 18 24 30 36 42 48 54 60 66 72
Number at risk Teene (montha)
Isa-VRd 265 243 234 217 201 190 177 164 153 104 43 2 0
VRd 181 155 141 121 104 96 89 81 70 51 20 2 0

At a median follow-up of 5 years (59.7 months), Isa-VRd followed by Isa-Rd
led to a statistically significant reduction in the risk of progression or death by 40.4%



Criteria of Response



MRD => the need to minimize the overall burden of the disease

Disease burden

=)
=
=
b
"
-

Newly diagnosed

Undetectable MRD




International Myeloma Working Group (IMWG)
MRD Criteria’

MRD negative: absence of aberrant clonal plasma in bone marrow aspirate, ruled out by an
assay with minimum sensitivity of 1:10° nucleated cells or higher (ie, 10-° sensitivity)

Sustained MRD negative: MRD negativity in the marrow (flow or NGS, or both) and by
imaging as defined below, confirmed minimum of 1 year apart; subsequent evaluations can
be used to further specify the duration of negativity (eg, MRD negative at 5 years)

Imaging plus MRD negative: MRD negativity as defined by flow or NGS, plus disappearance
of every area of increased tracer uptake found at baseline, a preceding PET/CT, decrease to
less mediastinal blood pool SUV, or decrease to less than that of surrounding normal tissue

Based on flow cytometry or NGS (such as Euroflow standard operation procedure for
MRD detection in MM, or other validated equivalent methods; LymphoSIGHT, or other
validated equivalent method)

1. Kumar S et al. Lancet Oncol. 2016 :17:6328-346. @PeerView




Myeloma Treatment Paradigm

Induction Consolidation Maintenance

SCT

Eligible

ation

£
i
=
=
=
mn
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i
2

Relapse 2

stratifi

Induction followed by continuous therapy

Diagn

SCT
Ineligible

| N ———————

Tumor burden




EHA-EMN 2025 Clinical Practice Guidelines Recommendations for MMRR Il line therapy.

Previous treatment with anti-CD38 antibodies

Not treated or sensitive and Refractory and
|
| [ | 1 | I I
Mat treated or MNat treated or Refractory to Refractory to Refractory to Refractory to Sensitive to
sensitive to sensitive to lenalidomide and lenalidomide and lenalidomide and lenalidomide and lenalidomide
lenalidomide and lenalidomide and sensitive to bortezomib sensitive to bortezomib
refractory to sensitive to bortezomib bortezomib
bartezomib bortezomib
1 | | ] | |
Preferred regimens Preferred regimens Preferred regimens Preferred regimens Preferred Preferred Preferred regimens
» DaraRd [I, &] = DaraRd [I, A] » Cilta-cel [, A] = Cilta-cel [I, &] = Cilta-cel [1, A] » Cilta-cel [I, 4] » BelaPd [I, A]
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= BelaPd2[l, A] = Belavd [1, &] = BelaPd [I, A] = lsakd [I, A] regimans « Belavd [V, C]
Other approved » BelaPd={l, A] Other approved = DaraPd [Il, B] = Selvd I, C] « KRd [V, C)
regimens Other approved regimens » Kd [v, C] » xaRd [\ C]
= KRd [I, A] regimens = Belavd[l, A] = Belavd [V, C] » EloRd [V, C]
= IxaRd [I, A] = KRd [I, 4] = DaraPd [I, A] Pvd can be used in » Selvd [V, C]
= EloRd [I, A] = |xaRd [I, A] = Selvd[l, A the absence of = Kd [V, C]
= EloRd [I, 4] PVd or DaraVid can BelaPd [V, C] PVd can be used in
= Selvd [I, A] be used in the the absence of
PVid® or Daravd can absence of BelaPd BelaPd [V, C]
be used in the or Belavid,
absence of BalaPd® respectively [I, A)
or Belavd,
respectively [1, A)

Fig.2 | Recommendations forthe treatmentof patients with relapsed

and/or refractory multiple myeloma atsecond line. Recommendations
include sup porting levels of evidence and have been graded™ (Supplementary
Tablel).*Only in patients exposed to lenalidomide. Bela, belantamab mafodotin;

cilta-vel, ciltacabtagene autoleucel; d, dexamethasone; Dara, daratumumab;
Elo, elotuzumab; Isa, isatuximab; Ixa, ixazomib; K, carfilzomib; P, pomalidomide;
R, lenalidomide ; Sel, selinexor.
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Selinexor inibitore esportinal XPO1

BOSTON Trial: Phase 3, Global, Randomized, Open Label, Controlled Study in
Patients With MM who Had Received 1-3 Prior Therapies

Primary endpoint: PF5
Key secondary endpoints:

Selinawar {oral) 100 mg D= 1,8, 15, 22 29 RR

Bartazaemib (5C) 13rmg/m® Days I 8,15, 22
Dexamethasene (oral) 20 mg Days 1, 2.8, 9. 15 16, 22, 23, 28, 30
= Grade z2 PN
Secondary endpoints:
= 0%

DoR

TTHT

Safety

Efflcacy Assassusd by IRC

Vd

Twice Weekly
M-day cyclas

Bortemamib (50 1Lamg/m? Days 1, 4, & 11 Ve Weekly*
Denamathasons [arml] 20 mg Days 1,2,4,5 8,9, 11,12 I5-Day oychs
IF IRC canfirmed FD: crossover o 5Vd or 3¢ permitted Cychea 280

e
b
=
=]
=
m
e
5
5
=

PD or unacceptable toxicity

Planned £ lower bortezomib and 25% lower dexamethasone
dose at 24 weeks (B cycles) in 5Vd arm vs. Vd arm

Stratification:

SHT-3 praphyl




BOSTON Trial: Time to Next Therapy and
Overall Survival Interim Analysis (109 Deaths [27%])

svd vd svd
Median TTNT (mos) 16.1 10.8 # Death Events (n) 47
HR 0.66 (95% CI: 0.50, 0.86) P=0.0012 Median OS (mos) Not Reached
HR 0.84 (95% Cl: 0.57, 1.23) P=0.19

Treatment Group Treatment Group
== SVdarm == SVdarm
= Vdarm

Probability of time
to new treatment
Probability of survival

LI N N R R O N |
1234567 89101112131415161718192021222324252627282930313233 14 16 18 20

Time (months) Time (months)

SVd Arm 195192181 170160142 1301159111102 99 96 53 83 B0 62 59 54 42 33 26 20 14 10
Vd Arm 207198185176 165 14813813111 11210693 88 79 68 60 52 43 30 4 18 11 7 6

7t Ben Sl O Ol B (S S ) SVdArm 195 186 171 155 145 135 1132 91 62 a7
4-3.:3 2 0 Vd Arm 207 193 185 168 156 149 125 96 62 41

Intention-to-treat (ITT) population N=402, Median Follow up 17.4 months. HR = Hazard Ratio, OS = Overall Survival, TTNT = Time to Next Therapy. Data cut-off February 18, 2020.

PRESENTED AT: 20ASCO ! .. " presenten 8. SUZanne Lentzsch
ANNUAL MEETING
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Progression-free survival PFS

Survival Probability

Impact of prior treatment on selinexor, bortezomib,
dexamethasone outcomes in patients with
relapsed/refractory multiple myeloma: Extended
follow-up subgroup analysis of the BOSTON trial

Maria-Victoria Mateos, Monika Engelhardt, Xavier Leleu, Mercedes
Gironella Mesa, Michele Cavo, Meletios Dimopoulos, Martina
Bianco, Giovanni Marino Merlo, Charles la Porte ... See all authors
First published: 01 May 2024
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EHA-EMN 2025 Clinical Practice Guidelines Recommendations for MMRR Il line therapy.

Previous treatmeant with anti-CD38 antibodies

}

Refractory and
|
I I |

Refractory to Refractory to Sensitive to
lenalidomide and lenalidomide and lenalidomide
sensitive to bortezomib

bortezomib I
Preferred regimens Preferred regimens Preferred regimens
» Cilta=cel[l, A » Cilta-cel [, A] « BelaPd [, A
« BelaPd [I, A] » BelaPd [I, A) Other approved
Other approved regimens
regimens = Belavd [V, C]
= Selvd (I, C] = KRd [V, C]

= Kd [V, C] = xaRd [\, C]

» Belavd [V, C] » EloRd [V, C]

Pvd can be used in » SelVd [V, C]
the abeence of *» Kd [V, C]

BelaPd [V, C] Pvd can be used in

the absence of
BelaPd [V, C]

.ciltacabtagene autole ucel; d, dexamethasone; Dara, daratumumab;
uzumab; Isa, isatuximab; Ixa,ixazomib; K, carfilzomib; P, pomalid omid e;

BT SRS U L, FEVELS WSV IISHAE aliud Ve UESH B IauUTu LU i y nocnandomide ; Sel, selinexor.

Tablel).*Only in patients exposed to lenalidomide. Bela, belantamab mafodotin;




At second or subsequent relapse

| | |
Third or fourth line of Patients treated with or Patients treated with or
treatment for patients refractory to proteasome refractory to proteasome
according to prior lines inhibitor, immunomodula- inhibitor, immunomodula-
of therapy (mainly tory agent and anti-CD38 tory agent, anti-CD38
proteasome inhibitor, and antibody antibody, and CAR T cells

treated with or refractory
to lenalidomide)

|

e Cilta-cel [I, A]
e |de-cel [I, A]

s BelaPd [I, A]
e DaraPd [I, Al
e IsaPd [I, A]

e EloPd [I, A]

e Belavd [I, A]

Other regimens to
consider if not given
before

e Darakd [I, A]

e IsaKd [l, A]

e Daravd [I, Al

» Kd [I, Al

= Selvd [l, A]

BCMA-targeted

therapy

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

+ Bispecific antibodies
(teclistamab,
elranatamab and
linvoseltamab) [ll, B]

* ADC (BelaPd) [I, A]

GPRC5D-targeted

therapy

= Bispecific antibody
(talguetamab) [II, B]

Other regimens

» Melflufen [I, B]

e Seld [ll, B]

or ADC

| ,,

GPRC5D-targeted Clinical trials

therapy

e Bispecific antibody
(talquetamab) [II, B]

BCMA-targeted

therapy

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

Other regimens

= Melflufen [I, B]
= Seld [ll, B]



Antigene di maturazione delle cellule B: BCMA- target

specifics .
. AMG 420 Anti-CD3
* AMG 701
= CC-893268 ! ; - "
+  Teclistamah )
* FElranatamab Anti-CD3 Ant-BCMA
*  REGN5458
* REGN5453
« ABBV-383 BEMA
“ﬁ ,
Ly
Anti-BCMA F
Antibody Drug Conjugates [ADCs) Art-BOMA, scFy
* Belantamab mafodotin - }ﬂ
« CC99712 ﬁf\ ,gﬂ e bl
* MEDI2228 Ant-BCMA <

Transmembrane Domain

Idecabtagene vicleucel

* HDP-101 \a é, F‘&‘ .%-, P

P - Ciltacabtagene autoleucel Costimulatory Domainis)
P Orvacablagene autolewcel
Cyrotoxic Payload CTi03A
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Belantamab Mafodotin

DREAMM-7: study design

Recru tment period

Treatment period -
Until end of study, withdrawai of consent, PD, ) Follow up peri
unacceptable toxicty

Cycle 1-8

Belamaf Follow-up for Follow-up for 0S
Eligibility criteria IV 2.5 mgikg q3w == PFS ataw
- Adults with MM . > 5 ot patiente who
ior i 3 Bortezomib 1.3 mg/m? SC on days £ (for patients who  discontinue due to
= 21 prior line of MM o 148 and 11 of cycles 18 @ discontinue due to PD or other
therapy, and ® (21-day cycles) reasons other reasons)
Feciieneg i N Dexamethasone 20 mg on the day of, ten F),
during or after their £ and day after bortezomsb? n cycles 1.8 )
most recent therapy o s Disease
No prior treatment o Daratumumab Daratumumab - assessments q3w
with anti-BCMA £ 16 mgikg IV eycles 1-3; qw and monotherapy gt
o cycles 4-3: 3w it Lt
Not refractory to or - O 16 mg/kg IV gdw
intolerant of T e ] cycle 9+
] Bortezomib 1.3 mgim? SC on days
daratumumab or - (] 14,8 and 11 of cycles 1-8
bortezomib (21-day cycles)
+
Dexamethasons 20 mg on the day of,
and day afler bortezomeb® in cycles 1-8
Stratification: Disease assessment visits: q3w from cycle1 day 1 until PD
= Pricr lines of treatment (1 vs 2 or 3 vs 24) Primary endpoint: Key secondary endpoints: Additional secondary endpoints:
RUISS (1 vs WIIT) PFS 08, DOR, MRD CRR, ORR, CBR, TTR, TTP, PFS2
Pricr bortazomib (yes vs no) AEs, ocular findings, QOL
Hungrla V, et al. N Eng! § Med. 2024;dol: 10. 2405090, Capyright © 2024 h Madical Soclety. Reps ith from Medical Society.
AE, adverse event; BVd, b &, and CBR, chinical benefit rate; CRR, complete response rate; DOR, duration of response; Wd,duahmnmubbmmlbm
dexamathascne, FPI, mtwnem in; 1V, lmwous LP1, last patiant-m: MRD, minimal residual disease; ORR, overall responsa rate; OS, overall survival, PO, disease; PFS,
survival, 3w, evary 3 weeks. gdw. every 4 weaks, q12w. avery 12 weeks; qw. avery week, QOL_ quality of ife, B-ISS. Revised Intemational Staging System. SC. TTP. time lo .ITR.
lime lo response.
*Reduce slarting dose of dexamethasone to 10 mg for patients >75 years of age. who have a body mass index <18.5, who had previous side effects iated with icoid therapy, o who
are unable to tolarata the staring




DREAMM-7 Qverall Survival

HEF {0 L R e T S
pEROa T Fpigesy esd;  Powpess vt ieiae
B . W ] ¥ =] Craaem fogpemase
T et [ =]
r [T L - - (.
b : oeara =gl .
-1-I|I.\-|- i
N e Y D s ;
— i
= B =
), i [
- § [
-'E i i 44
- | &
8 == F dics
1 [ — £ 8
~ @ = 1k
E s [ o e
1 R 2 L
s P
- Wit o .
¥
3 oM. Mo O e i e res b
—— e wawle siryieeysa ey B
l s ool
1 s o ey oy i P i
L] =
ardon T i

DREAMM-T; BY¥d led to a significant increase in PFS ve Dvid

B mmrmranr e s e e rway ey 1 e e mmmre i
W S e e e g (T

T P —— AROD



EHA
2025

DREAMM-8: belantamab mafodotin + pomalidomida y dexametasona

Fase 3 Etigueta abierta

Aleatarizado Multicéntrico

TRATAMIENTO

Pacientes asignados 11 &

PACIENTES

@ Criterios de exclusién

Criterios de inclusién
Estado de bortezomib Mieloma muiftiple
Sin enfermedad refractaria ni { 'Q:‘n
inkolirancia a Bostazomib @-/ -
Tratamierto previc ‘

5in trataenlerac previc. { I
antiBCMA

Brazo 1{BPd) (155 pacientes):
ciclos de 28 dias

v

ciclo 1: Belantamab mafodotin 2.5 ma'kg
ciclos 24: Belantamab mafodotin 1.9 ma'kg
cada 4 semanas

+
@Mwﬁdﬂmme my dias 1-21

+
fﬂexmwmﬂmg dias 1,8 15y 22

Brazo 2 (PVd) (147 pacientes):
ciclos de 21 dias

cickos 1-B: bartezamib 1,3 mg/m2 dias 1,4, By 11
ciclos 9+; bortezomib 13 mg/ma dias 1y 8

5
& m-ﬂdnmwnmgdrast 14

Mgmaﬁn mgel%a antesy

CONCLUSION

Progresisn de lo enfermedad
PO durante o después de la
tesapia reciente

/'_‘@H Puntugcicn FCOG
' ECOGO2

Terapia
Tarapia sistémica antk-MM o
mih dopmia primera dosis

@k'l

Enfermedad renal s {
activa Q’)

rmsapateis g

Lesidn previa
\ r.h midula espinal

L\-\@ comneal actwal

DESENLACES

= 35% BPd y 14% PV continuaron el tratamiente.
+ Se ohservd PFS en un 44% de BRd y en un 61% de PVd,

A [

francins pvimemsa SETEN FFTIaN

« El beneficio de FFS se mantuva entre los subgrupos de

estratificacion y el brazo BPd se vie favorecida,

+ La tripleta disminuye el fesgo de progresion o muerte en 51%
(HR:0.40)

DATOS CLAVE

. Citogenética de alta riesga

‘ Enfermadad refractaria a
tenalidcmics
w2
Pakentes Enfermedad refractaria a
anb-CD38
Mediana da sequimiento

28,01 meses

SEGURIDAD

apmy,e LO8 eventos de grado =3 fueron del 91% en el
arupo BPd v del 74% en el grupo PV, Los mas
frecuentes fueron:

an
- -
S

@ Mis del 30% de pacientes en cada grupo experi-

mentd eventos oculanes:
!-_-lil-u'— - 14
i -
E ] e -
i -
;:pm s -~
j—— £ )

BPd continus d da un beneficio clini fis ---menhwsfmalaMenpauemsmthchmalImtam.entopawlm
Este beneficio se mantuva en pos clave, incluyenda pacientes ¢ taria a anti-CD38 y L laBPdc pcin d ar en pacientes con MMRR.
1,2 hvan Spitkal, Kitryun Kim11, Michele Cavoi 2, i Kristin M 14, Ay Phillips-Jonest! .I.l 16, Giulis 17, Blisabet
Beardon E. Kremer1B, Joanna Dpalirkald, 3 CREAMM aF TDOMTE
HELAPSECUREFRACTORY MULTPLE MYELOMA, Homaphere, 20255:51).

B



DREAMM 8 Belantamab Pomal_idomide Desametasone

Figura 1. Risultati di PFS
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Patientswith  Patients with
12me censored data, censored data, 25" percentile of
Patients with follow-up follow-up PFS survival
an event ended oengoing (95% C1)
—— BPd 62(40) 25(18) B8(44) 10.3(5.6-14.0)
— PVd 80(54) 34(23) 33(22) 5.5(3.7-8.5)

HR for disease progression or death, 0.52(95% C10.37-0.73): p <0.001

7
(95% CI. 63-78)

51
(5% CI, 42-80)

T
33 3% 37 38
Months since randomization

Con BPd PFS mediana non raggiunta, con PVd PFS mediana 12,2 mesi

HR: hazard ratia

Mod. do Dimopoulos MA, et al. N Engl J Med 2024; 397: 408-421

Figura 2. Risposte in base all'lTT

ORR: 77%
(95% CI, 70.0-83.7)

>

Patients (%)

BPd
(N=188)

2CR: 40%

(95% Cl, 32.2-48.2)
MRD negativity: 23.9%
(95% CI, 17.4-31.4)

SVGPR: B4%

(95% CI, 55.8-71.4)
MRD negativity: 32.3%
(95% Cl, 25.0-40.2)

ORR:72%
(95% C1,64.1-79.2)

Pvd
(N=147)

2CR: 16%
(95% C1,10.7-23.3)
MRD negativity: 4.8%
(95% C1,1.9-9.6)

2VGPR: 38%
(95% CI,30.2-46.5)

MRD negativity: 5.4%
(95% C1,2.4-10.4)

ITT: intention-to-treat: ORR: tosso di risposta globale: CR: risposta completa; PR: risposta parziale: VGPR: risposta parziale molto buona:
sCR: risposta completa stringente; MRD: malattia residua misurabile
Mod. do Dimopaulos MA, et ol. N Engl J Med 2024; 391: 408-421
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Chimeric antigen receptor (CAR) T cells are genetically engineered living drugs

Chimeric antigen receptor T cells (CAR-T) are genetically modified cells equipped with a new receptor to
specifically recognize and destroy antigen-positive target cells. This receptor is an artificial fusion protein
that comprises an extracellular antigen-binding domain, followed by a hinge region, a transmembrane
domain, a costimulatory domain, and an intracellular signaling domain (Figure 1) [Citation1]. A major
advantage of CAR-T is the major histocompatibility complex (MHC)—independent target antigen
recognition [Citation2,Citation3] since MHC-associated antigen presentation is decreased in malignant
cells as part of the tumors immune evasion. Moreover, other than antibody-based targeted
immunotherapies, CAR-T are a living drug, which proliferates and persists within the patient providing
long-term tumor surveillance.

Figure 1. General concept and structure of a chimeric antigen receptor T cell (CAR-T).
CARs are artificial fusion proteins consisting of an antigen-binding domain, followed by a
hinge region, a transmembrane domain, a costimulatory domain and an intracellular
signaling domain. After recognition of its specific antigen on the surface of tumor cells, CARs

initiate a cascade of cytotoxic signaling, leading to tumor lysis.
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Cilta-cel is recommended as an effective treatment option for patients
with MM in the second line and beyond!

Structure of cilta-cel?

Binding domains

Cilta-cel is an autologous CAR-T therapy with two BCMA-targeting,
single-domain antibodies designed to confer avidity3->

@ Cilta-cel is indicated for the treatment of adult patients with RRMM who
. have received at least one previous therapy (including an IMiD and a Pl),
G A . . .
w (I have demonstrated disease progression on the prior therapy and are

MNNNRN {
LA refractory to lenalidomide3
4-1BB

\¥

e
—

CD3z

Image created by J&J.

As of 2025, new EHA-EMN guidelines recommend cilta-cel as a valuable later-line treatment option for patients with RRMM who
have not already received cilta-cel as an early-line therapy. This inclusion in the EHA-EMN guidelines helps fill an unmet medical
need in this difficult-to-treat population?

CP-544527



LEGEND-2 supported the use of cilta-cel as a treatment for patients
with RRMM

Data cut-off: 30 November 2022; median follow-up: 65.4 months 05 72

100 1
. 5-year OS rate:
LEGEND-2, the first-in-human, Phase 1 study of i 49.1% (95% CI: 37.2-60.0)
LCAR-B38M,* showed deep and durable responses in patients = 80 ' T '
with RRMM?2 =
Z
. Median OS was 55.8 months (95% Cl: 24.4—NE)2 f;; ]
«  Median DOR was 23.3 months (95% Cl: 13.0-36.5)? S 60 bocmmmm e e D T T T
. Median PFS was 18.0 months (95% Cl: 10.6-26.6)? TQU' i :
>
o In total, 16% of patients were alive and s Median OS: 55.8 months (95% 1 :
disease-free =5 years after treatment a 40 Cl: 24.4-NE) : :
. At the data cut-off, 44.6% of patients were alive E : 1
1
P
!
20 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 L 1 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78
0OS (months)
No. atrisk O

CAR-T 74 70 67 61 58 54 48 48 46 42 41 41 403837 37 353533 32312514 7 5 3 1 0

Results from LEGEND-2 informed the design of the Phase 1b/2 CARTITUDE-1 study?
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CARTITUDE-1: A Phase 1b/2 study of cilta-cel to treat RRMM?

Primary objectives Key inclusion criteria Key exclusion criteria
o Phase 1b: Characterise the safety of cilta-cel and establish the ° Aged 218 years o Prior CAR-T therapy or BCMA-targeted treatment; other
recommended Phase 2 dose . MM with measurable disease and >3 prior treatment malignancy
o Phase 2: Evaluate the efficacy of cilta-cel (ORR) regimens (or double refractory to IMiD and P) o Unresolved toxicity from prior treatment
L Prior Pl, IMiD and anti-CD38 antibody ° Prior allogeneic SCT <6 months before apheresis
Secondary objectives . Disease progression within 12 months of the last - b I
P . rior <12 weeks before apheresis
S Characterise the safety, PK/PD and immunogenicity of cilta-cel Le=tpen iy tiaticy
. ECOG performance status <1 . Known active CNS involvement or
o Further characterise the efficacy of cilta-cel certain pathologies
Study designl2
Study arm
Day -5 to -3: .
v Day 1: Day 101 to study
. Start 3-day Gilt | .
Screening Apheresis Bridging therapy* conditionin S Day 1-100: = completion: =P Follow-up
(28 days) P g y . & infusion Post-infusion Follow-up and
regimen (target: 0.75 x 106 t
Cy/FIu CAR+ T cells/kg) assessmen

Safety, efficacy, PK, PD, biomarker data were collected, and disease
assessments were conducted at Day 28 and Day 56

T-cell transduction and expansion to manufacture
cilta-cel CAR-T cells?

Manufacturing process

*Treatment with previously used agent resulting in at least stable disease.’?
ASCT, autologous stem cell transplant; BCMA, B-cell maturation antigen; CAR, chimeric antigen receptor; cilta-cel, ciltacabtagene autoleucel;



After a single infusion of cilta-cel, one-third of patients with
triple-class exposed RRMM were progression-free for 25 years

Data cut-off: February 2025; median follow-up: 61.3 months

In total, 33% of patients (32/97)
751 were treatment- and 751
progression-free at 25 years
9 )
= X
9 50 1 = 50 A
a (@]
——————————————————————— Median OS: 60.7 months
25 1 25 95% Cl: 41.9-NE
|
|
|
0 L T T T T T T : T O h
0 10 20 30 40 50 60 70 0 6 12 18 24 30 36 42 48 54 60 66 72 78
No. at risk PFS (months) No. at risk OS (months)
97 77 63 52 39 36 16 1 97 91 8 79 74 66 58 53 51 48 36 5 1 0

L 2 Baseline characteristics were generally comparable between
Deep and durable MRD-negativity was observed /H\ atierl1ts with/withloult P\Iljvwithgin 5 eayrs P W
100% * Among 12 patients who achieved sCR at a single centre, 100% ° P ¥

were MRD-negative serially and at >5 years

* Including those with high-risk cytogenetics or extramedullary
plasmacytomas at baseline

=)o =)o
=)o =Wo
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Cl, confidence interval; cilta-cel, ciltacabtagene autoleucel; OS, overall survival; PD, progressive disease; PFS, progression-free survival; RRMM, relapsed/refractory multiple myeloma; sCR, stringent complete response.

12
lagannath S et al /1 Clin Oncol 2025 doi- 10 1200/1C0O-25-00760 [Enub ahead of nrintl



CARTITUDE-1 Phase Ib/Il Trial of Cilta-cel in R/R MM:
Long-term Survival Outcomes (25 Yr)

100+ 0s 100- PFS
L1
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—_ e B0 4
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.5 e 3 404
prer =~
g g
201 = 201
Median 0% 0.7 mo o Median PF3: 34,9 mo
ﬂ L] T L] T L] T L] T L] T L] L] T D L] T L] T T L] ¥
0 6 12 18 24 30 36 42 48 54 60 66 72 7H L] 10 20 30 40 50 &l TF0
Mo Wa Since Cilta-cell Infusiaon
Patients at Risk, n Patients at Risk, n
05 979185 797466585351 4836 5 1 0 FF5s 97 77 B3 52 39 36 16

Median follow-up: 1.3 mo

lagannath. JCO. 2035; :E:luL |
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Outcomes were improved in patients reaching CR or sustained MRD
negativity versus other patients

Proportion of patients (%)

100

80

60

40

20

Response to cilta-cel in MRD subgroups
(Median follow-up: 27.7 months)*12

100 7

ORR:" 95% ORR:*100% ORR:" 100%
(21' 122) ° (10/10) (24/24)
Best response:
B scr &
} =
B vGPR s
PR 8
J a
i
o
No. at risk
- All patients

MRD negative
<6 months

MRD negative
6-12 months

MRD negative
>12 months

Responders

achieving CR®
Sustained (212 months)
MRD negativity"

80 1

60 7

40

201

PFS by depth of response
(Median follow-up: 33.4 months)*3

30-month PFS rate:

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1
T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

PFS (months)

97 94 8 77 74 67 64 63 60 54 4 25 13 2 1 1 0

76
26

76
26

75
26

71
26

69 63 61 60 57 51 42 25 13 2 1 1 0
26 22 18 11 9 2 1 1 0 0 0 0 0

*Data cut-off: 11 January 2022, median follow-up: 27.7 months;2 *ORR may not sum appropriately as shown due to rounding;?
*Data cut-off: 14 October 2022, median follow-up: 33.4 months;3 sPatients had >CR at any time during the study, assessed by a
computerised algorithm;3 Patients with sustained MRD negativity had >2 assessments 12 months apart with no MRD-positive

samples in that interval.3

CP-544527



CARTITUDE-4: Cilta-cel vs SoC in
Lenalidomide-Refractory MM

» Randomized, open-label phase [l trial

Stradfied by choice of o [PV OPd), 155 stoge, number previous fnes of therngy
I

D1

I
I
: Bridging
Adults with MM: + Therapy*
1-3 prior lines of therapy -~
[including PI+ IMID);
lenalidomide refractory;
ECOHG PS OF1; na price CAR T-
cell or BEM A-targeting therapy

Cilta-cel Infusion D1-112
il Target: 0.75 x 100 Collect safety, efficacy,
CAR+ T-cells/kg PE/PD data Q28D
|' n o= j.l,:_:l] — Fﬂ-rllﬂﬂl"ﬂp

Standard of Care Therapy
M = 419) Physician’s r:h{;-H::E c;-r'_l-“-."_ﬁ or DPd until PD
In = 208)
*Physican's choloe of P or OPd, *As-trested populstion dn = 176]; 32 pathents did not recebee cifta-ced
as part of study dus 1o PO (5= 30) o death (5= 2) churirgg, b diging thera pyd rmg hivdepdetion.

* Primary endpoint: PF5
» Secondary endpoints: = CR, ORR, MRD negativity, OS5, safety, PROs

» Current analysis after 15.9 mo median follow-up (range: 0.1-27 mo)

Sar-Mligual MEIN. 2023389335 NCTOA1B1BET



CARTITUDE-4 (Update): PFS and OS After 34 Mo of
Follow-up

Primary Endpoint: PFS in ITT Population D% in ITT Population

— Cilta-cel
Median follow-up: 33.6 mo S 100 Median fallow-up: 33,6 ma
30-me 05 .

iy
=

6.4%

30-mo PFS

&
T

i 638%

Surviving Without
Progression (%)
B @

I 7

204 HA: 0,29 [95% O 0,22-0,39; : 204 HR: 0,55 (95% CI: 0.39-0.749;
P=,0001) £25.7% 5 B = .00049) :
patientsat 0 3 & & 12 15 18 21 28 27 30 33 36 30 42 45 Patientsat 0 3 6 O 12 15 18 21 24 27 30 33 36 30 42 45
Risk, [ Y] Risk, n (1o

Citta-cel 208 172 157 145 132 111 213 5 O Cilta-cal 208 190 175 171 163 146 44 24 9 0

tol 211 133 96 2 a7 12 1 1 0 Sof 211 19 173 154 137 127 3513 4 @
= There was a consistent reduction in the risk of progression ®  There was a consistent reduction in risk of death
or death with cilta-cel across all prespecified subgroups with cilta-cel across most prespecified subgroups
regardless of priar lines of tx, 155 staging, presence/ except 155 stage |1, which had 12 patients in the

absence of soft tissue plasmacytomas, tumor burden cilta-cel arm and 14 patients in the SoC arm

status, cytogenetic risk at baseline, tx refractory status,

or prior exposure to daratumumab £ bortezomib
Blataos, IM5 2024 Lhetr OA-BS.



CARTITUDE-4 (Patients With Functional High-Risk MM):
PFS, Response, and MRD Negativity

PF: 1 Prior LoT PFS: 1 Prior LOT and Functional High-Risk KM
HR: 035 {95% CI: 0.19-0.66; HR: 027 (95% C1- 0.12-0.60;
e _ P =.0007) e _ P = .0006)
T‘-'"" 32 1001 i Mcdian PFS: MR {95% CI: ME-ME] T‘-'"" 32 1001 i Mdedian PFS: MR {95% I 10.00-ME)
o — § 17-men PFS: 77.7% {05% CI: 65.8-859) o — P 12-meo PES: 77.7% {05% CI: 60,3-87.3)
g 2 759 g 2 759 :
T T
= e 501 . = e 501 :
E M 257 Madian PFS: 1741 md (95% O0: 1110 E M 25 Madian PFS: 11.79 md {355 00 2.44-KE)
a ¥ 0 12-mo PFS: 58.5% [555% O 45.5-65.4) 3 o 12-em0 PFS: 29.1% (9556 C0: 32.4-63.5)
2% "0 3 6 9 12 15 18 21 24 27 2% "0 3 6 9 12 15 18 21 24 27
Patients at Risk. n Mo Patients at Risk. n Mo
Cika<cel 6B 61 58 56 4% 28 16 8 1 i} Cikacel a 3% 34 3% B 16 7 5 1 Q
sO0C BB B0 52 4% I 12 2 1 O 0 s0C 39 34 B 24 1= 11 I 1 0O @O
Received Cilta-cel After 1 Prior LoT Received Cilta-cel After 1 Frior LoT and
Response, % [n=&1]) Hawe Functional High-Risk MM n = 35)
CRR = L 38
=CH ¥l GE
MRD negativity [10-3) 63 65

Weized. EHA 2024, Abatr PO59.



KarMMa-3: Trial Design and Baseline Characteristics

International, open-label, randomized phase Il trial

Ide=cal

150-450 x 10

Patkents with
measurable B/R s
MK refractory to / washout
last tx; 2-4 pricr Wb
reglmens (Cont aining

Lt P, swacrepiobie fde-cel cransower
Dara, PI, INID; Rl — e "0y o withdrawal of .y, allowed after
ECOG PS 01 Kd, or EPd| awnent Gl D
I~ 385] jn = 132) Ir=i29

*Upto 1 cycleof DFd, D, 1R, Bd, or EPd alorsesd

Primary endpoint: FF5 (IRC)
Key secondary endpoints: ORR (IRC), O5

Exploratory endpoints: CR rate (IRC), DoR, MRD-negative
CR, PF52, safety

Alawadni Biood. 20Z4:144:3389, NCTO2EST128.

Characteristic

Piedian age, y7 [mnge]

R-ISS stage, n
(3] =

EME 1 {%)
High turmor bundien®, n %)

By
dell17p)
H4:14)
114;16}

1n

gain/amp
Ultra—high-risk cytopenatics, n{%)
Median no. of prion regimens (range)
Dara refractary, m3)

Tripbe-class refractory, n%|

‘=004 D136+ plasmas cells in @,

Higherisk
cytogenetics, n
%)

- el

[nm25g)
63 (3051}

S0 (20
150055
31132

61 (24)
71(28)
16k (E5)
B (26]
43(17)
8(3)
124(49)
&7 (26}
3 {24}
242(95)
164 (65)

Sl

fnm133)
63 [42-83)

2620
82 (62|
1411}

32{24)
34(26)
82(62
4232
18(14)
413)
51439
73{22)
3(z4)
123 (33)
B9 (&7}



KarMMa-3: PFS and Response

ORR
PF5 (Primary Endpoint) Difference in ORR: 29%
Comrmon odds ratiks: 3,44 (95% C: 2.20-5.40)
H A
theh g r'-'ledlan PF5 HR! 0.49 100 ¢ 4
138me  lrasw o 0,38-0.63) 71
- & 4.4 mo _ BOY (95% 01: 66-77)
i
— lde-cal E B 42
* 607 — standard regimens z [95% CI: 34-51),
i @ ®._ a1% Z 404
a 407 T =
210
20- ;
19%
':I T T T T T ¥ T T T T T T 1 Ide-cel |_|'| = 25&-# K= |:|'I = 132]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 B Mg e e
_ _ Ma Since Randomization id-tal SaC
Patients at Risk, n DaR (n=254) fn=1332)
Ide-cel 254 206 177152 131111 94 ¥7F 54 25 14 7 F 12 :
SRS 132 76 43 34 31 M 18 12 3 6 5 3 2 1 Median DoR, mo

166 {12.1-19.6) 9.7 (5.5-16.1)

(95% CI}

Adaviadni, Blocd 074:144:7389 Median follow-up: 30.% mo



KarMMa-3: 0§

05 in the ITT Population

Median 0%

Ide-cel: 41.4 mo Stdz 37.9 ma
195% {: 30.9-NR) |95% EI..H.-'-'I-HH:I

HE: 101 (95% C1: 0.73-1.40)

2]+ — Ide-cel
— Standard regimens

03 6 912151821242730333639424548
) Mo Since Randamization
Patinis ot Bk, n

de-ped 254 223 180 169 143 Y5 48 44 30013 4 0

Standard ragimans 1332 120 103 B1 59 33 ¥4 1811 4 3 0O

Severity OS5 Analysis Adjusted for Crossover

100- Madian [35% CI) 05
ida-cel; 41.4 mo sbd: 234 mo
20+ {30.9-MR) (17.9-MR)
HE Q72 [95% C]: III.d-El-l.ﬂl:l
= (]
3 . -~
o 404 L‘_ll
204
0

Patiants at Risk, n

03 6 912151821242730333632424548
ho Since Randamization

de-ped 254 223 180 169 143 75 48 a4 3013 4 0

Standard ragimons 133 11= By 43 21 g 8 4 I 1

= 56% of patients in the SoC arm crossed over to receive ide-cel

Alswadhl, Blood, 7024;144:F 350

Median fallow-up: 30.9 mo



ldecel

Longitedinal anatysis of patient experiences showed sustained benefits and preference for the CAR T cell therapry
ide-cel up ko 14 months after breatment in patients with triple-class exposed relapsedirefractory multiple myeloma
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e Modified T-cell infusion

o Leukapheresis =3
. .
5 L]
| i \\:H““-a-.____
_// | __J' ‘) L s = X
Ly e Chemotherapy
|
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ads | / o 0% et =
[ ]

| Bead removal - .
T-cell activation/ .I‘- Modified T-cell 3 $ :
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transduction e S
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Bispecific Therapy Options for Multiple Myeloma

“"Off-the-shelf” immunotherapy with multiple binding domains
— Target different tumor antigens like BCMA, GPRC5D, FcRH5

— Also binds to immune cell targets, including CD3 (T-cell)

» Teclistamab®; CD3 x BCMA

® Elranatamab®; CD3 x BCMA

Talguetamab®: C0O3 x GPRCSD %

R ol LSRR b ﬁw *FDA approved for treating adults with

= Linvoseltamab®: CD3 x BCMA R/R MM after 24 prier lines of therapy,
including a Pl, IMID, and anti-CD38 mAb.

& Etentamig: CD3 x BCMA

Variable administration: 5C or IV options with required step-up dosing

Elramatamnal- bommm Pl T bstam ab -oopgv PL Talguatamalb- igvs PL van de Donk. Larcet. 2023;402:142.



Teclistamab e il primo anticorpo monoclonale bispecifico
BCMA x CD3 off-the-shelf

in monoterapia & indicate per il trattamento di pazienti adulti affetti da mieloma mudtiplo
recidivate e refrattario che abbiono ricevuto almeno tre precedenti terapie, compresi un agente
immunomodulatore, un inibitore del proteasoma e un anticorpo anti-CD38, ¢ che abbiano eviderziato
progressione della malattia durante I'uitima terapia

Teclistamab & un mAb bispecifico che ha Meccanismo d'azione

L ; R R
@ come bersaglio due diversi antigeni (BEMA e T ool aitivation \i .

CD3) per aiutare il sistema immunitario a

combattere il cancro | n:!*'r.h‘- =) Cytokine release
: " CO% arm

@] ﬁ Teclistamab & stato rimborsato con Registro
i
R

di monitoragagio che prevede la
preserivibilitd dopo 3 linee precedenti di
I

Cell Kill (==
== Teclistamab

dotsemis : .-'ﬂ 4 , % & BCMA arm
| pazienti riceveranng teclistamab sotto St BCMA-

Perforin «
forma di iniezione sottocutanea (SC) : -:. W. -

Granzymes



Teclistamab: Phase 2 Study Design

Initial Phase | investigations identified the recommended Phase Il dose (RP2D) of teclistamab as a QW SC injection
of 1.5 mg/kg, as opposed to IV

Key eligibility
criteria:

RRMM'
ECOGPSOor1
Triple-class
exposed (PI,
IMiD, anti-CD38
mADb)

Cohort A: No
prior
BCMA-targeted
therapy
Cohort C: Prior
BCMA-targeted

treatment (CAR-T

and/or ADC)z?

Phase 1

Dose escalation

IV cohorts

SC cohorts

Phase

Primary endpoint
+ ORR

Key secondary
endpoints

PK/PD

DOR

PFS

0OS

MRD negativity
AEs

HRQoL

NOTE: RP2D was 1.5 mg/kg SC with 0.06 and 0.3 mg/kg step-up doses. 2Cohort B is not planned for enrollment.**Schedule change to biweekly (every other week) dosing was permitted based on response.2<In cohort C, a Simon’s 2-stage design was used to test the null hypothesis that the ORR was £15% vs >235%.3 9Baseline

clones were obtained for all patients. All MRD assessments were done by NGS.?

BCMA, B-cell maturation antigen; CR, complete response; DOR, duration of response; LPI, last patient in; mAb, monoclonal antibody; MM, multiple myeloma; MRD, minimal residual disease; NGS, next generation sequencing; ORR, overall response rate; OS, overall survival; PFS, progression-free survival; Pl, proteasome

inhibitor; PK, pharmacokinetics; PROs, patient reported outcomes; RP2D, recommended phase 2 dose; RR, relapsed/refractory; SC, subcutaneous; sCR, stringent complete response; TTR, time to response; VGPR, very good partial response.



Phase I/1l MajesTEC-1: Teclistamab in R/R MM

801 ORR:
63.0 MR
(104/165)  HCR
B \GPR
60 PR
kS
£ 404
g > VGPR:
£ 59.4
204
0

Best response:

Patients at Risk, n

PFS

8

B

s

209 oversl  114[55-164]
=CR MR {26.9-ME)
& warn 16,7 [19.4-NE}

Fatients Progression Free and &le (%)
E
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== = WGEFR

Median, Mo [95%CI]  30-Me PFS Rabe [95% CI)
3001% [ERA-37.7F
B0 [455-71.1)
A &% [35.5-50.d)

Mo

Owerall 165110 93 87 75 70 61 56 49 44 19 10
(R 76 76 74 71 65 63 57 52 46 47 18 9
=WGPR 98 57 93 B4 T2 &7 59 53 47 43 19 10
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MajesTEC-1: DOR, PFS, and OS in MRD-neg

patients
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Efficacy in patients with HR features

ORR
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Patients who are
penta-drug refractory,
have HR gytogenetics, or
are age =75 gears had
ORR and :CR rates
comparable with the
everall population;

patients with BMPCs
2o, EMD, or IS5
stage Il disease also
derived benefit but
remaain difficult to treat



Real-World Evidence With Teclistamab in R/R MM:

Response and PFS

1007 O PR
B VGPR

&0+ ORR 61.5% W 2(R
£ |orrazyy ln-192)
@ [n =193}
=
a8 404
uh
&

204
ol [ 9.3% 8.0%

Priof Mo Prior
BCRAA-DT  BCMA-DT

Prior BCMA-DT (Yes vs No) P

ORR 012
=CR 78
2\VGPR 002

Dima. Bleod Cancar L 2035:1%5:111. Dima. A5H 2034, At BI7.

PF5 Prabability

FF5

kledian follow-up time was 9.9 mo

1.00 == No prior BCMA-DT

0.75 5

fledian PF5: 8.2 mao

== Prior BCRA-DT

0.50 =
0, 25+
P= 017
fledian PF5: 4.6 mo
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TECLISTAMAB THERAPY OFFERS A PREDICTABLE AND
MANAGEABLE SAFETY PROFILE WITH LOW RATES OF

DISCONTINUATIONS (<5%)1 -3

W By - TRAE
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Phase Il MagnetisMM-3: Elranatamab for
BCMA-Directed Therapy-Naive R/R MM (Cohort A)

Patients with MM refractory to z1 lines of therapy, Response N = 125
including an IMID, Pl, and anti-CD38 mAb, and P _

refractory to last line of therapy ORR, n (%) 75 (61.0)
- 97% triple-class refractory "2CR 46 (37.4)
= VGPR 23 (18.7)
— Median 5 prior lines of therapy (range: 2-22) = PR 6(4.9)
= 25% with high-risk cytogenetics Median DoR, mo NE
= 32% with extramedullary disease » 2-yr DoR, % (95% Cl) 66.9 (54.4-76.7)
Elranatamab: 76 mg 5C weekly with priming and/ar Median DoR if:
premedication to reduce CRS * > VGPR NE
— If weekly dosing given for 26 cycles with achievement *"zCR NE
of 2 PR for 22 mo, then dosing interval changed to Median follow-up: 28.4 mao
every 2 wk pe £
Primary endpoint: ORR

Secondary endpeoint: DoR, 05, PF5, safety

Leszobdnin, Mat Mad. 2023, 3793359, Monty EHA F024. FE32. Prince. ASH 3034 Abstr 4735 MCTOAEIE9359



MagnetisMM-3: PFS and DoR

PF5S DoR
24-ra rate for patlents 240 rate for patients
100 ;ﬂ; f:;i'gf;ﬁ?' 100 = with = CR {95% CI):
87.9% (73,1-94.8)
40 o &0+
% 640 = % Gl = 24-rives rate for patients
5 a2 with OR (955 Cl):
B ap- ‘g A0 - &6,9% [54.4-TR,7)
E E
apd  Median PFS, me (95% C1) 20 - Median DoR, Me (95% C1)
= Cwerall 17.2 (9.8-NE) = Patients with OR MR | ME-MNE]
=— PFatiants with = CR MR [ME-NE) = Patients with = CR WNR [MNE-NE)
':: 1| 1| L} I L} L] L] L] LJ L] L] L] I:l I I I 1] L] L] L} L] L] L] L] L]
0o 3 6 9 1r 15 18 21 24 77 30 33 3% 0 3 & 9 17 15 18 F1 24 27 30 33 3%

Mo Mo

Fatients at Risk, n
Fatients with 0K 75 T 65 57 50 45 41 28 X5 18 3 1 0

Fatients at Risk, n
0
0 FPatentswith=CR 46 46 46 43 40 36 35 34 31 18 3 1 0

Overall 123 78 67 B3 54 48 44 42 3% 32 7 1
Patients with =CR 46 46 446 44 42 38 36 35 35 2 7 1

Flchty. BHG 2004, PR3E. Princa. A5H 2024, oot 4738,



Talquetamab: GPRCSD x CD3 Bispecific

Antibody

00

GPRCS5D Talquetamab

> . 2 :-.:.-I
L\ Myelame | ;

Cell

Cell Death Activation

Talquetamab is a first-in-class DuoBody® IgG4 PAA
antibody that binds to both GPRCSD and CD3

Talquetamiak redivects T cells to GPRCSD -expressing
mueloma cells to mediate cell killing

Antitumor activity was demonstrated in privary
myeloma cells and xenograft models of MM

Talquetamiab’s pharmacokinetic profile presents an
opportunity for less frequent SC dosing

First-in-human phase I study s ongoing to evaluate
talguetamab in patients with RRMM (NCTO3399799)

HIIUY BLIVE IVISUIGH 1S Chari at al. &3 ASH Mesting 2020. Abstrad =290

EM-115048



Phase Il MonumenTAL-1: Talquetamab in R/R MM

= Patients with B/R MM after =3 lines of Overall Response Rate With Talguetamab
therapy, including an IMID, Pl, anti-CD38 mAb 100 - HPFR EVGPR ECR BsCR
— 71%-85% triple-class refractory a0 - |1n£¢143| ummw 7
— Median 5-6 prior lines of therapy across all — ] S
cohorts ? 50 -
— ~30% with high-risk cytogenetics; 23% to 32% % 40 - e
with EMD =
M o
* Talquetamab: 0.4 mg/kg SC QW or 0.8 mg/kg
SC Q2W with 2-3 step-up doses and/or o
premedication to reduce CRS 0.4 mg/kg 0.8 mg/kg Prior TCR
SC QW SC Q2W
= Primary endpoint: DLTs In post hoc analyses, ORR was 72% in patients receiving
previous CAR-T therapy and 58 in patients receiving
= Key seco ndar‘p‘ Endpﬂint: ORR previous bispecific antibody therapy

Ohair, NEBLL 30223872337 Schinks. A500 2033 Abstr 2035 Rascha. EHA 2024 &batr PA15. Charl Lanoet Hasenatoel. 202513 =3 E9.



MonumenTAL-1: Phase 1/2 Study Design

I Eligibility criteria Endpoints
Phase 1:
¢ Measurable MM
* intolerant to or
progressed on
established therapies T S Suah-:iarg endpoints:
+ ECOG PS <1 H=33 i <5 S Phast 3 (n=34) DOR
” . pre
= 05

2F ma'ky .|_

Primary endpoint:
- I:’RR"

Phase 2:

= Measurable MM = — . Safety |

* 2B prier LOT (21 P, B e *  Imumunogenicity
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MonumenTAL-1: DoR and PFS Outcomes

404

Patients in Respo
9]
]
[

DoR in 0.8 mg/kg Q2W Cohort

e Bt respongs; PR
—4— Best fesponse: WGPR
=#— Best responsa; = CR

L]
=]

Fatients at Risk, n
Bast response; PR 16
ot responss: VGPR X9
Best response; = CR 62

T ¥ ¥ ¥ ¥ ¥ ¥ |0

3 6 9 12 15 18 21 24 27 30 33
Mo

F 3 *r 1 1 0 O 0 0o 40 0

4 21 W4 F B S 4 O O O o

61 59 56 S0 46 39 24 % 4 3 1

Aazche, EHA 2034 Shetr 2015 Char. Lancet mesmatnl, 2025, 1 k=00

Wedian Ty, mo 298
htadian DoR,

mo (95% CI} 9.5 (6.7-13.4)
Hedlm H:Sr.ma

{955 C1) 7.5{5.7-84)
24-mo 05, % B0.6

0.8 mg kg QIW
| m 154}

234

17.5 (12.5-NE)

11.2{8.4-14.8}

&7l

Pricr T-Cell
Redirection T
{n = 78}

205

N/A

7.7 |4.1-14.5)
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MonumenTAL-1: E Fﬁcacg outcomes
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Monumental-1: Outcomes among select HR

subgroups
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In high-risk vs standard-risk
patients, DOR and PFS
outcomes wera similar for
cytogenatic risk and showed
differences for age and EMD
subgroups in the Q2W cohort

Similar data were observed in
the QW cohort, except age, in
which analyses were not
performed



CRS and ICANS

Neurotoxicity/ICANS
Confusion

Tremor

Aphasia

Seizure

Cerebral edema
movement and
neurocognitive treatment-
emergent adverse events

Cytokine release syndrome

Fever
Hypotension/Tachycardia
Hemodynamic instability
Capillary leak
Hypoxia/Respiratory failure
Organ dysfunction

Hematotoxicity
Prolonged cytopenias

Infectious complications

altered IFN-y, TNF-a, . -
blood-brain Ang2 IL-6, IL-8 o2y
barrier vWF CRP, Ferritin -* =", |

off target
effect

vascular
permeability

h. 4 Endothelial

capillary leak pericyte o activation

hypotension

Ferritin
CRP
Macrophage
activation | G %
25 < / CARTcell
& gasy! Lo \$\, activation
' ﬁ %
- @
.. on target

Death of cancer cells effect



MONUMENTAL-1: ICANS and

CRS

1%

Patiemts. ni%)

2%

1 T

Maximum CRSGraden

Cerade §
B2 .2%

Grade 3
T A2I%} Crade 3
Grade = == | [0 M}

H {1d.7%)

0L g SCOW 0. g/ 5C C2W

{n=143)

(=145}

Most CRS events were grade 1/2 and
largely confined to the step -up doses and first

Full dose

Aol Chaei el &, - Owal Presaniation & 157 -

Maximum ICANS Grade

o
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T [ Grade 3t | o 3
E : [ zgress CLLE
= Al o i
[ Crade 2 i Grade &
| | T5.TH) | GOSN
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o
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® [CANS occurred i 10-11%0 of patients across REZD
groups

= Mast ICANS events were grade 1 ar2

® 7=8% of patients received supportive measures for

ICANS across RPZD groups, Including tocilizumab and
corticosteroids

ASH 1022



Box 2 | Summary of recommendations for the management of common complications in
patients with multiple myeloma

Bone disease

Antiresorptive agents should be given in addition to myeloma-
directed therapy in all patients with MM and osteolytic disease at
diagnosis [I, A].

Denosumab is a reasonable option in patients with severe
renal impairment, in whom aminobisphosphonates are not
recommended; caution is needed owing to a high risk of
hypocalcaemia [I1I, C].

Zoledronic acid should be given monthly in patients with
suboptimal response (PR or less) and at least for 4 years [I, A].
In patients who have a CR or vgPR, 12-48 months of therapy with
zoledronic acid seems adequate. At relapse, zoledronic acid
should be reinitiated [ll1, B].

Denosumab should be given every 4 weeks continuously.
Discontinuation of denosumab is challenging owing to the
lack of data on how to stop denosumab in patients with MM;
until these data are available, discontinuation of denosumab
must be followed by a dose of zoledronic acid (6-9 months
after the last dose of denosumab) to prevent any ‘rebound’
phenomenon [, B].

Witamin D and calcium supplementation is mandatory when
administering either bisphosphonates or denosumab [I, AJ.
Low-dose radiation therapy (up to 30 Gy) can be used as
palliative treatment for uncontrolled pain, for impending
pathological fracture, or for impending spinal cord
compression [Il, A].

Balloon kyphoplasty should be considered for symptomatic
vertebral compression fractures with refractory pain [Il, B].
Surgery is recommended for long-bone fractures, bony
compression of the spinal cord, or vertebral column

instability [11, Al

Anaemia

Recombinant human erythropoietin and darbepoetin alfa for the
treatment of myeloma-associated anaemia if other causes of
anaemia have been excluded [Il, B].

G-CSF might be required to treat chemotherapy-induced severe
neutropenia [Il, B].

Infections

Immediate therapy with broad-spectrum antibiotics [I, A].
Prophylactic antibiotics (such as levofloxacin) for the first 3 months
of initiation of therapy, especially in patients receiving lenalidomide
or pomalidomide, or in those at high risk of infections [I, Al.
Sulfamethoxazole and trimethoprim are recommended for the
prevention of Pneumocystis jirovecii infection [I, A].

Acyclovir or valacyclovir for herpes zoster prophy laxis is
recommended in patients receiving proteasome inhibitors,
anti-CD38 antibodies and BCM A-targeted therapies [Il, A].
Vaccination for influenza, varicella zoster (inactivated vaccine),
SARS-CoV-2 and pneumococcal infections [Il, A] as well as for
respiratory syncytial virus [1ll, C].

Intravenous lgG prophylaxis is not routinely recommended
although itis highly recommended in patients receiving either
bispecific T cell engagers or CAR T cells[lll, CJ; it should be used
in patients with low I1gG levels (<400-500mg) and in those with

at least two severe infections requiring hospitalization during the
previous year [Il, B].

Impaired renal function

Bortezomib-based regimens remain the cornerstone of the
management of MM-related renal impairment [I, A].

High-dose dexamethasone at least for the first month of

therapy [Il, B].

Patients eligible for ASCT can receive DaraVTd or DaraVCd [, B].
If reversal of renal impairment is observed, thalidomide or
cyclophosphamide might be substituted by lenalidomide [panel
consensus; V, B]. In patients who are ineligible for ASCT, DaravCd
or VMP can also be administered [Il, B] but no data on this regimen
in patients undergoing dialysis are available.

Pomalidomide, carfilzomib, ixazomib, daratumumab and
isatuximab need no dose modifications in patients with renal
impairment [Il, B].

CAR T cells can be given in patients with mild to moderate renal
impairment [Il, B].

Teclistamab can be given to patients with MM-related renal
impairment, even including those undergoing dialysis [11l, C].

ASCT, autologous stem cell transplantation; C, cyclophosphamide: CAR. chimeric antigen receptor; CR, complete response; d, dexamethasone; Dara,
daratumumab; G-CSF, granulocyte colony-stimulating factor; M, melphalan; P, pomalidomide; PR, partial response; T, thalidomide; wgPR, very good partial
response. Recommendations include supporting levels of evidence and have been graded™ (Supplementary Table 1).



Box 3 | Summary of recommendations for the management of toxicities derived from
novel therapies in patients with multiple myeloma

Ocular toxicities

= Ophthalmology evaluation is recommended before each
belantamab mafodotin infusion for the first four cycles [I1. A].

= The treating physician can decide for the next dose administration
or delay based on the vision-related anamnestic tool [I1, B].

= Dose delays,. dose reductions and prolonged intervals (every
8 to 12 weeks) between belantamab mafodotin administration
lead to the recovery of ocular AEs without affecting the efficacy
of the drug [I, A].

CRS
Grade1
= Supportive care including analgesics and antipyretics [I, A].
» |If fever persists, check for infections [I, A].
= Consider tocilizumab for persistent (>3 days) and refractory
fever [I. A].

Grade 2

= Intravenous fluid bolus [1, A].

e Tocilizumab early if fever of =239°C persists, if hypotension persists
despite the use of initial fluid bolus or after initiation of oxygen
supplementation [1l. B].

= If hy potension parsists after a second fluid bolus and tocilizumal,
transfer to the intensive care unit[1, Al

= Add dexamethasone if hypotension persists after anti-lIL-&
antibodies, high risk of severe CRS, worsening hypoxia or clinical
concem [panel consensus, IV, C.

Grade 3

= Consider intensive care [I. Al.

= Administer tocilizumab [11, B].

e NAdd dexamethasone if no response within 24 h, increasing dose
if refractory [, B].

= Add anakinra if CRS unresponsive [panel consensus; 1, C].

= Consider etanercept as clinically appropriate [panel
consansus;: I, C].

Grade 4
e Consider intensive care [1, Al.
* Administer tocilizumalk [11. B].
= Administer high-dose meaethylprednisolone [, B].
= Add anakinra if CRS unresponsive [panel consensus: 1, C].

= If CRS remains unresponsive consider alternative agents such as
etanercept [panel consensus: 1, C].

Immune effector cell-associated neurotoxicity
syndrome (ICANS)
Grade1
= Observation.
= Withhold oral food, medicine and fluid intake and switch to
intravenous intake.
= Haloperidolor lorazepam if patient is agitated [Il. B].
Consider early dexamethasone in high-risk patients [ll. E].
= Start non-saedating AEDs if not already being administered [paneal

consensus; 111, C].
= MRI of brain, lumbar puncture, funduscopic examination and/or
EEG [1, Al.
Grade 2

= Dexamethasone [11, B].

e If Nno improvameant aftaer 48 h, increase dexamethasonae dose or
administer altermative agents such as anakinra or tocilizumab in
the concomitant presence of CRS [Il. B].

+ Start non-sedating AEDs if not already being administered [Il. B].

= Consider EEG and CT aor MRI [, B].

Grade 3

= Dexamethasone [I1, B].

» If no improvement after 24 h, increase dexamethasone dose [Il. B].
or administer high-dose methylprednisolone and/or alternative
agents such as anakinra [panel consensus; IV, C].

= Start non-saedating AEDs if not already being administered [Il, B].

Consider EEG and CT or MRI [II, B].
» Acetazolamide if increased CSF pressure [panel consensus; IV, C].

Grade 4

= Dexamethasone [I1. B].

= If refractory, administer high-dose methylprednisolone [panel
consensus; IV, C].

e If ICAMs remains refractory, consider alternative therapies
including lymphodepletion with cyclophosphamide or other
drugs [panel consensus; IV, C].

= Consider mechanical ventilation, EEG and CT or MRI [1I, B].

= Drain CSF if increased CSF pressure [panel consensus: WV, C].

AE, adverse event; AED, anti-epileptic drug: CRS, cytokine-release syndrome; C5F, cerebrospinal fluid; EEG, electroencephalography; ICANS, immune
effector cell-associated neurctoxicity sy ndrome. Recommendations include supporting levels of evidence and have been graded™ (Supplementary Table 1).
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Bispecific Antibody-Based

Combination Regim in MM
0] Ination egl ensin TRIMM-2 (Talquetamab + Daratumumab Cohort):
Responses
Phase 1l MagnetisMM-5: Trial of Elranatamab + Flgiity: Patients with M ter 23 LT o bl eracony o TR R
. . aPland IMID; prior anti-CD38 mAb (80 days and IMID >7 days m;ﬂm czzv&rwa
Daratumumab in R/R Multiple Myeloma pror) ey actny 10 ant-CO8 mab and pror Bl or CART allowed, " a
Outcome {n=14) (r=51)
WER BYGFR MCR MR S i
= Part 1 enrolled 34 adults with R/R MM with 23 lines ORR With Elranatamab + Daratumumab 100 ; Modia 2
of therapy, including lenalidomide and a Pl and no 100 0?:2?:6?% o ek {1.9-31.0) (1.0-23.3)
history af treatment W|th_ @ BCMA-targeting agent, a0 ORR: 71.4% Median time ta first response, mo 10 10
and no anti-CD3& mAb within & mo of first dose [10/14) (range) [0.9-2.4) (0.9-8.3)
—  After step-up dosing, patients received 44 mg or 76 mg 80 ORR: 70.6% (95% Cl: 52.5-84.9) = ORR, n (%)
SC elranatamab + 1800 mg SC daratumumab 'E 60 = ANti-CD38 mAb nalve 3/3 (100) 545 [100)
= Primary endpoint: DLT z g SVGPR VGPR = Anfi-CD38 mAb exposed 711 (63.6) 37/a5(82.2)
i = 2 40 o 74.0% Anti-C038 mah refractory 7/11(63.6)  32/40(B0.0)
+  Secandary endpoints: ORR, CR, DoR, PFS, 05, MRD F] 2 571 n —
negativity, safety, and PK K > VGPR: 52.9% o ORR in T-cell redirection therapy
3 20 exposed, n (%) 4/6(667)  15/19(78.9)
Safety Summary: " CART 1/2(50.0) 8/9(88.9)
» No DITs were observed, and safety proflle was tolerable A S hieLilcED Al {EE0) 71070560
Median time to first 10 10
= CRS:47%, with no grade 23 CRS events ) TalOAma/ig QN Tal0Bmalkg 020 e 9-2.4) (o583
PR (17.6%) + Dara n =14} + Dara (n =50} Ll e 1
— There were no treatment discontinuations due to CRS e
® No patients experlenced ICANS Part 1[N =34)
S ——

Phase Ib/1l RedirectTT-1: Teclistamab + Talquetamab in
R/R Ml.lltiple Mye!oma RedirectTT-1: Patients With True EMD
Response and PFS

= Open-label, dose-escalation and expansion trial of teclistamab plus talquetamab in patients with R/RY

MM with previous exposure to a Pl, IMID, and anti-CD38 mAb and refractory to last line of therapy Tedlistamab + Talquetamab in R/R MM ors
— Median prior LoT: 4 (1-11); extramedullary plasmacytomas: 36%; high-risk cytogenetics in 41% EPRBVGRR ECR EsCR o \\\ .
= Primary endpoints: safety, RP2R; secondary endpoints: ORR, PK, immunogenicity 1001 - z & e 195% CI: 49.6-70.6)
78. 5 60 T
(65% C: 65.0-86.8) ] e
801 g an i MPFS: 15.4 (95% O 10.8-KE)
! = g n Median follow-up: 12,6 ma E
o s 0 s
O | g 54.4% > VGPR R EEREERE REEYE I IR TR
Tont w3 E 404 70.0% stRisk,n O B3 7O 72 65 64 63 60 S0 45 43 3020 241010 4 2 1 1 © O
ittt T el SR - i — £ ) ) o
* B e Median PFS amang patients with triple-class exposed R/R MM
o3 — Bl mnwjlﬁ_ " 201 with EMD:
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Next Generation of Targeted Immunotherapies:
BCMA x GPRC5D x CD3 Trispecific Antibody

JNJ-5322 is a trispecific antibody targeting BCMA x GPRCSD x CD3 in MM cells
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CONCLUSIONI

Dal gennaio 2021 al maggio 2025 sono stati approvati 14 nuovi farmaci o nuove
combinazioni di farmaci da EMA e/o FDA.

LE nuove linee guida EHA EMN 2025 indicano le raccomandazioni per la
diagnosi, follow-up e terapia del MM in differenti scenari clinici come disease
refractory a Ab monoclonali anti-CD38 e lenalidomide, o four-class
refractorines

C’e consenso sulla elevata efficacia dimostrata dai nuovi agenti terapeutici con
necessita di formulare nuovi criteri di risposta che guidino le decisioni
terapeutiche come interrompere la terapia di mantenimento o cambiare
schema terapeutico per ottenere risposte pia prOfonde e prolungate



Conclusions

Nuovi farmaci con differenti targets hanno mostrato dati promettenti nei paz con R/R
MM

La terapia con CAR T-cell dimostra elevata efficacia con risposte duraure e profonde nel
MM

L'uso in linee di terapia piu precoci € ancora piu efficace

AbBispecifici sono attualmente approvati per la IV linea ma sono in corso studi in linee
piu precoci

Il Sequencing ottimale per le terapie T-cell redirecting deve essere il goal
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