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SMOLDERING MYELOMA - SMM

SMM is an asymptomatic, precancerous bone marrow disorder that can develop into
symptomatic multiple myeloma.

The likelihood of SMM developing into MM multiple varies greatly depending on the
patient’s risk level. Clinicians must assess prognostic and risk factors to determine the
right management approach for each patient.

There is currently no single agreed-upon risk stratification for identifying which patients

with SMM are at low, intermediate, or high risk of developing multiple myeloma.

Daratumumab can be a valid option for delaying the progression to multiple myeloma,
but we could also potentially plan to eradicate the disease [in] younger patients through
an early intervention with active cell redirective therapy,”




Smoldering myeloma - ASCO

3 factors play a critical role

(1) > 20% of bone marrow’s cells being monoclonal
plasma cells

(2) > 2 grams per deciliter of M protein in blood, and

(3) a serum free light chain ratio (involved to uninvolved)
of 20 or higher.

Each variable is given a score of 1, and if the overall

assessment is 2 or higher, then the patient is deemed high risk
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Recommendations for the treatment of patients with MM

Eligibility for ASCT

*| €70 years without comorbidities:
induction therapy followed

Induction (4-6 cycles)

by Melphalan and ASCT First option
e DaraVRd [I, A]
e IsaVRd [I, A] * Stem cell collection occurs after 3-4
If first option is not available induction cycles
¢ Da raVRd an d |SaVRd . SggaE/”TdBS" A * Consolidation is still not recognized as SOC
' but should be at least 2 cycles if induction
are preferred quadruplet ! was <4 cycles
. . 200 mg/m? melphalan [I, A] - : , , :
regl mens [l, A]’ Wlth Da ra followed by ASCT [I, A] *  Tandem ASCT in patients with HR disease
| —
VTD d nd VRd as e Consolidation with same * | Daratumumab plus Lenalidomide is the
. induction regimen (2 cycles new SOC for maintenance based on
alternatives WheRE InducdShcyeles PERSEUS, reinforced by AURIGA
e Tandem ASCT for high-risk
disease [ll, B]

e L enalidomide maintenance
[1, A]

e DaraR maintenance [l, A]

Dimopoulos MA, et al. Terpos E. et al - EHA—EMN Evidence-Based Guidelines for diagnosis, treatment and follow-up of patients with MM - Nat. Rev. Clin. Oncol. 2025



Recommendations for the treatment of patients with NDMM
Lenalidomide era T AT

U Treatment St°p Induction (4-6 cycles)
First option
Data frc?m th-e past few years support the ° EZ?ngﬂ,[k]A]
discontinuation of post-ASCT If first option is not available
. ] e DaraVTd [l, A]
maintenance therapy with « VRd [, B]
the immunomodulatory drug |
. . 200 mg/m? melphalan [I, A]
lenalidomide after 3 years of followed by ASCT [, A]
sustained MRD negativity'?, mainly in |
) . . e Consolidation with same
patients with standard-risk MM, although induction regimen (2 cycles
this finding needs to be confirmed in ‘[’;’h;]“ <4 induction cycles)
randomized clinical trials." o Tandem ASCT for high-risk
disease [ll, B]

|

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

J&J

1. Derman, B. A. et al. Blood Cancer J. 14, 170 (2024). 2. Terpos, E. et al. Blood https://doi.org/10.1182/blood-2024-209826 (2024).



Background

TENDMM

VRd induction followed by ASCT, VRd
consolidation, and R maintenance is
considered a standard of care for
patients with TE NDMM®4

However, novel strategies are
needed to further deepen responses
and prevent relapse for achieving
long-term disease control

Relevant Studies Previously Conducted

CASSIOPEIA

The phase 3 CASSIOPEIA study
demonstrated that D-VTd induction
followed by ASCT, DVTd
consolidation, and DARA
maintenance improved PFS versus
VTd induction, ASCT, VTd
consolidation, and observation in
patients with TE NDMM, with higher
rates of >CR and MRD negativity with
>CR®

The randomized, phase 2 GRIFFIN
study demonstrated that D-VRd
induction followed by ASCT, D-
VRd consolidation, and D-R
maintenance improved depth of
response, deepening of MRD
negativity over time, and improved
PFS versus VRd induction followed by
ASCT, VRd consolidation, and R
maintenance in patients with TE
NDMM?>

The phase 3 PERSEUS study
was designed to evaluate
DARA SC in combination with

VRd (D-VRd) induction, ASCT,
D-VRd consolidation, and

D-R maintenance versus
VRd induction, ASCT, VRd
consolidation, and R
maintenance in patients
with TE NDMM

The primary (ie, first interim) analysis of PERSEUS has been reported at a median follow-up of 47.5 months

J&J

ASCT, autologous stem cell transplant; CR, complete response, DARA, daratumumab; D-R, daratumumab plus lenalidomide; D-VRd, daratumumab plus bortezomib/lenalidomide/ dexamethasone; D-VTd, daratumumab plus

bortezomib/ thalidomide/dexamethasone; MRD, minimal residual disease; NDMM, newly diagnosed multiple myeloma; PFS, progression-free survival; R, lenalidomide; SC, subcutaneous; VRd,

bortezomib/lenalidomide/dexamethasone; VTd, bortezomib/thalidomide/dexamethasone; TE, transplant-eligible.
1. Dimopoulos MA, et al. Hemasphere. 2021;5(2):e528. 2. Attal M, et al. N Engl J Med. 2017;376(14):131101320. 3. Richardson PG, et al. N Engl J Med. 2022;387(2):132-147.
4. Rosinol L, et al. Blood. 2019;134(16):1337-1345. 5. Voorhees PM, et al. Lancet Haematol. 2023;10(10):e825-e837. 6. Moreau P, et al. Lancet Oncol. 2021;22(10):1378-1390.
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Systematic Review

Impact of Anti-CD38 Monoclonal Antibody Therapy on CD34+
Hematopoietic Stem Cell Mobilization, Collection, and Engraftment
in Multiple Myeloma Patients—A Systematic Review

Flavia Bigi 1>, Enrica Manzato ">*, Simona Barbato (", Marco Talarico 12, Michele Puppi 12, Simone Masci 12,
Ilaria Sacchetti 12, Roberta Restuccia 12, Miriam Iezza 12, Ilaria Rizzello 1200, Chiara Sartor 1200,
Katia Mancuso 1200, Lucia Pantani !, Paola Tacchetti 1, Michele Cavo 12 and Elena Zamagni 1-2-*

Main Message
After daratumumab and isatuximab therapy:

Lower peaks of circulating CD34+ cells after mobilization;
Higher use of plerixafor and longer mobilization procedures;
Lower CD34+ cell collection yields;

Slower hematopoietic recovery after autologous transplant.

0 0 O ©

However, clinical consequences are generally not relevant.
No correlation with number of daratumumab doses, treatment-free interval before
mobilization and mobilization strategy.




Retrospective assessment of stem cell
mobilization capacity following the use of
daratumumab-based induction (Dara-VTD) for
newly diagnosed transplant-eligible multiple
myeloma- GITMO study

Pl: Lanza F

- Ravenna- University of Bologna
=

"I‘Sifact (g0 ONCOFARMA




Mobilizzazione HSC

Raccomandazioni per il trattamento mirato alla produzione di cellule
staminali emopoietiche (CSE) per il trapianto autologo e allogenico

Vassanelli Aurora

Savignano Chiara
Saglio Francesco 1
Olivieri Attilio

Ostuni Angelo 2
Saccardi Riccardo

Milone Giuseppe 3

Agenti mobilizzanti
Strategie di mobilizzazione

Ottimizzazione del prodotto
Popolazioni particolari
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nature reviews C||n|Ca| onco|ogy https://doi.org/10.1038/s41571-025-01041-x

Evidence-based guidelines

EHA-EMN Evidence-Based Guidelines
for diagnosis, treatment and follow-up
of patients with multiple myeloma

| ™ Check for updates

Assessment of response to
therapy

Ne JA U OI10ZIC Drug Vly ommlittee recommendaed tne use o VIR
negativity as an end point in clinical trials involving patients with MM and provided
considerations regarding timing of assessment, patient populations and trial design for
future studies that intend to use MRD to support Accelerated Approval of a new
product or supplementary indication

Sustained MRD negativity for 212 months strongly correlates with PFS and OS in

- ~ ~ =l ANIDNNANA
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patients with MRD negativity;

* sustained MRD negativity for 212 months strongly correlates with PFS and OS in
patients with NDMM
"|Sifact @O ONCOFARMA
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EHA-ESMO MM guidelines 2" line

Second Line anti-Myeloma Therapy

Lenalidomide-sensitive

Lenalidomide-sensitive Lenalidomide-

refractory &
bortezomib sensitive

Lenalidomide
and bortezomib

Lenalidomide-

Lenalidomide
refractory &

Lenalidomide
and bortezomib

v '
Preferred
Regimens:
DaraRd [I, A
DaraKd [I, A]
IsaKd [I, A]
BelaPd [I, A]

Preferred
Regimens:
DaraRd [I, Al
(BETELGR WA
IsaKd [, A]
BelaVd [l, A]
Other BelaPd [I, A]
approved
indications:
KRd [I, A]
IxaRd [I, A]
EloRd [I, A]

Other approved
indications:
KRd [I, A]
IxaRd [l, A,
EloRd [I, A]
Svd[l, A

PomVd or DaraVd
maybe used only in
the absence of
BelaPd or BelaVd,
respectively [panel
consensus; |, A

.

Preferred
Regimens:
Cilta-cel [1, A]
Darakd [l, A]
IsaKd [I, A]
BelaPd [I, A]

Other approved
indications:
BelaVvd [I, A]
DaraPd [l, A]

Svd [I, A

PomVd or Daravd
maybe used only in
the absence of
BelaPd or BelaVd,
respectively [panel
consensus; |, A
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refractory

!

Cilta-cel [I, A]
BelaPd [I, A
DarakKd [, A]
IsaKd [I, A]
DaraPd [ll, B]

bortezomib sensitive

|

Preferred
Regimen:
Cilta-cel [1, A]
BelaPd [I, A]

Other approved
indications:
sSvd [Il, C]
Kd [panel
consensus; V, C]
BelaVd [panel

consensus; V, C]

PomVd maybe
used only in the
absence of
BelaPd [panel

consensus; |, A

refractory

v

Preferred
Regimen:
Cilta-cel [1, A]
BelaPd [, A]

sensitive

v

Preferred
Regimen:
BelaPd [I, A]

Other
approved
indications:
BelaVvd [V, C]
KRd [V, C]
IxaRd [V, C]
EloRd [V, C]
sSvd [, C]
Kd[V, C]

PomVd maybe
used only in the
absence of
BelaPd [panel

consensus; |, Al
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Teclistamab (anti-BCMA/CD3) in Multiple Myeloma
with One to Three Previous
Lines of Therapy (Phase 3 clinical trial)

This study was presented at the 2026 American Society of Clinical Oncology (ASCO) Annual Meeting(May 29-June 2, 2026).

- The efficacy of teclistamab, a bispecific antibody targeting B-cell maturation antigen and CD3, as early-line monotherapy in
relapsed or refractory multiple myeloma MM) is unclear.

- Among patients with MM and one to three previous lines of therapy, in the , teclistamab significantly improved
progression-free (PFS) and overall survival (OS) as compared with pomalidomide, bortezomib, and dexamethasone (PVd) or carfilzomib
and dexamethasone (Kd).

Patients with relapsed or refractory MM who had previously received one, two, or three lines of therapy, including an anti-CD38
monoclonal antibody and lenalidomide, were randomized to receive teclistamab (n=296) or the investigator’s choice (n=297) of PVd or
Kd. At the interim analysis (median follow-up, 17.3 months), teclistamab significantly improved PFS as compared with PVd or Kd
(estimated 18-month PFS, 69.8% vs. 26.9%; hazard ratio [HR] for disease progression or death, 0.29; 95% confidence interval [CI], 0.23 to
0.38; P<0.001). The percentage of patients with a complete response or better was higher with teclistamab than with PVd or Kd

(65.9% vs. 16.8%, P<0.001). OS was improved with teclistamab as compared with PVd or Kd (estimated 18-month OS, 79.2% vs. 68.6%;
HR for death, 0.60; 95% CI, 0.43 to 0.83; P=0.002). Adverse events of grade 3 or 4 occurred in 84.9% of teclistamab recipients and in
76.3% of PVd or Kd recipients, with grade 5 adverse events in 6.5% and 3.5%, respectively. Grade 3 or 4 infections were common,
occurring in 41.6% of teclistamab recipients and in 29.0% of PVd or Kd recipients.
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https://urlsand.esvalabs.com/?u=https://itnewsletter.itnewsletter.co.il/r.ashx?h=https%3a%2f%2fclinicaltrials.gov%2fstudy%2fNCT05572515&l=10028261&d=R1T3Tzo7UPZbuUb9r%2f8-kjzdSgS7kp9Z&e=672f7c66&h=1b59faa7&f=y&p=y&m=4gWv9h5vcHzJckk
https://urlsand.esvalabs.com/?u=https://itnewsletter.itnewsletter.co.il/r.ashx?h=https%3a%2f%2fclinicaltrials.gov%2fstudy%2fNCT05572515&l=10028261&d=R1T3Tzo7UPZbuUb9r%2f8-kjzdSgS7kp9Z&e=672f7c66&h=1b59faa7&f=y&p=y&m=4gWv9h5vcHzJckk
https://urlsand.esvalabs.com/?u=https://itnewsletter.itnewsletter.co.il/r.ashx?h=https%3a%2f%2fclinicaltrials.gov%2fstudy%2fNCT05572515&l=10028261&d=R1T3Tzo7UPZbuUb9r%2f8-kjzdSgS7kp9Z&e=672f7c66&h=1b59faa7&f=y&p=y&m=4gWv9h5vcHzJckk

MajesTEC-3 Study Design MajesTEC-9 Study Design

Key Inclusion Critesia ( —_—
* Measurabie MM T Key Inclusion Criteria
* BCOG PS of 0-2 | | Bi|* 218 yoors of age with documented MM
* 1-3 pricr LOT Includ ng a Pl 9|+ mmam pDer [MWG oRteria with evidenca of
end lenalidomide or 8| procressive disease or tature to sctveven |, — -
(lenalidomide—refracory If o | ==Potse Lo tha last LO] e )
only 1 prior LOT) 1|* ECOGPS of 0-2 r‘. COY wisay
* 10 priee LOT, Inchuding 22 comsecutive ‘ v
\ Cvcies of an ent)-CD 38 MAD snd kenalidarmids
* Prior BCMA targeted therapy o Key Exclusion Criteria
refr; 1.
:::b efractory to antl CDBGJ - e arlezomid PO ¢ Dexamethasens FO/lv: (DVE) | Prior BOMA targeted tharspy
* PFS
i rwiii * CRS by severity ,
Secondary Endpoints Secondary Endpoints
\
Efficacy Safety Efficacy PRO and HRQoL Analysis
* Overall response (2 PR) * Incidence and seventy of AEs * Ovenall response (2PR) + Change from baseling in HRQuL cuttomes 1
l ¢ 2VGPR PRO and HRQolL Analysis * 2VGPR *  Tume to worsening in symptoms, functioning, and
| « 2CR * Change from baseline in HRQoL citcomes = 2CR overall HAQoL
¢ MRD negativity * Time to HRQoL improvement and worsening « 05 « Proportion of patients with meaningful MRQoL |
A + Progortion of patients and meaningful HRQol * PFS and dapth of response In patients with improvement
: improvement high-risk molecular features SRIPe & s
* PFS2 PK/PD Analysis « TINT /B8 S8 SESPRSARRES
. TTINT z e »  Teclistamad serum concentrations
* Teclistamab serum concentra Safety « Presance of ADAS to teclistamad
| * DOR _ s Presence of ADAS to taclistamab and daratumamab . [ncidence and severity of AEs; SAEs |
- G and depth of response in patients with L -
high-risk molecular features — 4 L

18-mo PFS: 69.8% vs 26.9; HR: 0.29

ASCO 2026 www jnjmedeokonsnect.com

9 72% Odandn Florads
) e ey A g ,'_k_‘wv.“‘“'dt.‘d,m,‘);mmww-in)rﬂlwmﬁnnaart:al 9 M
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New High Risk definition in MM (ASCO

The International Myeloma Society (IMS) and the IMWG updated their consensus on the definition of high-risk
MM?. These disease features need to be assessed with recommended tests will influence disease staging and
prognostication in the near future.

IMS/IMWG consensus on high risk myeloma
definition

Dell7p TP53 mut Biallelic

in more::la::nm ;f sorted (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)

Avet-Loiseau et al. J Clin Oncol, in print, 2025

== s
. Avet-Loiseau, H. et al. International Myeloma Society/Intefna

01893 (2025).
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Treatment of Multiple Myeloma: ASCO Living Guideline, Version 2026.1.1

Authors: Rahul Banerjee, MD (1); Matthew C. Cheung, MD (2); Benjamin Derman, MD (3); Hans
Messersmith, MPH (4); Samer Al Hadidi, MD (5); Sita Bhella, MD (6); Cynthia Chmielewski (7);
Mohammad S. Ebraheem, MD (8); C. Todd Kennedy (9); Shaji Kumar, MD (10); Alan Langerak, MD (11);
Brea Lipe, MD (12); Hira Mian, MD (13); Eloisa Riva, MD (14); Rahul Seth, DO (15); Latha Subramanian,
MD (16); Saad Z. Usmani, MD, MBA (17); Tanya M. Wildes, MD (18); Saurabh Zanwar, MD (10); Ying
A

Zhuo, MD (19); Lisa K. Hicks, MD, MSc (20)
.3. Triplet therapy or T-cell redirecting therapies should be offered to eligible

Relapsed or Refractory

Author Institutions: (1) Fred Hutchinson Cancer Center,

Recommendation

patients with relapsed or refractory multiple myeloma based on the following principles:

e Whenever possible, patients should be offered treatment regimens that include agents are

N/
different than those in their prior therapies. ( : |

Ciltacabtagene autoleucel or the combination of teclistamab and daratug @ are preferred

options at first relapse in eligible patients who have not previously ree - B-cell maturation

antigen (BCMA) directed therapy. Teclistamab plus darat@not recommended for

patients who are refractory to anti-CD38 therapy.

WSifact PED ONCORARMA | e—— Wz




Selinexor, a first-in-class oral exportin 1 inhibitor, is indicated for adults with R/R
MM who have received at least one prior therapy’

S XPO1 overexpression:
CANCER CELL F ; ! « Inactivates tumor suppressor proteins?
RNAS *""’m . — TSPs need to be localized in the nucleus to initiate apoptosis, thereby
i suppressing tumor growth34

— Overexpression of XPO1 results in the functional inactivation of TSPs®

« Enhances proto-oncogene translation®.’

— XPO1 overexpression increases nuclear export, and subsequent

4_%_ translation and protein synthesis of multiple elF4E-bound
: XPOI :
, oncogenic mMRNAs

« Disrupts growth regulation?3

— Increased XPO1 expression promotes sustained cellular proliferation
through increased cytoplasmic localization and expression of master
$argoprowing growth regulators

Cytoplasm

Nuclear Pore

Cargo Proteins Nucleus
(TSPs, oncoprotein
MRNAs, growth

regulators)

1. Selinexor Summary of Product Characteristics. Available at: https://www.ema.europa.eu/en/documents/product-information/nexpovio-epar-product-information_en.pdf, Accessed May 2024; 2. Sun Q, et al. Signal Transduct Target Ther.

2016;1:16010; 3. Tai Y-T, et al. Leukemia 2014;28(1):155-165;
4. O’'Hagan HM, et al. Oncogene 2004;23(32):5505-5512; 5. Kashyap T, et al. Oncotarget. 2016;7(48):78883-78895;
6. Culjkovic-Kraljacic B, et al. Cell Rep 2012;2(2):207-215; 7. Gandhi UH, et al. Clin Lymphoma Myeloma Leuk. 2018;18(5):335-345;
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BOSTON: a Phase 3, global, randomised, open label, controlled study in
patients with multiple myeloma who had received 1-3 prior therapies

-

Patient Population
« RRMM

* Received 1-3 prior therapies

(including bortezomib, carfilzomib,
ixazomib, daratumumab,
lenalidomide, or pomalidomide)

Stratification Factors:

» Prior Pl therapies (yes or no)

* Number of prior anti-MM regimens (1 vs >1)
* R-ISS stage at study entry (Ill vs | or Il)

Primary endpoint: PFS in ITT population

1:1b

0 cycles )

SVd (n=195)
Selinexor QW (100 mg),
bortezomib QW (1.3 mg/m?) and

dexamethasone BIW (20 mg) in
35-day cycles

Vd (n=207) A
Bortezomib SC (1.3 mg/m? cycles
1-8 BIW, cycles 29 QW) +
dexamethasone (20 mg 4x/wk
cycles 1-8; then BIW)in 21-day

Crossover allowed from Vd to Svd
following confirmation of PD by
IRC

Study treatment continued until
PD confirmed by IRC, investigator
or patient decision, or
unacceptable AEs.

AE, adverse event; BIW, twice weekly; IRC, Independent Review Committee; ITT, intention to treat; MM, multiple myeloma; PD, progressive disease; PFS, progression-free survival; Pl, proteasome inhibitor; QW, once weekly;

R, randomised; R-ISS, Revised International Staging System; RRMM, relapsed/refractory multiple myeloma;

SC, subcutaneous; SVd, selinexor/bortezomib/dexamethasone; Vd, bortezomib/dexamethasone.
Grosicki S, et al. Lancet 2020;396(10262):1563—-1573; https://clinicaltrials.gov/ct2/show/NCT03110562.




Mezigdomide

SUCCESSOR-2 Trial:

In May 2026, BMS announced that a Phase 3 study combining mezigdomide,
carfilzomib, and dexamethasone successfully doubled progression-free survival
(18.0 months) compared to standard care alone (8.3 months) in patients with hard-




1. The ubiquitin-proteasome system

{UPS) gs subsiraie profeins for 2. The UPS has multiple E3 ligases

with multiple substrate
recruiters/receptors (SR), e.g. the
cullin-RING ligases (CRLs)

i

Ca
-4

@ m v @ e.g. Cullin 4A CRL complex

with cereblon (CRBN) %%
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Degradation of multiple
‘regular’ substrates
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3. In the presence of CELMoDs such
as mezigdomide, E3 ligase
complexes with cereblon are altered
and degrade different substrates

Mezigdomide binds to cereblon

|

Mezigdomide binding changes cereblon (CRBN)
conformation to recognize different substrates

These different substrates are then
degraded by the proteasome:

@ Ikaros

Alolos

|t Is an oral cereblon E3 ligase

modulator (CELMoD) that is under
clinical investigation. It acts by altering
the conformation of cereblon within the
cullin 4A ring ligase—cereblon
(CRL4CRBN) E3 ubiquitin ligase
complex, thereby recruiting novel
protein substrates for selective
proteasomal degradation. These
include two critical lymphoid
transcription factors, lkaros family
zinc finger proteins 1 and 3 (IKZF1
and IKZF3), also known as lkaros and
Aiolos, which have important roles in
the development and differentiation of
hematopoietic cells, in MM
pathobiology, and in suppressing the
expression of interferon-stimulating
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N
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Minimal Residual Disease (MRD)

Regulatory bodies accross Europe and US agreed upon the inclusion of
MRD- as an optimal end point for new clinical trials

NGF (flow cytometry vs quantitative PCR or novel methods)




Sustained MRD Negativity by Prespecified Subgroups (ITT)

Sustained MRD negativity (107°) >12 months

Sustained MRD negativity (107%) >12 months

VRd D-VRd Odds ratio VRd D-VRd Odds ratio

Subgroup n/N (%) n/N (%) (95% ClI) Subgroup n/N (%) n/N (%) (95% ClI)
Sex : Sex

Male 62/205 (30.2) 131/211 (62.1) ! e 3.78 (2.51-5.68) Male 37/205 (18.0) 96/211 (45.5) e 3.79 (2.42-5.93)

Female 43/149 (28.9) 99/144 (68.8) | e 5.42 (3.29-8.94) Female 29/149 (19.5) 72/144 (50.0) e 4.14 (2.46-6.97)
Age ! Age

<65 years 78/267 (29.2) 180/261 (69.0) : o 5.38 (3.71-7.81) <65 years 47/267 (17.6) 131/261 (50.2) o 4.72 (3.17-7.02)

265 years 27/87 (31.0) 50/94 (53.2) : |—e— 2.53 (1.37-4.64) 265 years 19/87 (21.8) 37/94 (39.4) —e— 2.32 (1.21-4.48)
Race 1 Race

White 93/323 (28.8) 216/330 (65.5) : e 4.69 (3.37-6.52) White 63/323 (19.5) 158/330 (47.9) e 3.79 (2.67-5.38)

Other 12/31 (38.7) 14/25 (56.0) F—e——1 2.02 (0.69-5.88) Other 3/31(9.7) 10/25 (40.0) —e—> 6.22(1.48-26.12)
ISS stage | ISS stage

| 58/178 (32.6) 128/186 (68.8) I e 4.57 (2.94-7.10) I 36/178 (20.2) 93/186 (50.0) e 3.94 (2.48-6.28)

I 35/125 (28.0) 69/114 (60.5) : —eo— 3.94 (2.29-6.78) I 23/125 (18.4) 47/114 (41.2) —e— 3.11 (1.73-5.59)

1 12/50 (24.0) 33/55 (60.0) I —e—» 4.75(2.04-11.05) Il 7/50 (14.0) 28/55 (50.9) —e— 6.37 (2.44-16.60)
Type of MM : Type of MM

lgG 50/185 (27.0) 136/204 (66.7) 1 e 5.40 (3.49-8.35) lgG 31/185 (16.8) 96/204 (47.1) o 4.42 (2.75-7.09)

Non-lgG 31/96 (32.3) 52/78 (66.7) : —e— 4.19 (2.22-7.92) Non-lgG 18/96 (18.8) 43/78 (55.1) —e—» 5.32(2.70-10.50
Cytogenetic risk ! Cytogenetic risk

Standard risk 83/266 (31.2) 183/264 (69.3) : e+ 4.98 (3.45-7.20) Standard risk 54/266 (20.3) 137/264 (51.9) o 4.24 (2.88-6.22)

High risk 20/78 (25.6) 37/76 (48.7) : —e— 2.75 (1.40-5.42) High risk 11/78 (14.1) 23/76 (30.3) —e— 2.64 (1.18-5.90)

Indeterminate 2/10 (20.0) 10/15 (66.7) | —®» 8.00(1.21-52.69) Indeterminate 1/10 (10.0) 8/15 (53.3) 10.29 (1.03-102.75)
ECOG PS score ! ECOG PS score I

0 71/230 (30.9) 150/221 (67.9) : e 4.73 (3.18-7.04) 0 47/230 (20.4) 106/221 (48.0) : e 3.59 (2.37-5.44)

=1 34/124 (27.4) 80/134 (59.7) ! o 3.92 (2.32-6.62) 21 19/124 (15.3) 62/134 (46.3) ! —e—  4.76(2.62-8.63)
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0.1 1 10 0.1 1 10
VRd better D-VRd better VRd better D-VRd better

Sustained MRD-negativity rates were improved with D-VRd + D-R
versus VRd + R across subgroups

21
CP-518454



Minimal Residual Disease-negativity
Rates 10> and 107 (ITT)

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

D-VRd (n = 355 =
100 9 ( ) P 10-5 threshold VRd (n = 354)

90 - B 10-% threshold
80 - 72.1% 74.6% p 10-5 threshold
70 - 65.1% B 10-%threshold

44.9% 46.9%

38.7%

32.5%

Patients with MRD negativity, %

10

End of Up to Up to Up to End of Up to Up to Up to
consolidation 12 months 24 months 36 months consolidation 12 months 24 months 36 months

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

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

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. P 22
values were calculated using the stratified Cochran-Mantel-Haenszel chi-square test. P <0.0001 for all comparisons of D-VRd versus VRd. CP-518454
Figures from Rodriguez-Otero P, et al. Presented at The ASCO Annual Meeting; May 31-June 4, 2024; Chicago, IL, USA.



MRD Conversion During Maintenance for Patients Remaining MRD Positive
at the End of Consolidation

Proportion of patients converting from Proportion of patients achieving sustained
MRD positive to MRD negative MRD negativity
100 7 10—5 | 10—6 © 100 7 10_5 | 10—6
x 90 - | g 90 - |
g 80 4 P =0.0049 | P <0.0001 S 80 - |
> 70 - | s 70 - |
%D 60 - 60,2% i 56,7% gn 60 - P =0.0006 i P <0.0001
g 50 | | S 50 - |
% 40 1 i > 40 - i 31,3%
30 A | £ 30 - |
20 A | 220 - |
| n |
10 - | 10 - |
0 - : 0 - -
D-VRd VRd D-VRd VRd D-VRd VRd D-VRd VRd
(n=88) (n=121) (n=134) (n=155) (n=88) (n=121) (n=134) (n=155)

= During maintenance, conversion to MRD negativity (107°) was doubled, and conversion to sustained MRD negativity was
tripled, with D-R versus R

D-R, daratumumab plus lenalidomide; D-VRd, daratumumab plus bortezomib/lenalidomide/dexamethasone; MRD, minimal residual disease; VRd, bortezomib/lenalidomide/dexamethasone. MRD-
negativity rate was defined as the proportion of patients who achieved both MRD negativity and >CR. P values were calculated using the unstratified Cochran—Mantel-Haenszel chi-square test. Figures from 23
Rodriguez-Otero P, et al. Presented at: The ASCO Annual Meeting; May 31-June 4, 2024; Chicago, IL, USA. CP-518454
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Cilta-cel in lenalidomide-refractory multiple myeloma
(CARTITUDE-4): an updated analysis including overall
survival from an open-label, multicentre, randomised,
phase 3 trial

Hermann Einsele, jesis San-Miguel, Binod Dhakal, Cyrille Touzeou, Xawier Lefeu, Niels WC) van de Donk, Surbhi Sidana, Albert Oriol, Yael C Cohen,
Simon [ Harrison, Maria-Victoria Mateos, Joaguin Martinez-Lopez, Poolo Corradini, Lionel Karin, Diana Chen, Quanlin Li, Tzu-min Yeh,

Katherine Li, Vicki Plaks, Ana Slawghter, Caroling Lonardi, Nina Benachour, Arnob Ghosh, Martin Vogel, Jordan M Schecter, Nikoletta Lendwai,

WA ythili Komerw, Mitin Patel, Enka Florendo, Phoebe Jow Ho, Rokesh Popat
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CARTITUDE-4: Cilta-cel vs SoC in
Lenalidomide-Refractory MM

= Randomized, open-label phase Il trial

Strotified by choice of SoC (PVd/DPd), ISS stoge, number previous fines of therapy

Bridging ” A . _
Adults with MM Therapy® Cilta-cel Infusion D1-112
1-3 prior lines of therapy >1 cvdle md Target: 0.75 x 10¢ Collect safety, efficacy,
(including PI + IMID); (n— = 208) CAR+ T-celis/kg PK/PD data Q28D
lenalidomide refractory; ’ S (n=176" — Follow-up
ECOG PS 0/1; no prior CAR T-
cell or BCMA-targeting therapy
(N =419)

Standard of Care Therapy
Physician’s choice of PVd or DPd until PD
(n = 208)
*Phvysicion's cholos of PVWd or DPd, “As-trested populstion §n = 176); 32 patierts did not receive cita-osd

z = as part of study due 1o PD |0 = 30) or daath (n = 2) durieg bridging therapy)/ mehedeglation.
= Primary endpoint: PFS
= Secondary endpoints: = CR, ORR, MRD negativity, OS, safety, PROs
®* Current analysis after 15.9 mo median follow-up (range: 0.1-27 mo)

San-Miguel NEIM. 2023389335 NCTDA181827.
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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 avidity>

@ 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 PI),
have demonstrated disease progression on the prior therapy and are
refractory to lenalidomide®

Image created by JEJ.
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!
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CAR T-Cell Persistence After Treatment Can Lead to Bone Marrow Failure, Fatal Immune
Collapse in MM

Abstract 2561). ASCO 2026

A case report of a patient with high-risk multiple myeloma who experienced persistent
expansion of nonmalignant CD8+ effector-memory CAR T cells following a single infusion
of ciltacabtagene autoleucel offers lessons for this rare adverse event and the importance
of immunomonitoring following CAR T-cell therapy
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https://urlsand.esvalabs.com/?u=https://t4.email.asco.org/r/?id=h257a03fa,803f62a,3725fe7&cid=DM29508&bid=628753402&e=672f7c66&h=ec9620ad&f=y&p=y&m=4gSKVV09twzL03K
https://urlsand.esvalabs.com/?u=https://t4.email.asco.org/r/?id=h257a03fa,803f62a,3725fe7&cid=DM29508&bid=628753402&e=672f7c66&h=ec9620ad&f=y&p=y&m=4gSKVV09twzL03K
https://urlsand.esvalabs.com/?u=https://t4.email.asco.org/r/?id=h257a03fa,803f62a,3725fe7&cid=DM29508&bid=628753402&e=672f7c66&h=ec9620ad&f=y&p=y&m=4gSKVV09twzL03K
https://urlsand.esvalabs.com/?u=https://t4.email.asco.org/r/?id=h257a03fa,803f62a,3725fe7&cid=DM29508&bid=628753402&e=672f7c66&h=ec9620ad&f=y&p=y&m=4gSKVV09twzL03K
https://urlsand.esvalabs.com/?u=https://t4.email.asco.org/r/?id=h257a03fa,803f62a,3725fe8&cid=DM29508&bid=628753402&e=672f7c66&h=4dec8f92&f=y&p=y&m=4gSKVV09twzL03K
https://urlsand.esvalabs.com/?u=https://t4.email.asco.org/r/?id=h257a03fa,803f62a,3725fe8&cid=DM29508&bid=628753402&e=672f7c66&h=4dec8f92&f=y&p=y&m=4gSKVV09twzL03K
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