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Natural history of plasma cell dyscrasia
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‘Increasing clonal heterogeneity when MM relapses

Bl Cione 1.1
BN Clone 1.2
BN Clone 2.
BN Clone 2.2
Bl Misc

lghgl' I

Plasma Cell Leukemia )

S\ MYC1(8.22)

amp(1q)
del(13)
del(6q)

+ 30 SNV

AT 3 AsnS53Lys

' Patient #8

Keats, Blood 2012; Rasche, Nature Communications 2017



Male patient, born in 1995

W

f\/2021 — MM lambda, SD 3A, ISS 3, SR
- thromboembolic disease
- VTD 4 cycles — ASCT — LEN ongoing

v'August 2023 — plasmocytoma of the manubrium
- radiation therapy

v'"November 2023 — no improvement
- lambda 913 mg/I

K - multiple bone lesions j
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Definition of relapse

Any one or more of the following criteria:
Increase of 25% from lowest confirmed response value in one or more of the following criteria:
Serum M protein (absolute increase must be >0.5 g/dL)
Urine M protein (absolute increase must be =200 mg/24 hours)
In patients without measurable serum and urine M protein levels, the difference between involved and
Progressive uninvolved FLC levels (absolute increase must be >10 mg/dL)
disease? In patients without measurable serum and urine M protein levels and without measurable involved FLC
levels, BM plasma cell percentage irrespective of baseline status (absolute increase must be >10%)
Serum M protein increase =1 g/dL, if the lowest M component was =5 g/dL
Appearance of a new lesion(s), 250% increase from nadir in SPD* of >1 lesion, or 250% increase in the longest
diameter of a previous lesion >1 cm in short axis
>50% increase in circulating plasma cells (minimum of 200 cells/pL) if this is the only measure of disease)

Disease that becomes non-responsive or progressive on therapy or within 60 days of the last treatment in patients

Refractory? _ ,
who had achieved an MR" or better on prior therapy.

Refractory disease in patients who have never achieved an MR with any therapy. These include patients who never
achieve an MR or better, for whom there is no significant change in the M protein concentration and no evidence of
clinical progression.

Primary

refractory?®




2 types of relapses

2 clear scenarios

Fast, symptomatic relapse Slow, asymptomatic relapse

= Rapidly progressing disease = Slowly progressive rise of

= High tumor burden the M-peak

= Organ involvement " Low tumor burden

= HR cytogenetics " LR cytogenetics

= Symptoms = No symptoms

=  Poor PS "= Good PS |

Patients with biochemical avoid
progression only may not need irreversible
immediate therapy organ damage
or disease related
complications
Pron?p.t .tre.atment Observation | P
Initiation

Kumar, Blood 2008; Kumar, Leukemia, 2014; Laubach, Leukemia 2016



Patient evaluation at relapse

Biology Complete blood count
Renal and liver function

Serum and urine paraprotein

Bone marrow Not mandatory but recommended (cytopenias, non secretory
MM)
FISH at physician discretion *
Lytic bone lesions * WBLD-CT (standard)
(conventional X-ray)

MRI (greater details (focal lesions), cord compression)
PET-CT




‘Patient evaluation at relapse

Shift on presentation
v’ Intact Ig to light chain only or non secretory relapse
v' Extramedullary disease

IgA FLC
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Factors to take into account

. AQ‘-E

- Comorbidities

- Performance status
- Bone marrow reserve
- Preference

Duration of prior remission
Disease burden

End-organ function

Standard vs high risk disease

Considerations
for treatment
decisions

Therapy ZEA Socio-

economic

Support system
« Treatment centre accessibility

Response to prior therapy
Toxicity of prior therapy
Time from prior therapy
Clinical trials available




2021 ESMO guidelines — first line H

Treatment ?

Eligibility for ASCT

Induction

First option;
VRd [lI, B]
DaraVTD [I,A]

If first option is not available:

VTD [I, Al
VD [ll, B]

200 mg/m? melphalan [l, A]
followed by ASCT [1, A]

First option:
DaraRd [l, A]
DaraVMP [1, A]
VRd [I, A]

If first option is not available:

VMP [1, A]
Rd [I, A]

‘

‘ Lenalidomide maintenance [l, A] I

Dimopoulos, Ann Oncol 2021



2021 ESMO guidelines — first line H Treatment ?

Eligibility for ASCT

EHA/EMN 2025 guidelines

ELIGIBLE fOR ASCT

Induction (4-6 cycles), first option:
Dara-VRd [, A]
Isa-VRd [, A]

. If first option is not available:

induction First option: Dara-VTD [I, A]

First option: DaraRd [I, A]
VRd [, B]

DaraVTD [I, A]

If first option is not available:

DaraVMP [1, A] VRd '[Il, B]

VRd [l, A]

If first option is not available:

VMP [i, A]

200 mg/m? melphalan [l, A]

VTD [I, A]

VCD I, E] RA LA

followed by ASCT [I, A]
=

Consolidation with same induction regimen [l, B];
Tandem ASCT for high-risk disease [ll, B]

L2
200 mg/m? melphalan [I, A] Maintenance
followed by ASCT 1, A] Rl A]
Dara-R [l, A]

Lenalidomide maintenance [l, A]

Dimopoulos, Ann Oncol 2021; Dimopoulos, Nat Rev Clin Oncol 2025



Factors to take into account

IMPACT OF ADMINISTRATION OF LENALIDOMIDE AND
DARATUMUMAB-BASED REGIMENS AT 1L

Considerations

Administration of lenalidomide and
daratumumab-based regimens at 1L could lead to:

for treatment
decisions
An increasing need for more A growing population of patients
A growing population of Pl-naive || effective options in patients with with MM refractory to anti-
patients at 2L" MM refractory to CD38-based therapies in earlier
lenalidomide'? lines of treatment?

3 1

1L, first line; 2L, second line; d, dexamethasone; D, daratumumab, (NDJMM, (newly diagnosed) multiple myeloma; P, proteasome inhibitor, R, lenalidomide

1. Dimopoulos MA, et al. Ann Oncol. 2021;32:308-322; 2. de Amiba de la Fuente F, et al. Cancers (Basel) 2022;15:155; 3. Kastritis E, et al. Hemasphere
2023.7:2975 37




Goals of treatment

v’ Maximize response (MRD negativity)
and maintain disease control

v’ Delay or prevent disease progression

v’ Balance efficacy with tolerability and

QoL
v’ Prolong PFS and OS




Drugs approved for the treatment of RRMM

—_—

Drugs approved by the EMA for the treatment of

early RRMM (1-3 prior therapies)?

HDAC inhibitor
* Panobinostat

Myeloma cell B “2 e

Monoclonal antibody

+ Daratumumab (anti-CD38)
« Elotuzumab (anti-SLAMF7)
* lsatuximab {anti-CD38)

~N

[ CAR-T
« Ciltacabtagene autoleucel®

| - ldecabtagene vicleucel®

-
Peptide-drug conjugate ]

» Meiphalan flufenamide

XPO1 inhibitor
+ Selinexor

.','o Nucleus
oo ®

Hsiones
Degradation of

BITE
« Elranatamab

« Talquetamab

'

Pl inhibitor

« Techstamab

IMIiD

« Lenalidomide
* Pomalidomide
+ Thalidomide

* Bortezomib
» Carfilzomib
» [xazomib




First relapse

EHA/EMN 2025 guidelines

Second Line anti-Myeloma Therapy
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Lenalidomide-sensitive
or naive &
ezomib refractory

Preferred

Regimens:
DaraRd [, A
DaraKd [I, A

lanlZan \l

el W

e w o, Al

Other
approved
indications:
KRd [I, A
IxaRd [I, A
EloRd [I, A

*In
lenalidomide
exposed
patients only

Lenalidomide-sensitive
or naive &

.

Preferred Regimens:
DaraRd |l, A]
DaraKd [I, A
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_

Other approved
indications:
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IxaRd [I, A
EloRd [I, A]
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PomVd" or DaraVd
maybe used in the
absence of BelaPd" or
BelaVd, respectively
[panel consensus; |, Al

*In lenalidomide
exposed patients only
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refractory &

bortezomib sensitive
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Cilta-cel [1, A

DAl ~A Il
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Lenalidomide
sensitive

v

Preferred
Regimen:

e
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Other
approved
indications:
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KRd [V, C]
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S i

Kd [V, C]

PomVd maybe
used inthe
absence of

BelaPd [panel

consensus, |, Al

Dimopoulos, Nat Rev Clin Oncol 2025



First relapse Lenalidomide-sensitive

POLLUX ASPIRE ELOQUENT2 TOURMALINE
DRd vs. Rd KRd vs. Rd EloRd vs. Rd IRd vs. Rd
Prior LOT 1(1-11) 2 (1-3) 2 (1-4) (1-3)
PFS HR (95% Cl) (o.zc;?chz) (0.5%-609.83) (0.6%-7583) (0.5%7394)
=CR 43 vs. 19% 32 vs. 14% 14 vs. 7% 12 vs. 7%
PFS months 44.5vs. 17.5 26.3vs.17.6 19.4 vs. 14.9 20.6 vs. 14.7

HR PFS of 0.37, the lowest hazard ratio ever seen in a MM trial

Dimopoulos, Blood Cancer J 2017; Siegel, JCO 2018; Mateos, Haematologica 2017; Lonial, NEJM 2015



Fisrt relapse

‘ Lenalidomide-based, POLLUX ‘
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Bahlis, Leukemia 2020



First relapse

EHA/EMN 2025 guidelines

Second Line anti-Myeloma Therapy
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Dimopoulos, Nat Rev Clin Oncol 2025



‘ First relapse ”

Carfilzomib-based

CANDOR IKEMA
DKd vs. Kd IsaKd vs. Kd

Lines of therapy At least 1 At least 1, median 2
0.59 0.54
o)
PFS HR (95% Q1) (0.45-0.78) (0.37-0.82)
PFS, months 28.6 vs. 15.2 35.2 vs. 19.2
. NR vs. NR NR vs. NR
AL R HR 0.67 (0.4-1.1) HR 0.59 (0.31-1.1)
/ \




| First relapse [ Pomalidomide-based

CANDOR IKEMA APOLLO ICARIA
DKd vs. Kd IsaKd vs. Kd DPd vs. Pd IsaPd vs. Pd

Lines of therapy At least 1 At least 1, median 2 At least 1, median 2 At least 2, riedian 3
0.59 0.54 0.63 0.596
o,
PRSI (570 @) (0.45-0.78) (0.37-0.82) (0.47-0.85) (0.43-0.81)
PFS, months 28.6 vs. 15.2 35.2 vs. 19.2 12.4 vs. 6.9 11.5vs. 6.5
PES first relapse NR vs. NR NR vs. NR 14.1vs.12.6
P HR 0.67 (0.4-1.1) HR 0.59 (0.31-1.1) HR 0.70 (0.3-1.6)



First relapse

Other treatment options

ICARIA

IsaPd vs. Pd

OPTIMISMM
Pvd vs. Pd

BOSTON
Selvd vs. Vd

CANDOR IKEMA APOLLO
DKd vs. Kd IsaKd vs. Kd DPd vs. Pd

Lines of therapy

PFS HR (95% Cl)

PFS, months

PFS first relapse

At least 1

0.59
(0.45-0.78)

28.6 vs. 15.2

NR vs. NR
HR 0.67 (0.4-1.1)

At least 1, median 2

0.54
(0.37-0.82)

35.2 vs. 19.2

NR vs. NR
HR 0.59 (0.31-1.1)

At least 1, median 2

0.63
(0.47-0.85)

12.4 vs. 6.9

14.1vs. 12.6
HR 0.70 (0.3-1.6)

At least 2, median 3

0.596
(0.43-0.81)

11.5vs. 6.5

At least 1, median 2

0.61
(0.49-0.77)

11.2 vs. 7.2

20.7 vs. 11.6

At least 1, 1-3

0.70
(0.53-0.93)

13.9vs. 9.5

21
HR 0.62

Pl naive, 29.5 vs. 9.7

HR 025

2 different
modes of action




First relapse H Selinexor

SELINEXOR IS A FIRST IN CLASS ORAL XPO1 INHIBITOR WITH
A UNIQUE MECHANISM OF ACTION

XPO1: MYELOMA CELL

XPO1 is a nuclear export protein that transports nuclear proteins to
the cytoplasm via nuclear pore complexes

XPO1 is overexpressed in many tumour types, including MM

It exports TSPs to the cytoplasm, where they are unable to function
and elevates cytosolic levels of pro-survival proteins

This results in dysregulation of growth signalling and increased
anti-apoptotic signalling

Selinexor:
Blocks XPO1 so that it cannot carry cargo out of the nucleus

TSPs accumulate in the nucleus, causing cell cycle arrest and
apoptosis

Traps oncoprotein mRNA in the nucleus, so they cannot be translated

Mo, Eur J Haematol 2023



First relapse H Other treatment options

A STATISTICALLY SIGNIFICANT IMPROVEMENT IN mPFS WITH
SVd VS Vd INCLUDING IN PI-NAIVE PATIENTS

BOSTON investigated SVd vs Vd in patients with RRMM treated with 1-3 prior therapies

ITT population’
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Number at risk
SVd195 175 135 108 79
Vd207 175 138 111 80

B3 57 45 35 2B 19 9 B 2
66 5 42 35 20 10 ] 3 e
HR (95% Cl) for SVd vs Vd:
0.70 (0.53, 0.93); p=0.0075

Subgroup analyses?

——

svd
{n=47)

1 prior LOT

(n=89)

Median PFS, 21.0 ; 29.5 9.7
mo (95% Cl) (13.2-NR) |(7.3-16.4) | (27.5-NR) | (8.4-23.7) |(24.8-NR) (8.4-17.5)
HR (95% CI); 0.62 (0.41-0.95); 0.29 (0.14-0.63); 0.35 (0.18-0.68);
two-sided p-value 0.028 <0.001 0.002

Improvement in OS (HR, 0.54)

Grosicki, Lancet 2020; Mateos, Hemasphere 2023; Mateos, Eur J Hematol 2024



Drugs approved for the treatment of RRMM

d by the EMA for the treatment of
MM (1-3 prior therapies)?

[ CAR-T
« Ciltacabtagene autoleucel®

| - ldecabtagene vicleucel®

-
Peptide-drug conjugate ]

AMalnhalan #7h iffonamina
« Meiphalan flufenamide

* Panobinostat

( HDAC inhibitor

XPO1 inhibitor
« Selinexor

Monoclonal antibody
+ Daratumumab (anti-CD38)
« Elotuzumab (anti-SLAMF7) f

Pl inhibitor
« Bortezomib
» Carfilzomib
» Ixazomib

* lsatuximab {anti-CD38) IMIiD

« Lenalidomide
+ Pomalidomide
+ Thalidomide




First relapse H Belantamab

Belantamab Mafodotin for BCMA in multiple
myeloma treatment

BCMA Overexpression on Tumor Cells Direct cytotoxic effect
B-cell maturation
antigen
: Multiple
Antibody-drug Belantamab Myeloma Cell
conjugate (ADC) Mafodotin
:'.*\r’v i) P,
{o® N_ \\(? ise
AL
...’ “ADC's toxin *. toxm . b .’ b
(@ v payload release . )
Multiple Belantamab
Myeloma Cell Mafodotin "* |

Cytotoxw agent delivered
inside the myeloma cell

PO
o '\)
OCQ\S\G)

'@

Immune cell activation by
Belantamab-bound BCMA Tumor cell apoptosis



First relapse

Belantamab

DREAMM 7 - Significant PFS Benefit with BelVd vs DVd

Proportion alive and
progression free
(=]
&

(=]
N
i

BVd (N=243) DVd (N=251) \

Median PFS (95% Cl), mo 36.6 (284, ) 13.4 (11.1,17.5)
Hazard ratio (95% Cl): 0.41 (0,31, 0.53); P<0,00001
Median follow-up: 28 2 months (0 10-40 02)

18 months

2 Median PFS
m -

0123456 7 8 910111213 141516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41

— Bvd
s )
0.04 g
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(No. of events)
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DREAMM 8 - Significant PFS Benefit with BelPd vs PVd

Proportion alive and progression free

08
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PES HPd (N=155) Pd (N<147)

' 12 months Events, n (%)
y by & 718 Median Median PFS {95% CI), manths Nit
. = o

S —— Not reached

Y M HiL{95% CI); P value 0.52 (0.37-0.73); <001
N A% T
M o W
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Median VHep—
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0 12 3 45 6 7 8 9 1111213141516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39
Time since randomization, months

7 439 2 6. 4.3 2.2 v 1 [
) (79) (80) (HO) (M) (80) (8O) (BO) (BO) (BO) (BY) (B0) (B0

BPd led to a statistically significant and clinically meaningful reduction in risk of

disease progression or death vs PVd (HR, 0.52; 95% ClI, 0.37-0.73; P<.001)

Hungria, NEJM 2024; Dimopoulos, NEJM 2024



First relapse Belantamab

Dose Modifications Optimize Efficacy vs Ocular Safety

» Median intervals between
1907 @ percent bilateral 20/50 or worse 16 rv doses increased with time on
P | T
% Percent discontinued due 1o KVA or CTCAE ocular events 15 . therapy
—@— Median weeks between doses

+ Longer dosing intervals did not
impact PFSY

-~ Median PFS was not reached
in BPd-{reated patients
(N=03) with 21 dose delay of
212 weeks

* 16.8% of patients experienced
BCVA 20/50 or worse within
the first 3 months of treatment;
prevalence remained low
thereafter, generally
decreasing with time

F2
59
2.2 38 32 b
i " m° 0 l u il B2 = Treatment discontinuations

0

» 13,6 3
o ) € 13

104 1.1 s

10

Patients with occuirence of bilateral 20/50 (or worse), %"
<
..o
Median of average weeks between doses®

a >30£6  6WEI SIS 121515 >15wSB  >1Bes2 SNEM  >UwT  MesN W due to ocular events were low
Time since first belantamab mafodotin dose, months
No of patents on treatment 137 116 103 90 7 59 52 45 3 17 8
No. of patienty yith bimersl 53 14 1 15 8 8 2 5 4 1 0
Median days between doses 285 56 635 84 84 86 84 m 106 84 6225
oul¥: i pptients who iacepiioued. 4 1 2 0 0 0 0 1 0 0

Dimopoulos, EHA 2024, LBA 3440



First relapse ‘ ‘ CAR-T, cilta-cel

Dead cancer $

cel!s... M
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MAI

San Miguel, NEJM 2023; Mateos, IMS 2024



‘ First relapse ‘ ‘ CAR-T, cilta-cel

Treatment of Lenalidomide Refractory (anti-CD38 Naive or Refractory)
Cilta-cel vs SoC (PomVd or DaraPd)

Over a median follow-up of 33.6 months:

N=208 Cilta-cel;

100

N=211S0C
= 0- th
g 1-3 prior lines - méon e
@ 30-month PFS | 76.4%
80— il H )
£ | 47 Asdesemmmsnsssassusse a Cilta-cel
] { i
— 1
= e S |
% 90 A : 2 =9
MAI - 5 AMMAA AAA A Cilta-cel 2 soc
. 159.4% L
= i B
3 40 | 40+
o
£
2 :
2 20 i o ‘ 20
3 { 25.7% © SoC
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24% of patients were refractory to an anti-CD38 mAb

San Miguel, NEJM 2023; Mateos, IMS 2024



First relapse

EHA/EMN 2025 guidelines

Second Line anti-Myeloma Therapy
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Dimopoulos, Nat Rev Clin Oncol 2025



Male patient, born in 1995
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Factors to take into account

Considerations

for treatment
decisions

Relapsed and Refractory Multiple Myeloma

(® Nonresponsive to primary or salvage therapy®’

Triple-class-exposed RRMM: A pooled analysis of LocoMMotion
and MoMMent'

+ 302 patients with RRMM from European and US sites

* Median number of PL: 4 (range, 2-13); 73.5% triple-class-refractory

« Patients received >100 different regimens and the ORR was 31.8% (95% Cl, 26.6-37.4)
+ Median follow-up: 24.3 months

z 1 1007y
!. Median (95% C1) - Median {95% C1)
3 Pooled” 4.1 Pooled 14.5(11.1-17.9)
% LocoMMotion 4.6 (3.9-5.6) 80 LocoMMotion 13.8 (10.8-17.0)
; MoMMent  4.6(3.4-9.0) £ MoMMent  NE (10.5-NE)
g
& >
60 = 60
- =
4 £
~
? 404 s 40
-8 -
" =
z o
2 20 204
]
3
e 5 o
~—r—r—r—r—r—r—r—r—r—— —r—r—r——r—r—r—r—r—r—
0 3 6 9 1215 18 21 24 27 30 33 3 0 3 6 9 12 15 18 21 24 27 30 B 3B
PFS, mo 0S, mo
No.atrisk 302168 92 55 33 22 17 16 12 8 3 1 0 No.atrisk 302 259 210 156 116 98 8 67 5 31 16 3 0

® Progresses within 60 days of last therapy in minimal response achieved patients
or better at some point previously, then progressing in the disease course®®

Gandhi, Leukemia 2019; Weisel, IMS 2023, P325



Factors to take into account

Considerations

for treatment
decisions

CHALLENGES IN SELECTING TREATMENTS AT RELAPSE:
ADVERSE EVENTS BY LINE OF THERAPY

PATIENT CHART REVIEW?: ALL-GRADE COMORBIDITIES AND TOXICITIES
BY MOST RECENTLY COMPLETED LINE OF THERAPY

First line Second line Third line Fourth ling Fifth lins
= n=1.802 n=1,360 L n=1,328 & n=354 Z n=132

60

Patients (%)
&

[t
(=]

[ ‘ [ S|

Peripheral Anaemia Neutropenia Thrombo- URI Deep vein Myalgia Cardiac None
neuropathy cytopenia thrombosis dysfunction

The proportion of patients with toxicities or comorbidities tended to increase with line of therapy.
Both are more likely to affect planned treatment in later vs earlier lines

®Retrospective and cross-sectional review of 4,997 patient charts (1L: n=1,802; 2L: n=1,380; 23L: n=1,815) In Belgium, Germany, taly, Spain, Switzerland, and UK

Decrease in QoL

Yong, Br J Haematol 2016



Later relapses

EHA/EMN 2025 guidelines

At 3¢ and 4“4 line for eligible
patients according to prior lines of
therapy (mainly PI + lenalidomide

exposed/refractory)
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before
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DaraVvd [I A
Kd|l, Al
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_ ar A
A AN LN n]

At second or subsequent relapse

For foulr-class
refractory/exposed patients
(Pls, IMIDs, mAbs against
CD38 and CAR-T or ADC
previously)

For tripJe-class
refractory/exposed patients
(Pls, IMIDs and mAbs
against CD38)

P =
BCMA-targeted therapy )

CAR- LA

m—————=

for patients at 3rd and 4th line; then
[II, B] for patients after 4th line

Talquetamab [ll, B]

Teclistamab [ll, B]
Elranatamab [ll, B}

r==nel consensus; V, C]

L

Soin isanciconsensus; V, C)

BsAbs: Teclistamab [lI, B}
Elranatamab [ll, B]

ADC: Coiaru 1, n
GPRC5D-targeted therap

BsAb: Talquetamab [ll, B]

—_—

CaAainvi M
v prry wey

Clinical trials

Dimopoulos, Nat Rev Clin Oncol 2025



Immunotherapy

CART cell Antibody-drug conjugate’ IgG-like bispecific antibody? BCMA34:-
- Selectively overexpressed
in plasma cells

- Promotes proliferation
and survival of MM cells

8 CARTcel . ‘ﬁé‘ /gﬁ ’
B / 3& | / - }ﬁ GPRC5D*5:

Signaling Hinge . :
domain / Bispecific antibody - Highly and -selectlvely
expressed in MM

CAR scFv
-~ Distribution is similar to
but independent of BCMA

FCRH5E:

- High levels of expression

on MM cells

-~ Normally expressed in
plasma cells only

Adapted from GSK, Mateos 2022



Male patient, born in 1995

A3325704T)

Adobe Stock |

v" Pom-d
v" CAR-T

Mechanism of action’

Treatment ide-ce

e KarMMa-1? KarMMa-3* || CARTITUDE-1% | CARTITUDE4’
col (n=140) (n=254) (n=113) (n=208)
N _ | cilta-cel

Patient =3 prior lines of 2-4 prior lines of
population therapy® therapy
ORR 73% T1%
mPFS, months 88 13.8
mOS, months 19.4 41.44

Tumour cell death

Munschi, NEJM 2021; Rodriguez-Otero, NEJM 2023; Berdeja, Lancet 2021; San Miguel, NEJM 2023

23 prior lines of
therapy2?

97%
34.95
NRA=

1-3 prior lines of
therapy®

85%
NR=
MNR*




Conventional therapy or immunotherapy

LETTER

Ciltacabtagene Autoleucel for
Patients With Triple-class Exposed
Multiple Myeloma: Adjusted
Comparison of CARTITUDE-1 Patient
Outcomes Versus Real-world Clinical
Practice

Delforge, Michel"'; Vekemans, Marie-Christiane”’;
Depaus, Julien®; Meuleman, Nathalie®; Van de Velde,

Ann*% vande Broek, Isahelle”; vandervennet, Sophie®

Van Hoorenbeeck, Sandra® Moorkens, Evelien®:
Strens, Danielle”; Diets, joris'®; Ghilott), Francesca™
Haefliger, Benjamin'; Dalhuisen, Sander'; Deraedt,
wWilliam'™; Anguille, Sébastien™™

Author Information @

HemaSphere 6(12):p e813, December 2022. | DON:
101097/ H59.0000000000000813 &

A
7]
£
:
g
g
o

RWCP Unad

100%

\ —o— Cilta-cel
90% - RWCP Unadjusted
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70% ‘.'
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30%
20%
10% +
I

0% - Nsaenes ve
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Time from Index date (months)
No. still at risk

Citacel 97 94 85 77 74 67 64 63 57 28 17 3 1 1 O
adjusted 145 74 33 19 13 7 4 3 2 1 0

Time to Next Treatment (%)
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o= RWCP Unadjusted
RWCP IPW-ATT

9

12 15 18 21 24 27 30 33 36 39 42

Time from Index date (months)

Overall Survival (%)

RWCP Unad

97 96 91 88 85 81 79 77 71 42 22 6

145 120 84

Unweighted Kaplan-Meier curves — Cilta-cel vs. RWCP — PFS, TTNT and OS

100% -
—— Cilta-cel
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80% - >
70% % e
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\X
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10% wcse L,_l
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Time from Index date (months)
No. still at risk
Cita-cel 2 1 0

44 32 24 W7 6 3 2 1 1 0

Delforge & Vekemans, Hemasphere 2022



Teclistamab Versus Belgian Real-World Clinical
Practice in Triple-Class Exposed Relapsed and
Refractory Multiple Myeloma Patients Using
Adjusted Comparison

TRODULTION RESULTS
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Side effects of myeloma drugs

Eyes
Chalazia [Bertezomib)
Blepharitis [Bortezomib]
Corneal events [BCMA Antibody-drug conjugate]
Cataract [Corticosteroids)

Cardiac

Congestive heart failure [Carfilzomib]

Cardiac arrhythmia [Carfilzomib, Panobinostat)
Acute coronary syndrome [Carfilzomib]
Cardiac chest pain [Carfilzom]

Peripheral nerves

Peripheral neuropathy [Bortezomib, Thalidomide,
Bi-specific T-cell Engagers]

Skin

Rash [IMiDs]
Easy bruising [Corticosteroids]

Shingles [Proteasome inhibitors]

Vascular

Venous thromboembolism [IMiDs, high-dose Dexamethasone]

Musculoskeletal

Aseptic necrosis of joints [Corticosteroids)
Joint infection [Multiple agents]
Osteonecrosis of jaw [Bisphosphonates, Dencsumab)]

Endocrine

Hypo or hyperthyroidism [IMiDs)
Adrenal insufficiency [Corticosteroids)
Hyperglycemia [Corticostercids)
Hypocalcemia [Denosumab)

Cognitive impairment [IM:Ds)
Neurotoxicity [CAR T)

Clovoland
Clinic
52010

Mood changes [Corticostercikds]
Asthenia/Mental status change [Selinexor]

 Pulmonary

Pulmonary hypertension [Carfilzomib]

Respiratory tract infections [Multiple agents, esp. mAbs]
Dyspnea [Carfilzomib, mAbs (Infusion reactions))

Fluid overload [Corticostercids)

Pulmonary embolism [IMiDs]

Renal

Acute kidney injury [Carfilzomib, Bisphosphonates]
Thrombotic microangiopathy [Proteasome inhibitors]
Hyponatremia [Selinexor]

| Gastrointestinal !
Nauseal/vomiting [Oral agents, e.g. Ixazomib, Pomalidomide,
Sefinexor, Panobinostat]

Constipation [Thalidomide]

Gastritis [Corticosteroids)

[Bone marrow

Therapy-related myeioid neoplasm [IMiDs, Alkylating agents)

Anemia [Multiple agents]

Neutropenia [Multiple agents]

Thrombocytopenia [Multiple agents esp. Proteasome inhibitors)
Reticulocytosis [Carfilzemib)

General

Quality of life, Financial toxicity
Fatigue, Pain, Infections




Supportive care and multidisciplinarity

Bone metabolism

Infections

Anemia

Thromboembolic disease

Kidney disease

Bortezomib, ixazomib
IMiDs

Daratumumab
Carfilzomib

Restart biphosphonates with Ca and vitD
Low dose radiotherapy to local bone lesions in case of pain or
imminent fractures.

Proactive management
Vaccinations (flu, pneumococcus)

Caution with EPO (goal Hb < 12 g/dl)

Enhanced with HD corticosteroids, IMiDs, anthracyclins,
immobilization, familial history ...
Use LMWH, full dose warfarin — AAS if no risk factor

Avoid precipitating situations (dehydration, infections,
hypercalcemia, acidosis, NSAIDs)

Monitor PNP

Prevent thromboses

RBC compatibility interferences, IRR = !! Asthma, COPD
Monitor HTA, fluid overload = !! Cardiac comorbidities



Towards cure of MM ?

Dates of EMA approval

2019

D/Isa-VRd
VRd ongoing trials L.
" oy (G5 Health authorities
Rd
(62 mo)
MPT (VMP) CO St
(49 mo) 62 mo
dyrs Syrs Gyrs 7yrs 8yrs OSm

Overall survival PFS

Treatment landscape of NDMM non eligible for ASCT

BRAF |

WEO0E
MEK and BAAF . /A

inhibitors
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. Protensoma inhibitors
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gl
‘ Froieh BEL-2/MEL-1
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St Soi inhibiters
- w g
- "

Mitnchandria

Chemetherapy
v e

MM represents 1.8%
of all new cancer
cases in the US

HOAL inhibitors

MNuclear export mhibitors

Manier, Hemato 2024; Kazandijan, Seminars Oncol 2019
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