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Zellulare Therapie/“Immuntherapie”

Target bcma Target GPRC5D
CAR-T-Zelle: Cilta-cel (Carvykti) CAR-T-Zelle: -
Bispezifische Antikorper: Teclistamab (Tecvayli) Bispezifische Antikorper: Talquetamab (Talvey)

Elranatamab (Elrexfio)
Linvoseltamab (Lynozyfic)
ADC: -
ADC: Belantamab mafodotin
(Blenrep; in Kombination mit
Poma/Dex oder Borte/Dex)

CAR T cell

’; T cell

I

mmmmuﬁ.u;mmm 2020.32:664-71 and Bruns WSC &t al. Front immunol. 2020111155




EHA/EMN Guidelines 2025 - Secondline Therapie

Not treated or sensitive and

|
Not treated or
sensitive to
lenalidomide and
refractory to
bortezomib

|

Preferred regimens
« DaraRd [l, A]
. DaraKd [I Al

Other approved
regimens

* KRd [I, A]

¢ IxaRd [I, A]

¢ EloRd [I, A]

i
Not treated or
sensitive to
lenalidomide and
sensitive to
bortezomib

|

Preferred regimens
* DaraRd [I, A]
« Darakd [, A]
e IsaKd [I_A
Belavd [I, A
BelaPd? [I, A
Other approved
regimens
* KRA [I, A]
* IxaRd [I, A]
« EloRd [I, A]
¢ Selvd [I, A]
PVd? or DaraVd can
be used in the
absence of BelaPd?
or Belavd,
respectively [I, A]

Refractory to
lenalndomld 3
e

bortezomlb

 IsaKd [I, A]

» BelaPd [I, A]
Other approved
regimens

¢ Belavd [I, A]

¢ DaraPd [I, A]

» Selvd [I, A]

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

egimens

Cllta-cel [, AD

o DaraKd [I A]
« IsaKd [I, A]
« DaraPd [ll, B]

}

Previous treatment with antl-CD38 antibodles

bortezomlb

Other approved
regimens

« Selvd [lI, C]

e Kd[V,C]

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

Refractory and
L
= 1
Refractory to Refractory to Sensitive to
nd and lenalidomide
Se DO omib

Preferred regimens

Other approved
regimens

* Belavd [V, C]
« KRd [V, C]

¢ IxaRd [V, C]

¢ EloRd [V, C]

« Selvd [V, C]
«Kd[V,C]

PVd can be used in
the absence of
BelaPd

Dimopoulos MA, Terpos E, et al. Nat Rev Clin Oncol 2025;




Secondline Therapie

DREAMM-7: BelaVd vs DaraVd (Len refr 33%)

/

BVd (N=243)
Median PFS (95% Cl), mo 36.6(284,)

18 months
10+

Hazard ratio (95% Cl): 0.41 (0 31, 0.53). P<0.00001
Median follow-up: 28.2 months (0.10-40.02)

DVd (N=251)
13.4(11.1,17.5)

0.8+

06

..................................................................

Proportion alive and
progression free

0.4- :
; 43%, Median PFS
Median PFS 36.6 months
0.2+ BVd 134onths H— ; +
- BVd
0.0 — Dvd : os (N=243)
" . 1 23 45 6 7 8 91011 121314151617 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 4( Events, n (%) 68 (28) 103 (41)
0. atris : 2
{No. of events) Time since randomization (months) 0S. median
B 250 2000 S5 M 2. R, 1B X B3 150156, 180 147 140 137 139 L4127 1 922 120 1M (95% Cl), months> ' (NR-NR)
DVd 251 230 214 205 194 183 170 155 45 141 132 124 115 107 103 99 G4 Ot A7 &) 78 67 65 6t S 52 M 0 2 2 p 1 HR {95% CI)* 0.58 (0.43-0.79)
(M 9 (27 (79 ) 14 1 ) ¥ OF (101931 IRMPRFANEFE IS MUNEREPRRGTRE Y S DR S ES VAR USTRE LY 8 FA P RO BT R DR 1R RO 00 R TR RV R R DS LT RN RS R DR
\ P value® .00023
ooy ™ 1oy e7(e173)
Hungria V, et al. N Engl J Med. 2024 Aug 1;391(5):393-407; Hungria V, et al. ASH 2024; abstract 772 (oral presentation
36-Month survival 74 (68-79) 60 (54-66)

(95% CI), %




Secondline Therapie

DREAMM-8: BelaPd vs PVd (Len refr 80%, antiCD38 refr 23%)

§ 10 - 12 months Events, n (%) 68 (44) 89 (61)
e—

g 71% Median Median PFS (95% Cl), mornths 32.6(21.1-NR) 12.5(9.1-17.6)
'§ 08 - v Not reached

3 HR (95% C1); Pvalue 0.49(0.350.68); <.001
o

g 06 - 51%

v |

c

©

S 04 W g

= Median +—t

,.] T Tr . 1

= 12.7 months ———+— t t
= 02 -

g — BPd

&

4 —_ PVd

Q 00 -

Al 1 Al T 1 T Al r L) L] i L) L] A 3B L 1 Al LS 1 T L} 2] T L)

01 2 3 45 6 7 8 9 10 1112 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39

No at risk Time since randomization, months
(no_ of events)
135% 130 125 122 117 113 111 100 107 102 97 @ 82 80 17 ™S T2 67 4 W9 ( ] 8 38 ; 25 M W% 19 ] | 0
BRd 9 (10) (11 (T9) (21) (X 28) (20) (37 8) (37) (41) (421 (AT) (A7) (49) (50) (52) (53) (54) (55) | (52) (61) (B1) (B2) (G2} (62 (B2) (62) (62) 162) (62) (82) 1B2) (62) (62) 162) (62)
147 138 123 111 102 9% 92 83 /5 68 59 36 54 51 47 43 40 39 37 30 25 22 22 19 18 18 17 3 1 7 5 4 3 2 7 1 1 1 1 0
Pvd (0) (4) (14) (23) (27) (33) (37) (45) (49) (52) (59) (62) (62) (64) (66) (68) (68) (68) (70) (73) (76) (77) (77) (77) (77) (77) (78) (78) (79) (80) (20) (B0) (BO) (80) (80) (80) (80) (BO) (BO) (80)

Dimopoulos MA, el al. N Engl J Med. 2024 Aug 1;391(5):408-421; Trudel 5, et al. ASCO 2025; oral presenta
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Secondline Therapie — Lenalidomid refraktar

Cartitude-1: Cilta-cel in TCE RRMM (TCR 87%)

Overall population (N=97); median follow-up: 1.3 months

Overall population (N=37); median fellow-up: 1.3 months

100

B0

100 - 100 1 Overall survival
* Progression-free survival
]
= - H
P med. PFS ~ 3 Jahre
g #
] g0
§ © 3
8 ~— |-
£ .
g w4 Median 05 60.7 months
(95% CI, 41.9-NE)
0 10 20 30 40 50 80 70
Maonths since clita-cel intusion i o
Patlents atrisk 97 7 B3 52 T 36 16 1 06 12 B M W B
Manth
32 of 97 (33%) patients were treatment- and progression-free at 25 years T B TR R TR R

Martin T et al . J Clin Oncol 2023;41(6):1265-1274; Voorhs

60

40

Patignts (X

20

0

ORR" 97.9% (95/97)

sCR
B2.5% 81.5 eVOPR
94, 9%

o .

Boit response” s sCR ® VGPR = PR




Secondline Therapie — Lenalidomid refraktar

Cartitude-4: Cilta-cel vs Soc (PomVd or DPd) in early RRMM (len refr, antiCD38 refr 24%)

80 -

60

% surviving without progression

N=208 Ciita-cel;
N=211S0C
1-3 prior lines
30-month PFS
e

Mﬂm A Cilta-cel

59.4%
40
36, %
2% - p ‘vioco pd
om or Dara
HR (95% CI): 0.29 (0.22-0.39); P<0.0001%<
0 T L T T T 3 X ™ T T v T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk monte
Cilta-cel 208 177 172 165 157 150 145 136 132 129 111 65 20 13 5 0O
SOC 211 176 133 116 96 80 74 65 61 52 47 25 12 1 1 0

% alive

No. atrisk
Cita-cel

San Miguel, J et al. N Engl J Med. 2023;389:335-347; Popat R, et al. ASH 2024. Abstract 1032; Mateos MV,

100
30-month OS
| 76.4%
- e } =
80 hon A Mietemusssssssaaunan a Cilta-cel
60 -
sSOC
40—
20
HR (95% Cl): 0.55 (0.39-0.79); P=0.0009%*
0 T T T T T T LS L T ; L L] Ll T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months
208 201 190 183 175 173 171 167 163 )
W Cilla-cal
- ; 105 10-¢
SOC 211 207 196 184 173 163 154 147 137 m soc
OR: 13.3 OR: 28.5
P<0.0001 P<=0.0001
100 “'_'u
DT . 8586
or:7.6° ——
a0 - 3 P<0.0001
[ |
i‘i 50 | 62.0 57.2
£
S 40 37.9
o
18.5 18.6
20 -+ 9.0
{n=208)(n=211) (n=145)n=103%) {n=208}n=211) (n=139){n=102)
ITT Evaluable for MRD* ITT Evaluable for MRD*

=

&
i




Secondline Therapie — Lenalidomid refraktar

PFS fromm CARTITUDE-4

100 ~
==
g o0 s
E — Standard risk, cilta-cel
E ]
g 60 4
= o .
8 High risk, cilta-cel
*
=4 40
g T e
=2
@
5 .o | — @ - High risk, cittacel
E — - — Standard risk, cilta-cel

—&&— High risk, SOC
o —A  Standard risk, SOC

0 3 5} 9 12 15 18 21 24 27 30 33 36 39 42 4‘5
Progression-free survival, months
Patients at risk
High risk, SOC 132 111 79 65 52 42 37 31 28 23 20 7 3
High nsk, cilta-cel 123 106 102 96 92 87 84 76 73 70 55 31 14
Standard risk, SOC O 58 50 47 41 36 35 32 32 29 27 18 9
Standard risk, cilta-cel 69 59 58 57 53 51 49 49 49 49 46 27 9

[Poster 7539: Sidana S, et al. Cilta-cel vs SOC in Patients With RRMM:
CARTITUDE-4 Survival Subgroup Analyses. June 1, 2025; SAM—-12PM CDT]
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Neurotoxicity in earlier vs later lines

There was a lower Incidence and severity of certain Incidence of MNTs was likely lower due to
neuroloxicities in CARTITUDE-4 vs CARTITUDE-1,

patient management strategles implemented
including grade 3/4 delayed neurotoxicities' to mitigate the risk!

Management considerations for delayed neurotoxicities®®

m Bridging Q Monitoring and awareness @ Treatment

Patients, their caregivers, and CAR-T cell Guillain-Barré syndrome: consider IVIG
Using bridging therapy before treatment centres should be educated on treatment and escalation to
CAR?T cel? ln?uslon tF:)yreduce Incidence, signs, and symptoms of plasmapheresis, depending on severity®
disease burden may potentially delayed neurotoxicities®® Peripheral neurcpathy and cranial
lower the risk of neurotoxicity Prompt neurological assessment nerve palsies: consider a short course of

(compared with no bridging)*# should be Initiated following identification systemic corticosterolds, depending on
of signs and symptoms38 seventy and symptom progression




ALC expansion — prophylactic dexamethasone

ALC is an early biomarker for identifying patients

atrisk for MNT and CNP after CAR-T cell thera
help guide closer monito

ring and pre-emptive interventions?
Unrestrained expansion of ALC after CAR-T cell infusion may be associated with ICANS and CRS!

Py and may

Adverse events! Overall survivalt
100
Unrestrained
Restrained | Unrestrained ALC with = Unrestralned

AE, n (%) prophylactic E — Dexprophy| |P <0000t

dex ' das

(n=8) 3 50 Restrained
Any-grade 100 8’ 10‘0
CRS 24 (70.6) 7 {100) ‘( )

° 1 L 1 L

Any-grade S5 9 5 (71.4) 0(0) 0 10 200 30 40
ICANS/MNT : : '

Time (Days)

Expansion of absolute lymphocyte count (ALC) peaks post-CAR.T Infusion:
unrestrained expansion of ALC refers to ALC >Sx10%l post-CAR-T cell Infusion

100% of patients treated with prophylactic dexamethasone did not develop ICANS/Parkinsonism?




EHA/E

MN Guidelines 2025 — Second/subsequent relapse

* Retreatment with an anti-
CD38 antibody  after
disease progression on
this therapeutic class is
not recommended.

o If such a retreatment
strategy is the only option,
it should be started only
after an anti-CD38 anti-
body free interval of 21
year [panel consensus; IV,
C).

At second or subsequent relapse

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

(

« Cilta-cel [1, A)
« Ide-cel [I, A

« BelaPd [I, A

« DaraPd [I, A]
« IsaPd [I, A

« EloPd I, A}

« Belavd (I, A)

Other regimens to
consider if not given
before

« Darakd [I, A)

« IsaKd [I, A)

« Daravd (I, A)

« Kd 1, A)

« Selvd (), A]

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

BCMA-targeted

therapy

« CAR T cells (cilta-cel
and ide-cel) at third
or fourth line (1, A); or
after fourth line [II, B)

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

« ADC (BelaPd) [I, A]

GPRCSD-targeted

therapy

» Bispecific antibody

talquetamab) [II,_P

« Melflufen [1, 8]
« Seld [1l, B]

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

GPRCSD-targeted

therapy

« Bispecific antibody
(talquetamab) (11, B]

BCMA-targeted

therapy

« Bispecific antibodies.
(teclistamab,
elranatamab and
linvoseltamab) (11, B)

Other regimens

« Melflufen [I, B)

« Seld (I, B]

Clinical trials

Dimopoules MA, Terpos E, et al. N¢




MajesTEC-1: Teclistamab in TCE RRMM

Key eligibility Phase 1 Phase 2
criteria:
. Dose Dose

* RRMM escalation expansion
« ECOGPSDor1
« Triple-class v

exposed (P, h

IMiD, anti-CD38 SCKES

mADb)
* No prior

BCMA-directed

therapy

Baseline characteristics, n=165

Extramedullary disease, n (%)
High-risk cytogenetics, n (%)
ISS stage I, n (%)
Prior lines of therapy, median (range)

Refractory status, n (%)
Triple-class refractory

Penta-drug refractory

Trial design and dosing schedule

Primary
endpoint: ORR

Key secondary
endpoints:

D

Teclistamab dosing schedule: QW; option to switch to Q2W after 24
cycles (Phase |) if 2PR or after 6 months (Phase Il) if 2CR?

28(17.0)
38 (25.7)
20(12.3)
5 (2-14)

128 (77.6)
50 (30.3)

Response rates
80 1
ORR®: 63.0 (104/165)
60 4
ES
>CR®:
2 404 <
T .3 2VGPR:
-9
59.4
204
0+

Bestresponse = [l sCR [l CR [l VGPR [l PR

Median time to first response:
1.2 months
Median time to 2CR:
4.6 months

MRD-negativity rate (10~°): 27%

Van de Donk NWCJ, et al. ASCO 2023:abstract 8011; Costa L, et al. HEMO 2024:abstra(

% of patients progression free and alive

% of Subjects Progression Free and Alive

Jor

dor

it 912

Progression-free survival

100
80
60
40 -
20 Median (95% CI)
Overall:11 3 (8 8-16 4)
2CR:26 9 (22 8-NE)
0 T T T T T T T al

1 I T 1
0 3 6 9 12 15 18 21 24 27 30 33
Progression-free survival, months

100 g‘
.
B
.
60 A +
S
a0 4
-~ e
A
o VYTV U
27 Median, mo (95% CI)
=3 prior LOT: 21.7 (13.8-NR)
>3 prior LOT 97 (64-13.1)
0

T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Progression-free Survival (Months)

Subjects at risk
Less Pricr Therapy Lines 43 3t 30 27 26 23 19 18 15 12 7 3 O 0 O
Mcre Pricr Therapy Lines 122 79 63 60 49 47 42 37 34 32 12 7 4 1 0

-===4---- 3 or Less Prior Therapy Lines ---A--- 4 or More Prior Therapy Lines

15
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MagnetisMM-3: Elranatamab in TCE RRMM

Extramedullary disease by BICR,' n (%)

Bone marrow plasma cells, n (%)
<50%

250%
Missing

Prior lines of therapy, median (range)

Prior stem cell transplant, n (%)

Exposure status, n (%)
Triple-class

Penta-drug

Refractory status, n (%)
Triple-class

Penta-drug
Refractory to last line of therapy, n (%)

14

Elranatamab dosing schedule

QW cycles 1-6; Q2W cycles 7+ for patients with 2PR

Baseline characteristics, Cohort A (N=123)

39 (31.7)

89 (72.4)
26 (21.1)

8 (6.5)

5 (2-22)
87(70.7)

1§ {7559

22

118 (95.9)

Response

OFL AT (N OL S0 )

CR N WO

Median time to first response:
1.2 months

Median time to 2CR: 6.1 months

Median follow-up-33.9 months

Lesckhin AM, et al, Nat Med 2023;29:2259.2267; Prince M, et al. ASH 20/
e ——— e e o — e ————
s ———

Progression-free survival
100
m.
B0.
’ i} B 11".
60 A"
50 ! " =t LI
40 T rrerTaen
30
0
10
| Madian PFS, 17.2 manths (05% CI, 0.8.NE)
0 0d 8 B 12 1% 1B 2 M 27 30 33 M 38 4
Monihs
No.strisk 123 78 67 B3 54 48 44 47 39 W 3 24 4 1 |
%ﬁ =
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MonumenTAL-1: Talguetamab in TCE RRMM

Fuerati [ %)

751

Eii

15

Trial design

RP2D 0.4 mg/kg QW SC 7
Prior BEMA-targeting ADC treatment allowed
Prior T-cell redirecting therapy-naive
{n=143; n=21 Phase | and n=122 Phase 1)

RP2D 0.8 mg/kg Q2W 5C
Prior BCMA-targeting ADC treatment allowed
Prior T-cell redirecting therapy-naive
{n=145; n=36 Phase | and n=199 Phase ||)

Prior T-cell redirection (QW and Q2W)
Patients received either 0.4 mg/kg QW or
0.8 mg/kg talquetamakb

(n=51; n=17 Phase | and n=34 Phase 1)

Response rates

z
=
100% ;-
triple-class E
exposed i
69-74% -
triple-class g
refractory g
-

Number at ris

(number censored)  (0)

I Paitial retponde ) Wery good partll redpense () Complete resporma [ SEONGEN GOmplsne 1eponds

7%

(A06/143) i [+
[I037 1548 (BLTE)
sVery good
- partial lﬂ".‘ﬂgﬂﬂd
jpartial
s ——
< R s [
04 migllog onde A wedk group 08 migiog every 3 wetko group Prestous TCR group

Median follow-up: 25.6 months

lﬂﬂ-\\
754 RP2D 0.4 myg/kg OW 5C . AP2D 0.8 mg/kg Q2W SC
50| -
EL.
e N o
15 S -
Median PFS: 7.5 months Maedian PFS: 11.2 moanths
0 I I 1 1 I 1 [ I 1 1 1
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36
Time since first study treatment dose Time since first study treatment dose
{months) {months)
k 143 78 47 ¥ 26 4 1 O 184 88 62 38 4 1 0
@ @) (9 (1) (32) (35 (36) (0) (1) (17) (32) (B1) (64) (65)
Madiam, moint s
(05w I}
Plar e posiane
1= R Ao ped 1304 2=NE)
Z CAR-T
. [ R A - i D 302077y
-g "!‘_\‘ BHACiF AN Bty
-E 50 -' e Ty
aVery good ‘EE R
paatial -3 5=
T =
. TR s B
- Thmwe shnce first study treatment dose imonths)
{ mumibetr censored)
BOMA-dirgcted 55 b} 18 ¥ i a
CAR-T M AR @Ee @sy s (&
BEMA-directed 24 B L 3 ? 0
bispecific antibady (69 @ B 44 ) (5 b

Charl A, et al. M Engl J Med 2022,387-2232-2244; Chan A, el al. Lancet Haematol 2025;12:e268-a281;

'




Bispezifische Antikorper in der Praxis

Managing infections Managing CRS
IMWG guidelines recommend specific measures:! +  Prophylactic tocilizumab may be used to prevent CRS’
+ Antivirals, antibacterials or antifungals
+ Vaccinations
*  Monthly IVIg treatment in patients with IgG concentration

<400 mg/dL Impact of prophylactic tocilizumab on CRS and response’
Impact of prophylactic IVIg on infection? CRS Response
i o (LI 1] _ 1uu .
Obssrrstans grovp | 5% — 100 ORR 82.8%
" . » 80— & (24r29)
E == Grade 2 (n=2) 80+
B E 01 60| mm Grade 1 (n=1)
g e 60+
8 k-]
.E E 6 40 = IE 40 * VGPR 75.0%
£3 r e CRS 10.3% |
E I Wl - _ , 20 - (3/29) 204
o v == » VGPR
~ == PR
e . N N I
Provary piophylass 30 1% ] T 5 n=29 n=29

1. Rodriguez-Otlera P, at al. Lancetl Oncel 2024:25:6205-a216; 2. Franichs KA, el al. Blood Adv 2024:8:195-208; 3. Korst CLBM, et al. Haemasphere 2024:8:a132.
= —— —
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Sequencing

Regular Article

CLINICAL TRIALS AND OBSERVATIONS

Efficacy and safety of cilta-cel in patients with
progressive multiple myeloma after exposure to other
BCMA-targeting agents

Adam D Cohen, Mada Victora Mateon, Yol C Cohen, ' Pauls Rodriguer Otero, ' runo Pava ' Nek W. C J van de Donk

Thomas Martin," Attays Suvanvamnihy ' Kevin C Do Braganca, ' Chastirs Corsale,” Josdan M Schector, Molen Varsos," Wiliam Dersect
Lwel Wang," Martes Vogel, * Tio Rocon,  Xaoyrg XKo" Pacy Mty Brvvgue Zudes, * Morammad Acwm,  Tone Neshewat
ks Pacaud. ' 191 Avt ' and Jesn San Migue!'

100 | Median PFS, months (95% CI)

1 Total 9.1 (1.5-NE)

g0 |t Prior ADC 9.5 (0.99-NE)
! . Prior BsAb (5.3 (0.6-NE)

60 | ' ‘...L

- |
w | . -
& 4 ) I " l
K Ll
20 l | '
0
0 3 6 9 12 15
PFS (months) PR M VGPR M 2CR

Total 20 13 12 8 3 0
ADC-exposed 13 9 9 6 3 0
BsAb-exposed 7 4 3 2 0 0

Recommendations about Sequencing of Modern
Immunotherapy

e Sequencing of the immunotherapies in patients with
RRMM presents challenges; further prospective
studies will provide more insights into this important
issue.

e Currently available data suggest that CAR T cell
therapies might need to be given to eligible patients
before BCMA-targeted ADCs or bispecific T cell
engagers [panel consensus; I, B].

e Bispecific T cell engagers can be effective
immediately after disease progression on CAR T cells,
and talquetamab is possibly the agent with better
outcomes in this setting [panel consensus; V, C].

Dimopoulos MA, Terpos E, et al. Nat Rev Clin Oncol 2025; in press

&
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Sequencing

IMWG consensus recommendations for sequencing

- IMWG consensus recommendations for
immunotherapies in MM!

the referral and management of patients

receiving CAR-T?
BCMA-targeted
T cell-redirecting therapies sef‘"’fgm g:z; ‘;‘f: s“g:;,:g Patients should be referred
should be pursued before ant'i)bo Al e the‘;lienl early for QAR-T cell therapy
BCMA-targeted ADC, where Aol ) to optimise efficacy
g g5 Pt Is eligible for both
the patient is eligible for both

Cilta-cel can be used from first relapse onwards, and is the only CAR-T to be approved in this setting®*

b ansbody-drug congugate: BCMA, B cell makraton anfgen;, IMWG, Infernational Mysioma Working Growp.




NEWS — JNJ-5322 Trispecific

First-in-Human Study of JNJ-79635322
(JNJ-5322), a Novel, Next-Generation
Trispecific Antibody, in Patients With
Relapsed/Refractory Multiple Myeloma:
Initial Phase 1 Results

Rakesh Popat,' Cyrille Touzeau,? Aurore Perrot,’ Sébastien Anguille,* Albert Oriol,* Nicolas Kint,® Jo Caers,’

Monique C. Minnema,® Martin Kaiser,? Hans Lee,? Alfred Garfall," Jeffrey Matous,'? Larysa Sanchez,'® Azra Borogovac,'*
Lionel Karlin,'® Laura Rosinol,'® Wilfried Roeloffzen,'” Saad Usmani,'® Cindy Varga,'® Darren Pan,?° Tadao Ishida !

Pansy Minnick,22 M. Damiette Smit,2* Nikki Daskalakis,?2 Thomas Prior,22 Maria Krevvata,?? Ashley Nguyen,#
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Dual-Targeted Molecule
to Bind Both BCMA and
GPRCS5D

Novel CD3, BCMA, and
GPRCS5D Binding
Domains

CRS, cytokine release syndrome

+ Enhanced myeloma cell targeting
due to “double lock-down” effect
of binding 2 myeloma antigens

* More comprehensive targeting of
myeloma cells

« BCMA-/GPRC5D+,
BCMA+/GPRCSD-, and
dual BCMA+/GPRCS5D+

* Prevention of antigen escape

* Potential to improve
GPRCS5D-related safety profile

 Manageable CRS profile with
only 1 step-up dose needed
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JNJ-5322 Trispecific

Characteristic (?:350) I?I'I‘:;):;)s
Median follow-up, months (range) 11.6 (0.4-186) | 9.3(0.3-25.8)
Median age, years (range) 67.5 (43-87) 64.0 (39-87)
Male, n (%) 22 (61.1) 87 (59.2)
Race, n (%)

White 28 (77.8) 110 (74.8)

Black/African American 1(2.8) 13 (8.8)

Asian 1(2.8) 7 (4.8)

Multiple 2(5.8) 2(1.4)

Unknown/not reported 4(11.1) 15(10.2)
Extramedullary plasmacytomas 21.,% n (%) 3(8.3) 16 (10.9)
High-risk cytogenetics,” n (%) 9 (27.3) 39 (31.2)
ISS stage.“ n (%)

| 19 (52.8) 77 (53.1)

Il 12 (33.3) 50 (34.5)

1 5(13.9) 18 (12.4)
Years since diagnosis,’ median (range) 7.0(09-18.7) | 6.9(0.7-31.9)

Characteristic

All doses

(N=147)

Median prior LOT, n (range) 4.0 (2-11) 40 (1-11)
Exposure status, n (%)
Triple-class® 36 (100.0) 147 (100.0)
Penta-drug’ 15 (41.7) 72 (49.0)
BCMA/GPRCSD exposed 9 (25.0) 29 (19.7)
Prior BCMA 8 (22.2) 26 (17.7)
) Prior GPRC5D 1(2.8) 5(34)
| BCMA/GPRCS5D naive 27 (75.0) 118 (80.3) I
Antibody-drug conjugate 2 (5.6) 7 (4.8)
CAR-T therapy 4(111) 12 (8.2)
Bispecific antibody 6 (16.7) 16 (10.9)
Refractory status, n (%) |
Pl 19 (52.8) 86 (58.5)
IMID 36 (100.0) 136 (92.5)
Anti-CD38 36 (100.0) 138 (93.9)
Triple-class® 19 (52.8) 79 (53.7)
Penta-drug’ 2(5.6) 10 (6.8)
To last LOT 34 (94 4) 132 (89.8)

Data cut-off date: Apeil 15, 2025 RP2D sedected as 100 mg Q4W with ane 5 mg SUD
=1 nonvadated, bone-ndependent leson =2 an Pabants with paraskeletal plasmacylomas were panmadiad bul nol counted as EMD. "HISH or karyolype lasting i n=33 (RP20D) and n=125 (lotal) Delined as ded{1/p), (4, 14)
or 1{14,16) “In n=145 (total). %n n=35 (RP2D) and n=144 (total) *=1 PI_=1 IMD, and 21 anh- CD38 mAb 22 Pls, =22 IMiDs, and 21 anb-CD33 mAb
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Adverse events

Most common TEAES,® n (%)

Hematologic TEAES (210% of total)
MNeutropenia

Thrombocytopenia
Leukopenia
MNznhematoicgic TEAEs (230% of total)
Infections
Jaste-related”
CR
Mall-relateds
Skin (non-rash)?
Hypegammaglobulinemia®

Diarrhea
Fatigue

Parameter

RP2D (n=36) All doses (N=147)

| AnyGrade |  Grade34 |  AnyGrade |  Grade3i4 |
15 (41.7) 11 (30.6) 72 (49.0) 61 (41.5)
16 (44.4) 15 (41.7) 55 (37.4) 52 (35.4)
6 (16.7) 3(8.3) 37 (25.2) 22 (15.0)
8(22.2) 3(8.3) 27 (18.4) 12 (8.2)
5(13.9) 3(8.3) 18 (12.9) 11 (7.5)
29 (80.6) 12 (33.3) 111 (75.5) 42 (28.6)
21 (58.3) NA 85 (57.8) NA
18 (52.8) 0 83 (56.5) 0
22 (61.1) 0 81 (55.1) 0
23 (63.9) 0 73 (49.7) 1(0.7)
10 (27.8) 1(2.8) 53 (36.1) 4(2.7)
11 (30.6) 1(2.8) 49 (33.3) 5 (3.4)
13 (36.1) 3(8.3) 48 (32.7) 4(2.7)

100 mg without prophylactic tocilizumab (n=26)

100 mg with prophylactic tocilizumab (n=20)

Patients wit 18 (69.2) 4 (20.0)
Grade 1 14 (53.8) 4 (20.0)
Grade 2 4(15.4) 0
Grade 3 0 0
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BCMA/GPRCSD exposed BCMA/GPRCSD naive
100.0% 100.0%
27127
100.0 - msCR - ( ) N (8I8)
mCR
m VGPR
80.0 - L 66.7%
(14/21)
55.0% 2CR: .
o 96.3%
x
o 40.0 -
20.0 -
0.0 | 50 ' c{,:‘ ' Wt A i .
50-300 mg 50 mg 100 mg Q4W 300 mg
Q4w (RPZD) Q4w
mFU: 12.2 months mFU: 16.4 months

Data cut-off date. Apnl 15, 2025 RP2D selected as 100 mg Q4W with one 5 mg SUD

Presented bv R Papat at the Furonean Hematoloav Association (FHA) 2025 Hvbnd Conaress Juna 12-15 2025 Milan ltalv

At the RP2D in patients naive to
BCMA/GPRCSD (n=27)
Median follow-up, 12.2
months (range) (7.4-18.6)
Median time to first 12
response, months © 35 2)
(range) = B
Median time to best 59
response, months © 3_'11 1)
(range) ' '
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JNJ-5322 — paradigm shift?

JNJ-5322 100 mg Q4W SC with 1 SUD (2-8 days before first full dose) of 5 mg was selected as the RP2D

JNJ-5322 appeared to have an improved or similar safety profile compared with bispecific antibodies
targeting BCMA/GPRC5D

— Grade 3/4 infection rate of 28.6% with appropriate infection management
— Improved oral TEAE profile, with minimal to no weight loss
— CRS events were low grade with only 1 SUD; prophylactic tocilizumab data support option for outpatient dosing

ORR of 100% (2CR, 70.4%) at the RP2D in patients naive to BCMA/GPRC5D
— 12-month PFS of 95.0% at the RP2D in BCMA/GPRC5D-naive patients

JNJ-5322, a BCMAxGPRCS5D T-cell engaging trispecific antibody, demonstrated manageable safety

and an ORR comparable to CAR-T, with convenient, off-the-shelf, Q4W dosing with 1 SUD
to facilitate outpatient dosing
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Reduction of disease burden
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