To be announced

Housekeeping Notes for Faculty ST @ S 6

meeting
> To minimize the noise level, please turn cell phones to vibrate mode

> Mute your line if you are not speaking or presenting

> Keep your camera on at all times

> You have the ability to use the “raise your hand” option if you want to comment

> |If you cannot comment at a certain moment, you can also use the chat function in Zoom
> Questions from the audience can be asked via the Q&A box

> The chair will manage the questions and address them during the Q&A sessions

> At the end of the meeting, please stay on the line for a quick debrief with the AH team

> Once the countdown has started, Aptitude Health will kick off and introduce the program and

turn over the proceedings to the chair
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. . - To be announced
Functionality and Settings prior to start of

meeting

Ask to Start Video
Chat

8 00 0 0

Make Host

Hide Non-Video Participants

Microphone and Participant and Chat Side-by-Side Mode Ga}"‘i;y . Spge;]I:ehr V:;ew Hide Non-Video Participants
Camera Window In the “View Options” tab (next nhe ulppfzgg” i aC' ) In any camera box, click the 3
Mute and unmute your  Reveal or hide the chat and to the green bar at top of ([Ej%rtr:li% Zit?gn Saase% E::‘li"er white dots in the upper right-
camera/microphone by participant window by screen), select “Side-by-Side View’ vou are alrgad Zeein hand corner, and select “Hide
clicking the icons in the  selecting the corresponding Mode ’ XGaIIery View”})l 9 Non-Video Participants”
lower left-hand corner icons in the bottom toolbar

*Please remember to mute/unmute yourself by clicking the microphone icon in the lower left-hand corner of your screen.
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When not When Use Ask/comment
speaking presenting chat any time
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Welcome and
Meeting Overview

Rafael Fonseca, MD
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Co-Chair Faculty

Rafael Fonseca, MD Hermann Einsele, MD, FRCP Maria-Victoria Mateos, MD, PhD

Mayo Clinic Cancer Universitatsklinikum Warzburg, University of Salamanca, Spain
Center, USA Germany

Co-Chair

'

Philippe Moreau, MD Xavier Leleu, MD, PhD Katja Weisel, MD
University Hospital of Nantes, Hopital La Milétrie, France University Medical Center
France Hamburg-Eppendorf
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Objectives of the Program

Present the current MM treatment landscape and discuss patient
eligibility for CAR T-cell therapy, real-world evidence around earlier
use of CAR T-cell therapy, and treatment options for non—CAR T-
cell candidates

Share key data from recent conferences
that could lead to improved treatment and
management for patients with myeloma

Discuss the role of bispecific antibodies in RRMM
and immunotherapy sequencing across the
current and potential future treatment landscapes

Engage with the faculty in panel discussions
on therapeutic options for the later-line
treatment setting in multiple myeloma

Discuss treatment
strategies for RRMM

Follow interactive presentations and case-based

discussions with your peers on the latest updates
for assessments and treatments for patients with

multiple myeloma after initial therapy

Discuss regional case
studies in late-stage RRMM
with your colleagues

Interact with faculty during a panel
discussion on patient access and regional
challenges for optimal patient care

Explore regional challenges in the treatment of multiple myeloma across Europe
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Agenda Day 2 - Europe

17.00 - 20.00 (Central European Summer Time)/8.00 AM — 11.00 Am (Pacific Standard Time)

Time (CEST)

17.00-17.10 Welcome and Meeting Overview Rafael Fonseca, MD,

10 min Philippe Moreau, MD

17.10-17.30 . . -

20 min Overview of RRMM Treatment: Early Lines of Therapy Philippe Moreau, MD

17.30 - 17.55 . . ,

25 min CAR T-Cell Therapy in RRMM: Impact of Earlier Use and Real-World Data Xavier Leleu, MD, PhD

1755 — 18.20 Treatment Options for Non—CAR T-Cell Candidates

25.min ' * Optimal use of treatment choices in RRMM Maria-Victoria Mateos, MD, PhD
(15-min presentation; 10-min Q&A)

18.2Q -18.30 Break

10 min

18.3Q -19.25 Patient Case Discussion: RRMM Regional case presentation

55 min All faculty

;g.rznfi)n_ [ Future Directions in Therapy for RRMM Maria-Victoria Mateos, MD, PhD

19.55-20.00 Session Close

5 min * ARS questions el boisees, U0
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a Question 1

In which country do you currently practice?
France

Germany

Italy

Spain

Portugal

UK

Scandinavia

Other European region/country
9. Middle East

10. North America

11. Other

©® N DO DN =
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Q Question 2

In the last 12 months, how many patients have you treated using CAR T-cell therapy?
1. <5

6-15

16-25

26-35

=36

o k0D
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a Question 3

True or False: BCMA is the most common antigen targeted by currently approved CAR
T-cell therapies in multiple myeloma.

1. True
2. False
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Q Question 4

What is the primary mechanism of action for CELMoDs?

1.

2.
3.
4

WM

Direct inhibition of the proteasome

Modulating cereblon E3 UL, leading to degradation of signaling proteins
Blockade of BCMA signaling

Activation of immune checkpoint pathways

Global Multiple
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Overview of RRMM
Treatment: Early Lines
of Therapy

Philippe Moreau, MD
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DISCLOSURES

Honoraria & advisory boards:
Janssen, Celgene, Takeda, Amgen, Abbvie, Sanofi,
GSK, Pfizer, BD



Treatment of relapsed and refractory multiple myeloma:
recommendations from the International Myeloma
Working Group

CrossMark

Philippe Moreau, Shaji K Kumar, Jesds San Miguel, Faith Davies, Elena Zamagni, Nizar Bahlis, Heinz Ludwig, Joseph Mikhael, Evangelos Terpos,
Fredrik Schjesvold, Thomas Martin, Kwee Yong, Brian G M Durie, Thierry Facon, Artur Jurczyszyn, Surbhi Sidana, Noopur Raje, Niels van de Donk,
Sagar Lonial, Michele Cavo, Sigurdur Y Kristinsson, Suzanne Lentzsch, Roman Hajek, Kenneth C Anderson, Cristina Jodo, Hermann Einsele,
Pieter Sonneveld, Monika Engelhardt, Rafael Fonseca, Annette Vangsted, Katja Weisel, Rachid Baz, Vania Hungria, Jesus G Berdeja,

Fernando Leal da Costa, Angelo Maiolino, Anders Waage, David H Vesole, Enrique M Ocio, Hang Quach, Christoph Driessen, Joan Bladé,

Xavier Leleu, Eloisa Riva, Peter Leif Bergsagel, Jian Hou, Wee Joo Chng, Ulf-Henrik Mellgvist, Dominik Dytfeld, Jean-Luc Harousseau,

Hartmut Goldschmidt, Jacob Laubach, Nikhil C Munshi, Francesca Gay, Meral Beksac, Luciano J Costa, Martin Kaiser, Parameswaran Hari,
Mario Boccadoro, Saad Z Usmani, Sonja Zweegman, Sarah Holstein, Orhan Sezer, Simon Harrison, Hareth Nahi, Gordon Cook,

Maria-Victoria Mateos, S Vincent Rajkumar, Meletios A Dimopoulos, Paul G Richardson

Lancet Oncol. 2021;22(3):e105-e118.



First relapse

First relapse™

Mot refractory to lenalidomide

v

Refractory to lenalidomide

v

.

Preferred optionst:

DRd or KRd

Alternativess:

DVd, Kd, DKd, Isa—Kd,
IRd, Elo-Rd, PVd,

or SVd (subject to
approval)

If daratumumab,
isatuximalh,

or carfilzomib are not
available: Rd, Vd, VTd,
VCd, orVMP

Preferred optionst:
PVd D-Kd, or lsa-kKd

Alternativest:
DVd or Kd

Other optionss:
KPd, DPd, or IPd

If daratumumab,
isatuximab,
carfilzomib,

or pomalidomide are
not available:

ViCd, Vd, or VMP

Moreau et al, IMWG guidelines, Lancet Oncol 2021




POLLUX: Rd vs Rd-Dara; updated PFS

Ongoing, randomized, open-label, multicenter, phase 3 study in patients with RRMM

(ClinicalTrials.gov Identifier: NCT02076009); N=569

1 prior line

100

80

60+

40-

20+

% surviving without progression

HR, 0.42; 95% ClI, 0.30-0.58; P < 0.0001
O TrT T T T T T T T T T T T
0 3 6 9121518 212427303336 39 42 4548 51

Months

No. at risk
Rd 146132110100 90 78 71 64 60 52 45 40 36 35 30 11 3 0
D-Rd 149137129 123118 113107 103 99 94 89 85 83 79 71 31 7 0

DRd, daratumumab/lenalidomide/dexamethasone; PFS, progression-free survival;
Rd, lenalidomide/dexamethasone; Std, standard

100+

804

60+

40

20+

% surviving without progression

Prior lenalidomide exposure

D-Rd:
Median
38.8 mo

Rd:
Median

HR, 0.38; 95% Cl, 0.21-0.66; P = 0.0004 18.6 mo

0

T L] 1 T 1 T L] T L] 1 T L] T L] 1 T 1

0 3 6 9121518 212427 303336 39424548 51

No. at risk

Months

Rd 50 43 37 31 28 26 23 18 17 14 12 10 9 8 5 1 0 0
D-Rd 50 44 40 39 39 36 36 36 31 29 27 27 22 20 19 5 1 0O

Bahlis NJ, et al. Leukemia. 2020;34(7):1875-1884.



First relapse

First relapse™

.

Mot refractory to lenalidomide

v

v

Preferred optionst:
DRd or KRd

Alternativess:

DVd, Kd, DKd, Isa—Kd,
IRd, Elo-Rd, PVd,

or SVd (subject to
approval)

If daratumumab,
isatuximalh,

or carfilzomib are not
available: Rd, Vd, VTd,
VCd, orVMP

.

Refractory to lenalidomide

Preferred optionst:
PVd D-Kd, or lsa-kKd

.

Alternativest:
DVd or Kd

Other optionss:
KPd, DPd, or IPd

If daratumumab,
isatuximab,
carfilzomib,

or pomalidomide are
not available:

ViCd, Vd, or VMP

Moreau et al, IMWG guidelines, Lancet Oncol 2021




Progression-free survival (%)

Patients at risk

PVd
vd

OPTIMISMM: PVD vs VD; 1st relapse,
Len-refractory patients

Median PFS, months
100 R o
7 (95% CI) HR (95% CI) P Value
—=— PVd 17.84 (12.02-NE)
0.55(0.33-0.94) .0276
9.49 (6.34-16.20)
80
60 -
40
55—
20
0 T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months
64 55 Y| 31 24 19 11 8 5 4 3 1 0 0
65 42 30 20 13 10 6 3 1 1 1 1 1 0

Dimopoulos M, et al. Leukemia 2021;35:1722.



41% reduction in the risk of progression/death and a
13.4-month improvement in median PFS with KdD versus Kd

PFS (%)

Number at risk
(number censored)
Kd group

Kd group (n=154)  KdD group (n=312)

100+
Disease progression or death, n (%) 85
Median PFS, months (95% Cl)
80 Hazard ratio for KdD vs Kd 0-59 (95% C1 0-45-0-/0
Log-rank test p<0-0001
60
40+
median follow-up was 27-8 months
20+
—— Kd group
——KdD group
0 I I I I I I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Time since randomisation (months)
154(0) 120(12) 99(18) 83(22) 69(26) 57(30) 47(32) 44(32) 39(33) 28(43) 4(66) 1(69) 0(69)
105(70) 30(143) 6(166)  0(172)

KdD group

312(0) 279(6) 235(16) 210(25) 189(31) 178(32) 159(39) 146(44) 136 (48)

Usmani et al. Lancet Oncol. 2022 Jan;23(1):65-76



35 IKEMA

Moreau P, et al. Lancet 2021; updated COMY 2022,

Updated PFS (primary endpoint) — IRC assessment (ITT)

1.0
0.9 -
0.8 -
0.7 -
0.6 -

0.4 -
0.3 -+
0.2 -
0.1

Kaplan-Meier estimate

1 .

HR 0.58 (95.4% CI: 0.42-0.79)

—— Isa-Kd
— Kd
+ Censor

Isa-Kd
mPFS: 35.7 months
(95% CI: 25.8-44.0)

Kd
mPFS: 19.2 months
(95% CI: 15.8-25.0)

0.0 | —
0 3 6

Number at Risk

Isa-Kd 179 164 151 136 127 114 108

Kd 123 108 99

9

85

12

73

T
15 1

63

53

8

I
21 24 27 30 33 36 39 42 45 4
Time (Months)

95 88 81 75 72 64 62 50 18 1
43 39 32 29 23 21 16 10 3 2

With 2 additional years of follow-up, Isa-Kd showed the longest PFS on a Pl-based backbone

in the relapsed MM setting, with 42% reduction vs Kd in the risk of progression or death

Cl, confidence interval; d, dexamethasone; HR, hazard ratio; IRC, Independent Review Committee; Isa, isatuximab; ITT, intent to treat; K, carfilzomib; m, median; MM, multiple myeloma;

PFS, progression-free survival; Pl, proteasome inhibitor

22



Myeloma: Second or higher relapse

. 4

Preferred Options
\

« Any first relapse options that have not been
tried

Isa-Pd; Dara-Kd, Isa-Kd, Dara-Pd (based on
bhase 3)

* Elo-Pd, KPd (based on phase 2)

* When dara/ K/ elo not available: PCD, PD

BCMA, B-cell maturation antigen; CAR, chimeric antigen receptor;

DKd, daratumumab/carfilzomib/dexamethasone; DPd, daratumumab/pomalidomide/dexamethasone;
Elo-Pd, elotuzumab/pomalidomide/dexamethasone; Isa-Kd, isatuximab/carfilzomib/dexamethasone;
Isa-Pd, isatuximab/pomalidomide/dexamethasone; KPd, carfilzomib/pomalidomide/dexamethasone;
PCd, pomalidomide/cyclophosphamide/dexamethasone; Pd, pomalidomide/

Dexamethasone; VdT-PACE, bortezomib/dexamethasone/thalidomide/cisplatin/
doxorubicin/cyclophosphamide/etoposide.

or

as backbone + antiCD38 antibody

Moreau P, et al. IMWG Recommendations for RRMM. Lancet Oncol. 2021;22(3):e105-e118.



ICARIA : PFS primary endpoint — IRC assessment

1.0 —
0.9 —
0.8
0.7 7
0.6 —
0.5 T

0.3
0.2 1 p = 0.001 Pd

01 HR = 0.596 (95% Cl, 0.436 to 0.814)

0T—T—T7T— 7T T T T T T T T T T T T T 1
0O 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16

Isa-Pd

PFS (probability)

No. at risk Months
Isa-Pd 154 129 106 89 81 52 30 14 1
Pd 153 105 80 63 51 33 17 5 0

Statistically significant and clinically meaningful improvement in PFS

The European Commission (EC) has approved isatuximab in combination with pomalidomide and dexamethasone (pom-dex) for the treatment of adult patients
with relapsed and refractory multiple myeloma (MM) who have received at least two prior therapies including lenalidomide and a proteasome inhibitor and have . . _
demonstrated disease progression on the last therapy. Please consult your local label for the approved indication in your country. Attal M’ et al. Lancet. 201 9’394(1 0214)'2096 2107.



APOLLO: PFS at a median follow-up of 16.9 months?

12-month PFS rateb

100 =@ |
1
1
8 1
% 80— '
[%2]
2 1
o 1
o) 1
S 60+ |
>
(@]
_‘_C_‘ 1
= 1
> 40+ ! -
@ 1 D-Pd median: 12.4 months
= !
2 |
? 20— i
2 1
HR, 0.63; 95% ClI, 0.47-0.85; : )
P=0.0018 . Pd median: 6.9 months
0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
No. at risk Months

Pd 153 121 93 79 61 52 46 36 27 17 12 5 5 1 0 0 0 0 0
D-Pd 151 135 111 100 87 80 74 66 48 30 20 12 8 5 3 2 2 2 1

*  Median PFS among patients refractory to lenalidomide was 9.9 months for D-Pd and 6.5 months for Pd

Addition of DARA SC to Pd improved PFS, with a 37% reduction

in the risk of progression or death

HR, hazard ratio; Cl, confidence interval. @Intent-to-treat population. ®°Kaplan—Meier estimate. Dl m Op ou | 0s M A et a I ASH 20 20 Ab s 4 1 2 Oral pre s entati on




A Dimopoulos et al. Lancet Haematol 2023;10:e813-24

100 4 —A— Daratumumab plus pomalidomide and dexamethasone group
—-@- Pomalidomide and dexamethasone group
HR 0-82 (95% C1 0-61-1-11); p=0-20
80+
£ 60
(]
=
c
a _________________________________________________________________________________________________________________
= Median 34-4 months (95% Cl 23-7-40-3)
@
& 407
0 Median 23.7 months (95% C1 19.6-29-4)
0 | I | | | | | | | | | | | | | | | |

| |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Time since randomisation (months
Number at risk ( )

(number censored)
Daratumumab plus pomalidomide 151 140 129 119 111 103 97 90 82 77 76 72 62 39 19 9 6 2 2 0
and dexamethasonegroup (0) (3) (6) (7) () (8 (8 (8) (8 (8 (8 (9) (1) (33) (50) (59) (62) (66) (66) (68)
Pomalidomide 153 137 128 117 104 94 85 77 65 61 56 53 45 29 18 12 4 1 1 0
and dexamethasonegroup  (0)  (3) (8) (11) (15) (15) (15) (15) (15) (15) (15) (15) (20) (35) (45) (51) (48) (61) (61) (62)



SECOND-LINE

Previous treatment with anti-CD38 antibodies

}

Not treated or sensitive and Refractory and
I | I 1 1 | 1
Mot treated or Not 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
lenalidemide and lenalidomide and sensitive to bortezomib sensitive to bortezomib
refractory to sensitive to hartezomib bortezomib I
bortezomib bortezomib . I
| | | ; : |
Preferred regimens Preferred regimens Preferred regimens Preferred regimens Preferred regimens Preferred regimens Preferred regimens
= DaraRg [l, A] . DaraRg [I, Al . Ciltazjel [1. Al - Ciltal;gel [, Al . CiltaF—)t(;el [I. A] . Ciltal-jcéel [l, Al = BelaPd [I, A]
e Darakd [I, A] « Darakd [I, A] « Darakd [, A] = BelaPd [I, A] « BelaPd [I, A] « BelaPd [I, A]
o Isakd [I, A] « Isakd [I, A] « Isakd [I, A] « Darakd [I, A] proved 2;;::3; roved
« BelaPd2 [I, A] « Belavd [I, A] « BelaPd [I, A] « IsaKd [I, A] « Belavd [V, C]
Other approved * BelaPd? [, A] Other approvec S e = Selva I, « KRA [V, C]
regimens Other approved regimens e Kd [V, C] = IxaRd [V, C]
« KRd [I, A] regimens » Belavd [I, A] s Belavd [V, C] « EloRd [V, C]
= |xaRd [I, Al « KRd I, Al = DaraPd [I, A] PVd can be used in « Selvd [V, C]
» EloRd [l, A] * |xaRd [l, A] s Selvd [l, A] the absence of o Kd [V. C]
= EloRd [I, Al PVd or DaraVd can BelaPd [V, C] PVd can be used in
= Selvd [, A] be used in the the absence of
PVd?® or DaraVd can absence of BelaPd BelaPd [V, C]
be used in the or Belavd,
absence of BelaPd® respectively [I, A]
or BelaVd,

respectively [I, A]

Dimopoulos, Terpos et al. EHA / EMN guidelines. Nat Rev Clin Oncol. 2025 Sep;22(9):680-700



CARTITUDE-4: Study Design’

Screening SOC arm
Key inclusion criteria: 1:‘_1 _ PVd or DPdab
. Age 218 years randomization
with MM
« 1-3 prior LOT DEVAE . Follow-up
(|nclu$i|ng I.DI + IMiD) Stratified by: _Cllta-'cel Cilta-cel arm
* Lenalidomide + Choice of infusion
refractory PVvd/DPd (Target: 0.75 x 10° Day 1-112:
« ECOG PS <1 + ISS stage CAR+ T cells/kg) Collect safety, efficacy,®
Key exclusion criteria: : E(l;$ber of prior ? ? PK/PD data every 28 days
* Prior CAR-T or Apheresis Lymphodepletion
BCMA-targeting Esta:t of sttudy
therapy Irea ment) ;
oot
T-cell transduction and expansion
Primary endpoint Secondary endpoints
« PFSd + Efficacy: 2CR, ORR, MRD negativity, OS

* Incidence and severity of AEs

aPhysician’s choice. "Administered until disease progression. Efficacy data were collected after Day 112 every 28 days. 9Time from randomization to disease progression/death. AE, adverse
event; BCMA, B-cell maturation antigen; CAR, chimeric antigen receptor; CTCAE, Common Terminology Criteria for Adverse Events; DPd, daratumumab, pomalidomide, and dexamethasone;
ECOG PS, Eastern Cooperative Oncology Group performance status; IMiD, immunomodulatory drug; ISS, International Staging System; ORR, overall response rate; PD, pharmacodynamics; PlI,
proteasome inhibitor; PK, pharmacokinetics; PVd, pomalidomide, bortezomib, and dexamethasone. 1. San-Miguel J, et al. N Engl J Med 2023;389:335-47.

Presented by L Costa at the 67th American Society of Hematology (ASH) Annual Meeting; December 6-9, 2025; Orlando, FL, USA



CARTITUDE-4 : Baseline Demographlcs and
Disease Characteristics

ITT population ITT population
Baseline characteristic Baseline characteristic -
Cilta-cel Cilta-cel
(n=208) {n=208)

Age, median (range), years 615 (27-78) 61.0 (35-80) Cylogenetic high risk, n (%)° 123 (59.4) 132 (62.9)
Male, n (%) 116 (55.8) 124 (58.8) del(17p) 49(23.7) 43 (20.5)
White, n (%) 157 (75.5) 157 (74.4) 1(14:16) 3(14) 7(323)
ECOG PS <1, n (%)22. 207 (99.5) 210 (99.5) i) 30 (14.5) 30 (14.3)
= gainfamp(1a) 29.(43.0) 107 (51.0)
S8 siage n ) 2 or more high-isk cytogenetic features 43 (20.8) 49 (23.3)
: L 192629 del(17p), 1(14;16), or t(4;14) 73 (36.3) 69 (32.9)
! F0(288) 5o (09 Triple-class! exposed, n (%) 53 (25.5) 55 (26.1)
mn 12 (5.8) 14 (6.6) Penta.druge exposed, n (%) e T
Bone marrow plasma cells =60%,°n (%) 42 (20.4) 43 (20.7) Refractory status, n (%)

I Presence of soft tissue plasmacytomas,” n (%) Ak 35 (16.6) I Triple-class refractory’ 30 (14.4) 33 (15.6)
Years since diagnosis, median (range) 3(0.3-18.1) 3.4(04-221) Bortezomib 55 (26 4) 1 (227)
Prior LOT, median (range) 2(1-3) 2 (1-3) Pomalidomide 8 (38) 9(43)

1 prior LOT, n (%) 68 (32.7) 68 (32.2) | Daratumumab 48 (23.1) 45 (21.3)
2 or 3 prior LOT, n (%) 140 (67.3) 143 (67.8) Any Pl 103 (49.5) 96 (45.5)




Long-term CARTITUDE-4 Update (34 months): Cilta-cel
Maintained Significant Improvement in Progression-free Survival

100 ~Pepy Median follow-up 33.6 months

T 30-month PFS

80 — T e
60 -
“ Cilta-cel

40 —

20

% surviving without progression

HR (95% CI): 0.29 (0.22-0.39); P<0.00012-

0 T T T T T T T T T

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

No. at risk
Cilta-cel 208 177 172 165 157 150 145 136 132 129 111 65 29 13 5 0
SOC 211 176 133 116 96 80 74 65 61 52 47 25 12 1 1 0

~70% reduction in the risk of progression or death in patients who received cilta-cel

and mPFS has not been reached

aConstant piecewise weighted log-rank test. PHR and 95% CI from a Cox proportional hazards model with treatment as the sole explanatory
variable, including only PFS events that occurred >8 weeks post randomization. °Nominal P-value.
Cilta-cel, ciltacabtagene autoleucel; HR, hazard ratio; mPFS, median progression-free survival; SOC, standard of care.

Presented by M-V Mateos at the 21st International Myeloma Society (IMS) Annual Meeting; September 25-28, 2024; Rio de Janeiro, Brazil



CARTITUDE-4: PFS by Prior Line of Therapy

* Cilta-cel improved PFS vs SOC whether patients had 1 or 2-3 prior LOT

Progression-free survwal by treatment and number of prior lines in the ITT set

h-u—.l add Cilta-cel arm, 2-3 prior LOT
- soc arm, 1 prior LOT

=
U
=
G
o
=
-]
]
w
=
-
=
o
n
m
[
&0
o
ey
o
v
-
=
Q
=
]
o

é Eli 1|2 ‘1|5 1IB 2|‘1
Progression-free survival, months
Mo. at risk
Cilta-cel arm, 1 prior LOT 68 61 58 56 43 28 16
Cilta-cel arm, 2-3 prior LOT 140 116 114 110 98 66 29

SOC arm, 1 prior LOT &8 &0 52 35

50Ca rm, &= p ior LOT




CARTITUDE-4: Key Subgroup Analysis (ITT)

Hazard ratio and 95% CI

Hazard ratio®
(95% CI)

<Favor cilta-cel arm Favor SOC arm >

Number of lines of prior therapy

1 H—
20r3 1
ISS staging®
| H—
] -
------------ == e e el
Presence of soft tissue
plasmacytomas
Yeg ——
No -
Tumor burden
Low e
Intermediate e
High He—

0.35 (019, 0.66)
0.24 (0.16, 0.37)

0.30 (0.19, 0.48)
0.21(0.11, 0.42)
0.33{0.41,0.95)

0.39(0.21, 0.75)
0.22 (0.14, 0.34)

0.27 (0.17, 0.44)
0.26 (0.12, 0.56)
0.27(0.13, 0.56)

Hazard ratio and 95% CI
<Favor cilta-cel arm Favor S0C arm =

Hazard ratio®
(95% CI)

Cytogenetic risk at study entry
High riske.
Any of 4 markers abnormal o 0.25 (0.16, 0.38)
At least 2 of 4 markers abnormal H— 033(0.17,0.64)
Excl. gain/amp{1q) re— 0.26 (0.15, 0.45)
~Standard fisic - e 0:40°(0:21; 0.77)
Refractory to
Pl + IMID . 0.24 (0.14, 0.38)
| Anti-CD38 + IMiD e 0.26 (0.14,050) |
Pl + anti-CD38 + IMID b 0.15 (0.05, 0.39)
Last line of prior therapy e 0.27 (0.19, 0.39)
Prior exposure to
[ Daratumumab Fot 023(0.12.044) |
Bortezomib . 0.27 (0.19, 0.39)
Bortezomib and daratumumab - 0.24 (0.12, 0.46)



34-Month Update of CARTITUDE-4: OS Was
Significantly Prolonged With Cilta-cel vs SOC

Overall Survival?

100
i 30-month rate, 95% CI
| ~ g i 76.4% (70.0-81.6)
80 A7 dr—————na s Cilta-cel
2 :
q; — 1
2 60 :
© i SoC
‘g ' 63.8% (56.9-69.9)
£ 40 |
o | Cilta-cel SocC
; (N=208) (N=211)
20 7 Median OS (95% Cl), months | NR (NE-NE) | NR (37.8-NE)
| HR (95%Cl); P-valueb 0.55 (0.39-0.79); 0.0009>
0 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
Overall survival, months
No. at risk

Cilta-cel 208 201 190 183 175 173 171 167 163 159 146 93 44 24 9 O

Standard care 211 207 196 184 173 163 154 147 137 133 127 71 35 13 4 0
“ToAT"C Cilta-cel T SOC

aMedian follow-up, 33.6 months. ®P-value, 0.0009, crossed the prespecified boundary of 0.0108 as implemented by the Kim-DeMets spending function with parameter=2.
Cilta-cel, ciltacabtagene autoleucel; HR, hazard ratio, mOS, median overall survival; NE, not estimable; NR, not reached; OS, overall survival; SOC, standard of care.
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PFS and OS in Patients With High-Risk
and Standard-Risk Cytogenetics (ITT)

CARTITUDE-4 ITT population 100+

2 1007
o5 33.6 months median follow-u
g PFS' P os’
= ] L~ L Coa- -, Standard-risk cyto, cilta-cel
-g 80 8 —_:';_b: _ ) ) 801 Sl —___.*|“an .
g -_1..-{‘ ——————— nenms “_Sia‘_rldard-rlsk cyto, cilta-cel N High-risk cyto, cilta-cel
£ 601 ) g 60- o VPO
& - 2 gme Standard-risk cyto, SOC
5 Namesse.  High-risk cyto, cilta-cel ® v
@ nnee oo i) ® High-risk cyto, SOC
8 407 “hes, , § 401
95,, ..... Standard-risk cyto, SOC 2
AN A ©
g_ 30-month rate o 30-month rate
£ 207 standard-risk cyto High-risk cyto o9 High-risk cyto, SOC 207 standard-risk cyto High-risk cyto
_E Cilta-cel 71.0% Cilta-cel 52.3% Cilta-cel 79.7% Cilta-cel 75.5%
© SocC 43.2% socC 17.5% SOC 69.6% SOoC 62.1%
& (o{HR _ 043 HR_ 038 L 0{_HR 0.62 HR 0.54
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45
PFS, months 0S, months
Patients at risk Patients at risk

High risk, SOC 132130126116110103 96 91 84 81 75 38 14 6

High risk, cilta-cel 123121115111105103102 98 95 93 83 50 23 14
Standard risk, SOC 70 69 62 61 57 55 54 52 49 48 48 29 18 5
Standard risk, cilta-cel 69 65 61 59 57 57 56 56 56 55 52 35 13 5

High risk, SOC 132111 79 65 52 42 37 31 28 23 20 7 3

High risk, cilta-cel 123106102 96 92 87 84 76 73 70 55 31 14
Standard risk, SOC 70 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

N s N O
-~ aNnoOo
o ocoo
N W oo
o ooo

In CARTITUDE-4, cilta-cel improved PFS and OS in prespecified subgroups

with standard- and high-risk cytogenetics'

1. Sidana S, et al. J Clin Oncol 2025;43:7539.
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CARTITUDE-4: PFS and OS in Patients
With Standard-Risk Cytogenetics (As-Treated)

PFS 0s

30-month PFS 30-month OS
1

100+ 100 !
_‘_‘_‘“‘—\_‘_ : 1 87.3% CARTITUDE-4 std risk
1

80.5%  CARTITUDE-4 std risk

~
a
~
a

Patients alive, %
()]
o

N
o

Patients progression free
and alive, %
[9)]
o
N
g

0 T T T T T T T T T T T T T T T 0 T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Months No. at risk Months
C-4stdrisk 59 58 57 54 51 49 49 49 49 45 25 15 2 2 0 O C-4stdrisk 59 58 57 55 55 54 54 54 53 50 29 19 4 2 0 0

80% of CARTITUDE-4 patients with standard-risk disease who received cilta-cel as study
treatment remained progression free and off treatment at 30 months
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CARTITUDE-4: CRS and CAR-T Cell-Related
Neurotoxicity

As-treated patients (n=176) In the cilta-cel as-treated population:

Median | \° tian » 30 patients had non-ICANS neurotoxicities®
Grade | timeto durati Resolved, . ;
3/4 onset, D - - 16 cranial nerve palsies (14 recovered)

days days

Any grade

- 5 peripheral neuropathies
- 1 MNT (grade 1)

- Patient was refractory to DPd bridging therapy and had
ICANS 8 (4.5) oe grade 2 CRS after cilta-cel infusion (risk factors for MNTS)

CRS 134(76.1) 2(1.1)
Neurotoxicity? 36 (20.5) 5(2.8)

Othere 30017.00  4(@23) » Lower incidence and severity of CRS, ICANS, MNTs, and some
Cranial cytopenias® observed with CARTITUDE-4 vs CARTITUDE-1

¢ 16091 2(1.0)
nerve palsy - Cilta-cel may be better tolerated when used earlier in

Peripheral 5(2.8) 1(0.6) treatment

neuropath
— - Effective bridging therapy enables better control of tumor
MNT 10.6) L burden prior to CAR-T infusion

- MNTs were lower likely related to patient management
strategies implemented to mitigate this risk




Long-term CARTITUDE-4 Update (34 months): Safety
Profile Consistent With Previous Analysis

Infections

Treatment-emergent infections, %

Cilta-cel

(n=208)

Cilta-cel SOC

All grade 63.5 76.4
Grade 3/4 28.4 29.8
Deaths due to TE- and non-TE infections, n 16 17
In first year, n 13 8
2 8

In second year, n

(n=208) (n=208)
SPMs, n (%) 24 (11.5)
Hematologic 7 (3.4) 1(0.5)
MDS, n 4 0
Progressed to AML, n
AML, n

Peripheral T-cell lymphoma, n

Cause of Death c(:::;'(;:se)l (ns=g(c):8)

Deaths, n 50 82
Due to progressive disease 21 51
Due to TEAE 12 8

* Both arms had grade 3/4 TEAE around 97%; most frequently cytopenia

alncludes 3 new cases of MDS and 1 new case of T-cell lymphoma for the cilta-cel arm and 1 new case of EBV-associated lymphoma for the SOC arm.
AE, adverse event; AML, acute myeloid lymphomay; cilta-cel, ciltacabtagene autoleucel; CNP, cranial nerve palsy; EBV, Epstein-Barr virus; MDS, myelodysplastic syndrome; MNT, movement and
neurocognitive treatment-emergent adverse event; TE, treatment-emergent; TEAE, treatment-emergent adverse event; SOC, standard of care; SPM, second primary malignancy.

2
1
2
0

EBV-associated lymphoma, n

* New cases of SPM since previous report?
- Cilta-cel, n=18
- 80C, n=10

* No new cases of cranial nerve palsy or MNT for the cilta-cel
arm since the previous report?
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Phase 3 Randomized Study of Teclistamab Plus
Daratumumab Versus Investigator’s Choice of
Daratumumab and Dexamethasone With Either
Pomalidomide or Bortezomib (DPd/DVd) in Patients
With Relapsed Refractory Multiple Myeloma (RRMM):
Results of MajesTEC-3

Maria-Victoria Mateos,! Nizar J. Bahlis,2 Aurore Perrot,? Ajay K. Nooka,* Jin Lu,® Charlotte Pawlyn,%” Roberto Mina,?
Gaston Caeiro,® Alain Kentos,'? Vania Hungria," Donna Reece,’2 Ting Niu,'® Anne K. Mylin,'* Charlotte Toftmann Hansen,® https://www.congresshub.com/ASH2025/Oncoloy

Raphael Teipel,'® Britta Besemer,'” Meletios A. Dimopoulos,'3'® Elena Zamagni,2%2! Satoshi Yoshihara,?2 Kihyun Kim,2 Ul A B
Chang Ki Min,2* Paul Geerts,?® Elena Van Leeuwen-Segarceanu,?® Agata Tyczynska,?” Juan Luis Reguera Ortega,?? uip@Rebb ki

information for individual reference, and the

Magnus Johansson,?® Markus Hansson,3® Mehmet Turgut,3' Mark Grey,32 Surbhi Sidana,3? Paula Rodriguez-Otero,3* information should not be altered or

reproduced in any way.

Joaquin Martinez-Lopez,3* Hamza Hashmi,3® Robin Carson,?” Rachel Kobos,38 Weili Sun,3 Kristen Lantz,3” Anne Seifert,*°
Deborah Briseno-Toomey,*! Lisa O’Rourke,3” Maria Rubin,3¢ Diego Vieyra,*” Lijuan Kang,® Luciano J. Costa*?

Hospital Universitario de Salamanca, Instituto de Investigacion Biomédica de Salamanca, Instituto de Biologia Molecular y Celular del Cancer (Unlversldad de Salamanca-Consejo Superior de Investigaciones Cientificas), CIBERONC,
Salamanca, Spain; 2Arnie Charbonneau Cancer Institute, University of Calgary, Calgary, AB, Canada; 3Universite de Toulouse, Centre Hospil Uni itaire, Service d’'H ie, IUCT Oncopole CRCT, Toulouse, France; “Emory
University, Winship Cancer Institute, Atlanta, GA, USA; 5Peking University People’s Hospital, Peking University Institute of Hematology, National Clinical Research Center for Hematol ogic Disease, Beijing, China; 6The Royal Marsden
NHS Foundation Trust, London, UK; "The Institute of Cancer Research, London, UK; 8AOU Citta della Salute e della Scienza di Torino, University of Torino, Torino, Italy; ®Hospital Privado Universitario de Cérdoba — Instituto
Universitario de Ciencias Biomédicas de Cordoba; '°Hépital de Jolimont, Haine-Saint-Paul, Belgium; "'Clinica Sdo Germano, Sao Paulo, Brazil; '2Princess Margaret Cancer Centre, Toronto, ON, Canada; '*West China Hospital, Sichuan
University, Chengdu, China; “Rigshospitalet, Copenhagen, Denmark; '*Odense University Hospital, Odense, Denmark; "®Medizinische Klinik und Poliklinik | Universitatsklinikum Carl Gustav Carus an der Technischen Universitét
Dresden, Dresden, Germany; '"University Tubingen, Tibingen, Germany; '8National and Kapodistrian University of Athens, School of Medicine, Athens, Greece; '°Korea University, Seoul, South Korea; 22IRCCS Azienda Ospedaliero-
Universitaria di Bologna, Istituto di Ematologia “Seragnoli,” Bologna, Italy; 2'Universita di Bologna, Bologna, Italy; 22Hyogo Medical University Hospital, Nishinomiya, Japan; 2Department of Medicine, Sungkyunkwan University School of
Medicine, Samsung Medical Center, Seoul, Korea; 2*Seoul St. Mary's Hospital, The Catholic University of Korea, Seoul, Korea; %lsala Klinieken, Zwolle, The Netherlands; 26St. Antonius Hospital Nieuwegein, Nieuwegein, The
Netherlands; ZMedical University of Gdansk; Department of Hematology and Transplantology, University Clinical Center, Gdansk, Poland; 28University Hospital Virgen del Rocio, Instituto de Biomedicina de la Universidad de Sevilla,
Seville, Spain; ?Medicinkliniken, Sunderby Sjukhus, Lulea, Sweden; %Sahlgrenska University Hospital, Géteborg, Sweden; 3'Ondokuz Mayis University, Samsun, Turkey; 32The Lancashire Haematology Centre, Blackpool Teaching
Hospitals NHS Foundation Trust, Blackpool Victoria Hospital, Blackpool, UK; 33Stanford University School of Medicine, Palo Alto, CA, USA; 34Cancer Center Clinica Universidad de Navarra, University of Navarra, Pamplona, Spain;
35Hospital 12 de Octubre, i+12, Universidad Complutense, MIC, Centro Nacional de Investigaciones Oncolégicas, CIBERONC, Madrid, Spain; ®Memorial Sloan Kettering Cancer Center, New York, NY, USA; 37Johnson & Johnson,
Spring House, PA, USA; 3Johnson & Johnson, Raritan, NJ, USA; 3%Johnson & Johnson, Los Angeles, CA, USA; “°Johnson & Johnson, High Wycombe, UK; 4'Johnson & Johnson, Yorba Linda, CA, USA; “2University of Alabama at
Birmingham, Birmingham, AL, USA.
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MajesTEC-3: Phase 3 Study Design

Key inclusion criteria Primary endpoint
+ RRMM Tec-Dara + PFS per IRC
» 1-3 prior LOTs including a Pl and lenalidomide N=291 Ke .
. . f y secondary endpoints
— Patients with only 1 prior LOT must SC dosing following Dara schedule [IREESe P Ro -0

have been lenalidomide refractory per 1:1 L .
IMWG criteria VP randomization c ggD negativity (10-5)
. = N=587 .
ECOG P score o702 DPd/DVd * MySIm-Q Total Symptom score
Key exclusion criteria 22 Oct 2021 to .
. . 29 Sept 2023P N=296 (266/30) Other secondary endpoints
* Prior BCMA-directed therapy by Investigator’s choice® + Safety

* PK and immunogenicity

* Refractory to anti-CD38 mAbs?

@ Tec1.5mglkg

@ Tec3mglkg Cycle 1 QW Cycle 2 QW Cycle 3-6 Q2W Cycle 7+ Q4W
O Dara 1800 mg D1 D2 D4 D8 D15 D22 D1 D8 D15 D22 D1 D8 D15 D22 D1 D8 D15 D22

SC dosing aligned with Dara schedule, with monthly dosing after 6 cycles;
steroid sparing after Cycle 1 Day 8

aPrior exposure to anti-CD38 mAbs was permitted. °During the COVID-19 pandemic. °DPd/DVd were administered per the approved schedules. 9Response and disease progression were assessed by
a blinded IRC per IMWG criteria. ®Dexamethasone, acetaminophen, and diphenhydramine premedication was required for the first 2 weeks; subsequent dexamethasone was not required thereafter.
Patients received SUD of 0.06 mg/kg and 0.3 mg/kg on Days 2 and 4, respectively.

CR, complete response; DPd, daratumumab, pomalidomide, and dexamethasone; DVd, daratumumab, bortezomib, and dexamethasone; ECOG PS, Eastern Cooperative Oncology Group
performance status; IMWG, International Myeloma Working Group; IRC, independent review committee; MRD, minimal residual disease; MySIm-Q, Multiple Myeloma Symptom and Impact
Questionnaire; ORR, overall response rate; Pl, proteasome inhibitor; PK, pharmacokinetics; QW, weekly; Q2W, every 2 weeks; Q4W, every 4 weeks; SC, subcutaneous; SUD, step-up dosing.
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MajesTEC-3: Baseline Demographic and
Disease Characteristics

Tec-Dara DPd/DVd Tec-Dara DPd/DVd
isti Characteristic
Characteristic (n=291) (n=296) _ (n=291) (n=296)
Age

Baseline ECOG PS score, n (%)

Median (range), years 64 (36—88) 63 (25-84) 0 167 (57.4) 160 (54.1)
1 108 (37.1) 127 (42.9)
>75 years, n (%) 31 (10.7) 25 (8.4) > 16 (5.5) 9 (3.0

Sex, n (%) ISS stage, n/N (%)

Male 156 (53.6) 169 (57.1) | 182 (62.5) 185 (62.5)
Female 135 (46.4) 127 (42.9) I 85 (29.2) 88 (29.7)

Race, n (%) [ 24 (8.2) 23 (7.8) [
White 190 (65.3) 194 (65.5) BMPCs >60%, n/N (%) 28/286 (9.8) 24/293 (8.2)
Asian 68 (23.4) 63 (21.3) l;[::;”accit%f;z?;'s(;‘)e 41 (14.1) 41(13.9)

Black or African American 13 (4.5) 20 (6.8) Extramedullary plasmacytomas 14 (4.8) 17 (5.7)
Other? 20 (6.9) 19 (6.4) [High-risk cytogenetics® n/N (%) 104/285 (36.5) 104/294 (35.4) |

Baseline demographics well balanced and reflective of patients seen in real-world practice

a“Other” includes Native Hawaiian or Pacific Islander (Tec-Dara, n=1 [0.3%]; DPd/DVd, n=0; total, n=1 [0.2%]), American Indian or Alaska Native (Tec-Dara, n=0; DPd/DVd, n=1 [0.3%]; total, n=1
[0.2%]), not reported (Tec-Dara, n=14 [4.8%]; DPd/DVd, n=16 [5.4%)]; total, n=30 [5.1%]), and unknown (Tec-Dara, n=5 [1.7%]; DPd/DVd, n=2 [0.7%]; total, n=7 [1.2%]). ®Maximum value from bone
marrow biopsy or bone marrow aspirate was selected if both results were available. °Presence of 21 of del(17p), t(4;14), or t(14;16).

BMPC, bone marrow plasma cell; ISS, International Staging System.
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MajesTEC-3: Prior Lines of Therapy

5
Prior LOTs Prior therapy exposure, n (%)
Median (range), n 2 (1-3) 2 (1-3) PI 290 (99.7) 296 (100)
1 prior LOT 108 (37.1) 114 (38.5) IMiD 291 (100) 296 (100)
2 prior LOTs 134 (46.0) 134 (45.3) Anti-CD38, n (%) 15 (5.2) 16 (5.4)
3 prior LOTs 49 (16.8) 48 (16.2) Refractory status, n (%)
Prior transplantation, n (%) 210 (72.2) 226 (76.4) To last prior LOT 250 (85.9) 251 (84.8)
Any PI 117 (40.2) 104 (35.1)
* 5% of patients were Dara exposed Any IMiD 247 (84.9) 253 (85.5)
« In real-world data sets, 70% of patients in 2L are Lenalidomide 240 (82.5) 251(84.8)
Double (Pl and IMiD) 99 (34.0) 88 (29.7)

Dara naive or exposed

Median of 2 prior LOTs and >85% of patients were refractory to an IMiD

2L, second-line; IMiD, immunomodulatory drug.
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MajesTEC-3: PFS (Primary Endpoint)

< 100
c
]
@ 80
o
S
5 60
-t
=
]
£ 40
3
o
c
s 20
<
@

0
No. at risk
Tec-Dara
DPd/DVd

. 36-mo PFS
i Tec-Dara
Median, NR

! DPd/DVd

1 HR, 0.17 (95% CIl, 0.12-0.23); P<0.00012 I Median, 18.1 months

Median follow-up: 34.5 months :

1

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

Months
291 262 249 240 240 233 230 227 222 218 214 142 89 34 9 0 0
296 254 218 188 167 149 135 124 112 99 87 52 26 14 3 1 0

Tec-Dara significantly improved PFS, with a plateauing curve after ~6 months and
>90% of patients progression-free at 6 months sustaining such a benefit at 3 years

aThe P value crossed the prespecified stopping boundary for superiority for the first interim analysis (P=0.0139).
Cl, confidence interval; HR, hazard ratio; NR, not reached.
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MajesTEC-3: PFS Subgroup Analysis

Favors Tec-Dara Favors DPd/Dxd

Subgroup < . HR (95% CI)
Age 1
<65 years S 0.13 (0.08-0.22)
65-<75 years e | 0.17 (0.10-0.29)
| =75 years —e—j, 0.35 (0.14-0.89)
Prior anti-CD38 :
| Yes —e— 0.19 (0.05-0.67)
No o 0.17 (0.12-0.23)
Refractory to lenalidomide !
| Yes e 0.17 (0.12-0.24)
No —eo—i : 0.17 (0.07-0.41)
Baseline ECOG PS score !
0 o ! 0.16 (0.10-0.25)
>1 e ! 0.18 (0.11-0.29)
Investigator’s choice 1
DPd red i 0.18 (0.13-0.26)
DVd e 0.05 (0.01-0.24)
001 04 1

Favors Tec-Dara Favors DPd/D\Jd

Subgroup < » HR (95% Cl)
Prior LOTs i
1 o ‘ 0.14 (0.08-0.25)
20r3 rod 0.18 (0.12-0.27)
Baseline ISS disease stage :
[ e : 0.12 (0.07-0.20)
I .t ! 0.23 (0.13-0.38)
11 —e—i! 0.31 (0.12-0.79) |
Baseline soft-tissue plasmacytomas?® H
No - ! 0.13 (0.09-0.20)
|  Yes —e— | 0.33 (0.17-0.63) |
Cytogenetic risk groups '
| High-risk (S 0.15 (0.09-0.25) |
Standard-risk e : 0.16 (0.09-0.27)
Bone marrow % plasma cells 1
<30 r4 0.17 (0.11-0.25)
>30-<60 —e— ! 0.17 (0.07-0.39)
| =60 —— ! 0.17 (0.07-0.43) |

[T T T[T T T T T T[T T
10 100

0.01 0.1

1

Superior PFS with Tec-Dara was consistent across all subgroups®

aBaseline soft-tissue plasmacytomas contain both extramedullary and paraskeletal plasmacytomas. PNot all clinically meaningful and prespecified subgroups that were assessed are shown;

however, PFS was improved versus DPd/DVd across all subgroups.
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MajesTEC-3: MRD Negativity?

I I
MRD negative I MRD negative 2CR I MRD negative 2CR
10-5 | 10-5 OR, 5.01 | 10-6 OR, 9.61
(secondary endpoint) | <0.0001 | P<0.0001
100 ~ | ! ! l ! !
OR, 6.78 I OR, 6.54 53 I 875
» 80 - P<0.0001 : P<0.0001 : OR, 9.70
X — — P<0.0001
E 60 i - I " I 53-8
2 I I
© | |
o 40 - | |
|
20 - 171 | 17.1 :
- '
0 T II T T I
n=262 n=269 n=262 n=269 n=168 n=73 n=262 n=269 n=160 n=67
Primary analysis set Primary analysis setP Evaluable set® Primary analysis setP Evaluable set°®

B tec-para [ pPdiDVd

~90% MRD negativity with Tec-Dara in MRD evaluable patients

Median follow-up: 34.5 months.

aMRD was assessed in the bone marrow by NGS in accordance with International Myeloma Working Group guidelines. °The MRD NGS primary analysis set was defined as all randomized patients
in the study except those recruited in China (due to China instead utilizing NGF for MRD assessment). °The MRD NGS evaluable set was defined as patients who achieved 2CR, had a successful
baseline calibration, and had 21 post-baseline MRD sample with a positive or negative result (per NGS) at the indicated threshold.

NGF, next-generation flow; NGS, next-generation sequencing.
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MajesTEC-3: OS

100
80 Tec-Dara
Median, NR
2
2 60 ' DPd/DVd
£ : Median, NR
3 40 A !
» 1
1
1
- 1
20 1 HR, 0.46 (95% Cl, 0.32-0.65); P<0.0001 :
Median follow-up: 34.5 months I
0 T T T T T T T T T T T II T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at risk Months
Tec-Dara 291 272 259 252 249 247 246 243 239 232 227 160 100 40 9 0 0
DPd/DVd 296 285 274 265 250 235 229 221 218 208 190 127 66 33 5 1 0

Analysis of RMST demonstrated an OS benefit for Tec-Dara versus DPd/DVd (RMST difference, 2.15 months; P=0.0088).
RMST, restricted mean survival time.
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MajesTEC-3: OS Subgroup Analysis

Favors Tec-Dara Favors DPd/DVd Favors Tec-Dara Favors DPd/DVd
Subgroup < > HR (95% ClI) Subgroup < » HR (95% Cl)
Age H Baseline ISS disease stage H
1 1
<65 years -e—i! 0.48 (0.28-0.82) | o | 0.38 (0.23-0.65)
I 2?5 years : o E 0.42 (0.26—0.67) I I |_._|E 0.48 (0.27—0.86)
Baseline renal function ' I i \ 0.67 (0.29-1.56) I
<60 mL/min '_"": 0.58 (0.30-1.12) Baseline soft-tissue plasmacytomas?® 1
. ]
>60 mL/min gl 0.42 (0.28-0.64) No o ! 042 (0.28-0.63)
Baseline ECOG PS score 0 I v v 0.56 (0.281.11) I
es —e—y . .28-1.
0 o ! 0.41 (0.25-0.69 !
>1 |_._|: 051 20 3.0 82; Cytogenetic risk group '
= ] . . —VJ.
Investigator’s choice ' I High-risk S 0.36 (0.21-0.61) I
DPd roi ! 0.49 (0.34-0.71) Standard-risk et 0.54 (0.30-0.95)
1 . . . 1
0,
DVd ! 0.10 (0.01-0.81) Bone marrow % plasma cells E
Prior lines of therapy E <30 e : 0.50 (0.33-0.75)
1 —e—i] 0.44 (0.23-0.85) >30-<60 0.41 (0.17-0.98)
20r3 o i 0.45 (0.30-0.69) | =60 —e—i 0.28 (0.09-0.88) |
[ T T
0.01 0.1 1 10 100 0.01 0.1 1 10 100

Superior OS with Tec-Dara across prespecified subgroups®

aBaseline soft-tissue plasmacytomas contain both extramedullary and paraskeletal plasmacytomas. PNot all prespecified subgroups that were assessed are shown; however, OS favored Tec-Dara
versus DPd/DVd across all subgroups.

Presented by M-V Mateos at the 67th American Society of Hematology (ASH) Annual Meeting and Exposition; December 6-9, 2025; Orlando, FL, USA.



Patients at first relapse, len exp/ref

BCMA BispAbs
Tec dara
Majestec-3 o | |
1-3 line; PFS d-point
(Len ref + Pl exp) ® DPd or DVd prior line primary end-poin

S~ =
a

> 1 prior line; PFS primary end-point
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MajesTEC-91

A study comparing teclistamab with investigator’s choice of PVd or Kd in patients with RRMM who previously received 1-3 prior LOTs including an
anti-CD38 mAb and lenalidomide’2
Phase 3, randomized, open-label, multicenter study

O
H Patients:

+ Aged =18 years
+ RRMM per IMVWG criteria with evidence of
PD or failure to achieve a response fo last

= Teclistamab
LOT " 5
« ECOG PS of 0-2 Screening | £ > EOT visit
; i i i (28 days) =
= 1-3 pnor LOT, including =2 consecutive Y E
c:ycle_s of gn anti-CD38 mAb and = PVd or Kda
lenalidomide o
= Key exclusion criteria” prior BCMA targeted
therapy
Primary Outcome: Secondary Outcomes:
PFS - OR (z PR) - TTNT - Proportion of patients with
CRS by severity - =VGPR - Incidence and Severity of AEs; SAEs meaningful HRCQoL improvement
- =CR - Change from baseline - Teclistamab serum concentrations
- os in HRQolL outcomes - Presence of ADAs to teclistamab
- PFS and depth of response in patients - Time to worsening in
with high-risk molecular features symptoms, functioning, and

overall HRQoL

results from the investigational Phase 3 MajesTEC-9 study of TECVAYLI®

(teclistamab-cqyv) monotherapy, showing a 71% reduction in the risk of disease

progression or death and a 40% reduction in the risk of death in a patient

population that was predominantly refractory to anti-CD38 therapy and
lenalidomide. Data confirm superior progression-free survival (PFS) and overall
survival (OS) with TECVAYLI® compared to standard of care as early as second

line.!



MagnetisMM-30 Study Design

+ MagnetisMM-30 (NCT06215118) is a phase 1b, open-label, multicenter, prospective study

» Part 1 (dose escalation) primary objective was to assess the tolerability and safety of elranatamab in combination with iberdomide to
determine the recommended doses of the combination for evaluation in Part 2 (randomized dose optimization)

— ABOIN approach was used to guide dose escalation/de-escalation in Part 1

Patients with RRMM Dose Level 1

Key inclusion criteria

» Age 218 years with MM per IMWG criteria

+ ECOG PS 0-1

* 2-4 prior LOTs, including =1 IMiD and 21 PI2 « AEs and laboratory abnormalities

* Relapsed or refractory to last LOT « ORR¢

Key exclusion criterion ‘ . CR rate¢

» Stem cell transplant <12 weeks prior to « Time-to-event endpoints®
enroliment or active GVHD

* PK
» Ongoing grade 22 peripheral sensory or motor . L
neuropathy; history of grade =3 peripheral Elranatamab 76 mg Q2W MRD negativity rate®

motor polyneuropathy + iberdomide 1.0 mg QD * Immunogenicity

Dose Level 2 Primary endpoint

= A . » DLTs during DLT observation period
Elranatamab 76 mg QW [ === ranatama mg

+ iberdomide 1.0 mg QD _ Q2w Secondary endpoints
+ iberdomide 1.3 mg QD

Dose Level -2

Elranatamab 76 mg Q2W
+ iberdomide 0.75 mg QD

a All patients must have received 22 consecutive cycles of an IMiD-containing regimen and 22 consecutive cycles of a Pl or Pl-containing regimen;  All patients received an initial 14-day cycle of elranatamab (12 mg on day 1, 32 mg on
day 4, 76 mg on day 8) without iberdomide. Iberdomide was dosed at 21 out of 28 days for subsequent cycles; ¢ Per IMWG criteria

AE=adverse event; BOIN=Bayesian Optimal Interval Design; CR=complete response; DLT=dose-limiting toxicity; ECOG PS=Eastern Cooperative Oncology Group performance status; GVHD=graft vs host disease;
IMiD=immunomodulatory drug; IMWG=International Myeloma Working Group; LOT=line of therapy; MM=multiple myeloma; MRD=minimal residual disease; ORR=0bjective response rate; PI=proteasome inhibitor;
PK=pharmacokinetics; QD=once daily; QW=once weekly; Q2W=once every 2 weeks



ORR

* Overall, the confirmed ORR by
investigator was 95.5%
(95% Cl, 77.2-99.9)

* Responses occurred early

— Median time to response was
1.4 months (range, 0.5-2.7)

a Simple median of observation times.

Patients, %

DL1 DL
76 mg ELRA QW 76 mg ELRA Q2W Overall

+1.0 mg IBER +1.0 mg IBER

Median 9.4 months 5.2 months 7.8 months
follow-up? (range, 0.7-11.3) (range, 4.5-6.4) (range, 0.7-11.3)
ORR, 100.0%
’ ORR, 95.5%
ORR. 92.3% (95% Cl, 66.4-100.0) ’
% 1 ’ 95% Cl, 77.2-99.9
100% (95% Cl, 64.0-99.8) (85% C1, 7 )
90% 0
80% - 2CR:
2CR: 44.4% 2CR:
70% - 46.2 45.5%
60% - % 2VGPR: >VGPR: 2VGPR:
50% - 69.2% 88.9% 77.3%
40% -
30% -
20% -
10% A 23.1% )
0%
DL1 (n=13) DL-1 (n=9) Overall (N=22)

PR =VGPR mECR msCR

CR=complete response; DL=dose level; ELRA=elranatamab; IBER=iberdomide; ORR=objective response rate; PR=partial response; QW=once weekly; Q2W=every 2 weeks; sCR=stringent complete response; VGPR=very good partial

response
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of belantamab mafodotin plus pomalidomide and
dexamethasone vs pomalidomide plus bortezomib and
dexamethasone in relapsed/refractory multiple
myeloma
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DREAMM-8

Belantamab

U . +Pd
Study DeSIgn Mafodotin
Recruitment period : Treatment period
Until PD, death, unacceptable toxicity, end of study, or
October 2020 to December 2022 il 6f Genea
C N=302 g Belantamab mafodotin
Eligibility criteria =l 2.5 mg/kg IV (cycle 1) then 1.9 mg/kg IV Q4W from cycle 2 Primary endpoint:
Adults with MM &) onward PFS (IRC assessed per IMWG)
+
— c
21 prior !me Of_ MM o E Pomalidomide 4 mg orally on days 1-21 (28-day cycles) =
therapy including T o0 + S K d dooi
LEN N Dexamethasone 40 mg? on days 1, 8, 15, and 22 £ ) Sl /G points:
= £ OS, MRD negativity, DOR
Documented PD o) £
during or after their T i g
9 ! c — Bortezomib 3
most recent therapy © = 1.3 mg/m2 SC on days 1, 4, 8, and 11 of cycles 1-8 then 9 Additi I d
No prior treatment — j50) days 1 and 8 (21-day cycles) k : I(_ma _secon ary
with ant-BOMA or = S ; w endpoints include:
pomalidomide; not t=/l Pomalidomide 4 mg orally on days 1-14 (21-day cycles) ORR, CRR, 2VGPR,TTBR,
refractory/intolerant T Ooamethasons 20 mo o tho day of and doy aft TTR, TTP, PFS2, AES, ocular
to bortezomib examethasone </ mg on the day of and day atter findings, HRQOL, and PROs
bortezomib
Stratification®:
* Prior lines of treatment (1 vs 2 or 3 vs 24)
* Prior bortezomib (yes vs no)
» Prior anti-CD38 therapy (yes vs no)
AE, adverse event; BCMA, B-cell maturation antigen; BPd, belamaf, pomalidomide, and dexamethasone; CD, cluster of differentiation; CRR, complete response rate; DOR, duration of response; HRQOL, health-related quality of life; IMWG, International Myeloma Working Group; IRC, independent
review committee; ISS, International Staging System; IV, intravenous; LEN, lenalidomide; MM, multiple myeloma; MRD, minimal residual disease; ORR, objective response rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PFS2, progression-free survival on
subsequent line of therapy; PRO, patient-reported outcome; PVd, pomalidomide, bortezomib, and dexamethasone; Q3W, every 3 weeks; Q4W, every 4 weeks; SC, subcutaneous; TTBR, time to best response; TTP, time to progression; TTR, time to response; VGPR, very good partial response.
a Patients aged >75 years, with comorbidities, or intolerant to 40 mg received 20 mg per investigator discretion. ® Some patients were stratified by ISS status (I vs II/Ill); the protocol was amended on 20 April 2021 to replace this randomization factor with prior anti-CD38 treatment (yes vs no). 52
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DREAMM-8

EEELIENE

Mafodotin + Pd

Baseline Demographics and Clinical Characteristics Were Balanced

Baseline characteristics

Age, median (range), years

<65, n (%)
65 to <75, n (%)
275, n (%)

Male/female, n (%)

White/Black/Asian/Mixed race, n (%)?

ECOG PS =1, n (%)°

ISS stage at screening, n (%)

|
]
1
Unknown

Years since diagnosis, median (range)

Cytogenetic abnormalities, n (%)

Standard riske
High riskd

Missing or nonevaluable®

Time to relapse after initiation of 1L treatment

<12 months
>12 months

ITT population
BPd (N=155)

67 (40-82)
64 (41)
72 (46)
19 (12)

99 (64)/56 (36)
133 (86)/0/20 (13)/1 (<1)
146 (97)

93 (60)
39 (25)
22 (14)
1(<1)

4.04 (0.4-16.7)
72 (46)

52 (34)
31 (20)

22 (14)
133 (86)

PVd (N=147)

68 (34-86)
53 (36)
59 (40)
35 (24)

82 (56)/65 (44)
127 (87)/0/17 (12)/0
140 (97)

85 (58)
40 (27)
22 (15)
0

3.43 (0.4-17.7)

75 (51)
47 (32)
25 (17)

20 (14)
127 (86)

Extramedullary disease, n (%) 20 (13) 11 (7)

2 Mixed race included a patient who was Native Hawaiian or Other Pacific Islander and White. ® Evaluated in the safety population (BPd, N=150; PVd, N=145). ¢ Standard-risk cytogenetics were defined as having negative results for all high-risk abnormalities: t(4;14), t(14;16), or
del(17p13). 4 High-risk cytogenetics were defined as the presence of 21 of the following: t(4;14), t(14;16), or del(17p13). © Patients with considered missing or nonevaluable may not be high or standard risk.
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Prior Treatments Were Generally Balanced

Prior treatments, n (%)

Prior LOT

1
2o0r3
24

Prior ASCT

Prior treatment

Prior proteasome inhibitor

Bortezomib
Carfilzomib
Ixazomib

Prior immunomodulatory drug?

Lenalidomide
Thalidomide

Prior anti-CD38 monoclonal antibody®

Daratumumab
Isatuximab

ITT population

BPd (N=155)

82 (53)
54 (35)
19 (12)

99 (64)
Exposed

140 (90)
134 (86)
34 (22)
1(7)

155 (100)
155 (100)
49 (32)

38 (25)
36 (23)
2(1)

Refractory

40 (26)
16 (10)
18 (12)
8 (5)

127 (82)
125 (81)
9 (6)

35 (23)
33 (21)
2(1)

DREAMM-8

Belantamab

Mafodotin + Pd

PVd (N=147)

77 (52)
48 (33)
22 (15)

82 (56)
Exposed

136 (93)
130 (88)
37 (25)
15 (10)

147 (100)
147 (100)
48 (33)

42 (29)
39 (27)
3(2)

Refractory

35 (24)
8 (5)
23 (16)
11(7)

111 (76)
111 (76)
6 (4)

36 (24)
34 (23)
2(1)

— 53% had received 1 prior LOT
90% received prior Pl

— 81% were lenalidomide refractory

In the BPd group: — 23% were anti-CD38 refractory

ASCT, autologous stem cell transplant; BPd, belamaf, pomalidomide, and dexamethasone; CD, cluster of differentiation; ITT, intent to treat; LOT, line of therapy; PI, proteosome inhibitor; PVd, pomalidomide, bortezomib, and dexamethasone.
a One patient in the PVd arm and no patients in the BPd arm received prior pomalidomide. ® One patient in the PVd arm and no patients in the BPd arm received prior anti-CD38 inhibitors.
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DREAMM-8

Belantamab

BPd Led to a Significant PFS Benefit vs PVd

PFS BPd (N=155) PVd (N=147)
° Events, n (%) 62 (40) 80 (54)
® 1.0 - : =
& bzl [PRE (57 1) NR (20.6-NR)| 12.7 (9.1-18.5)
5 12 months monthso
@ 0.8 - : HR (95% Cl); P value 0.52 (0.37-0.73); <.001
o ' 71%
>
©
& 06 -
T
[=
o 1
2 047 :
‘_“ I i - )
c 1 | B I B T T
S 024 —— BPd !
t 1
o PVd 1
] 1
E O'O L T T T T T T T T T T T T ll T T T T T T T T T T T T T T T T T T T T T T T T T T T
012345678 91011121314151617 181920212223 2425 26 27 28 29 30 31 32 33 34 35 36 37 38 39
No. at risk Time since randomization, months
(no. of events)

155 143 135 130 125 122 117 113 111 109 107 102 97 93 82 80 77 75 72 67 64 59 50 45 38 36 28 23 21 16 13 8 4 2 1 0 0 O O O

2C (0) (5) (10) (15) (19) (21) (26) (28) (30) (32) (34) (37) (41) (42) (47) (47) (49) (50) (52) (53) (54) (56) (58) (59) (61) (61) (62) (62) (62) (62) (62) (62) (62) (62) (62) (62) (62) (62) (62) (62)
o 147 138 123 111102 96 92 83 75 68 59 56 54 51 47 43 40 39 37 30 25 22 22 19 18 18 17 13 11 7 5 4 3 2 2 1 1 1 1 0
(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) (80) (80) (80) (80) (80) (80) (80) (80) (80) (80)

BPd led to a statistically significant and clinically meaningful reduction in risk of
disease progression or death vs PVd (HR, 0.52; 95% CI, 0.37-0.73; P<.001)

Median follow-up, 21.8 months (range, 0.03-39.23 months)

The treatment effect (HR and corresponding 95% Cls) was estimated using the stratified Cox proportional hazards model, and the P value was produced based on the 1-sided stratified log-rank test. Stratified analyses were adjusted for number of prior lines of therapy and prior

bortezomib use.

BPd, belamaf, pomalidomide, and dexamethasone; HR, hazard ratio; NR, not reported; PFS, progression-free survival; PVd, pomalidomide, bortezomib, and dexamethasone. 55
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. . .gen ab oy
PFS Benefit Was Seen Consistently Across All Prespecified Subgroups
Favors BPd Favors PVd
+—> .
BPd PVd Hazard ratio Hazard ratio
Categories n/N n/N (95% CI) (95% Cl)
Prior stem cell transplant :
Yes 42/99 41/82 —e— 0.61 (0.39-0.94)
No 20/56 39/65 e 1 0.45 (0.26-0.78)
1
Number of prior lines of therapy :
1 25/82 34/77 —o— 0.52 (0.31-0.88)
>1 37/73 46/70 —e— 0.52 (0.33-0.80)
1
Triple class exposed 1
(Pl, Immunomodulator, anti-CD38) 1
Yes 21/34 24/39 —@-+—i 0.76 (0.42-1.37)
No 41/121 56/108 —e— ' 0.47 (0.31-0.70)
Prior bortezomib treatment :
Yes 54/134 70/130 o, 0.55 (0.38-0.78)
\[e] 8/21 10/17 1 NE
1
Refractory to lenalidomide :
Refractory 54/125 70/111 o i 0.45 (0.31-0.65)
Nonrefractory 8/30 10/36 1 NE
1
Refractory to anti-CD38 treatment 1
Refractory 20/35 25/36 —— 0.65 (0.36-1.18)
Nonrefractory 42/120 55/111 —eo— : 0.49 (0.33-0.74)

0. 0. 1 2 5

2 5
[ PFS HR <1 was observed in difficult-to-treat subgroups ]

HRs for subgroups were only plotted if the number of events was 220 in total across both treatments and were estimated using Cox proportional hazards models, without adjustments for stratification variables. All patients were stratified by the number of prior LOT (1 vs 2 or 3 vs
24) and prior bortezomib (yes or no) according to an interactive voice response system stratum with a covariate of treatment. A patient was considered high risk if they had any of the following cytogenetics: t(4;14), t(14;16), or del(17p13) and considered standard risk if they had
negative results for all high-risk cytogenetics listed above.

BPd, belamaf, pomalidomide, and dexamethasone; CD, cluster of differentiation; HR, hazard ratio; LOT, line of therapy; NE, not evaluable; Pl, proteasome inhibitor; PFS, progression-free survival; PVd, pomalidomide, bortezomib, and dexamethasone.

56
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mgm - "+ Pd
Positive OS Trend Favoring BPd vs PVd
Interim OS BPd (N=155) PVd (N=147)
Events, n (%)° 49 (32) 56 (38)
] Median OS (95% ClI),
1.0 12 months i R (33.0-NR) NR (25.2-NR)
20 e HR (95% Cly° 0.77 (0.53-1.14)
Q 1
= 1
S 06 A :
.2 1
h = 1
S 04- I
2 1
o 1
P BPd :
Pvd \
0.0 :

01234567389 101112131415161718192021 222324252627 2829 3031323334 353637 3839 40

(h:g itfr:;ms) Time since randomization, months

155 149 147 143 142 142 141 140 139 134 132 129 125 121 115 114 112 107 104 100 93 89 83 73 63 61 57 43 35 32 24 19 13 9 7 2 1 0 0O O O

BPd 0) (2) 4) (®) (9) (9) (10) (11)(12) (16) (18) (21) (25) (28) (30) (30) (31) (33) (35) (37) (38) (40) (42) (44) (47) (47) (47) (47) (48) (48) (48) (48) (48) (49) (49) (49) (49) (49) (49) (49) (49)

147 143 140 138 134 131 128 121 119 115 113 112 110 107 101 98 93 89 89 82 75 71 65 56 50 49 46 40 31 27 21 19 13 12 11 8 7 4 3 1 0

Ve 0) (4) (7) (9) (12) (15) (18) (24)(26) (30) (32) (33) (35) (38) (40) (41) (44) (45) (45) (48) (49) (49) (50) (52) (54) (54) (56) (56) (56) (56) (56) (56) (56) (56) (56) (56) (56) (56) (56) (56) (56)

Positive OS trend favoring BPd was seen despite the use of effective anti-MM therapies after progression with PVd;
additional OS follow-up for future pre-specified analyses is ongoing

Median follow-up, 21.8 months (range, 0.03-39.23 months). Minimum ongoing follow-up, 12.8 months.
BPd, belamaf, pomalidomide, and dexamethasone; HR, hazard ratio; MM, multiple myeloma; NR, not reached; OS, overall survival; PVd, pomalidomide, bortezomib, and dexamethasone.
2 Includes patients who died after study withdrawal when permitted per local laws.® The treatment effect (HR and corresponding 95% Cls) was estimated using the stratified Cox proportional hazards model. Stratified analyses were adjusted for number of prior lines of therapy and

rior bortezomib use.
P 57
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CONCLUSIONS

Immunotherapies are game changers
- CARTITUDE-4: cilta-cel
- BCMA bispecific-based therapy: TEC3, TEC9, Magnetism-5

- GPRC5D bispe: Monumental-3
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Targets for Immunotherapies in MM
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FDA-Approved CAR T for Relapsed/Refractory (RR)MM

Idecabtagene Vicleucel Ciltacabtagene Autoleucel Cilta-cel (CARVYKTI®)
(ide-cel) (cilta-cel)

Ide-cel (ABECMA®)

- /\\ 2-BCMA epitope-binding
{ ® CAR type BCMA/4-1BBICD3z domains/4-1BB/CD3z
................................................ COStImUlatory 4-1 BB s
same domain -
e Vector Lentivirus i :
LD (3 days) Cyclophosphamide IV 300 mg/m? daily + fludarabine 30mg/m? IV daily
Pivotal trial KarMMA-1 (RRMM) CARTITUDE-1 (RRMM)
Median time from 33 days 29 days

apheresis to delivery

Initial approvals: patients with RRMM after 24 prior LOT, including an IMiD, PI, and an anti-CD38 mAb.

Berdeja JG, et al. Lancet. 2021;398:314-324.




. - FDA din 2021
Ide-Cel: The KarMMa Trial -
Second-generation CAR T cell, anti-BCMA murine scFv, 4-1BB
costimulatory domain

Median prior lines: 84% of patients were friple-class Bridging possible
6 (3-16) refractory Flu-Cy lymphodepletion ide-cel CAR design
| o) NGRS o [ +1m | o
100 Promoter | : J Linker | Y J
u CR/sCR and MRD—negatwe Tumor-binding Signaling domains
Ml CR/sCR and MRD not evaluable ORR=82% domain
801 MVGPR
= M PR ORR=69%
g e CRR PFS by Target Dose
5 ORR=50%
% 1.0 Median (95% Cl), mo
= __.150x10«-ﬂ11'ﬁ"ﬂtr"'_. =
¢ ~—~- 300 x10¢ 5.8 (4.2-8.9)
" 08 1_7% ——— 450 % 10¢ 12.1 (8.8-12.3)
I Saa
Z [ S
ol = 0.6 |
150 x 10° 300 x 10° 450 x 10° Ide-cel treated 2 -1
CAR+ T cells: (n=4) (n=70) (n=54) (N=128) _3 |
= | -
o 04 L lww .
i T T
— = 0.2 1uu___l_ -
Hematologic
Neutropenia 117 (91) 114 (89) 0 T T T T T T T T . r )
Anemia 89 (70) 77 (60) © 2 4 6 8 10 1@ 14 16 1B 20 2
- At risk N Time, months
Thrombocytopenia 81 (63) 67 (52) 150 x 106 4 2 1 1 1 1 1 1 1 1 1 0
300 =% 10¢ 70 56 42 33 29 24 17 14 1 7 2 0
CRS 107 (84) 7 (5) 450x105 54 44 40 36 34 31 17 4 1 0o 0
Neurotoxicity 23 (18) 4 (3)
mOS =19.4 mo

Munshi NC, et al. N Engl J Med. 2021,384:705-716.



Cilta-Cel: The CARTITUDE-1 Trial S FDAapproved in 2022

@ EMA approved in 2022

Second-generation CAR T cell, 2 anti-BCMA camelid VHH single Binding domains
domains, 4-1BB costimulatory domain

Median prior lines: 88% of patients were triple-class Bridging possible
6 (3-18) refractory Flu-Cy lymphodepletion

100% - ORR?: 97.9% (95/97)
80% -+ >
® :
v 60% 4 SCR: | i
s 82.5% | 2VGPR: S o4l
— g ! .
P 94.8% a PFS rate®; 78.8% (95% Cl, 51.5-91.8) : Hematologic
& 40% : 6 (95% C1, 52.1-88 E
PFS rate®: 73.0% (95% Cl, 52.1-85.9) : .
021" poeiacat KA (DK T 819740 5 Neutropenia 93 (96) 92 (95)
PFS rates: 54.9% (95% Cl, 44.0-64.6) .
20% Medlan PFS not reached (95% C1, 245 NE) | Anemia 79 (81) 66 (68)
0 A TR SR SN Y (D S s e e ey s ey |
3.1% 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 Thrombocytopenia 77 (80) 58 (60)
0% =ihde Prog free survival ( h
Patients at risk CRS 92 (95) 6 (5)
Best responseP = sCR VGPR PR MRD negative 212months 24 24 24 24 24 24 24 24 24 1 8 2 1 1 0 T
P - u . MRD negative 26 months 34 34 34 34 34 33 32 32 31 13 10 3 1 1 0 Neurotoxicity 20 (21) 10 (10)
sCRpatients 80 80 78 73 71 64 62 61 55 27 17 3 1 1 0
All patients 97 95 85 77 74 67 64 63 57 27 17 3 1 1 0
— 0,
—e— MRD negative 212 months —#— MRD negative 26 months 27-month OS rate =70 /°

~—#— sCR patients =+ All patients

Berdeja JG, et al. Lancet. 2021;398:314-324.



Real-World Data (US consortium)

Ide-cel, n =159

ORR: 82%

SCRICR
32%

VGPR
1%

Response Percent

| —

24%

ORR: 84% ORR: 86%

SCRICR
SCRICR 2%

VGPR
21%

PR

23%

2
PFS probability

Day 30, N=138  Day 90, N=114

Best ORR, N=141

o
N
a

0.00

Median F/U 5.3 months
Median PFS: 8.9 months
95% CI: 8.5 - NR

3 6 9
Time (in months)

77% of patients (N=150) would have been ineligible for

participation in the KarMMa trial

PFS probability

KarMMa-1 exclusion criteria at leukapheresis

No. (%)

P - 00092

Organ failure (renal, cardiac, hepatic)
Prior anti-BCMA therapy

Platelets < 50,000/uL

Hemoglobin < 8g/dL

ECOGPS2z2

ANC < 1000/uL

PCL, POEMS, amyloidosis, non-secretory
myeloma

Prior BCMA

No

Hansen DK, et al. ASCO 2022. Abstract 8042.; Hansen DK, et al

T T T T
3 [ 9 12
Time (in months)

60 (31)
43 (22)
42 (21)
33(17)
33 (17)
29 (15)
26 (13)

. J Clin Oncol. 2023;41:2087-2097.

Response Percent

Cilta-cel, n =143

ORR: 89% .
ORR: 81% ORR:83% ORR: 84% 1.00
BB Eors
- 29% . 5% 56% 53% i
2
o
il Median F/U 5.8 months
o 0.25 6-month PFS estimate: 79%
95% CI: 72-86%
0.00
Day 30 Day 90 BestORR  ITT Best ORR 0 3 6 9
Time (in months)
i— 57% of patients (N=81) would have been ineligible for i
H participation in the CARTITUDE-1 trial _E
CARTITUDE-1 exclusion criteria at leukapheresis No. (%)
Cytopenias 24 (17)
Oligosecretory/Non-secretory 23(16)
Organ dysfunction 17 (12)
Prior anti-BCMA 17 (12)
ECOGPS=22 14 (10)
Plasma Cell Leukemia 10 (7)
History of CNS Pathology 9 (6)
Amyloid 4(3)
1.00

PFS probability
e e
o ~
o o

e
]
5

4
=]
S

No BCMA

Prior BCMA

P=0.75

3 6 9 12
Time (in months)

Hansen DK, et al. ASCO 2023. Abstract 8012.
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Cilta-Cel: The CARTITUDE-1 Trial — Survival Times With
Long-Term Follow-Up (1/2)

Follow-up at 61.3-month (=5 years after cilta-cel) median follow-up

Infused with cilta-cel
i At data cutoff, of 97 patients receiving cilta-cel
p- i S howin e 45 (46.4%) are alive and in long-term follow-up
* 32 (33%) patients alive and progression free without further
- RS e antimyeloma treatment
> (n=46) g B 31 of 32 (96.9%) had stringent complete response (sCR) as
their best response per independent review committee (IRC)
assessments
» 1 patient with no measurable disease at baseline was not
evaluable per IRC assessment but demonstrated sCR per
Post-PD follow-up

(n=13) investigator

* 46 (47%) had PD within 5 years; of the remaining 19, 17 died
without PD and 2 were lost to follow-up

Jagannath S, et al. J Clin Oncol. 2025;2766-2771.



Cilta-Cel: The CARTITUDE-1 Trial — Survival Times With
Long-Term Follow-Up (2/2)

100 ; 100 Is this the definition of
o CURE?
80 2
- e 75
x S =
=y R -}
2 601 2
H— [+
< S.2 50
[Z] o<
8
% 40 4 a 'g
- w
kS €E® 2
20 4 2
©
a.
0 0
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 0 20 30 40 50 60 70
Time (months) Time Since Cilta-cel Infusion (months)
Number at risk Number at risk
0s 97 91 8 79 74 66 58 53 51 48 36 5 1 0 PFS 97 77 63 52 39 36 16 1

+ mOS was 60.7 months (95% ClI, 41.9 to not estimable)

» At a single center, 12 patients in sCR underwent serial minimal residual disease (MRD) and positron emission tomography-
computed tomography assessments, and all (100%) were both MRD negative (at least 107° threshold) and imaging
negative at year 5 or later after cilta-cel (data supplement)

Jagannath S, et al. J Clin Oncol. 2025;2766-2771.



Cilta-Cel: The CARTITUDE-1, CARTITUDE-4, and KarMMa-3
Trials — Comparative Efficacy of PFS for Cilta-Cel vs Ide-Cel’

85 patients from CARTITUDE-4 and CARTITUDE-1 were included.
After adjustment, patients in the cilta-cel group (effective sample size = 39) had a 58% reduction in PFS risk (hazard ratio [HR] 0.42 [95% Cl,
0.26-0.68]; P=.0004) and a 42% reduction in OS risk (HR 0.58 [0.34—0.99]; P =.0452) vs ide-cel.

Forest plot for PFS?2
P Fs os Subgroup Favors cilta-cel Favors ide-cel
Sex : T
Male 0.32(0.13-078) ——
100 t { Female 0.24(0.08-0.71) «———
= Age
= <85 0.10(0.03-0.30)#————
80 65 or more 0.87 (0.43-1.73) —
ECOG
0-1 029(0.14-062) —F——
F ® £ 2-3 0.22 (0.04-1.35)
= 2 R-ISS
§ 1 | 0.17 (0.01-2.49)
S w e Y 1 0.25(0.10-063) «—W——
n 0.46 (0.17-1.21) -
EMD
2 20 No 017 (0.05-0.65) «—@—————
L Yes 0.34(0.15-0.73) —l——
« High-risk cytogenetics H
o -r T T T T T T T T T T T 0 T T T T T T T No 0.10(0.01-085)
0 4 8 1”7 16 20 24 28 €1 36 40 44 48 0 4 8 12 16 20 4 28 32 3% 40 a4 48 Yes . 0.42 (0-21 '0-85) 7‘.7
ess) Months Months Refractoriness
e e R W E W e W W @ e NN o e m ol o TR e e o o : Triple-class 0.33 (0.16-068) ~ ——#——
permy 5 i B . % p Penta 0.15(0.02-0.96) «— &+
" w " w “ “ n ’ ' e ¢ . Mecsl 24 m m " s " “w " (1] “ n “ 0 Anti-BCMA exposure
No 0.32 (0.16-0.64) ——
Yes 0.14(0.01-1.98) -
Total 032(0250.42) — : : ‘
0.1 05 1 2 5

Risk ratio and 85% confidence interval

An unanchored MAIC was performed utilizing individual patient-level data (IPD) from CARTITUDE-4 (1-3 prior lines of therapy [LOT]; n=208) and CARTITUDE-1 (3—4 prior LOT; n=37). Patients
fulfilling KarMMa-3 inclusion criteria (2—4 prior LOT, triple-class exposed) were selected, and outcomes were compared against published aggregate KarMMa-3 data. Cilta-cel IPD were weighted
to match reported baseline characteristics of KarMMa-3 on key prognostic factors identified a priori.

HR <1 indicates favorable treatment effect for cilta-cel.

Comparative efficacy was estimated for progression-free survival (PFS) and OS.

Cilta-cel, ciltacabtagene autoleucel; HR, hazard ratio; ide-cel, idecabtagene vicleucel; NE, not estimable; PFS, progression-free survival; BCMA, B-cell maturation antigen; EMD, extramedullary
disease; R-ISS, Revised International Staging System.

1. Lopez-Munoz N, et al. Adv Ther. 2026;43:1327-1340; 2. Merz M, et al. HemaSphere. 2025;9:e70070.



Ide-Cel or Cilta-Cel for RRMM: Real-Life Data — an
International Multicenter Study

We compared the outcome of ide-cel (n = 162) vs cilta-cel (n =42).
The median follow-up for survivors was 9.7 months in the cilta-cel group vs 12.1 months in the ide-cel group (P= .02)

100 % 100 % -
75% - 75% -
Ls0% - 850%
PFS £ os @
25% - 25% -
0% - 0%
T T T T T T T T T
0 2 - 6 8 10 12 0 2 4 6 8 10 12
Time since infusion in months Time since infusion in months
No. at risk No. at risk
Ide-cel 162 12 101 ) 61 4 3 Ide-cel 162
Cilta-cel 4Z 4 £ 1 y 1 Cilta-cel 42

Median age at the time of CAR T infusion was 61 years (range, 28-82 years) for ide-cel and 61 years (range, 24—84 years) for cilta-cel (P =.32).

Median time between diagnosis and CAR T infusion was 7.4 years for ide-cel vs 6.9 years for cilta-cel (P =.53).

Median number of prior lines of therapy was 6 for both groups.

Refractory status was triple-class for 64% in the ide-cel group and 67% in the cilta-cel group; 36% in the ide-cel group and 24% in the cilta-cel group were penta-refractory at the time of CAR T infusion.
11% in the ide-cel group and 10% in the cilta-cel group had a history of prior exposure to BCMA-directed therapy.

Median turnaround time between apheresis and infusion was 47 days for ide-cel vs 68 days for cilta-cel (P <.001). The 10-month PFS was 82% vs 47% (P <.001).
The 10-month OS was 90% for cilta-cel vs 77% ide-cel (P = .06).

Incidence of CRS and ICANS appeared similar (81% and 19% for cilta-cel vs 85% and 19% for ide-cel).

10% and 7% in the cilta-cel group vs 4% and 2% in the ide-cel group showed severe CRS and ICANS grade 3—4.

CRS occurred significantly earlier for ide-cel (median, 2 days vs 4 days; P <.001).

Nonrelapse mortality was 5% for cilta-cel vs 3% for ide-cel (P=.51).

Cilta-cel showed later peak of CAR T expansion at day 14 vs day 7 for ide-cel, while cilta-cel expansion was associated with ICANS.

Merz M, et al. Hemasphere. 2025;9:e70070.



Pivotal Clinical Trials for CAR T (1/2)

KarMMa-3'

Inclusion criteria
* 2-4 prior regimens (dara, IMiD,
and PI for 22 consecutive cycles)

* Refractory to the last treatment
regimen

NCT03651128

CARTITUDE-4?

Inclusion criteria
* 1-3 prior regimens (Pl and IMiD)
* Refractory to len in 21 prior line

NCT04181827

Ide-cel and cilta-cel have not been compared in a head-to-head clinical trial, and direct comparisons should not be made between studies due to differences in study design, treatments, and patient characteristics.

1:1

Optional bridging i
therapy <1 cycle i
of DPd, DVd, IRd, Kd, |
or EPd E

DPd, Kd, EPd, IRd, or DVd

Bridging therapy
21 cycle
(PVd or DPd)

Ide-cel
Infusion of 150-450 x 106 CAR+
T cells after LD chemotherapy

Crossover allowed
after confirmed PD

Cilta-cel
Infusion of 0.75 x 10%/kg CAR+ T
cells after LD chemotherapy

PVd or DPd

1. Rodriguez-Otero P, et al. N Engl J Med. 2023;388:1002-1014; 2. CARTITUDE-4 ClinicalTrials.gov number, NCT04181827.

Primary

. PFS by IRC

Key secondary

. ORR, OS

Other secondary

. CRR, DOR, MRD negativity,
PFS2, HRQOL

. Safety

Primary

. PFS by IRC

Key secondary
. >CR, ORR, MRD negativity,
OS, worsening of PROs

Other secondary
. Pharmacokinetics
. Safety



Pivotal Clinical Trials for CAR T (2/2)

KarMMa-31 Median F/U 30.9 months CARTITUDE-42 Median F/U 15.9 months
100 —+— |de-cel —+— Standard regimens 100 — Lﬁ\-;‘;\ PFS, ITT Population
Median PFS* Hazard ratio® 18-month PFS rate ® ""--\‘Lh
I 2
80 e 13.8 months HR 0 49 0, 0, 2 80 — . e
49 41% |19% { —_—
44months | g5 ¢ 035063 ] Sa. M mPFS: not reached (95% Cl, 22.8-NE)
H] 60 - . . A
g & . AAM Ak
-~ g g
@
£ g 40
a &
40 o
&
H]
H 20 -
0 g 13.8)
1 01 T T T T T T T T T T T
0 i : i : ! ‘ i ‘ : i 0 3 6 9 12 15 18 21 24 27 30
0 3 6 9 12 15 18 i ] 7 30 3 36 39 No. at risk Progression-free survival, months
Patients at risk Months since randomization Cilta-cel arm 208 177 172 166 146 94 45 2 9 1 0
Idecel 254 206 177 153 13 1M1 %4 7 4 B 14 7 7 1 soCarm 211 176 133 116 4 % 20 4 1 o o
Standard regimens 132 76 43 34 3 n 18 12 9 6 5 k] 2 1 & Cilta-cel arm SOC arm

HR (95% Cl) 0.49 (0.38-0.63); P <.0001

Standard Regimen Cilta-Cel Standard Regimen
(n=132) (n =208) (n=211)
Median PFS (95% ClI) 13.8 44 Median PFS (95% Cl) NE 11.79

Key trials
* Idecabtagene vicleucel — ORR ~73%
» Ciltacabtagene autoleucel — ORR ~98%

HR (95% CI)

0.26 (95% ClI, 0.18-0.38); P <.0001

Advantages: deep, durable remissions; potential “one-shot” therapy
Limitations: manufacturing time, bridging therapy, CRS/ICANS, access, cost

Ide-cel and cilta-cel have not been compared in a head-to-head clinical trial, and direct comparisons should not be made between studies due to differences in study design, treatments, and patient characteristics.

1. Rodriguez-Otero P, et al. N Engl J Med. 2023;388:1002-1014; 2. San-Miguel J, et al. N Engl J Med. 2023;389:335-347.



Cilta-Cel: The CARTITUDE-4 Trial — Survival Times by
Prior Lines

Kaplan-Meier Plot for PFS and OS by 1 and 2-3 pLOT Between Patients Treated With Cilta-Cel or SOC

100+ 100+
g 80+ W 804 O, cilta-cel
[ Y\
© ‘L‘_‘—| _
§ o £
g 604 ‘Hﬂ‘“__- ame¢ | PLOT. cilta-cel g’ 604
- -
g " : 1pLOT, SOC
w404 T 404
w
g &
5 20 : 209 umber
& ;u;ln_%e; HR (95% CI) * of pLoT HR (95%CI)
E 1 0.41(0.25, 0.6T) 1 pLOT, SOC 1 0.56 (0.28, 1.11)
Iﬁ 2-3  0.26 (0.18, 0.37) 2-3 0,57 (0.38, 0.88)
o D- : —— O- L T T T T T Ll T L) T T Ll T T T T L]
Ll L] T Ll L] T L] T T L] T L) T T L] T 1
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 0 3 6 9121518212427 30333639424548
PFS (mo) ) 0S (mo)
Patients at risk Patients at risk
1pLOT.SOC 68 60 52 48 38 35 32 28 27 2320 10 4 0 0 0 O 1PLOTSOC BB 67 65 62 60 55 57 54 49 48 47 2515 5 1.0 0
1pLOT, cita-cel 68 €1 58 55 52 49 48 44 44 43 37 20 9 4 0 0 0O 1pLOT. citacel 68 66 60 58 57 57 57 56 56 55 50 31 16 8 0 0 O

The 1 pLOT cohort in CARTITUDE-4 was enriched for patients with functional high-risk disease; 59% of patients had disease progression within 18 months after
receiving autologous stem cell transplantation or initial therapy.

Note: PFS and OS measured starting from randomization. Hazard ratio and 95% CI from a Cox proportional hazards model with treatment as the sole explanatory variable, including only PFS
events that occurred more than 8 weeks post-randomization. A hazard ratio <1 indicates an advantage for patients treated with cilta-cel. Intent-to-treat analysis set consists of patients who
were randomized in the study.

Einsele H, et al. Lancet Oncol. 2026;27:254-268



Cilta-Cel: CARTITUDE-1 and CARTITUDE-4 - OS Based

on Number of pLOT Across

1001 e

i ! CARTITUDE-4,1 pLOT
_L‘:H'—'—\;—\—. . CARTITUDE-4,2 pLOT
2751 ﬁm CARTITUDE-4 and CARTITUDE-1, 3 pLOT
.g CARTITUDE-1, 24 pLOT
™
@ 50 4
c
2z
=
@
o 251
0 4
0 6 12 18 24 30 36 42 48
No. at risk (no. censored) 0S, months
— 1pLOT  60(0) 56 (0) 56 (0) 55(0) 54 (1) 28 (26) 6(48) 0(54) 0(54)
— 2pLOT  BB(0) 85(0) 62 (0) 81(0) 57 (1) 34(22) 6 (50) 0(56) 0(56)
— 3pLOT  67(0) 63(0) 59(0) 57(0) 54 (0) 32(18) 15(35) 2(48) 0(50)
24 pLOT  80(0) 74 (0) 70(0) 64 (0) 60 (0) 48 (7) 12(39) 2(49) 0(51)

Patients with 1 and 2 pLOT were from the as-treated population in the CARTITUDE-4 trial (clinical cutoff of May 2024), patients with 3
pLOT were combined from the as-treated population in the CARTITUDE-4 (clinical cutoff of May 2024) and CARTITUDE-1 trials (clinical
cutoff of October 2022), and patients with 4 or more LOT were from the CARTITUDE-1 trial (clinical cutoff of October 2022). OS starting

from cilta-cel infusion.

Einsele H, et al. Lancet Oncol. 2026;27:254-268



Touzeau C, et al.

Cilta-Cel: The CARTITUDE-4 Trial

Comparative Effectiveness of Ciltacabtagene Autoleucel Versus
Real-World Physician’s Choice of Therapy from the Flatiron Registry
in Lenalidomide-Refractory Multiple Myeloma

CARTITUDE-4 Cohort

Flatiron RW Cohort

Patients from CARTITUDE-4 who met the
tollowing criteria

= 1-3 prior lines of therapy including a Pl and IMID

~ Lenalidomide refractory

- ECOGPS <2

- Progression within 6 months of most recent line of
therapy

« No prior treatment with CAR-T or BCMA-targeted
therapy

= No prior receipt of allogenic stem cell transplant
within 6 months before apheresis or autologous stem
cell transplant <12 weeks before apheresis

Patients in the Real-world MM cohort registry
(n=17,187)

I

Patients who received a Pl and IMID and were
lenalidomide refractory
(n=4045)

]

Patients who received 1-3 prior lines of therapy
(n=3671

|

Patients with ECOG PS of <2, estimated
glomerular filtration rate of 240 mL/min/1.73 m*,
hemoglobin =8 g/dL (n=1912)

l

Patients in the cilta-cel cohort
(N=208)

Main analysis (2020-2024)
(1445 eligible lines of therapy, corresponding to
932 patients)

PFS

= Citacel == Real-world unweighted

}

— Real-world weighted

0.00
Number at risk
Citacel 208 163 139
Real-worid unweighted 1445 483 205 0 2
Real-world weighted 1445 499 180 48

Adv Ther. 2025;42:5023-5041.

‘Treatment regimen, # (%) N=1445
Other drug combination® 256 (17.7)
DPd 231 (16.0)
Others 120 (8.3)
Daratumumab monotherapy 118 (8.2)
DKd 108 (7.5)
DVd 98 (6.8)
KPd 64 (4.4)
pd 57(3.9)
Kd 43(3.0)
Clinical erial” 39 (2.7)
CyKd 39(27)
Rd 34 (2.4)
EloPd 31(21)
vd 27(1.9)
DRd 26(1.8)
Pvd 22(1.5)
Cyvd 21(1.5)
IsaKd 21(1.5)

TTNT

— Citacel == Realword unweighted —— Real-world weighted

Real-world unweighted 1445 552 240 14 46 3

Survival probability

0os

—- Citacel == Real-word unweighted —— Real-world weighted
1.00
075
050
025

P=0.0013
0.00

0 10 20 30 40 50

Time (months)
982 a1 348 154 17



Cilta-Cel: CARTITUDE-4 Bridging Therapy — Improved
Response Correlates With Longer PFS

+ PFS in this analysis was 2VGPR PR MR/SD PD

419 randomized measured post hoc from AE, n (%) (N=42) (N=70) (N=61) (N=20)
cilta-cel infusion
208 randomized to cilta-cel 211 randomized to SOC Per protocol, pre~cilta-cel CRS2 28 (66.7) 53 (75.7) 51 (83.6) 17 (85.0)
T p— SENNN N— disease evaluations were ICANS 2(4.8) 3(4.3) 3(4.9) 7(35.0)
S dipllns o L to occur at apheresis,
bridgi th h CNP2 i A : X
ridging erapy on day 1 £ 7 of each 5(11.9) 5(7.1) 5(8.2) 1(5.0)
. i Hasahiit ' bridging cycle, starting |IEC-parkinsonism 0 0 1(1.6)* 1(5.0)
H 176 received cilta-cel as study treatment? | | cycle 2, and <7 days prior % s
[ : to start of lymphodepletion Grade 3/4 infections? 17 (40.5) 25 (35.7) 25 (41.0) 6 (30.0)
| 20 received cilta-cel as subsequent therapy ! Nonrelapse mortality®. 3(7.1) 6(8.6) 11 (18.0) 6 (30.0)
#32 had PD (n=30) or died (n=2) during bridgi before g cilta-cel as study treatment, of which 20 received cilta-cel as therapy. PD, di i Fatal infections 1(2.4) 3(4.3) 8(13.1) 3(15.0)
Prolonged grade 3/4¢
PFS and OS from cilta-cel infusion b to bridging th °"°"""‘”
an rom cilta-cel intusion response to bridgin era 3
y P ging Py Thrombocytopenia 4(9.5) 8(11.4) 7 (11.5) 10 (50.0)
100 Neutropenia 1(2.4) 11 (15.7) 6(9.8) 2(10.0)
100
. - b, ot Anemia 0 1(1.4) 1(1.6) 3(15.0)
g MZVGPR *Occurmed in a patient with unconfirmed PD at cita-cel infsion. Among 3 patients who were NE for response to bridging therapy, there
w75 PR 7 S| ;359-?‘;."::. ‘an;'hgd not mwv'::m:yﬁayeo mmg?s“;w._...m ICANS, :..".'.'.""
] >VGPR :! 5 wsh effector cell-associated neurdliicity syndrome. ' ’
L)
e g
& H
§ 50 ® 5 -
< 2 AE of special interest
@ MR/SD <
g 2
] I
o
g 25 25
2 2VGPR PR MR/SD PD
[ (N=42) | (N=70) | (N=61) | (N=20)
0 30-month PFS rate, % 75.9 72.9 56.5 30.0 6
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
PFS, months 0S, months
Number Number
at risk at risk
2VGPR 42 42 42 41 39 39 37 35 35 29 17 12 5 4 0 0 2VGPR 42 42 42 42 42 42 42 41 38 32 20 15 6 5 0 0
PR 70 69 66 63 61 58 57 55 55 45 26 16 2 1 1 0 PR 70 69 67 65 65 64 64 63 63 57 36 24 6 3 1 0
MVED: Q1 188: 06 BY AL #4: 41 40; 3813918 8. 4 2 0 0 MR/SD 61 58 55 53 52 51 49 47 47 46 25 13 7 3 1 0
2019 29 7T T e 64 2 904900 20 14 14 10 10 9 8 8 8 6 3 1 0 0 0 0

Dhakal B, et al. ASH 2025. Abstract 2215.



Sequential Targeting in Multiple Myeloma: Talquetamab as

a Bridge to BCMA CAR T Therapy

Rationale and Background Patients and Methods
. Retrospective cohort from
o anti-GPRCSD /1. BCMA CAR-T delay (6-8 week) 20 centers (18 United “. f
BsAb — Need for disease control States and 2 Germany) = ¢ o CARTinfused =119
(Talquetamab) 134 " p 119
/ 4 Bridging 5
GPRCSD \ (4 ‘ \ / the;spg' me?uan 88% ..L od\. - '?‘cm..c,%gj
_— ays o P
Coll Brid mgzghgrapy (oTaalquetamab to BCMA CA‘R;T/ 4 ':0-«" 21) )
) median ays .8 m Q2w) / 15 did not proceed
“' Talquetamab BCMA CAR-T cell of Talquetamab 5 L :'/‘kg : (prég;ﬁ:{og 74
1 i etore er
8|spec1f ic antnbody Used as a~bndgmg agent to control liikashottils Miakisrimaiit Choice: 2)
targeting GPRCSD disease pre-CAR-T 019 (n e 115y
Response Rates " Results sBCMA Sustained CAR-T Expansion Across
Toudelty Decline Subgroups
Talquetamab related A
-CRS: 73% (mostly Grade 1-2) o | PoskionDuy £18
JCANS: 7% (Grade 3in 2%) | = S y
-Skin (38%), Oral (70%), 3 8
Nail (17%), Weight loss (15%) | = =
= L.
CAR-T related e o
-CRS: 68% (szcée 23: 2%) 5 4 S CAR-T
-ICANS: 6% (Grade 3 in 2%) AR-T infusion
ORR VGPR  CR ORR  VGPR -Infections (5% Grade 23), > >
Jin = Delayed neurotoxicity: 2 facial " : : )
Talquetamab Post CART(n ”9) e ol Time (days) Time (days postinfusion)

Response deepened in 42% after CAR-T

Dhakal B, et al.

Blood. 2025;146:2063-2072.




Functional Algorithm for

Selection of Bridging Therapy

aThe algorithm is the same regardless of the number of prior LOT;
however, additional options will be available for patients in earlier lines
who have had less exposure to bridging agents. Furthermore, bridging
may be needed less commonly in earlier lines; "Novel agents include
venetoclax for patients with t(11:14) and BsAbs (BCMA- and GPRC5D-
targeting) that may require longer washout. Avoid agents that might
compromise patients’ participation in a future clinical trial.

BCMA, B-cell maturation antigen; EMD, extramedullary disease; GPRC5D, G protein-
coupled receptor class C group 5 member D; IMiD, immunomodulatory drug; LOT,
lines of therapy; mAb, monoclonal antibody; PI, proteasome inhibitor.

Ailawadhi S, et al. Clin Lymphoma Myeloma Leuk. 2026;26:85-93.

Preferably select a triplet regimen
(IMiD, PI, mAb, selinexor; 1-2 cycles)

Regimen should include:

« Agents to which the patient has not
been, or was not recently, exposed

* Agents to which the patient is not
refractory

* May consider a novel® agent

How aggressive s the aiseasez D

Preferably select a quadruplet

regimen (IMiD, PI, mAb, selinexor, High-dose alkylator-based
novel®; 1-2 cycles) or low-dose regimen (1 cycle)
alkylator-based regimen

1-3 prior LOTs®

O Does the patient
hi
4+ prior LOTs®

have a hi
- tumor burden?

Regimen should include: Note: Supportive treatment also
may include stem cell boost to

« Agents to which the patient has not reduce risk of cytopenias
been, or was not recently, exposed

* Agents to which the patient is not
refractory

Consider adjunctive radiation therapy

for patients with:

* EMD

What are some features that can indicate highly aggressive disease?
* EMD * Kinetics of response

« High burden >50% in marrow e« Rapid disease progression an myeloma labs
(e.g., M-spike, light chains)

What are patient considerations that can impact selection of bridging therapy?

Cardiac comorbidities Avoid carfilzomib

t(11:14) Consider venetoclax

Consider a BCMA-targeting bispecific (as opposed to
talquetamab or selinexor, which may be associated with
increased risk of toxicities)

Anorexia/failure to thrive with few other option:

KA

ic patient cir (e.g., very low
disease burden, slow progression)

Consider no bridging therapy

20006

Renal impairment, cytopenia, frailty, or

Consider dose reduction
neuropathy

AR

BCMA, B-cell maturation antigen; EMD, extramedullary disease; GPRCSD, G protein-coupled receptor class C group 5 member D; IMID, immunomodulatory drug; LOT, line
of therapy; mAb, monoclonal antibody; PI, proteosome inhibitor. The algorithm is the same regardiess of the number of prior LOTs; however, additional options will be
available for patients in earlier lines who have had less exposure to bridging agents. Furthermore, bridging may be needed less commonly in earlier lines. *Nevel agents
include venetociax for patients with t(11:14) and bispecifics (BCMA- and GPRCSD-targeting) that may require longer washout. Avoid agents that might compromise
patients’ participation in a future clinical trial.



Incidence of CRS, ICANS, and Infections in CAR T Cells
and BsAbs

Cilta-Cel Teclistamab Elranatamab
CARTITUDE-124 MajesTec-156 MagnetisMM-37
(n=97) (n = 165) (n = 55)
Median FU 13 months 12 months 23 months 14 months
CRS (%) 84 95 72 58
CRS grade 23 (%) 6 4 0.6 0
Median onset CRS (day) 1(1-12) 7(1-12) 2 (1-6) NR
ICANS (%) 18 16.5* 3 3
ICANS grade 23 (%) 4 2.1 0 0
Median onset ICANS (day) 2 (1-10) 8 2.5(1-7) NR
Infections (%) 69 58 80 70
Infection grade =3 (%) 22 20 55 40
COVID (%) NR NR 29 29
CMV (%) NR NR NR 6
PJP (%) NR NR 4 5
Hypogammaglobulinemia (%) 21 NR 20 NR

*Total neurotoxicity 20.6%, non-ICANS neurotoxicity 12%. ICANS and non-ICANS neurotoxicities were not mutually exclusive, as 8 patients (8.2%) experienced both.3#
1. Anderson LD, et al. ASCO 2021. Abstract 8061; 2. Usmani S, et al. ASCO 2021. Abstract 8005; 3. Martin T, et al. J Clin Oncol. 2022;41:1265-1274; 4. Cohen AD, et al. Blood Cancer J.
2022;12:32; 5. Moreau P, et al. N Engl J Med. 2022;387:1722-1723; Moreau P, et al. ASH 2021. Abstract 2744; 7. Sebag M, et al. ASH 2021. Abstract 653.



Late-Onset Neurotoxicity

BRIEF COMMUNICATION

nature,, .
medicine

https://doi.org /10.1038/541591-021-01564-7

M) Chock for updates

Neurocognitive and hypokinetic movement
disorder with features of parkinsonism after
BCMA-targeting CAR-T cell therapy

Patient management strategies for neurologic AEs in
CARTITUDE

Movement and neurocognitive TEAES risk factors (2
or more)

High tumor burden?®

Grade 22 CRS

ICANS

High CAR T-cell expansion and persistence

Implementation of patient management strategies

More effective bridging therapy to reduce tumor
burden

Early and aggressive treatment of CRS and ICANS

Handwriting assessments and extended
monitoring

DNT: delayed neurotoxicity
I] NINT: non-ICANS neurotoxicity

expression z-score

Madduri D, et al. ASH 2020. Abstract 177; Van Oekelen O, et al. Nat Med. 2021;27:2099-2103.

Alteration of caudate nucleus

TNFRSF17 (BCMA), all donors combined

Brain structure name

Cranial nerve palsies
Parkinson disease and parkinsonism
Acute and chronic polyneuropathies

Guillain-Barré syndrome
Intracranial hemorrhage
Cerebrovascular accidents
Meningoencephalitis




Cilta-Cel: Clinical Course, Risk Factors, and Mitigating Strategies
for Immune Effector Cell-Associated Late-Onset Neurotoxicities (1/2)

A. Forrest plot of potential factors associated with IEC-PKS
Whole cohort ——
(=174) | Excluded C f k factc lysis (n=5) i
xcluded Cases forisk factor analysis (n=
« No Delayed Neurotoxicity but with IEC peoss @ NoToxkity Age >751 e 8.2(18-34.9)
Enterocoliis (n=4) £ & Ecne 1:3 Prior Lines va 2 4 | —i 3.4(0.9-14.5
Final analysis cohort + Died within 30 days of Cilta-cel (n=1) A IECPKS v [{ )
=169) BMPC 220% { e 43(10219)
Involved FLC 220mg/dL. [ 4.0(1.0-19.7)
Pre-infusion Ferritin 2 400microg/L. v 4.1(1.017.5)
\; ICANS e 6.1(1.2:26.9)
» 1ECHS - —— 5.7(0.829.4)
IEC Parkinsonism IEC-Nerve Palsy High Cumulative Steroid use | ey 10.7 (2.6-53.6)
(6 (e @ NoTorcity Tocilizumab use 221 —_— ——— —— 438(2.5768.4)
w0 i - ECcNp Post infusion peak ALC 23.0x10°91. ————————————  —| 16.9 (3.0317.2)
Y A IEC-PKS
Subsequent Concurrent Subsequent 5 / Day 28 Ferritin 2 400microph. o 6.2(1.444.9)
IEC-enterocolitis IEC-Nerve Palsy IEC-enterocolitis o
(=) i 0002040608 | § 10 15 20 25 30 35 40 45 50 55 60 300 600 900
absolute lymphocyte count; BM: bone marrow; ICANS: lmmfﬂ«fucdmmwmwvum IEC-
ns lmmuneeﬂectovtzﬂ IEC-PKS: immune effector cell
HEERIREEEE) ) ) LC: light chains

Serum ferritin, CRP, and ALC (median,

interquartile range) expansion from
cilta-cel infusion to 28 days of the
controls; IEC-NP and IEC-PKS groups
are plotted in (A) and calculated as
area under the curve for 28 days
(AUCy) and shown in (B).

Lim KJC, et al. Blood Cancer J. 2025;16:18.

ALC (x10°L

1
Serum Ferritin. (microg/L)
AUCes

conaf 1oonaf 1ol 110

| L. & aue IR

0 e g

day

Days from Infusion

@ No Toxicity

o ouou 7 »
Days post infusion
-
e 2.
CRP (mg/L) ALC (10°1)
AUCo 3 day AUCs » day

Contingency table of ALC peak for IEC-neurotoxicity

A. Delayed Neurotoxicity

ALC peak No Texicity Delayed Neurotoxicity Total
<3 x10°L 99 2 101
23 x10°L 47 21 68
Total 146 3 169

B. Nerve Palsy
ALC peak No IEC-NP IEC-NP Total
<3 x10°L 100 1 101
23 x 10°L 54 1Ll 68
Total 154 15 169

C. Parkinsonism
ALC peak No IEC-PKS IEC-PKS Total
<3 x10°L 100 1 101
23 x 10°L 60 8 68
Total 160 9 169

Negative predictive value of ALCpeak <3 x 10°/L = 98%.

Positive predictive value o

f ALCpeak 23 x 10%/L =31%.

Negative predictive value of ALCpeak <3 x 10%/L = 99%.

Positive predictive value o

f ALCpeak 23 x 10%/L = 21%.

Negative predictive value of ALCpeak <3 x 10%/L = 99%.

Positive predictive value of

f ALCpeak 23 x 10%/L = 12%.



Cilta-Cel: Clinical Course, Risk Factors, and Mitigating Strategies
for Immune Effector Cell-Associated Late-Onset Neurotoxicities (2/2)

r‘ MAYO CLINIC i d
¥ Management of Late Onset Neurotoxicity

IEC - Parkinsonism

Mitigation Strategies Treatment Strategies
* Disease debulking with bridging therapy » Trial of IVIG (1-2 G/kg) and Medrol 1 G/day for 3
prior to CAR-T to 5 days can be considered with mild symptoms.
If no improvement within 5-7 days, escalate

* Early aggressive intervention to reduce
the severity of CRS

treatment.

* Intrathecal hydrocortisone +/- chemotherapy may
be considered in patients with low blood WBC but
high lymphocytes in CSF. Systemic treatment is
likely to be more effective in patients with high
blood lymphocyte count.

* Dexamethasone or cyclophosphamide
during peak lymphocyte expansion has
been reported or studied as mitigating
strategies

* Cyclophosphamide (1.5-2 G/mA2) IV +/- mesna
have been helpful in some cases
*  Supportive care to monitor for blood count

recovery and antimicrobial prophylaxis is needed
post dosing

* Ruxolitinib have also been helpful in some cases.
Treatment may need to be given with slow taper
for months. Insurance coverage may be
challenging.
Lim KJC, et al. Blood Cancer J. 2025;16:18.



Alternative Construct: CART-ddBCMA

Bi-Valent
Camelid VHh*
(25kDa)

5 X/ QA s B P
LY . «

TCR?
(50kD3)

scFv?
(25kDa)

D-Domain
(8K03)

Apheresis LD Chemo

H Cy (300 mg/m2), Flu (30 mg/m2)

i Day-5, -4, -3

I

1 1

1 1

1 1

1 1

1 1
Consent, 3 [[Cellprceessin & i [ cart-ddBcvia

i ¥ release v, . 2

screening, cell infusion, Day

enrollment 0

Bridging Therapy

~N

=

Response and
Safety Assessments

Long term
Safety
Follow-up

iIMMagine-1: Overall Response Rate and Depth of Response

Efficacy Evaluable Patients, N=117

2VGPR
88%

Best Response:

Patel K, et al. ASH 2025. Abstract 256;
Frigault MJ, et al. ASCO 2022. Abstract 8003.

ORR=96%
8%

N=117
WsCR/ICR MWVGPR ®PR

ORR

| sSCRICR

74%

» Responses continue to deepen over time

= At a median follow-up of 15.9 months, IRC-assessed ORR
was 96% and sCR/CR rate was 74%

Median Interquartile

(months) Range iy A3
Time to first response 1.0 1.0,1.9 0.9,13.8
Time to best response 4.8 21,90 0.9, 23.8
Time to sCR/CR 3.2 2.0,92 0.9,23.8

stringent complete response; VGPR, very good partial respon se




Late-Onset Neurotoxicity
Cilta-Cel

* Cranial nerve palsies

» Parkinson disease and parkinsonism
« Acute and chronic polyneuropathies
* Guillain-Barré syndrome

* Intracranial hemorrhage

« Cerebrovascular accidents

* Meningoencephalitis

iMMagine-1: Immune Effector Cell-Associated
Neurotoxicity Syndrome (ICANS)

108
(92%)
4 4 1
(3%) (3%) (1%) 0 0
I I 2 (0%) (0%)

No ICANS Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

8% (9/117) of patients had ICANS of any grade; all cases resolved

No delayed or non-ICANS neurotoxicities were observed, including no incidence of
parkinsonism, no cranial nerve palsies, and no Guillain-Barré syndrome (n = 117;
median follow-up of 12.6 months, range: 5—29 months)

Similarly, no delayed or non-ICANS neurotoxicities have been observed in the phase |
study! (n = 38; median follow-up of 38.1 months, range: 25-56 months)

Anito-cel demonstrated deep, durable responses in 4L+ RRMM with
a manageable safety profile, including no delayed or non-ICANS
neurotoxicities and no immune effector cell-associated enterocolitis

Madduri D, et al. ASH 2020. Abstract 177; Van Oekelen O, et al. Nat Med. 2021;27:2099-2103. Bishop MR, et al. Blood. 2024;144:4825, as presented in poster 4825 at ASH 2024.




IMMagine-3 Design, Global Phase 3 Study — Now Enrolling

iMMagine-3 (NCT06413498) is a global, Phase 3 trial comparing anito-cel to standard of care therapy in
patients with RRMM after 1-3 prior LoT, including an anti-CD38 monoclonal antibody and an iMiD

Anito-cel is being co-developed by Arcellx and Kite, and is being manufactured by Kite for iMMagine-3

s o
= @ =2 .
® 3 o > = c Anito-cel Arm
= — E — CE” % — § 2
2 E 2 2 £ g Target dose: 115 (£ 10) x 106 g
= c 2 m - o @ :
o — N 3 Es CAR+ T cells S
o - = ©
w < .
£
E . Standard of Care Arm* i
= KDd, PVd, DPd, Kd
Study Design Study Endpoints
= 1:1 Randomization * Primary Endpoints:

= PFS
» MRD-negative CR rate at 9 months

» Key Secondary Endpoints: CR rate, MRD, OS, safety

= n = Approximately 450, ~130 sites globally

Patel et al, American Sodety of Hematology 2025, Abstract 256



GCO012F/AZD0120

Dual CAR T and FasTCAR

BCMA

Plasma cells

DURGA program

BCMA-CD19
Dual CAR-T

CD19 BCMA

\ ; 1
(low ) l
expression) U Anti-CD19 scFv

Anti-BCMA scFv

Plasma )
cells Progenitors

Du J, et al. ASH 2025. Abstract 258.



Future Directions
CARTITUDE-5 (transplant nonintended)

VRd Rd maintenance
> 2 cydes })  (untilPD) »
-
- Follow-up
e VRd until PD Long-term
g! ° § 2 cycles follow-up for
I diagnosed = ] |) ) (bridging Tx ) Cilta-cel ) Observation ) survival,
patients who are not i = -§_ post subseq.
intende(d for initial 2 'E apheresis) i us;e':plg&
ASCT (either not 7] - an
o . =)
eligible or deferring) [k o Assessment of PFS (Primary endpoint: PFS) other
. 5 delayed AE's
Sample Size: [ Stratification factors:
~650 a) R-ISS staging (I,I1,1II)
b) Age/Transplant eligibility
+ Age = 70yrs
L « Age <70yrs and transplant ineligible due to comorbidities
- + Age <70yrs and transplant deferred
*1 cycle of VRd allowed prior to enrollment c) Response to VRd induction (2VGPR; <PR)

CARTITUDE-6 (transplant eligible)

Key eligibility — -» D+*VRd D+VRd |,
criteria: o 4 cycles 2 cycles ponater
= follow-up f
*Newly diagnosed © °sﬂ"r"vi‘$'3.,°'
Patients N " ) Follc?w-up thSUbs'eq-&
- Eligible for g until PD S
initial ASCT
J 'g L, D+VRd — (
« All risk S 6 cycles years)
cytogenetics e
— |
'S;\‘rj'r:)ple Size: ~ < Assessment of PFS
Sagicnie s -
:; 2;‘:99"9"“ Dual Primary endpoints: Sustained MRD neg CR and PFS

NCT04923893

NCT05257083



Alternative Target: GPRCS5D, the MCARH109 Trial

Total
(N=16)

Cytokine Release Syndrome (CRS), n (%) 14 (93)

Grade 3 or higher 1(6)
P — Median time to onset, days (range) 2(1-11)
e g Median duration, days (range) 3(1-19)
Neurologic Toxicity (ICANS), n (%) 1(6)
Grade 3 or higher 1(6)
Median time to onset, days (range) 1(NA)
P —— Median duration, days (range) 46 (NA)
Cyclophosphamide (300 me/m?) MTD was 150M cells A A —— 6 (38)
y ()
- Clinical Response Grade 1 Maculo-papular rash, n (%) 2(13)
W Stable [ Partial W Very good Stringent M Progressive =» Ongoing
disease response partial complete disease response Grade 1 Dysgeusia, n (%) 1 (6)
response response

Baseline At Relapse after Treatment

CD138

Dose of CAR T Cells

GPRC5D o

T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80

Study Week




® What could also happen in case of BCMA Failure (or even in its absence!) ?
Arlo-cel (Anti-GPRC5D CAR T) after = 3 pLOT

All treated patients

Prior
= 3 regimens

Baseline characteristics

100 1 87% 91%
Median age (range), years 63 (39-80) 90 -
Male sex, n (%) 43 (51) € 80 -
o . ¢ 70 e S | CRR
High-risk cytogenetics, del (17p), n (%) 26 (31) S 60 - CRR 48%
8 53%
EMP, n (%) 39 (46) < 50 - 13
S 6.1 = 40 - 11
Median time since diagnosis (range), years (0.7-17.) % 30 - o 22
Median of prior regimens (range) 5(3-15) E fg 1 22
| Prior BCMA-TT, n (%) 41 (49) 0 L ,
Refractory status to prior therapy, n (%) Overall 150 x 108
BCMA-TT 17 (20) (n=79) CART cells
. (n=23)
Triple-class 64 (76)
Penta drug 29(33) Response: ] scR l cR | vGPr PR
Most recent antimyeloma regimen 70(83)

+¢+ Prior BCMA therapy: 49%, 42% pts had high-risk cytogenetics, and 46% EMD

Arlo-cel is an investigational product, currently not approved by any regulatory agency. Bal et al, abstract #922, ASH 2024

Arlo-cel: arlocabtagene autoleucel , BCMA: B Cell Membrane Antigen, CRR: Complete Response Rate, EMD: Extramedullary disease , M: median, PLOT: Previous Lines of Treatment, 0S: Overall Survival, ORR: Overall
Controversies in Multi ple Myeloma Response Rate, pLOT: previous lines of treatment, PFS: Progression Free Survival, PR: Partial response, Pts : patients, sCR: stringent Complete Response, VGPR: Very good PR 57



O
Arlo-cel Phase 1 Cohort A: Efficacy and Safety in RRMM (2 3 prior regimens)

Safety Profile

PFS in the efficacy-evaluable population®® i i
Y pop 0S in all treated patients All treated patients
100 1 (=84}
| ) Q Any grade: 30%
L ~©- Prior BCMA-targeted therapy 5 s
80 1 ~#= No prior BCMA-targeted therapy 90 "3 Grade 23: 0%
l : . 80 :
70 Median PFS: 18.3 : 0S rate (95% CI):
months 70 : -8
601 R, LB 01 i 12-month 90% (81-95) [ Any grade: 32%
3 = B9 21 e 60 : 18month 87% (76-93) O% N4
§ a1 E o ‘ 21-month  84% (72-91) Grade 23: 0%
| <
40 - ) 8
: 40 4
30 - ' @3 @16
' ' 30 ® o
A i -
20 - ' : =
' A 20
10 4 ‘ '
: 10 : _® Any grade: 19%
0 1 : 5 : 5
3 6 9 12 15 18 21 24 27 ; - 2 Grade >3: 0%
No. at risk Time since infusion (months) T T T T g g T T g g
Prior BCMA 0 3 6 9 12 15 18 21 24 27
targeted therapy % ol 29 u 15 1 8 5 2 0 No. at risk Time since infusion (months) All treated patients
erapy ! : A = 2 ' . ‘ 8 8 78 72 59 46 36 26 12 0 Select TRAEs (N=284)
Anygrade  Grade 3/4
; ; - ; . CRS, n (% 69 (82 3(4
Median PFS in the efficacy-evaluable heavily pre-treated population was ICANS (n ()%) 8 ((10)) 2 22;
% 0, ' P
18.3 months, and the 12-month OS rate was 90% Other select neurotoxicity,® n (%) 10 (12) 6(7)
Median follow-up in the efficacy-evaluable population: 16.1 months. Data cutoff: August 23, 2024. PFS and OS were estimated by Kaplan-Meier methods. Symbols show censored patients. *The efficacy-evaluable population includes all 79 patients who received g arlo-cel, had bl
disease at the most recent disease assessment prior to arlo-cel infusion, had 2 1 post-infusion disease and inclusion was irrespective to any possible response to bridging therapy. Five patients were not included in the efficacy-evaluable set; 2 died before the first post-infusion
assessment, and 3 because their disease was no longer measurable after bridging therapy. *"mPFS in all treated patients was 15.3 months (95% CI 11.8-20.8). arlo-cel, ar BCMA, B-cell antigen; CRS, Cytokine Release Syndrome; ICANS: Immune effector cell-associated
neurotoxicity syndrome; m, median; NA, not applicable; OS, overall survival; PFS, progression-free survival. 4L, fourth-line; BsAB, bispecific antibody; CAR T, chimeric antigen receptor T cell; GPRCSD, G protein-coupled receptor class C group 5 member D; RRMM, rel; d/refractory multiple TRAE,

treatment-related adverse event

Arlo-cel is an investigational product, currently not approved by any regulatory agency. Bal S et al. Oral presentation at ASH 2024. Abstract 922.

European Myeloma Network 2025




KLN-1010: Modified LVV-Generating Anti-BCMA CAR T
Cells In Vivo

* Envelope-modified, replication-incompetent, self-

inactivating lentiviral vector Detargeted fusogen,
] i VSV-G mutation Retargeted to T cells with
» Detargeted VSV-g fusogen avoids delivery to LDL- CD3 tropism molecule
expressing cells while maintaining high transduction
efficiency (]?[)
+ Precise targeting to T cells with a CD3 scFv T ~\//F.) CAR molecule

» Delivers fully human anti-BCMA CAR

\/'./ T Proprietary,

. ‘ fully human
T target binder

Preclinical studies in animal models 4-1BB

KLN-1010 led to

* More profound killing of tumor compared with similarly

manufactured cilta-cel-like CAR Ts
* Increased persistence and memory CAR T composition
» High T-cell specificity with no germ cell transduction

-
!

CD3¢
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Who Is Not Eligible for CAR T-Cell Therapy?

Fiqure 1 Overview of the CAR-T treatment process. Depiction of the treatment process from patient eligibility through

follow-up care.

F0 Puent ety
Referral to Cerfied 0
O Treatmens Cenler Leukapheresis
~B-" B~
*0 Follow-up care I%
Shart-lem and
long-term AE manitoring 1§ * a times may vary)
Bridging herapy fo
CART Treatment Process sabi dsease
CAR-Ts are ready for
nfizsion (optionsal)
0 carTintsion
Immediate manitoring ‘
during and after

infusion far toxiclies

0 Lymphodspleion
Patents receive 8
chemofherapeutic regir
o reduce ?',ml'u'p e oount
in preparation for nfusion

Indicaties recommended involvement of refering
onookogist i reatment planning and deliery

Treatment Stage
Patient selection and referrals

Apheresis

Bridging therapy

Lymphodepletion

CAR-T infusion and monitoring

Key Considerations

Differences from eligibility criteria used in pivotal trials (eg, performance status, comorbidities)™*

Performance status, rate of disease progression, organ function, patient willingness, and logistical or supportive
requirements (eg, insurance, caregiver availability)

Initiation of conversations regarding potential referrals of patients for CAR-T therapy prior fo ligibility

Consider referrals for CAR-T therapy at least 1 LOT prior to CAR-T eligibility (eg, after exposure to 3 freatment classes with
current indications for CAR-T therapy in MM)

Consider early conversations regarding referral for historically underserved patients (eg, older adults, rural, lower
socioeconomic status, racial/ethnic minorities). Consider early conversations regarding referrals for patients with high-risk
MM at diagnosis

Adnere to recommended treatment washout times prior to apheresis
Consider impact of prior therapies (eg, alkylator therapies) on T-cell fitness and CAR-T manufacturing/patient outcomes
Consider delaying apheresis for a minimum of 30 days after discontinuation of high-dose alkylator therapy

Tailor bridging therapy o patient needs (&g, ireaiment history, disease status, comorbidities, anticipated toxicities of
bridging therapy, anticipated manufacturing time)

Consider logistical factors (eg, use of oral bridging therapies if administered at a different center from the CAR-T center)
Halt bridging therapy > 1 week (or 5 times the agent half-life, if shorter) prior to CAR-T infusion

May adjust dosing of lymphodepleting chemotherapy for patients with renal insufficiency
Delay lymphodepletion for patients with active infection or other toxicities related o bridging therapy/disease progression

Collaborate with other specialists (eg, cardiology, neurology, infectious disease)
Review product-specific guidance for infusion and monitoring requirements
Maintain communication between treating and referring healthcare providers following CAR-T administration

Advanced ECOG PS, aggressive disease, comorbidities, no caregiver, renal impairment,
patient availability for being referred to a CAR T-cell center .

Ailadwhadi S et al. Leukemia Lymphoma and Myeloma 2024



EHA-EMN 2025 Guidelines
|

I 1
Yes No
Induction (4-6 cycles) First option:
IsaVRd [I, A]
First option: DaraVRd [I, A]
DaraVRd [I, A] DaraRd [I, A]
IsaVRd [I, A]
If first option is not available:
If first option is not available: DaraVMP [1, A]
DaraVTd [l, A] VRd [I A’]
VRd [Il, B] '
1 Consider DaraR (with Dex in 2 first cycles) for frail
200 mg/m? melphalan [I, A] patients [I, B]

followed by ASCT [I, A]
1

Consolidation with same induction regimen
(2 cycles when up to 4 induction cycles) [I, B];
tandem ASCT for high-risk disease [Il, B]

Lenalidomide maintenance [I, A]
Daratumumab plus lenalidomide maintenance [I, A]

ASCT, autologous stem cell transplantation; Dara, daratumumab; Dex, dexamethasone; EHA, European Hematology Association; EMN, European Myeloma Network; Isa, isatuximab; mAb, monoclonal antibody; MM, multiple myeloma;
R, lenalidomide; Rd, lenalidomide-dexamethasone; VMP, bortezomib-melphalan-prednisone; VRd, bortezomib-lenalidomide-dexamethasone; VTd, bortezomib-thalidomide-dexamethasone.

Dimopoulos MA, et al. Nat Rev Clin Oncol. 2025;22:680-700. (under minor revision)



EHA-EMN 2025 Guidelines

Newly diagnosed MM: Exposure to proteasome inhibitors, immunomodulatory drugs, and anti-CD38 mAbs

Eligibility for ASCT
|

I 1
Yes No
Induction (4-6 cycles) First option:

lea\/RA L Al

Most newly diagnosed patients with MM will be exposed to proteasome
inhibitors, immunomodulatory drugs, and
anti-CD38 mAbs as part of their first line of therapy. All will be refractory
to lenalidomide, and not all will be refractory to anti-CD38 mAbs

1 Consider DaraR (with Dex in 2 first cycles) for frail
200 mg/m? melphalan [I, A] patients [I, B]
followed by ASCT [I, A]
1

Consolidation with same induction regimen
(2 cycles when up to 4 induction cycles) [I, B];
tandem ASCT for high-risk disease [Il, B]

Lenalidomide maintenance [I, A]
Daratumumab plus lenalidomide maintenance [I, A]

ASCT, autologous stem cell transplantation; Dara, daratumumab; Dex, dexamethasone; EHA, European Hematology Association; EMN, European Myeloma Network; Isa, isatuximab; mAb, monoclonal antibody; MM, multiple myeloma;
R, lenalidomide; Rd, lenalidomide-dexamethasone; VMP, bortezomib-melphalan-prednisone; VRd, bortezomib-lenalidomide-dexamethasone; VTd, bortezomib-thalidomide-dexamethasone.

Dimopoulos MA, et al. Nat Rev Clin Oncol. 2025;22:680-700. (under minor revision)



Natural History of Multiple Myeloma

Asymptomatic Symptomatic 3. RELAPSE
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Natural History of Multiple Myeloma

1 3.
Asymptomatic | Symptomatic RELAPSE
1
1
100 = X 2.

X ACTIVE RELAPSE
| MYELOMA
1
1

50 = 1 1. RELAPSE
| X
| A
1
)

20 .
1
1
1
1 o
First-line therapy Second-line therapy Third-line therapy

Patients will present later at first relapse
Most patients will be triple-class exposed or Len-Dara exposed, and all will be refractory to lenalidomide




Disease and Patient-Based Factors Influencing Treatment Decision-
Making in the Relapse Setting

. Disease g Treatment .
Frai P Risk men . Lif
ailty morbidity sk assessment history estyle
| | Age Refractory Previous Patient
g disease therapies preference
Ne— Ne— .
Performance Renal . . Travel/infusion
] status | impairment Cytogenetics .
Ne— Ne— E ~’ T
—  Disability — Bone disease . e, a0
-l........ : ..A
LY M ’ -
L| comorbidities The most effective
regimen, safe, and

l

maintains QOL

Treatment history is a crucial factor
Other factors to take into consideration in the relapse setting




Treatment Landscape in Multiple Myeloma

First line
ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Dara-Len-Dex
ASCT Dara-VMP/RVd
Len/Dara-Len Anti-CD38 + Pl + IMiD + Dex

Second line
Based on sensitivity/refractoriness to daratumumab and lenalidomide

Anti-CD38 + carfilzomib-Dex Pomalidomide-bortezomib-Dex Cilta-cel

Anti-CD38 + pomalidomide-Dex Selinexor-bortezomib-Dex New combinations

Teclistamab-Dara/Elra-Dara/Elra monotherapy
Talquetamab-Dara

Belantamab-Vd (DREAMM-7)

Belantamab-Pd (DREAMM-8)

Carfilzomib-Dex

How to select the right combination in the near future???

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.




CANDOR: Study Design

CANDOR Final Analysis
Patients and Methods
Patients (N = 466) - Study Design Primary endpoint:
* >18 years old £ KdD (n =312) * Enroliment: 2017-2018 *PFS
* RRMM -gEo) ; * Last patient visit: 2022 Main secondary endpoints:
* 1 to 3 prior lines of therapy = Kd (n = 154) ® Reqylre‘d prophylactic * ORR, MRD- CR at 12 mo,
+ 102 international sites 14 medications OS, safety
Primary endpoint: 7y
100 Significant improvements in = 0 =
PFS reported for KdD
80 - versus Kd based on ORCA a0 4
assessment
g 60
= T 60
§ .
& 40 s
E g 40 4
= 3
% 204 =
=3 g 20
S
£ 54
KdD (n=312) Kd (n=154)
Progression/death, n (%) 161 (51.6) 88 (57.1) 0 KdD (n=312) Kd (n=154)
Median PFS, months 28.4 15.2 Death, n (%) 148 (47.4) 80 (51.9)
HR for KdD vs Kd, (95% ClI) 0.640 (0.491-0.832) Median overall survival, months 50.8 436
T T T 1 T T T T T T T T T T T T T HR for KdD vs Kd, (95% ClI) 0.784 (0.595-1.033)
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 Palue (1-sided) 0417
Time since randomization (months) © 3 6 © 12 15 18 21 24 27 30 33 36 30 42 45 48 51 54 &7 60
MRD- CR rate at 12 months/any time: i " T since randanization
lumber of patients at risk:
KdD: 1 3%/220/0 Kd: 20/0/80/0 KdD 312 297 281 268 256 246 239 229 221 213 201 198 186 180 173 156 141 656 16 2 O
Kd 154 146 140 129 126 116 108 106 101 98 93 88 82 76 74 66 62 20 3 1 0

Hazard ratio for PFS is sustained across all subgroups of patients, including those refractory to lenalidomide
(30%) after 1 or more prior lines of therapy

o Safety profile acceptable

Usmani SZ, et al. Blood Adv. 2023;7:3739-3748.



IKEMA: Study Design - Isa-Kd vs Kd in Relapsed Multiple Myeloma

1.0 1

Stratification factors:
- Prior line 1 vs. >1
- R-ISS: 1 or Il vs lll vs not classified

Relapsed MM
N=302

- 1-3 prior lines
- No prior therapy with carfilzomib
- Not refractory to prior anti-CD38

Isa-Kd (n=179)
- lIsa: 10 mg/kg on D1, 8, 15, 22 in C1, then Q2W

- K: 20 mg/m? D1-2; 56 mg/m? D8-9, D15-16 C1;
56 mg/m? D1-2, D8-9, D15-16 all subsequent cycles

« d: 20 mg D1-2, D8-9, D15-16 and D22-23 each cycle

Treatment until PD,
3:2 unacceptable toxicities,
or patient choice

=
=
©
=l
£
=]
=]
=
<
o

Kd (n=123)

+ K:20 mg/m? D1-2; 56 mg/m? D8-9, D15-16 C1;

56 mg/m? D1-2, D8-9, D15-16 all subsequent cycles
+ d: 20 mg D1-2, D8-9, D15-16 and D22-23 each cycle

100

Primary Endpoint:
PFS (IRC)

Key secondary
endpoints: ORR,
rate of ZVGPR, MRD
negativity, CR rate,
os

Median PFS control
arm estimated at 19
months

Prespecified interim

analysis when 65%

PFS events (103) as
per IRC

138 0S events: 79 (44.1%) in Isa-Kd; 59 (48.0%) in Kd*

— lsa-Kd — lsa-Kd
09+ —Kd 90 — kd
+ Censor 0 Isa-Kd: + Censor  Extrapolating the current
g 087 g ;;g'f:cNI-RsmzroNR) observed trend for an
E o014 2 T additional 12 months of
2 06+ 1sa-Kd E 60 follow-up, the mOS
5 . estimate for Isa-Kd arm
05 mPFS: 35.7 months L T 7 is 63 months (95% O
H (95% CI: 25.8-44.0) = d
L | % s eSeTEe e mOS: 50.6 months 59-69)
g_; 0.4 g (95% CI: 38.932 to NR)
¢ 031 , Kd 07 This corresponds to an
02  HRO.58(954% Cl: 0.42-0.79) mPFS: 19.2 months 20 estimated 1-year
(95% CI: 15.8-25.0) 10 difference in m0S
0.4 HR (95% CI: 0855 (0.608 to 1.202); p=0.1836t
Wr—T—T—T T T T T T T T T T T T T T R I T L e e s s e
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 4 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
Time (Months) Nurber at isk: Time (Months)
» Hazard ratio for PFS is sustained across all subgroups of patients, including those refractory to lenalidomide
(30%) after 1 or more prior lines of therapy
« Safety profile acceptable

Yong K, et al. Lancet Haematol. 2024;11:e741-e750.




APOLLO: Subcutaneous Dara Plus Pom-Dex vs Pom-Dex in RRMM

(" D-Pd )
= D: 1800 mg sc? Post- Survival follow- * Primary endpoint:
Key eligibility criteria i qw cycles 1-2; 2w cycles 3—6; treatment up every 12 PFS
° R S G @ElEs 75 follow-up weeks
>1 prior line with E : 4 mg po Dbays 1-21 q4w for following PD or * Secondary endpoints:
both LEN and a Pl = -40me po-Days 1 8 15, 22 e SR el ORR, 2VGPR, >CR,
ECOG PS <2 2 Pd N — subsequent MRD, OS, time to
CrCl 230 mL/min? S P: 4 mg po Days 1-21 treatmente therapy response, DoR, time
d: 40 mg poP Days 1, 8, 15, 22 to next therapy,
28-day cycles: treatment until PD or safety, HRQoL
\ unacceptable toxicity J

Progression-free survival

12-month PFS rate

100 100
80
xX
Q2
a 60 o
S e S
3 D-Pd median: 12.4 months S . S opa:
® 40 = median, 34.4 months
o
®
& 20 ' 20 - :v:je'dian,zz.? months
HR, 0.63; 95% CI, 0.4740.85; P=0.0018 Pd median: 6.9 months L 0 o 1 D6t s
0 T T T T T T T T T T T T T T T T T 1 o PI! D_‘TQEIQ - r r - r — . - T T - T T r
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 0O 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Months Months

* The number of patients included after 1 PL is rather small (11% of patients)

+ 80% of patients were Len refractory, and the median PFS in Len-refractory patients is 9.9 months for Dara-Pd
and 6.5 months for Pd

» Safety profile acceptable

Dimopoulos MA, et al. Lancet Haematol. 2023;10:e813-e824.



Treatment Landscape in Multiple Myeloma

First line
ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Dara-Len-Dex
ASCT Dara-VMP/RVd
Len/Dara-Len Anti-CD38 + Pl + IMiD + Dex

Second line
Based on sensitivity/refractoriness to daratumumab and lenalidomide

Anti-CD38 + carfilzomib-Dex Pomalidomide-bortezomib-Dex Cilta-cel

Anti-CD38 + pomalidomide-Dex Selinexor-bortezomib-Dex New combinations

Teclistamab-Dara/Elra-Dara/Elra monotherapy
Talquetamab-Dara

Belantamab-Vd (DREAMM-7)

Belantamab-Pd (DREAMM-8)

Carfilzomib-Dex

How to select the right combination in the near future???

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.




OPTIMISMM: PVd vs Vd in Patients With RRMM

559 patients; median 2 prior lines of therapy; 100% Len exposed; 70% Len refractory; 63%
Len refractory as part of the last line of therapy

PVd reduced the risk of progression and

death by 39% compared with Vd 0S: ITT population

Median PFS,|  HR (95% Cl)

100 §
107 “. Events/ N months P Value Median 05 Hazard ratio® |  72-month 0S rate
097 4 0 35,
pvd | 15281 (1120 ) 061 (0.49077) 0 semorths | HR 0,941 960 1939,
= 08 < o001 ® 31.6 months | (95%Cl, 0.77-1.15); 0 0
2 Vd | 162/278 710 ‘ P=0.571c
2 07 6] 49%
w3 g
0N 06 <
38 s 40
3¢ ‘
o c 04* I '
@-g 031 ey ! 0 ]
w 0. | | 1 I
Q'E 32% [ ‘
FIVE i _—t
o ! o M 0 T T T T t T
a 01 ;: 0 6 12 18 24 30 3% 4 4 54 60 6 72 78 84 % % 102
! ! Number at risk Months since randomization
0.0 T T T ¥ T t T T T T T T T T 1
-8 PVd W1 236 203 179 160 140 127 107 9 & 5 B N M 5 2 0 0
0 3 6 § 12151820 24 2730 3 3% 3% & & -4 Vd W W5 1N 168 146 128 108 97 &9 & M 50 26 9 4 2 1 0
No. at Risk Months
Pvd 281 233 182 128 94 67 47 28 13 7 4 2 1 1 1 0
Vd 278 176 112 66 42 30 20 14 4 4 3 2 2 0 0 0

o Median PFS for PVd in patients refractory to Len after the first line of therapy was 17.8 months
» Safety profile acceptable

Richardson P, et al. J Clin Oncol. 2018;36:2492-2503. Abstract 8001.



BOSTON: Selinexor Vd vs Vd in Patients With RRMM

+ Median age: 66 years (SVd) vs 67 years (Vd) + High-risk cytogenetics: 50% vs 46%

+ 2 prior lines: 33% vs 31%; 3 prior lines: 16% vs 21%

Median PFS, months (95% CI)*

Vd arm (n =207)
9.46(8.11,10.78)

SVdarm (n=195)
13.93 (11,73, NE)

HR=0.70 (95% Cl: 0.53, 0.93); one-sided P=.0075

Kaplan-Meier estimates of progression-free survival among patients in the ITT population B mFR
i Vd: 7.1 months
100+ - Selinexor, bortezomib, and dexamethasone
-6~ Bortezomib and dexamethasone ECR
3 0.4 5% | evarn
5 0754
o5 24.5%
3T 027
f% R s WS UP Py — =d
sL Sefinexor, bortezomib, and dexamethasone: —d +
8 025 mesian 1393 months (05% (173 noteauate oo
2| Bortezomiband eramethasone:medin 946 moths (055 111-1078) b 5 W 15 o b o b o
Hazardatio 070 055 1053-0.93),p=00075 - et SV (r=53) W [n=53)
T T T T T T 7T T T T T T T T T T T T T T T 1T T T 71 Svd 53 27 14 ¥ 4 3 1 o
0123 456789NUDBYEBTBHNA2BU5% 53 22 & 4 1 o
Time (months) *TTINT ws caboulmisd from th diste of e T bt o reast 1= b=ty ORR, il stu; P7, partal
Number at risk I et o et et revee coocrrent § L Sale ety weouf e ﬂiﬂ_@uﬂeﬂnﬂdﬁw“uﬁmtmﬂad
lnlm\hu(ensmd) .:_n.u- At —:: o . .: _ ok m = + k. mu’ ;E d
Selinexor bortezomib, 195 187 U5 IR BS L7 106 89 79 76 69 &4 §7 ot panlrmpense
anddeamethasone (0) (5) (22) (20) (3Y) B37) (42) (50) (57) (59) (63) (66) (70)
Bortezomib and dexamethasone 207 187 175 152 138 17 111 100 . . .
e 106 patients in the BOSTON trial were Len refractory, and

© 6 (0 (15 20) (2) (29) B

+ Lenalidomide exposed: 39.5% vs 37.2%

Figurs 1. PFS in
Lenalidomide-Refractory Patients

Svd: 10.2 months

Figure 2. Responss in
Lenalidomide-Refractory Patientz

the majority of them were after 2 or 3 PL

o Safety profile was acceptable, and for those patients in whom the dose was modified, the outcome was better

» No significant benefit reported in overall survival

Grosicki S, et al. Lancet. 2020;396:1563-1573.




Treatment Landscape in Multiple Myeloma

First line
ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Dara-Len-Dex
ASCT Dara-VMP/RVd
Len/Dara-Len Anti-CD38 + Pl + IMiD + Dex

Second line

Based on sensitivity/refractoriness to daratumumab and lenalidomide

Anti-CD38 + carfilzomib-Dex Pomalidomide-bortezomib-Dex Cilta-cel

Anti-CD38 + pomalidomide-Dex Selinexor-bortezomib-Dex New combinations

Teclistamab-Dara/Elra-Dara/Elra monotherapy
Talquetamab-Dara

Belantamab-Vd (DREAMM-7)

Belantamab-Pd (DREAMM-8)

How to select the right combination in the near future???

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.




CARTITUDE-4: Phase lll Trial of Cilta-Cel vs PVd/DPd in Len-Refractory

MM After 1-

Screening

+ Age>18years
with MM

+ 1-3 prior LOT

Key inclusion criteria:

= SOCarm
Randomization | PVd or DPd*®
1

randomization

bl D g A e Median number of PL: 2
+ Lenrefractory stratifiod by: | Falowp
« Choice of . . .
s EcoePsst ] pvgopg * 33% of patients with HRCA and 21% double hit
Key exclusion criteria: « 1SS stage
« Prior CART or O N“mtl!OfTO“ Cilta-cel arm
T - « 25% TC exposed and 14% TC refractory
0
L]
Primary endpoint Secondary endpoints 100/) Len refraCtory
* PFS¢ + Efficacy: 2CR, ORR, MRD negativity, OS
+ Safety
+ PROs
Increased Rates of Deep Responses Seen With Additional Follow-Up With Cilta-cel
ORR?
15.9 months. 33.6 months.
follow-up' follow-up
100 4
.| 846
(176/208) (176/208)
80 1 | 67.3 DOR®
5501 2CR: 187
E scr: 242 DOR, months, median (95% CI) NR (NE-NE) (12.9-237)
Fao 768 30-month DOR rate, % (35% CI) (59.571.: 4.0) (27%5_:‘3_5)
20 4
N 34
Cilta-cel Cilta-cel soc
| sCR | CR B VGPR m PR
Cilta-cel provided high ORR and sCR/CR rate with sustained DOR ESRE
b

Mateos MV, et al. IMS 2024. Abstract OA-65.



Phase Ill CARTITUDE-4 Trial: Efficacy

% Alive

80

60

40

20

0

PFS (ITT; 33.6-mo median follow-up)

© soc

30-month PFS
A
'\-‘.“““““‘
" Ce 59.4
g
AMMAA-AAA A Cilta-cel
) 25.7
HR (95% Cl), 0.29 (0.22-0.39);
P<0.0001>
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

Months

OS (ITT; 33.6-mo median follow-up)

100 30-month 0S
i S aea 76.4
80 A7 s e————s. Cilta-cel
o\° 60 " R oo
G 638 ¢ > $0C
2
< 40
201
HR (95% CI), 0.5 (0.39-0.79); P=0.0009b<
0 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

Popat R, et al. ASH 2024. Abstract 1032.



Phase Ill CARTITUDE-4 Trial: MRD-Negativity Analysis

Overall MRD negativity? Time to MRD negativity (10-5)
M Cilta-cel 10-5 10-5 in evaluable patients
M soc ‘ 2 100
OR:13.3° | OR: 28.5° £ w0
P<0.0001 | P<0.0001 o M7 ,
100 - oy \ 0.000 S o Cilta-cel
OR: 7.6 ’ 85,6 3
P<0.0001 OR: 14.9° £ 70
80 - ' P<0.0001 g
0 e £ ]
Sy : L 57,2 g 50
%) s
4] k-] p
= g 40
2 40 .
=) £
g :
n. 2 201
20 A E 10_‘ — ggz_w
© —
o (n=208)(n=211) (n=145)(n=103) (n=208)(n=211) (n=139)(n=102) TR R ok % & 4
Time to initial MRD negativity (107%)
ITT Evaluable for MRD® ITT Evaluable for MRD® (months from C1D1/cilta-cel)

*+ 69% of evaluable patients achieved MRD negativity (1075) by day 56 (ITT, 48%), rising to 86% (ITT, 60%) by 6 months post cilta-cel infusion

» High rates of overall MRD negativity are rapidly achieved with Cilta-cel, and almost all patients receiving Cilta-
cel negative at 10 were also negative at 10-¢

« Across subgroups, Cilta-cel increased overall MRD-negativity rates at the 10-> threshold vs SOC

Popat R, et al. ASH 2024. Abstract 1032.



Long-Term CARTITUDE-4 Update (34 months): Numerically Higher OS
and PFS Rates vs CARTITUDE-1

OS (as-treated population) PFS (as-treated population)

100 7 30-month OS 100 30-month PFS
c ]
o
50 CARTITUDE-42 2 804
o
on
o
60 - i 8 40 CARTITUDE-42
2 ey  CARTITUDE-1b1 g 60
2 | 68.0% 2 .
R i *;‘ !
40 - ! - i
| 40 | CARTITUDE-1b:1
: S :
! 13 !
20 H i 5 201 .
! * !
i i
0 T T T T T T T T T i T T T T T T 0 T T T T T T T T T [ T T T T T T
0 3 6 9 1215182124 27 30 33 36 39 42 45 48 0 36 91215182124 27303336 39 42 45 48
No. at risk Months from cilta-cel infusion No. at risk Months from cilta-cel infusion
CARTITUDE-4 CARTITUDE-4
(1-3 prior LOT): 176172167163162160158154151137 83 53 20 12 2 0 0 (13 prior LOT)s 176172165158150144138133131109.61 37 12 8 1 0 0
CARTITUDE-1 97 96 91 88 85 81 79 77 74 69 59 33 19 10 2 1 0 CARTITUDE-1 97 94 85 77 74 67 64 63 60 54 442513 2 1 1 0
(23 prior LOT) (=3 prior LOT)

Cilta-cel use in earlier lines demonstrated numerically higher rates of overall and progression-free survival

2Re-baselined to begin at time of cilta-cel infusion for patients who received cilta-cel as study treatment, with median follow-up of 30.5 months; ?33.4-month median follow-up.
Cilta-cel, ciltacabtagene autoleucel; LOT, line of therapy; OS, overall survival; PFS, progression-free survival; SOC, standard of care.
1. LinY, et al. ASCO 2023.Abstract 8009.

Popat R, et al. ASH 2024. Abstract 1032.



Treatment Landscape in Multiple Myeloma

First line
ASCT eligible ASCT ineligible
Anti-CD38 + PI + IMiD + Dex Dara-Len-Dex
ASCT Dara-VMP/RVd
Len/Dara-Len Anti-CD38 + P| + IMiD + Dex

Second line

Based on sensitivity/refractoriness to daratumumab and lenalidomide

Anti-CD38 + carfilzomib-Dex Pomalidomide-bortezomib-Dex Cilta-cel
Anti-CD38 + pomalidomide-Dex Selinexor-bortezomib-Dex Belantamab-Vd (DREAMM-7)
Carfilzomib-Dex Belantamab-Pd (DREAMM-8)

New combinations
Teclistamab-Dara/Elra/Tec monotherapy
Talquetamab-Pom or Tec-Tal
Tal-Dara or Tal-Pom-Dara
Linvoseltamab
Etentamig

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.




DREAMM-7: Phase lll Trial of BVd vs DVd in RRMM - Study Design and

Patients
DVd (n = 251)
Key Eligibility Criteria Median age (range), years 65.0 (34-86) 64.0 (32-89)

= >1 prior LOT and PD during or after most recent therapy

- No prior anti-BCMA ECOG PS <1, n (%) 232 (96) 235 (96)
= Not refractory to or intolerant of daratumumab or bortezomib R-ISS stage | at screening, n (%) 102 (42) 103 (41)
High-risk cytogenetics, n (%) 67 (28) 69 (27)
_ Cycles 1-8 Cycles 9+ t(4;14) 41 (61) 42 (61)
o~
= Bvd t(14;16) 8 (12) 6 (9)
(22} bl
" Belamaf 2.5 mg/kg IV Q3W mo?_;'fh":;py
= Bortezomib 1.3 mg/m? SUBQ days 1, 4, 8, 112 del(17p13) 30 (45) 33 (51)
s ’ 2.5 mg/kg Q3W
S Dex 20 mg day of/day after bortezomib 1 125 (51) 125 (50)
E - Prior LOT, n (%) 2or3 88 (36) 99 (39)
£ Dvd
= Dara 16 mg/kg QW cycles 1-3; Q3W cycles 4-8 mongft::ra >4 30 (12) 27 (11)
% Bortezomib 1.3 mg/m?2 subcutaneous days 1, 4, 8, 112 16 ma/k R,V .
(4 Dex 20 mg day of/day after bortezomib mg/kg Q Prior Bortezomib 210 (86) 211 (84)
“':' treatment, Daratumumab 3(1) 4 (2)
Until PD, death, unacceptable toxicity, end of study, or withdrawal of consent n (%) Lenalidomide 127 (52) 130 (52)
Refractory to Len, n (%) 79 (33) 87 (35)
Primary endpoint: PFS (IRC) 1 22 (28)/103 (63) 27 (31)/98 (60)
Key secondary endpoints: 0S, DOR, MRD Refractory (n = 79/87)
or not (n = 164/164) 2 24 (30)/30 (18) 21 (24)/42 (26)

237 IR A5 6] 34 33 (42)/31 (19) 39 (45)/24 (15)

a21-day cycles.

Mateos MV, et al. ASCO 2024. Abstracts 7503 and 439572; Mateos MV, et al. EHA 2024. Abstract 5214.



DREAMM-7: Phase lll Trial of BVd vs DVd in RRMM - PFS/0S in All Patients
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o-®
3 9 162 174 169 1

+ BVd demonstrated statistically significant and clinically meaningful PFS benefit (HR, 0.41; 95% Cl, 0.31-0.53; P <.001),
with a median PFS that was 23 months longer than that with DVd (36.6 months vs 13.4 months)

* Median OS was not reached. Predicted median OS based on modeling is 84 months with BVd and 51 months with DVd

Hungria V, et al. N Engl J Med. 2024;393-407; Hungria V, et al. ASH 2024. Abstract 772.



Non-Ocular AEs Associated With BVd Were Manageable, Enabling
Patients to Continue Treatment'-3

DREAMM-7 update (39.4-month median follow-up)

n (%) BVd (n = 242) DVd (n = 246) Exposure-adjusted rate BVd (n = 242) DVd (n = 246)

(per 100 person-years)®

Blood and lymphatic system All Grade All Grade

disorders et = ez = Blood and lymphatic system  All Grade  All Grade
Thrombocytopenia® 169 (70) 135(36)  122(50) 87 (35)  disorders grades 23 grades 23
Anemia® 48 (20) 21 (9) 65(26) 25(10) Thrombocytopenia 42.01 33.56  35.58 25.37
Neutropeniad 45(19) 34 (14) 44 (18) 24 (10) Neutropenia 11.19 8.45 12.83  7.00

Infections and infestations 176 (73) 80 (33) 167 (68) 49 (20) Infections and infestations 43.75 19.89  48.71 14.29
Pneumonia 48(20) 30(12) 23 (9) 10 (4) Pneumcnia 11.93 7.46 6.71 2.92

In the BVd and DVd arms, exposure-

The safety and tolerability of
the BVd regimen was consistent 7~_\ adjusted rates of infections were 43.75 AN There wasl lgwl.usagelof .
with the known safety profile “©):) immunoglobulin replacement in

and 48.71 (all grades) and 19.89 and AA
of the individual agents 14.29 (grade 23), respectively

- both arms (BVd, 8%; DVd, 4%)3

aGraded using CTCAE version 5.0; PIf platelet count decrease is also included, the percentage of thrombocytopenia events for all grades was 88% and 65% with BVd and DVd, respectively, and for grade 3/4 was 73% and 46% with BVd and
DVd, respectively; “Red blood cell decrease was not reported; YNeutropenia includes preferred terms febrile neutropenia, neutropenia, and neutrophil count decrease; ¢Exposure-adjusted event rates were calculated as the total number
of patients with an event divided by the total exposure time in person-years (per 100 person-years).

AE, adverse event; AR, adverse reaction; BVd, belantamab mafodotin, bortezomib, and dexamethasone; DVd, daratumumab, bortezomib, and dexamethasone; SAE, serious adverse event.

1. Hungria V, et al. ASH 2024. Abstract 772; 2. Hungria V, et al. N Engl J Med. 2024;391(5):393-407; 3. Robak P, et al. EHA 2025. Poster PS1762.



Ocular AEs Occurred More Frequently With BVd Compared With DVd;
However, Some Patients in the DVd Arm Also Experienced Ocular Events'

Grade =3 ocular events (CTCAE) in >5% of patients in either treatment group by preferred term and maximum grade

Ocular AESIs (by CTCAE) preferred terms, BVd (n = 242) DVd (n = 246)

n (%)

All grades Grade 23 All grades Grade 23
Any event 191 (79) 82 (34) 72 (29) 7 (3)
Blurred vision 160 (66) 53 (22) 26 (11) 2 (<1)
Dry eye 123 (51) 17 (7) 17 (7) 0
Eye irritation 103 (43) 12 (5) 13 (5) 0
Visual impairment 26 (11) 13 (5) 4 (2) 1 (<1)

Ocular exams for patients in the BVd arm were assessed at screening/baseline and then every 3 weeks prior to dosing, up to at least the sixth
dose of belantamab mafodotin and then every 3 months if there were no significant ocular findings. For patients in the DVd arm, ocular
exams were performed at screening/baseline with on-treatment ocular exams performed at cycle 6 and then decreased to every 6 months.

Low incidence of BCVA worsening and

@ discontinuations due to ocular events

= In Europe, there were no discontinuations due to
ocular events?

Blurred vision was
experienced for only ~11%
of time on treatment*

BCVA changes
were reversible3

AESI, adverse event of special interest; CTCAE, Common Terminology Criteria for Adverse Events.

1. Mateos MV, et al. ASCO 2024. Abstract 439572; 2. Oriol A, et al. LXVI SEHH 2024; 3. Trudel S, et al. ASCO 2024. Abstract LBA105; 4. Hajek R, et al. EHA 2025. Abstract PS1761.



DREAMM-7: Median Dosing Interval, Response Rates, and Ocular Events'-2
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Time since first belantamab mafodotin dose, monthsd
No. of patients on treatment® 211 170 147 131 117 110 102 97 93 69
o-© F;a ents on riabn:en l . Maintained or deepened
No. of patients with bilateral
20/50 or worse® 7 3 15 " “ 12 7 10 3 Progressive disease
Median days between doses® 21 42 M1 55 54 77 63 79 84 84 Not evaluable
No. of patients who discontinued 5 3 2 1 1 0 0 1 1 . Did not meet progressive disease criteria
due to ocular event?
No. of patients with > PR 171 155 140 126 113 103 98 94 90 67

High response rates were maintained despite longer dosing intervals. Most patients (92%) maintained or
deepened their response during their first extended dose delay.2 Median BVd dosing interval was 5.7 weeks3

20nly the belantamab mafodotin treatment period was considered in these post hoc analyses; ®POnly patients with 20/25 or better in >1 eye at baseline are considered; “Mean of days between doses for each patient per interval is used;
dGraph is truncated at 30 months because data beyond 30 months represented a low number of patients on treatment (>30 to <33 months, n = 42; >33 to <36 months, n = 20; >36 to <39 months, n = 8; >39 to <42 months, n = 3).
AR, adverse reaction; BCVA, best-corrected visual acuity; PR, partial response.

1. Mateos MV, et al. Blood Adv. 2025;9:5708-5719; 2. Hungria V, et al. IMS 2024. Poster P-396. Clin Lymphoma Myeloma Leuk. 2024;24:5262-5263; 3. Hajek R, et al. EHA 2025. Poster PS1761.



DREAMM-8: Phase lll Study Examining a Belantamab Mafodotin-Based
Combination in 2L+ RRMM (NCT04484623)

Recruitment period UGN [pEnDE

Until PD, death, unacceptable toxicity, end of study, or

October 2020 to December 2022 withdrawal of consent

o o N =302 s Belantamab mafodotin —)
Eligibility criteria ) 2.5mg/kg IV (cycle 1) then 1.9 mg/kg IV Q4W from cycle 2 onward Primary endpoint
. — & PFS (IRC assessed per IMWG)
* Adults with MM S b o) pomalidomide 4 mg orally on days 1-21 (28-day cycles) -
» >1 prior line of MM therapy = o + S .
including Len S om dexamethasone 40 mg? on days 1, 8, 15, and 22 e Key secondary endpoints
g N .
. b= g 0S, MRD negativity, and DOR
+ Documented PD during or € E
after their most recent S g
therapy = = Bortezomib 7 P ;
© o Additional secondary endpoints
- No prior treatment with : 5 1.3 mg/m? SC on days 1(1,;,;1, 3nd 11 cl)f cycles 1-8 then days 1 _g include
anti-BCMA or pomalidomide; o = el -+ay s I S ORR, CRR, >VGPR, TTBR, TTR,
Eg:treezf;ﬁiigory/mtolerant to g pomalidomide 4 mg orally on days 1-14 (21-day cycles) TTP, PFS2, AEs, ocular findings,
o + HRQOL, and PROs
dexamethasone 20 mg? on the day of and day after bortezomib
Stratification®

 Prior lines of treatment (1 vs 2 or 3 vs >4)
 Prior bortezomib (yes vs no)
» Prior anti-CD38 therapy (yes vs no)

aPatients aged >75 years, with comorbidities, or intolerant to 40 mg dose in Arm A or 20 mg dose in Arm B could have dose level reduced to half per investigator discretion; ®Some patients were stratified by ISS status (I vs 11/111); the protocol
was amended on April 20, 2021, to replace this randomization factor with prior anti-CD38 treatment (yes vs no).

2L, second line: AE, adverse event; BCMA, B-cell maturation antigen; BPd, belamaf, pomalidomide, and dexamethasone; CD, cluster of differentiation; CRR, complete response rate; DOR, duration of response; HRQOL, health-related quality
of life; IMWG, International Myeloma Working Group; IRC, independent review committee; ISS, International Staging System; IV, intravenous; LEN, lenalidomide; MM, multiple myeloma; MRD, minimal residual disease; ORR, objective response
rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PFS2, progression-free survival on subsequent line of therapy; PRO, patient-reported outcome; PVd, pomalidomide, bortezomib, and dexamethasone; Q3W,
every 3 weeks; Q4W, every 4 weeks; RRMM, relapsed or refractory multiple myeloma; SC, subcutaneous; TTBR, time to best response; TTP, time to progression; TTR, time to response; VGPR, very good partial response.

Dimopoulos M, et al. EHA 2025. Abstract PF728.



DREAMM-8: Baseline Disease Characteristics and Clinical Characteristics

ITT Population

ITT Population

Prior Treatments, n (%)

Baseline Characteristics
BPd (n = 155) PVd (n =1

BPd (n = 155) PVd (n = 147)
Age, median (range), years 67 (40-82) 68 (34-86)
<65, n (%) 64 (41) 53 (36) .
65 to <75, n (%) 72 (46) 59 (40) Prior LOT o (53 S,
75, n (%) 19 (12) 35 (24) 1 (53) (52)
Zors 54 (35) 48 (33)
Male/female, n (%) 99 (64)/56 (36) 82 (56)/65 (44) >4 19 (12) 22 (15)
White/Black/Asian/Mixed race, n (%)2 133 (86)/0/20 (13)/1 (<1) 127 (87)/0/17 (12)/0
Prior ASCT 99 (64) 82 (56)
ECOG PS <1, n (%)° 146 (97) 140 (97)
ISS stage at screening, n (%) Prior treatment Exposed Refractory Exposed Refractory
I 93 (60) 85 (58)
Il 39 (25) 40 (27) Prior proteasome inhibitor 140 (90) 40 (26) 136 (93) 35 (24)
I 22 (14) 22 (15) Bortezomib 134 (86) 16 (10) 130 (88) 8 (5)
S L ! Carfilzomib 34 (22) 18 (12) 37 (25) 23 (16)
Years since diagnosis, median (range) 4.04 (0.4-16.7) 3.43 (0.4-17.7) Ixazomib 11.(7) 8(5) 15 (10) 11.(7)
CUEATSHE e 25 () _— 25 51 Prior immunomodulatory drug? 155 (100) 127 (82) 147 (100) 111 (76)
o 2 234; » 532; Lenalidomide 155 (100) 125 (81) __ 147.(100) 111 (76)
Missing or nonevaluable® 31 (20) 25 (17) Thalidomide 49 (32) 9(6) 48 (33) 6(4)
Time to relapse after initiation of 1L treatment Prior anti-CD38 monoclonal
=2 et 22 (14) 20 (14) antibodyb 38 (25) 35 (23) 42 (29) 36 (24)
P TS 12 () L) Daratumumab 367(23) 33T) 3977) 37723)
Extramedullary disease, n (%) 20 (13) 11 (7) Isatuximab 2(1) 2(1) 3(2) 2(1)

aMixed race included a patient who was Native Hawaiian or Other Pacific Islander and White; PEvaluated in the safety population (BPd, N=150; PVd, N=145). <Standard-risk cytogenetics were defined as having negative results for all high-risk
abnormalities: t(4;14), t(14;16), or del(17p13); 9High-risk cytogenetics were defined as the presence of >1 of the following: t(4;14), t(14;16), or del(17p13); ¢Patients with considered missing or nonevaluable may not be high or standard risk.
Pd, belamaf, pomalidomide, and dexamethasone; ECOG PS, Eastern Cooperative Oncology Group performance status; ISS, International Staging System; ITT, intent to treat; PVd, pomalidomide, bortezomib, and dexamethasone.

Trudel S et al. ASCO 2024. Abstract LBA105.



DREAMM-8: PFS
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PFS benefit was observed
across all prespecified
subgroups, including
= High-risk cytogenetics:

HR 0.57 (95% Cl, 0.34-0.95)
= Bortezomib refractory:

HR 0.45 (95% Cl, 0.3-0.65)

Dimopoulos M, et al. EHA 2025. Abstract PF728.



A Trend Toward Early and Sustained OS Has Been Observed; mOS Has
Not Yet Been Reached'-3a.b
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+ Median follow-up: 21.8 months'2

+ Events, n (%): BPd, 49 (32);
PVd, 56 (38)12

Adapted from Dimopoulos MA, et al. N Engl J Med. 2024;391:408-421.



DREAMM-8: General Safety Profile

Safety Population

Event
Any AE, n (%) 149 (>99) 140 (97)
Grade 3/4 AE, n (%)2 136 (91) 108 (74)
Exposure adjusted, patients/100 person-yearsP 55 70
AEs leading to interruption/delay, n (%) 137 (91) 110 (76)
Exposure adjusted, patients/100 person-yearsP 55 72
AEs leading to dose reduction, n (%) 94 (63) 88 (61)
Exposure adjusted, patients/100 person-yearsP 38 57
AEs leading to permanent discontinuation of any study treatment, n (%) 28 (19) 21 (14)
Exposure adjusted, patients/100 person-yearsP 11 14
Any SAE, n (%) 101 (67) 68 (47)
Exposure adjusted, patients/100 person-yearsP 41 44
Fatal SAEs, n (%) 19 (13)¢ 18 (12)

alncludes any patient with a grade 3 or 4 AE; "Exposure-adjusted incident rates were calculated as the total number of patients with an event divided by the total exposure time in person-years (per 100 person-years).

Total person-years is the sum of all patient exposure calculated as (last dose - first dose + 1) / 365.25; Fatal SAEs of pneumonia, meningoencephalitis herpetic, and metastatic gastrointestinal cancer were considered
related to treatment in 1 patient each in the BPd group.

AE, adverse event; BPd, belantamab mafodotin, pomalidomide, and dexamethasone; PVd, pomalidomide, bortezomib, and dexamethasone; SAE, serious adverse event.

Dimopoulos MA, et al. EHA 2025. Poster PF728.



AEs of Clinical Interest'

Safety Population
Grouped Term BPd (n = 150) PVd (n = 145)

n (%) Patients/100 PYs n (%) Patients/100 PYs

Thrombocytopenia?

Any event 81 (54) 33 60 (41) 39

Grade >3 57 (38) 23 42 (29) 27
Neutropenia®

Any event 97 (65) 39 69 (48) 45

Grade >3 87 (58) 35 60 (41) 39
Infections©

Any event 124 (83) 50 101 (70) 66

Grade >3 78 (52) 31 39 (27) 25
Ocular AESIs (by CTCAE) preferred terms, n (%)
>30% of patients in either treatment group

Any grade Grade 23 Any grade Grade 23

Any event 133 (89) 66 (44) 46 (32) 3(2)

Blurred vision 120 (80) 26 (17) 23 (16) 0

Dry eye 92 (61) 13 (9) 14 (10) 0

Foreign body sensation in eye 91 (61) 9 (6) 11 (8) 0

Eye irritation 77 (51) 6 (4) 14 (10) 0

Photophobia 69 (46) 5(@3) 6 (4) 0

Eye pain 49 (33) 3(2) 8 (6) 0

In the BPd and PVd arms, exposure- There was low usage of BCVA ch Blurred vision was
adjusted rates of infections were changes experienced for

immunoglobulin @)-Ywere
replacement in both arms A . only ~14% of time

50 and 66 (all grades) and 31 and .
reversible
on treatment*

25 (grade 23), respectively (BPd, 18%; PVd, 9%)?

aPost hoc analysis; PThrombocytopenia includes events identified by site or preferred terms thrombocytopenia or platelet count decreased; “Neutropenia includes preferred terms febrile neutropenia, neutropenia, and neutrophil count
decreased; dInfections are based on all preferred terms included in the system organ class of infections and infestations.
AE, adverse event; AESI, adverse event of special interest; BPd, belamaf, pomalidomide, and dexamethasone; CTCAE, Common Terminology Criteria for Adverse Events; PVd, pomalidomide, bortezomib, and dexamethasone.

1. Dimopoulos MA, et al. EHA 2025. Poster PF728; 2. Robak P, et al. EHA 2025. Poster PS1762; 3. Trudel S, et al. ASCO 2024. Abstract LBA105; 4. Hajek R, et al. EHA 2025. Abstract PS1761.



Dose Modifications Optimize Efficacy vs Ocular Safety'2
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<3 >3to<6 >6to<9 >9tos12 >12to<15 >15to<18 >18 to<21 >21to<24
Time since first belantamab mafodotin dose, monthsP
No. of patients on treatmentc 137 116 103 90 77 59 52 45 . Maintained or deepened
No. of patients with bilateral 20/50 or worse 53 14 1 15 8 8 2 5 Progressive disease
Median days between doses®  28.5 56 63.5 84 84 86 84 111 Not evaluable
No. of paﬁer,'(t\?,r’gf O‘i"f,f;’r"};"?gﬁ‘é gegntg 4 4 1 2 0 0 0 0 . Did not meet progressive disease criteria
No. of patients with = PR 98 97 91 84 69 54 48 40

Median BPd dosing interval was 8.7 weeks.2 Most patients (94%) maintained or deepened their response
during their first extended dose delay

20nly the belantamab mafodotin treatment period was considered in these post hoc analyses; PFirst 2 years of treatment shown due to limited patients at risk beyond his time point; <Only patients with 20/25 or better in either or both
eyes at baseline are considered; 9Mean of days between doses, for each patient, per interval is used; €Only patients receiving >6 months of treatment were included in the analysis to exclude early discontinuations (eg, rapid PD).
BPd, belamaf, pomalidomide, and dexamethasone; CTCAE, Common Terminology Criteria for Adverse Events; KVA, Keratopathy and Visual Acuity; PD, progressive disease; PFS, progression-free survival.

1. Mateos MV, et al. Blood Adv. 2025;9:5708-5719; 2. Quach H, et al. IMS 2024. Poster P-413; 3. Hajek R, et al. EHA 2025. Poster PS1761.



Treatment Landscape in Multiple Myeloma

First line
ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Dara-Len-Dex
ASCT Dara-VMP/RVd
Len/Dara-Len Anti-CD38 + Pl + IMiD + Dex

Second line

Based on sensitivity/refractoriness to daratumumab and lenalidomide

Anti-CD38 + carfilzomib-Dex Pomalidomide-bortezomib-Dex Cilta-cel
Anti-CD38 + pomalidomide-Dex Selinexor-bortezomib-Dex Belantamab-Vd (DREAMM-7)
Carfilzomib-Dex Belantamab-Pd (DREAMM-8)

Teclistamab-daratumumab

What information do we have about BsAbs in earlier lines?

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.



MajesTEC-3: Phase Ill Randomized Trial in RRMM Comparing Tec-Dara
With DaraPd or DaraVd - Study Design

Key inclusion criteria Primary endpoint
* RRMM Tec-Dara * PFS perIRC
* 1-3 prior LOTs including a Pl and lenalidomide N=291 Ke
: 5 ; y secondary endpoints
- ::\tlleert‘)t:e‘:lmlz:ar:ilz;nzggrrle-:?:ctr::;:)er 1:1 SC dosing following Dara schedule [RSEeCPT T Ro): 0
IMWG criteria randomization . ggD negativity (10-°)

. i N=587 s

ERUC R Sote 0L = DPd/DVd * MySIm-Q Total Symptom score
Key exclusion criteria 22 Oct 2021 to

29 Sept 20230 N=296 (91% DPd) Other secondary endpoints

* Prior BCMA-directed therapy « Safety

by investigator’'s choice®

* Refractory to anti-CD38 mAbs? * PK and immunogenicity

@ Tec 1.5 mglkg

® Tec 3mglkg Cycle 1 QW Cycle 2 QW Cycle 3-6 Q2W Cycle 7+ Q4W
© Dara 1800 mg D1 D2 D4 D8 D15 D22 D1 D8 D15 D22 D1 D8 D15 D22 D1 D8 D15 D22
Tec Osup'O @] 2] @ &) ] @ © ® & ®
Dara O @ O (@) © O O O O @ O

Dex (pre-med)® @ @ @ o

SC dosing aligned with Dara schedule, with monthly dosing after 6 cycles;

steroid sparlng after Cycle 1 Day 8

“Prior exposure to anti-CD38 mAbs was pen'nitled l'Dunng the COVID-19 pandemm °DPd/DVd were i per the app and disease progression were assessed by a blinded IRC per IMWG

criteria. °Dx and dip p 1 was required for the first 2 weeks; sub: 1asone was not req . 'Patients i SUD of 0.06 mg/kg and 0.3 mg/kg on
Days 2 and 4, respectively.
CR, D, day; Dex, sone; DPd, darati b and rasone; DVd, b ib, and d h ECOG PS, Eastern Cooperatrve Oncology Group

performance status; IMWG, International Myeloma Working Group; IRC, independenl review committee; MRD, minimal residual disease; MySIm-Q, Multiple Myel and Impact Q : ORR, overall response
rate; PFS, progression-free survival; Pl, proteasome inhibitor; PK, ics; pre-med, p ication; QW, weekly; Q2W, every 2 weeks; Q4W, every4 weeks; SC, subcutaneous; SUD, step-up dosmg
Presented by M-V Mateos at the 67th A ican Society of F gy (ASH) Annual Meeting and Exposition; December 6-9, 2025; Orlando, FL, USA.

Mateos MV, et al. ASH 2025. Abstract LBA-6.



MajesTEC-3: PFS (primary endpoint)

36-mo PFS
i 83.4%

100 -

++w—+ Tec-Dara
Median, NR

80 -
60 -

40 4

DPd/DVd
21 HR, 0.17 (95% Cl, 0.12-0.23); P<0.00012 Median, 18.1 months

Median follow-up: 34.5 months

Surviving without progression, %

i)
1
1
1
1
1
1
1
|
|
1
1
'
1
|
'
1
1
1
1
1
|
T

0 : . . : : . . : : : . . . . .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at risk Months
TecDara 291 262 249 240 240 233 230 227 222 218 214 142 83 34 9 0 0
DPADVd 296 254 218 188 167 149 135 124 112 99 8 52 2 14 3 ; 0

Tec-Dara significantly improved PFS, with a plateauing curve after ~6 months and

>90% of patients progression-free at 6 months sustaining such a benefit at 3 years

aThe P value crossed the prespecified stopping boundary for superiority for the first interim analysis (P=0.0139).
Cl, confidence interval; HR, hazard ratio; NR, not reached.
Reproduced with permission © The New England Journal of Medicine (2025).

Presented by M-V Mateos at the 67th Ameri Society of Hi y (ASH) Annual Meeting and Exposition; December 6-9, 2025; Orlando, FL, USA.

Mateos MV, et al. ASH 2025. Abstract LBA-6.



Favors Tec-Dara Favors DPd/DVd

MajesTEC-3: PFS Subgroup Analysis

Favors Tec-Dara Favors DPd/DVd

Subgroup » HR (95% Cl) Subgroup HR (95% CI)
Age ' Prior LOTs :
<65 years o 0.13 (0.08-0.22) 1 et 0.14 (0.08-0.25)
65-<75 years [ 0.17 (0.10-0.29) 2 o 3 : red 0.18 (0.12-0.27)
| >75 years —e—i) 0.35 (0.14-0.89) | Baseline ISS disease stage !
Prior anti-CD38 . I o : 0.12 (0.07-0.20)
[ Yes —e—i 0.19 (0.05-0.67) | L [l 0.23 (0.13-0.38)
No — 0.7 (0.12-0.23) [Tm —e—i! 0.31(0.12-0.79) |
" . ! Baseline soft-tissue plasmacytomas® !
Refractory to lenalidomide . No rou ! 0.13 (0.09-0.20)
[ Yes - 0.17 (0.12-0.24) | [Ves ==y 0.33 (0.17-0.63) |
No. : 0.17 (0.07-0.41) Cytogenetic risk groups H
Bassline ECOG PS5 scor : [~ High risk .~ 0.15 (0.09-0.25) |
0 e E 0.16 (0.10-0.25) Standard risk e : 0.16 (0.09-0.27)
21 [ o 0.18 (0.11-0.29) Bone marrow % plasma cells '
Investigator's choice ‘ <30 o i 0.17 (0.11-0.25)
1 '
DPd EOIRN ¢ 0.18 (0.13-0.26) >30-<60 —.—i ! 0.17 (0.07-0.39)
Dvd —— ! 0.05 (0.01-0.24) | 260 —— ! 0.17 (0.07-0.43) |
[EmEat . smmai snmai e ma | T T T T T T T T T T T —T=TTrrm
0.01 0.1 1 10 100 0.01 0.1 1 10 100

Superior PFS with Tec-Dara was consistent across all subgroups®

®Not all clinically meaningful and presp groups that were

soft-tissue are shown;
DPd/DVd across all subgroups.

Adapted with permission © The New England Journal of Medicine (2025).

contain both llary and p

, PFS was imp versus

Presented by M-V Mateos at the 67th American Society of Hematology (ASH) Annual Meeting and Exposition; December 6-9, 2025; Orlando, FL, USA.
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MajesTEC-3: OS

100 + 36-mio os
1 83.3%
80 4 s masiss i+ Toc-Dara
Median, NR
£
o 60 1 !
g : DPd/DVd
] ! Median, NR
€ 40 !
» ‘
;
201 HR, 0.46 (95% Cl, 0.32-0.65); P<0.0001 |
Median follow-up: 34.5 months ;
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at risk Months
Tec-Dara 291 272 259 252 249 247 246 243 239 232 227 160 100 40 9 0 0
DPd/DVd 296 285 274 265 250 235 229 221 218 208 190 127 66 33 5 1 0

Analysis of RMST demonstrated an OS benefit for Tec-Dara versus DPd/DVd (RMST difference, 2.15 months; P=0.0088).
RMST, restricted mean survival time.
Reproduced with permission © The New England Journal of Medicine (2025).

Presented by M-V Mateos at the 67th Ameri Society of Hi y (ASH) Annual Meeting and Exposition; December 6-9, 2025; Orlando, FL, USA.
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MajesTEC-3: Summary of Infections

« Study started during the COVID-19 pandemic and —
prior to bispecific treatment guidelines TEAE, n (%
« Hypogammaglobulinemia®: 84.5% with Tec-Dara Any infection | 273(96.5) | 153(54.1) | 244 (84.1) | 126 (43.4)

Treatment-emergent infection or infestation®

* 13 (46%) deaths due to infection with TeC'Darab COVID-19 124 (43.8) 17 (6.0) 97 (33.4) 6 (2.1)
— 12 occurred within 6 months of treatment (3 due to URTI 115 (40.6) 12 (4.2) 88 (30.3) 7(24)
COVID-19); 9 of 12 patients did not receive IgRT Pneumonia 65 (23.0) 47 (16.6) 53 (18.3) 43 (14.8)
~ Protocol was subsequently amended in Feb 2023 Hasophalynoiis 2(@19) 9 S719.7) .
to reinforce IgRT supplementation and Sinicks 22(184) | o0.5) 1765:8) 3 (1.0)
srifimigyablal prophylaxles Rhinovirus infection 44 (15.5) 5(1.8) 10 (3.4) 1(03)
Bronchitis 40 (14.1) 2(0.7) 31 (10.7) 6(2.1)
- 87.3% received 21 dose of Ig¢ Influenza 38 (13.4) 8(2.8) 43(148) | 10(3.4)
- 1 infectious death occurred post amendment [__covID-19 pneumonia | 34 (12.0) | 32(11.3) | 12(4.1) 724 |
uTl 20(10.2) | 4(14) 27 (9.3) 1(0.3)

Infections with Tec-Dara require diligent use of established IgRT and prophylaxis protocols

2Hypogammaglobulinemia was defined as pa!ients with 21 TEAE of h inemia or a post-b

1gG value <400 mg/dL. Rate of hypogammaglobulinemia in the DPd/DVd arm was 60.3%. °In the DPd/DVd group,

4 patients had a fatal infection, 2 of which d after the i ion of protocol #6. °Protocol #6 affirmed the importance of medical monitoring of IgG levels and adhersnoe to protocol-specified Ig
i guldance at clinical cutoff. °Most common defined as occurring in 210% of patients in either treatment group; shown with percent of ive grade 3/4 i
Ig, i lobulin; 1gG, i lobulin G; IgRT, immunoglobulin replacement therapy; UTI, urinary tract infection.

Reproduced with permission © The New England Journal of Medicine (2025).
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MajesTEC-3: Conclusions

Synergistic’ immunotherapy combination of Tec-Dara versus DPd/DVd in 1-3 prior LOTs in RRMM:

« Greatest PFS treatment effect to date (HR, 0.17),2 with plateauing curve after ~6 months suggesting
potential for functional cure

- Benchmark 83.4% PFS rate at 3 years, with clear benefit in patients with high-risk cytogenetics, EMD,
ISS stage lll, and prior anti-CD38 exposure

* Superior OS (HR, 0.46)

« Grade 23 infections were highest in the first 6 months, then declined over time; patients should be
supported with infection prophylaxis, monitoring, and established IgRT supplementation protocols

* CRS profile and combinability of Tec with Dara on approved Dara schedule support potential for
community adoption

Tec-Dara showed unprecedented efficacy, supporting a new 2L+ SOC with broad potential

across academic and community settings

1. Vishwamitra D, et al. Presented at: ASH Annual Meeting and Exposition; December 7-10, 2024; San Diego, CA, USA. Oral 594. 2. San-Miguel J, et al. N Engl J Med. 2023;389:335-347. 3. Usmani SZ, et al. Blood Adv.
2023;7:3737-3748. 4. Hungria V, et al. N Engl J Med. 2024;391:393-407. 5. Dimopoulos MA, et al. N Engl J Med. 2024,391:408-421. 6. Martin T, et al. Blood Cancer J. 2023;13:72.
EMD, extramedullary disease.

Presented by M-V Mateos at the 67th American Society of Hematology (ASH) Annual Meeting and Exposition; December 6-9, 2025; Orlando, FL, USA.

This combination has just been approved by the FDA
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Phase Il Clinical Trials With BsAbs in Earlier Lines of Therapy
O e e A T

Patients exposed to Pl and IMiD after 1-3 PL

MajesTEC-3 Teclistamab-Dara DPd or DVd Patients refractory to anti-CD38 not allowed

Patients exposed to Pl and IMiD after at least 1 PL
MagnetisMM-5 Elranatamab DPd 450 Patients exposed to anti-CD38 and anti-BCMA allowed, but

after a washout period of at least 6 months
MajesTEC-9 Teclistamab Kd or Pvd 590  Patients exposed to anti-CD38 and Len after 1-3 PL
MagnetisMM-32 Elranatamab Kd, PVd, or EloPd 492 Patients exposed to anti-CD38 and Len after 1-4 PL

Teclistamab-Talquetamab

MonumenTAL-3 EloPd or Pvd 795 Patients exposed to anti-CD38 and Len after 1-4 PL
Talquetamab-Pom
Talquetamab-Dara Patients exposed to Pl and IMiD after at least 1 PL
MonumenTAL-1 Talquetamab-Pom-Dara Daraid S Patients after 1 PL must be Len refractory
LinkerMM-3 Linvoseltamab EloPd 300 Patients exposed to Pl and IMiD after 1-4 PL
CERVINO Etentamig EloPd, SVd, or Kd 380 Patients triple-class exposed after at least 2 PL

These trials are recruiting, and some have already finalized their recruitment

Information on the trials is from clinicaltrials.gov.



MajesTEC-9: Tec Monotherapy vs PVd or Kd in Patients With RRMM -
Press Release

TECVAYLI® monotherapy
demonstrates superior
progression-free and overall
survival versus standard of
care as early as first relapse in
patients with multiple  HR for PFS: 0.29
myeloma predominantly . .
refractory to anti-CD38 FIR for 05: 0.60
therapy and lenalidomide

TECVAYLI® alone reduced risk of disease progression or
death by 71% in a high unmet need population

» Safety profile of Tec was clinically
manageable using established protocols and
consistent with its known safety profile,

. . N with no new safety concerns identified
MajesTEC-9 is the second positive Phase 3 study to support

TECVAYLI® regimens as a potential new standard of care as
early as first relapse

Teclistamab-Talquetamab

EloPd or Pvd 795 Patients exposed to anti-CD38 and Len after 1-4 PL
Talquetamab-Pom

MonumenTAL-3

This study will report data soon




Treatment Landscape in Multiple Myeloma

First line
ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Dara-Len-Dex
ASCT Dara-VMP/RVd
Len/Dara-Len Anti-CD38 + Pl + IMiD + Dex

Second line

Based on sensitivity/refractoriness to daratumumab and lenalidomide

Anti-CD38 + carfilzomib-Dex Pomalidomide-bortezomib-Dex Cilta-cel
Anti-CD38 + pomalidomide-Dex Selinexor-bortezomib-Dex Belantamab-Vd (DREAMM-7)
Carfilzomib-Dex Belantamab-Pd (DREAMM-8)

Teclistamab-daratumumab

Teclistamab s/a
Elranatamab s/a

Tal-Dara-Pom and Tal-Dara
Tal-Tec

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.



MagnetisMM-5 =

Phase lll trial (NCT05020236) — Recruiting

Open-label, 3-arm, multicenter, randomized trial to evaluate efficacy and safety of elranatamab monotherapy

and elranatamab + daratumumab vs. daratumumab + pomalidomide + dexamethasone in adults patients with
RRMM

Patient population” Endpoints
: Primary: Patient population™
* « Adults (218 rs iy
F’ﬂfﬂﬂﬁé’?ﬁﬁ?‘i‘?ﬂ with RR(i'IM vears) N PFS (IMWG + Adults (218 years) —

with RRMM » 1.3 prior lines of g criteria) with RRMM

At least 1 no more therapies M Selected * 1-3 prior lines of

than 3 lines of » Prior lenalidomide : Iharapifm

therapies + Prior P I Secondary: * Elra: Prior

Prior lenalidomide + Mo previous Z 0S5, Safety, ORR, lenalidomide and

Prior Pl BCMA- directed or E DoR, TTR, CRR, AntiCD38

CD3-redirecting - DoCR, MRD, = Elra+ Dara: Prior
therapy . PF52, PK, lenalidomide
HRQoL.
T
\ra a b .IJ
Part 1
Safety lead-in to evaluate: . Part 2 o Part 3
« Incidence of dose limiting Experimental, to compare thle safety and activity of: Experimental, to assess the safety with
toxicities (DLT) with the +  Elranatamab compared with Dara + Pom + Dex increased risk minimization for serious
combination of E + D + E+ D compared with Dara + Pom + Dex infection, including required infection

prophylaxis

R‘e.@paad?ﬂﬁ'a:tar}-mum\&mmﬂ professome inhibifor; E: slranstamab; O deratwmumab; P pomalidomide; o dexamsthasons; PFES; progression-free sunave!! 08 ovarsl sundvall ORR: oversll response
ratio; of: Curation of Respanse; TTR: fime to response; CRAC complets reepanse ratin; DOCA: dursbon of complefe respones; MRD: minimal residual disesss; FHC pharmscoddnetics; HRGol - healih-related qusity of e,
RPI0r Recommended Fhase 3 doss. “hased on main elgibity crtana

Created fraom REEC (REEC - MagnetishM-5) and Clinicaitdals. gov data (NCTOS020236: NCTO5020236 | ClinicalTrials.gov) Lasl access: Mar 2026
informaciin de uso exciusivo méaico; sin fines comerciales. Mo d¥sfrbo




MagnetisMM-32 w===

Phase lll trial (NCT06152575) — Recruiting

Open-label, multicenter, randomized trial to evaluate efficacy and safety of elranatamab monotherapy vs.
elotuzumab + pomalidomide + dexamethasone or pomalidomide + bortezomib + dexamethasone or carfilzomib +
dexamethasone in adults patients with RRMM

PRIMARY ENDPOINT

» PFS
Patient population™
gﬁ{zw years) Wit Selected key SECONDARY ENDPOINTS
Received 1-4 prior
lines of therapy 0S, PFs2

including prior anti-
CD38_mAb and prior
lenalidomide

No previous freatment
with BCMA- directed
therapy or CD3-
redirecting therapy

ORR, DoR, 2VGPR rate, CRR, DoCR,
TTR, MRD- rate, sustained MRD- (5
ARM B years), duration MRD- (5 years)
Safety

Investigator's choice: EPd, PVd or Kd =T unogenicity

HRQol*

MN=S00Zra

B

By EORTC QLG — Mysloma 20 and EORTC QLGO — Core 30
REMA: relapesdieiraciony mullipls myaioms; FFS: progression fres sunidvael; OF: oversl! sundval; ORR: objective regponss rato; Dot duration of response; VGPR: vary Good partial response; CRA: complefe respones retio Do CR:
duration of CR; TTR: time to eepanse; MED-: minimal residusl dfesase negathily; PR pharmacakinedic; MRG0l heaith related gusdlty of e, “bassd on main sigibiity critena

Clirfcaliriale. gov dala (NCTOGET52575: MCTOG ) Last access: Feb 2026,

Created from REEC (EEEC

Informacidn de uso exclusive médico, sin fines comerciales. No diefribulr




Treatment Landscape in Multiple Myeloma

First line
ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Dara-Len-Dex
ASCT Dara-VMP/RVd
Len/Dara-Len Anti-CD38 + Pl + IMiD + Dex

Second line

Based on sensitivity/refractoriness to daratumumab and lenalidomide

Anti-CD38 + carfilzomib-Dex Pomalidomide-bortezomib-Dex Cilta-cel
Anti-CD38 + pomalidomide-Dex Selinexor-bortezomib-Dex Belantamab-Vd (DREAMM-7)
Carfilzomib-Dex Belantamab-Pd (DREAMM-8)

Teclistamab-daratumumab
Iberdomide-Dara-Dex

Mezigdomide-Kd Teclistamab s/a
Elranatamab s/a

Tal-Dara-Pom and Tal-Dara

What about CELMoDs in early lines of therapy? Tl T

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.



EXCALIBER-RRMM: Phase Il Study EXCALIBER

Phase Ill, 2-stage seamless adaptive inferential design

Objective: Evaluate the efficacy and safety of treatment with iberdomide, daratumumab and dexamethasone (IberDd) vs daratumumab,
bortezomib and dexamethasone (DVd) in patients with relapsed or refractory multiple myeloma

RRMM with 1-2 priors (N=864) Stage 1 (dose optimization) " Stage 2 (efficacy and safety)

A A
IberDd (1.0 mg Iber)

Inclusion Criveria

= Adult patients who receiwed 1 to 2 prior = S : ] L %
limes of anti-myeloma therapy and re E Artre A2 \ 1
Ty e SR . 0 (13 mg ber) x| SEE’::LEEC | £ . Selected IberDd dose (n=332)
= .'___“ = L. » 1 '__ ’.r
S HN . e
+ [Patients who are refractory to borteromib =l BN IberDd {1.&6 mg Iber} I ¢ : . "
or an anti-CD38 therapy = - Arm B tE:J:u; | B -
« Patients with prior anti-CD38 exposure. 3 T2 [| 8 DNV e, Qrougs {rm332)
Some exceptions apply in stage ¥ analysis nﬁi
. 1&1: Dose selection . lA2: 30% PFS events  1A3: 75 PFS events
n=50/arm
Primary Endpoint: PF5 N
Secondary Endpoints: 05, MRD negativity rate, ORR, TTR, DoR, TTP, TTHT, PF52, Target PFS HR 0.75, 458 PF5 events, 84% power
Safety, HR-OwlL and PK Analysis HR. Boundary
Interim F5% FFS = LTTT
Final Analysis = LBXS

Bristol Myers Squibb announces phase Il EXCALIBER-RRMM study evaluating iberdomide in
combination with standard therapies demonstrated a significant improvement in minimal residual
disease negativity rates in relapsed or refractory multiple myeloma

D, Darzalex (daratumumab); d, dexamethasone; DOR, duration of response; iber, iberdomide; HR-QOL, health-related quality of life; IA, interim analysis; MRD, minimal residual disease; ORR, overall response rate; OS, overall survival;
PFS, progression-free survival; TTNT, time to next treatment; TTP, time to progression; TTR, time to response; V, Velcade (bortezomib)




SUCCESSOR-1: Mezigdomide + Bortezomib + Dex vs PVd for RRMM (1-3 LOT)

+ 2-stage, randomized phase Il trial

Stage 1 (Dose Optimization, N = 140)

Arm At
/' Mezigdomide 1 mg + Stage 2 (Efficacy/Safety, N = 620)
Bort + Dex
Mezigdomide at selected
Adults with RRMM with prior _ Am A2 s
1-3 lines of therapy with PD, / Mezigdomide 0.6 mg + / S
including prior Len; >minimal Borti+ Dex
response with >1 therapy; no Arm A3
prior Pom; not Pl refractory \ Mezigdomide 0.3 mg + \ .
(planned N = 760) Bort + Dex
\ Control

Pvd

* Primary endpoints: PFS
» Secondary endpoints: OS, ORR, TTR, DOR, TTP, TTNT PFS2, MRD-negative rate, safety, HRQOL, biomarker analysis, PK

{BSAL

NCT05519085.



SUCCESSOR-2: Mezigdomide + Carfilzomib + Dex vs Kd for RRMM (21 LOT)

+ 2-stage, randomized phase Il trial

Stage 1 (Dose Optimization, N = 128)

Arm At
Mezigdomide 1 mg + Stage 2 (Efficacy/Safety, N = 397)
Carfilzomib + Dex
Mezigdomide at selected
Adults with RRMM with 1 prior Arm A2 o 8 e e
. . . . Mezigdomide 0.6 meg + dose from stage 1 +
line of therapy with PD, including /V gf'l b, 8 / Carfilzomib + Dex
prior Len and anti-CD38 Ab; ol & D
>minimal response with >1 Arm A3
therapy; no prior carfilzomib \ Mezigdomide 0.3 mg + \ Kd
(planned N = 525) Carfilzomib + Dex
\ Control
Kd

* Primary endpoints: PFS
» Secondary endpoints: OS, ORR, VGPRR, CR, MRD-negative rate, TTR, DOR, TTP, TTNT, PFS2, safety, HRQOL

{BSAL

NCT05552976.



More Innovation in Early Lines of Therapy in the Future?




iMMagine-3: Phase Ill Clinical Trial

iIMMagine-3 Design, Global Phase 3 Study — Now Enrolling

iMMagine-3 (NCT06413498) is a global, Phase 3 trial comparing anito-cel to standard of care therapy in
patients with RRMM after 1-3 prior LoT, including an anti-CD38 monoclonal antibody and an iMiD

Anito-cel is being co-developed by Arcellx and Kite, and is being manufactured by Kite for iMMagine -3

= c
= 2 g2 i
T ] o o = © Anito-cel Arm
N g > o
o o S -] g <] ; 6 =
c = S cErE '5-5 Target dose: 115 (£ 10) x 10 =]
c = E
g — g 3 35 CAR+ T cells %
[ § w
% . Standard of Care Arm® -
E KDd, PVd, DPd, Kd
Study Design Study Endpoints
= 1:1 Randomization = Primary Endpoint: PFS

= n = Approximately 450, ~130 sites globally = Key Secondary Endpoints: CR rate, MRD, OS, safety

= Opfional Bridging therapy will be the S0C regimen selected prior to randomization
& Cycles will continue wuntil unacceptable towicity, progression as per IMWG critenia, or pafient withdrawal of consent




iMMagine-1: Phase Il Study of Anito-Cel - Preliminary Results (n = 129,

median FU 15.9 months)’

Key inclusion: RRMM TCE 3 or more PL

Median age 65y (38—78). Median number of PL 4 (3—18), EMD
16%

TCR 86%, Bridging therapy 71%

PFS and OS

Overall response rate
Efficacy evaluable (n=117) Efficacy evaluable (n=117)
ORR=96% PFS Rate (%)

(95% ClI)

0S Rate (%)
(95% CI)

15% 93.1 95.7
(86.7, 96.5) (90.0, 98.2)
82.1 94.0
12-Month (73.6, 88.1) (87.8,97.1)
zVGPR
88% sCRICR
74% 67.4 88.0
Ta4% ]
o Sl (55.4, 76.8) (78.8, 93.4)
61.7 83.0
24-Month (48.0, 72.8) (70.7,90.5)
N=117
Owerall MRD negativity, % (/M) 95% (91/96)
Median time to MRD negativity, months (min — max) 10(00-64

MRD negativity sustained for 2 & months, % (n/iN

Target dose: 115 x 108 CAR+ T cell

129 pt lymphoapheresis = 118 pt lymphodepletion > total dosed
117 pts

Safety evaluable: 98 pts // Efficacy evaluable 86 pts

Key safety data
Safety evaluable (n=98)

95% (G168%, G2
CRS 16%) 1 grade 5

Median time to onset 4 days

ICANS 9% (3% G1/4% G2) 1% grade 3
Infections 56% 9%
Neutropenia 71% 70%

3 deaths: 1 CRS, 1 retroperntoneal haemorraghe, 1 fungal
infection. No new deaths since last cut-off

No delayed or non-ICANS neurotoxicities
No incidence of Parkinsonism, ne cranial nerve palsy, no
Guillen-Barré Sd

AEs, adverse events; BT, bridging therapy; Cl, confidence interval; CR, complete response; CRS, cytokine release

B syndrome; EMD, extramedullary disease; FUP, follow-up; IMD, immunomodulatory drug; MRD, minimal residual disease;
MRD Negativity at 10€ Sensitivity Level 0S, overall survival: PD, progressive disease: PFS, progression-free survival: PL, prior lines: pt, patient: RRMM,

Overall MRD negativity, % (n/N) 78% (6B/ET)

1. Patel K, et al. Poster presented at ASH 2025.

relapsed or refractory multiple myeloma; SCR, siringent complete response; TCE, t-cell engager; TCR, t-cell receptor.




QUINTESSENTIAL-2: Phase lll Clinical Trial

The QUINTESSENTIAL-2 study (NCT06615479) is investigating the efficacy and safety of arlo-cel (a GPRC5D-directed
CAR T-cell therapy requiring only 1 infusion) vs standard of care in adults with RRMM exposed to lenalidomide

Figure 1. Study design overview

Arlo-cel single infusi ;
e et FOLLOW-UP
- Bridging therapy (DPd or KD¥) Lymphodepletion of arlocel
. =3 Performed Mandatory treatment initisted  patients receive treatment
Screening & -4 within 34 days within 6 days of randomization (days -5, -4, -3 from arlo-cel infusion)
Phase 3 RRMM exposed standard of of andomization { with daily fludarabine 30 mg/m’
3 1 - ] 1
Ongoingtrial L0 lenalidomide care aption arlo-cel manufacturing®  yclophosphamide 300 mg/m
H = 440 (planned) selection
(per
Investigator
Randomized, Multicenter choice) " Standard of care (per Investigator choice, until progression)
openlabel =125 sites in 3 countries g DPdor ke

0Pd or Kd dosed per labeling; *Onoe arlo-cel is manufactured and available to the treatment center, the patient will underge pretreatment evaluation to ensure they remain eligible to reczive lymphodepletion and arlo-cel infusion.

arlo-oed, arlooabtagene autoleucel; DPd, daratumumab, pomafidamide, and dexamethasone; GPRCSD, G protein-ooupled receptor olass € group § member O; Kd, carfitzomib and dexamethasone; R, randomization; ARMM, relapsed and refractory multiple myeloma.




BMS-986393 (CC-95266), a GPRC5D CAR T for RRMM: Updated Results
From a Phase | Study

84 patients with RRMM with >3 PL including PI, IMiD, and anti-CD38 antibody, and progression within <12 months of last regimen
Median 5PL; 74% were TCR. 44% EMD, 40% HRCA. 26 patients had received 150 x 10¢ CAR Ts
Prior BCMA allowed - 39 patients (46%) prior exposed to BCMA-TT and 30 BCMA CAR T

100 1 2 S ORR in subgroups of interest (all dose levels)
90 4
Disease
80 4
| Anti-GPRC5D domain’ 70 | . Characteristic, % (n/N) ’ Present ‘ Absent
w | :mgear}wd transmembrane % 60 - ‘C‘g‘; 48% P . BCMAt t t 78% 95%
‘ ) | i rior reatmen 25/32 39/41
A 418897 o
e | o :z 1 Extramedullary disease 2?)7;61 321/262
’ { CD3-zeta®’ q
GPRC5D-targeted CAR construct 20 A . . s b 83% 91%
ol High-risk cytogenetics 24/29 40/ 44
" A . 88% 88%
o] 1 150 x 10 3
(nv=er7a3) C?RT;;‘;IS Triple-class refractory 50/57 14/16
n=

Promising efficacy and safety data even in patients previously exposed to BCMA-TT

Bal S, et al. ASH 2023. Abstract 219.



DURGA-4: Study Design

RRMM participants

with 1 to 3 prior lines
of therapy including
IMiD and either
Pl or anti-CD38
N =508

Manufacturing

1-2 cycles bridging Lvmphodepletion
Apheresis therapy with DKd, y w‘:th CyF/’Flu AZ;)szo
DPd, PVd, or Kd infusion

(investigator’s
choice)

DKd, DPd, PVd, or Kd (investigator’s choice) until PD or intolerable toxicity

Stratification Dual Primary Endpoints
« Investigator’s choice for the control arm (DKd vs PFS
PVd/DPd/Kd) MRD-negative CR rate at 9 months
¢ High-risk status (R-ISS Ill or per IMS-IMWG Consensus Key Secondary Endpoints
Genomic Staging vs all others) 0S, CR/sCR rate, ORR

¢ Number of prior lines of therapy (1 vs 2 or 3)
3¢ DURGA-4




DURGA-1: AZD0120 - BCMA-CD19 Dual CAR T in Patients With TCE RRMM

Key inclusion: 23PL, triple-class-exposed.
Median age: 63 y (44-78); Triple-class refractory 69%; 27% received BT
6 patients had prior BCMA-therapy: 5 prior CAR (median time since last CAR T 2.6 years) and 1 prior BsAbs

(Teclistamab), median time of 0.6 years
N=32 enrolled, n=26 LD chemo, n=26 infused [n=12 at DL1 (1x10eS5 cells/kg) and n=14 at DL2 (3x10e5cells/kg)]

AZDO120 infusion
OLE 1x10% celis/kg

Mg

ORR (n=23) Overall Safety
N=17 MRD evaluable > MRDneg in 94% (NGS) n=26
S CE A
CRS, overall 9 (75%) 7(50%) 16(62%) ICANS, overall o 1(7%)
o Grade 9(75%)  6(43%) 15(58%) Grade 0 1(7%)
é s Grade 2 0 1(7%) 1(4%) Crade 2 (6} 0
5 Grade 3+ 0 0 [¢] Grade 3+ 0 (6]
% 40 4 Onset time, median (range), days 9 (2-1) 9 (8-10) 9 (2-m)* Onset time, days NA 10
& Duration, median (range), days 1(-4) 2(1-2) 15(1-4) Duration, day NA 1
20 - CRS management
jostznman (5 SR HZ 0%) ' ::r:ier::zre\?sr:e,:?::or::\cilat:erls;:c:l::llsr:gs?:nd no
0= e Dexamethasone 1(8%) 2 (14%) 3 (12%) Guillain-Barré syndrome reported
(n=23) Anakinra 0 1(7%) 1(4%) + No IEC-associated colitis reported
W sCR/CR + Only one grade 1 ICANS event
+ No grade 3+ CRS reported +  One patient with IEC-HS (DL], grade 2); resolved
- *CRS onset on day 8-11 for 15 of 16 patients within 7 days

228 + Neutropenia grade 3—4, overall 81%, 83% at DL1 and 79% at DL2

 Infections 8% grade 3—4 overall, and 8% at DL1 and 7% at DL2

SCR/CR 78%
Follow-up, 39 * NO [_’LTS o
median {rangel, months (09-19.7) « Similar toxicity profiles between DL1 and DL2
BCMA, b-cell maturation antigen; BT, bridging therapy; CAR, chimeric antigen receptor; CR, complete response; CRS, cytokine release syndrome; DLT, dose-limiting toxicity. EMD, extramedullary disease; FUP, follow-up; ICANS,
immune effector cell- % icity IEC-HS, immune effector celk i i MRD, minimal residual disease; ORR, overall response rate; PL, three prior lines; PR, partial
RRMM, multiple myeloma: sCR, stringent complete response; SPL. single prior line.

1. Richard S, et al. Oral presentation at ASH 2025. Presentation no. 704.




Treatment Landscape in Multiple Myeloma: First Take-Home Message

First line

ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Anti-CD38 + PI + IMiD + Dex
ASCT Dara-Len-Dex
Len/Dara-Len Dara-VMP/RVd

Second line

BCMA is a novel target that may help address the unmet
need at first relapse’

BCMA presents a clinically meaningful and well-validated target in MM

Cell specificity Expression level
* Expressed almost exclusively on plasma = High expression across
cells and overexpressed on malignant most MM cases, correlating with
plasma cells in MM*? disease progression2+# j

* Minimal expression on other essential » Reliable marker for targeting
cells, increasing target specificity.3.4 malignant cells*

Progression

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.



What Are the Key Administration Considerations for Anti-BCMA Therapies?

Aspect ADC (belantamab) CAR T (cilta-cel) BCMA BsAb

RRMM after =1 prior LOT (Pl + IMiD RRMM after =1 prior LOT (Pl + IMiD;

Indication exposed) often lenalidomide-refractory)

RRMM after =1 prior LOT (PI + IMiD)

Marked efficacy benefit vs standard (iRl meamE Ul Sifieney

Efficacy Improved outcomes vs DVd/PVd benefit vs standard of care with the
of care
best HR so far reported
Kev safet Ocular toxicity, thrombocytopenia, CRS, ICANS, serious infections, Infections requiring prophylaxis and
y y infections delayed neurotoxicity IVIG
Eligibility Few formal contraindications Ef;au,—:;ed normal function of vital Few formal contraindications
. Lymphodepletion and close post- Clinical monitoring focused on

Treatment burden Regular ophthalmologic assessments e T infectious risk

Administration Intravenous, short infusion time Single infusion at certified centers SUEBUEMERES Moninly Gemin i Hie

f/u for most of them




What Is Relevant for Treatment Decision-Making?

Efficacy in terms
Efficacy in terms of minimal

of PFS, OS residual disease
negativity

Safety profile Quality of life




Disease and Patient-Based Factors Influencing Treatment Decision-
Making in the Relapse Setting

. Disease g Treatment .
Frailty morbidity Risk assessment history Lifestyle
| | Age | | Refractory Previous Patient
g disease therapies preference
Ne— Ne— .
Performance Renal . . Travel/infusion
] status | impairment Cytogenetics .
— Disability — Bone disease E
— Comorbidities E
v

Many patients might be equally eligible for CAR T-cell therapy, antibody-drug conjugates, or bispecific
antibodies. In these situations, patient preference—based on toxicity concerns, family and personal
circumstances, and the patient’s geographic location—will play an important role in treatment selection.




Treatment Landscape in Multiple Myeloma

First line
ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Dara-Len-Dex
ASCT Dara-VMP/RVd
Len/Dara-Len Anti-CD38 + Pl + IMiD + Dex

Second line

Based on sensitivity/refractoriness to daratumumab and lenalidomide

Anti-CD38 + carfilzomib-Dex Pomalidomide-bortezomib-Dex Belantamab-Vd (DREAMM-7)
Anti-CD38 + pomalidomide-Dex Selinexor-bortezomib-Dex Belantamab-Pd (DREAMM-8)
Carfilzomib-Dex Teclistamab-daratumumab

+  BCMA as first option at the first relapse
» Elderly patients treated with continuous therapy with DRd = Belamaf-based combos
» Patients naive or sensitive to anti-CD38 - Tec-Dara is an option because of the efficacy
* We also have to incorporate toxicity
High risk of infections = Bela-based combinations
Severe ocular problems = Tec-Dara if possible

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.



Mechanisms of Resistance and Clinical Implications for BCMA-TT Are
Crucial in Terms of Sequencing

TCE Responder Tumor-intrinsic resistance Tumor-extrinsic resistance
Bialolic inactivation Loss of MHC class | T cell exhaustion Immunosuppressive
of target antigen environment

exhausted
Tcell

Regulatory T cell

Granzymes ' &
Perforins

Bone marrow
stromal cell

TCE-resistant

TCE-resistant

TCE-sensitive TCE-resistant
myeloma cell myeloma cell myeloma cell myeloma cell
Bi-allelic genetic
inactivation
TNFRSF17/GPRC5D

After the use of BCMA-targeted therapy at first relapse, would it be possible to sequence BCMA-TT in
subsequent relapses?

MHC, major histocompatibility complex; TCE, trichloroethylene; TCR, talquetamab crossover regimen.

Figure adapted from Letouzé E, et al. Blood Adv. 2024;8:2952-2959.



Mechanisms of Resistance and Clinical Implications

BCMA

BCMA

BCMA antigen escape via biallelic TNFRSF17 loss has been observed at relapse after BCMA-directed

T-cell exhaustion is another mechanism of resistance, applicable mainly to continuous treatment with
bispecific antibodies

ATAC-seq, Assay for Transposase-Accessible Chromatin using sequencing; BCMA, B cell maturation antigen; MM, multiple myeloma; RNA-seq, RNA sequencing; TBD, to be determined; TCE, Trichloroethylene; WGS, whole-genome sequencing.

Table 1. Clinical impact of resistance mechanisms

Alteration

Disease stage

Frequency

Detection technique*

Clinical impact

16p loss (TNFRSF17)

TNFRSF17 mutation

Pretreatment screening

Pretreatment screening

3%-4% of TCE-naive MM

1.1% (somatic) and 0.7% (germ

line) of TCE-naive MM

WGS

wWGs

May facilitate biallelic target
inactivation by second hit

May facilitate biallelic target
inactivation by second hit

Abundance of exhausted T-cell clones

Pretreatment screening

TBD

Predicts response failure to
BCMA-targeting TCE

TNFRSF17 homazygous deletion

TNFRSF17 p.Arg27Pro

TNFRSF17 p.Pro34del

TNFRSF17 p.Ser30del

At relapse

At relapse

At relapse

At relapse

1/14 relapses after
BCMA-targeting TCE

1/14 relapses after
BCMA-targeting TCE

3/14 relapses after
BCMA-targeting TCE

2/14 relapses after
BCMA-targeting TCE

Precludes response o other
BCMA-targeting therapy

Confers resistance to teclistamab
and elranatanab

Confers resistance to teclistamab
and elranatanab

Confers resistance to teclistamab

therapies in up to 14%-15% of the patients

{BSAL

Letouzé E, et al. Blood Adv. 2024;8:2952-2959; Lee H, et al. Nat Med. 2023;29:2295-2306.




Would It Be Possible to Sequence Both Approaches?

4 N\
Prior BCMA BCMA CAR T
« ADC
e |de-cel
* BsAbs e Cilta-cel
e« CART )
Prior BCMA BCMA BsAbs
« ADC e Teclistamab
e CART e Elranatamab
Prior BCMA GPRC5D
o« ADC -
e« CART
* CART e BsAbs
e BsAbs ) . )




Ide-Cel for RRMM: Real-World Experience in Patients Previously
Exposed to BCMA-Targeted Therapy

50 patients treated with Ide-cel after prior BCMA-TT (ADC 76%/BsAbs 14%/CAR T 10%); timing of prior BCMA TT: 40% <6 months

153 patients treated with Ide-cel and no prior BCMA-TT. Median follow-up duration of 4.5 months and 6 months, respectively

Efficacy
Ao Progression-Free Survival B.o Progression-Free Survival
ORR 100% S o .
A. o B. (N=5) No Prior BCMA-TT P"°_’ CART
100% O(RNR188) % 100% ORR 86% 0 Median PFS: 9.0 months L) _Median PFS: NR
=144 =" (=]
o (N=7) s
- 0?5_479? % % | ORR 68% o 3 No Prior BCMA-TT
= 2 3 . ;
(N=37) s bt Median PFS: 9.0 months
0 [ ol Prior ADC
o 6% L 60% §|  Prior BCMA-TT &) rano;
H £ S Median PFS: 3.2 months ™ o o Median PFS: 3.2 months
o 8 - 5 Pno_r Bispecific
& ao% & 4% e Log-rank p =0.0002 = Median PFS: 28 months og-rank p =0.0004
T T T T T T T T
0 5 10 15 0 5 10 15
20% 20% 43% Analysis Time (months) Analysis Time (months)
24% 22% Number at risk Number at risk
17% 20% >Prior BCMATT 153 73 7 0 NoPriorBCMATT 153 73 7 0
0% 0% Prior BCMA-TT 50 14 1 0 Prior ADC 38 12 1 0
Prior BCMA-TT No Prior BCMA-TT ADC Bispecific CART Prior Bispecific 7 0 0 0
PR M VGPR M 2CR Prior CART 5 2 0 0

Ide-cel administered to patients previously exposed to BCMA-targeted therapy
The achievement of >PR after the BCMA-targeted therapy was predicted to reach CR
Shorter PFS in prior BCMA-TT than that observed in BCMA-naive patients
The shorter duration of prior BCMA-TT (<6 months) and the longer interval between BCMA-TT and Ide-cel predicted response

Ferreri C, et al. Blood Cancer J. 2023;13:117



Cilta-Cel for RRMM: CARTITUDE-2 Cohort C Patients Previously Exposed

to BCMA-Targeted Therapy (n = 20)

FIGURE 2: Overall response rate

TABLE: Median DOR, PFS, and OS

100
MscR W crR M ygpr B PR Esti
’ A)C: 1 out of 4 patients who r:c:::zie'
it received anti-BCMA ADC as (95% Cl)
60 62 immediate pretreatment
(12/20) ®/13) 57 responded to Cilta-cel (vs 7 out
¥ 60 N 3 4/7) of 9 patients who received 123 133 82
n . . 1,2 . &l
|5 intermediate treatments). DOR (7.2-NE) (72-NE) (4.4-NE)
5 40 o SVGPR: 2VGPR: BsAb: 2 out of 2 patients who
2VGPR: 43 . .
> 55 > 61 received BsAb anti-BCMA as an
. immediate pretreatment against PES 9.1 9.5 S
BCMA responded to Cilta-cel (vs (1.5-13.2) (1.0-15.2) (0.6-NE)
) 2 out of 5 patients who received
. o intermediate treatments). -2
Full cohort  ADCexposed BsAb exposed 16.0 21.0 13.2
(N=20) (w=13) (=2 05 (83-NE)  (94-NE)  (0.6-NE)

Percentages may not sum appropriately dueto rounding.
PR, partial response; sCR, stringent complete response.

NE, not estimable.

Cilta-cel induced favorable responses in highly pretreated patients with MM with prior exposure to anti-BCMAs":2

The efficacy of Cilta-cel in patients enrolled in CARTITUDE-1 appears to be higher than in this cohort of patients, but the sample
size is very small'2

ADC, antibody-drug conjugate; BCMA, B-cell maturation antigen; Cilta-cel, ciltacabtagene autoleucel; MM, multiple myeloma.

1. Cohen AD, et al. Blood. 2023;141:219-230; 2. Cohen AD, et al. IMS 2023. Abstract P-240.



Would It Be Possible to Sequence Both Approaches?

Prior BCMA BCMA CAR T
« ADC .
e |de-cel
* BsAbs e Cilta-cel
e« CART ) . )
Prior BCMA BCMA BsAbs
« ADC e Teclistamab
e CART e Elranatamab
Prior BCMA GPRC5D
o« ADC
e« CART
* CART e BsAbs
e BsAbs ) . )




Teclistamab: BCMA Plus CD3 Bispecific mAb - Update of MajesTEC-1 in
Patients Previously Exposed to BCMA-Targeted Therapy

Patients, %

47.5% —

52.5%

30.0%

40 patients previously exposed to BCMA-TT/Median of 6 PL/72.5% ADC/37.5% CAR T

FIGURE 1: MajesTEC-1 phase 2 study design
SCREENING TREATMENT FOLLOW-UP

Cohort C Week 1

*Step-up doses of teclistamab (0.06 and
Key eligibility criteria 0.3 mgrkg)
*Documented, measurable RRMM Cycles 1+ 2 years after

*RRMM, >3 prior lines
*Prior PI, IMiD, and anti-CD38 mAb

*Prior BCMA-targeted treatment (CAR-
T and/or ADC)

*Weekly® teclistamab SC 1.5 mg/kg la:;f:ﬁi:dnt
*Continue until progressive disease

Simon’s 2-stage design®

Primary endpoint: ORR

Key secondary endpoints: DOR, 2VGPR, 2CR, sCR, TTR, MRDs status, PFS, OS, safety, PK,
immunogenicity, patient-reported outcomes

*Patients could transition to Q2W dosing after maintaining CR/sCR for =6 months. ®in cohort C, a Simon’s 2-stage design was
used to test the null hypothesis that the ORR was =15% vs =35%. “Baseline clones were obtained for all patients. All MRD

|| cohortC | Prior CART | Prior ADC

55.2% 53.3%

Median PFS, 4.5 4.4 7.6
months
Median 05, 15.5 14.9 16
months

Cohort C (N=40)

Prior ADC (N=29) Prior CAR-T cell therapy (N=15)

I PR [ VGPR [ CR [l sCR

Touzeau C, et al. Blood. 2024;144:2375-2388.



Elranatamab: Outcomes in RRMM With Prior BCMA-Directed Therapy

87 patients previously exposed to BCMA-TT from pooled analysis of MagnetisMM trials (at least 3 PL)
Median of 7 PL/68% ADC/41% CAR T/9% CAR + ADC

Median follow-up of 11.3 months (range, 0.3-32.3)
Primary endpoint: ORR PFS

100 4
ORR
mm sCR mm CR mm VGPR PR

80 o

Median
Survival,
months (95% Cl)

Prior ADC Prior CART
(n = 36)

Patients (%)

40 4 _epe

20 A

Any prior Prier ADC (n=59) Prior CAR-T (n=36)
BCMA-therapy (N=87)

Manier S, et al. HemaSphere. 2023;7(suppl):e26808c7.



Elranatamab: Outcomes in RRMM With Prior BCMA-Directed Therapy

87 patients previously exposed to BCMA-TT from pooled analysis of MagnetisMM trials (at least 3 PL)
Median of 7 PL/68% ADC/41% CAR T/9% CAR + ADC

Median follow-up of 11.3 months (range, 0.3-32.3)

A. Progression-free survival B. Overall survival
100 :d‘[;':& 100 edian
an mo [H5%
—— Ay picar BOMA-diected thiragy 5.5(2.3-b0.8) an
a0 A, 19{1.9-68] a0 S A MMt ey
£ 9 —— Price CART 1008{1.9-NE} F 3 —— Prior CART 121 5-HE}
o ¥ &
& 50 ﬁ 50
% a0 g 40
& 10 £ 30
20 20
0 10
] i]
0 2 4 6 B 1012 14 16 18 20 22 24 26 2B 30 32 02 4 6 B 1012 14 16 18 20 22 24 26 2B 30 32 34
I Months A Manthes
Anyprior BCMAdirecsad tharaee 87 50 41 35 B30 X 14 4 03 X X 2 o: o4 01 0 Anyprios BOMAdrecadthurapy: 87 60 63 B4 51 47 30 32 16 5 5 4 4 3 X 2 1 &
PierADE: 500 35 X X B 1713 1 2 2 01 1 1 1 1 1 @ PriorADC: 59 46 42 W 33 W 3T 2 16 4 4 3 03 2 % ¥ i &
Pl CART: 36 21 8 97 6 6 i1 W 3 2 F X 3 O i i @ PiorCART: 36 1 X M 22 R 15 12 E 3 3 2 2 2 1 1 8 @

Median PFS and median OS were 5.5 (95% Cl, 2.2-10.0) months and 12.1 (7.5-NE) months, respectively

Manier S, et al. HemaSphere. 2023;7(suppl):e26808c7.



Would It Be Possible to Sequence Both Approaches?

Prior BCMA BCMA CAR T
« ADC .
e |de-cel
* BsAbs e Cilta-cel
L CART ) . )
Prior BCMA BCMA BsAbs
« ADC . e Teclistamab
e CART e Elranatamab
4 . )\
Prior BCMA GPRC5D
« ADC
e CART
) Gt e BsAbs
| © BsAbs




MonumenTAL-1 First-in-Human Phase | Trial: Talquetamab (GPRC5D/CD3
duo Ab) for RRMM - Efficacy With Longer FU

Cohort 0.4 mg/kg SC QW > PL: 5/TCE 100%/TCR 74%/Penta-ref: 29%/EMD 23%/HR CTG 31%/Prior ADC BCMA 15%
Cohort 0.8 mg/kg Q2W-> PL: 5/ TCE 100%/TCR 69%/Penta-ref: 23%/EMD 25%/HR CTG 29%/Prior ADC BCMA 11%
Prior TCR (n = 78) - PL: 6/TCE 100%/TCR 84%/Penta-ref: 41%/EMD 31%/HR CTG 41%/Prior ADC BCMA 12%/Prior BCMA BsAbs 31%/Prior BCMA CAR T 67%

100 - WPR MEVGPR MCR
741
80 - (106/143) 69.5
(107/154)

60 4 32.9%
R
)
o 404

204

04 u 4 )
0.4 mg/kg 0.8 mg/kg
SCQw SC Q2w

B sCR

42.4%
GPR:
0.1

66.7

Prior TCR

2VGPR:
55.1

ORR 67% in the prior TCR cohort at the approved Tal doses
mPFS when previously treated with BCMA CAR T 12 months as compared with 4 months when treated with
prior BCMA BsAbs

prior BCMA CAR T therapy
ORR = 71% (n = 40/56)
mPFS 12 months

prior BCMA bispecific mAbs
ORR - 58% (n = 15/26)
mPFS 4.1 months

Touzeau C, et al. EHA 2023. Abstract S191; Rasche L, et al. EHA 2024. Abstract P915.



BMS-986393 (CC-95266), a GPRC5D CAR T for RRMM: Updated Results
From a Phase | Study

84 patients with RRMM with >3 PL including PI, IMiD, and anti-CD38 antibody, and progression within <12 months of last regimen
Median 5PL; 74% were TCR. 44% EMD, 40% HRCA. 26 patients had received 150 x 10¢ CAR Ts
Prior BCMA allowed - 39 patients (46%) prior exposed to BCMA-TT and 30 BCMA CAR T

100 1 2 S ORR in subgroups of interest (all dose levels)
90 4
Disease
80 4
| Anti-GPRC5D domain’ 70 | . Characteristic, % (n/N) ’ Present ‘ Absent
w | :mgear}wd transmembrane % 60 - ‘C‘g‘; 48% P . BCMAt t t 78% 95%
‘ ) | i rior reatmen 25/32 39/41
A 418897 o
e | o :z 1 Extramedullary disease 2?)7;61 321/262
’ { CD3-zeta®’ q
GPRC5D-targeted CAR construct 20 A . . s b 83% 91%
ol High-risk cytogenetics 24/29 40/ 44
" A . 88% 88%
o] 1 150 x 10 3
(nv=er7a3) C?RT;;‘;IS Triple-class refractory 50/57 14/16
n=

Promising efficacy and safety data even in patients previously exposed to BCMA-TT

Bal S, et al. ASH 2023. Abstract 219.



DURGA-1: AZD0120 - BCMA-CD19 Dual CAR T in Patients With TCE RRMM

Key inclusion: 23PL, triple-class-exposed.
Median age: 63 y (44-78); Triple-class refractory 69%; 27% received BT
6 patients had prior BCMA-therapy: 5 prior CAR (median time since last CAR T 2.6 years) and 1 prior BsAbs

(Teclistamab), median time of 0.6 years
N=32 enrolled, n=26 LD chemo, n=26 infused [n=12 at DL1 (1x10eS5 cells/kg) and n=14 at DL2 (3x10e5cells/kg)]

AZDO120 infusion
OLE 1x10% celis/kg

Mg

ORR (n=23) Overall Safety
N=17 MRD evaluable > MRDneg in 94% (NGS) n=26
S CE A
CRS, overall 9 (75%) 7(50%) 16(62%) ICANS, overall o 1(7%)
o Grade 9(75%)  6(43%) 15(58%) Grade 0 1(7%)
é s Grade 2 0 1(7%) 1(4%) Crade 2 (6} 0
5 Grade 3+ 0 0 [¢] Grade 3+ 0 (6]
% 40 4 Onset time, median (range), days 9 (2-1) 9 (8-10) 9 (2-m)* Onset time, days NA 10
& Duration, median (range), days 1(-4) 2(1-2) 15(1-4) Duration, day NA 1
20 - CRS management
jostznman (5 SR HZ 0%) ' ::r:ier::zre\?sr:e,:?::or::\cilat:erls;:c:l::llsr:gs?:nd no
0= e Dexamethasone 1(8%) 2 (14%) 3 (12%) Guillain-Barré syndrome reported
(n=23) Anakinra 0 1(7%) 1(4%) + No IEC-associated colitis reported
W sCR/CR + Only one grade 1 ICANS event
+ No grade 3+ CRS reported +  One patient with IEC-HS (DL], grade 2); resolved
- *CRS onset on day 8-11 for 15 of 16 patients within 7 days

228 + Neutropenia grade 3—4, overall 81%, 83% at DL1 and 79% at DL2

 Infections 8% grade 3—4 overall, and 8% at DL1 and 7% at DL2

SCR/CR 78%
Follow-up, 39 * NO [_’LTS o
median {rangel, months (09-19.7) « Similar toxicity profiles between DL1 and DL2
BCMA, b-cell maturation antigen; BT, bridging therapy; CAR, chimeric antigen receptor; CR, complete response; CRS, cytokine release syndrome; DLT, dose-limiting toxicity. EMD, extramedullary disease; FUP, follow-up; ICANS,
immune effector cell- % icity IEC-HS, immune effector celk i i MRD, minimal residual disease; ORR, overall response rate; PL, three prior lines; PR, partial
RRMM, multiple myeloma: sCR, stringent complete response; SPL. single prior line.

1. Richard S, et al. Oral presentation at ASH 2025. Presentation no. 704.




Mechanisms of Resistance and Clinical Implications for BCMA-TT

Tumor-intrinsic resistance

TCE Responder

Tumor-extrinsic resistance

Bi-allelic inactivation

: Loss of MHC class |
of target antigen

Granzymes :
Perforins

TCE-sensitive TCE-resistant TCE-resistant
myeloma cell myeloma cell myeloma cell
Bi-allelic genetic Epigenetic silencing
inactivation
TNFRSF17/GPRC5D GPRC5D

T cell exhaustion Immunosuppressive
environment
exhausted
T cell Regulatory T cell
: Bone marrow
stromal cell
\____/
TCE-resistant

myeloma cell

MHC, major histocompatibility complex; TCE, trichloroethylene; TCR, talquetamab crossover regimen.

Figure adapted from Letouzé E, et al. Blood Adv. 2024;8:2952-2959.




Mechanisms of Resistance and Clinical Implications

Table 1. Clinical impact of resistance mechanisms

Alteration Disease stage Frequency Detection technique* Clinical impact R
16p loss (TNFRSF17) Pretreatment screening  3%-4% of TCE-naive MM WGS May facilitate biallelic target
BCMA inactivation by second hit
TNFRSF17 mutation Pretreatment screening  1.1% (somatic) and 0.7% (germ wWGs May facilitate biallelic target
line) of TCE-naive MM inactivation by second hit
p—— —— — —
12p loss (GPRC5D) Pretreatment screening  13%-16% of TCE-naive MM WGS May facilitate biallelic target
inactivation by second hit
GPRCS5D mutation Pretreatment screening 4% TCE-naive MM WGS May facilitate biallelic target
inactivation by second hit
Low GPRC5D expression Pretreatment screening TBD RNA-seq Associated with reduced
talquetamab efficacy in vitro. May
facilitate epigenetic inactivation
of the target
Abundance of exhausted T-cell clones  Pretreatment screening TBD scRNA/VDJ-seq Predicts response failure to

BCMA-targeting TCE

TNFRSF17 homazygous deletion At relapse 1/14 relapses after WGS Precludes response o other
BCMA-targeting TCE BCMA-targeting therapy
TNFRSF17 p.Arg27Pro At relapse 1/14 relapses after was Confers resistance to teclistamab
BCMA BCMA-targeting TCE and elranatanab
TNFRSF17 p.Pro34del At relapse 3/14 relapses after WGS Confers resistance to teclistamab.
BCMA-targeting TCE and elranatanab
TNFRSF17 p.Ser30del At relapse 2/14 relapses after waGs Confers resistance to teclistamab
BCMA-targeting TCE
Bi-allelic genetic GPRCSD inactivation At relapse 5/7 post-talquetamab relapses WGS Likely precludes response to other
GPRCSD-targeting therapy
G P R‘ 5 D Epigenetic GPRCSD inactivation At relapse 2/3 post-talquetamab relapses scMultiome (RNA-seq +  Likely precludes response to other

ATAC-seq) GPRCSD-targeting therapy

GPRC5D antigen escape via mutations has been observed at relapse after GPRC5D-directed therapies in up
to 50% of the patients

T-cell exhaustion is another mechanism of resistance applicable mainly to continuous treatment with
bispecific antibodies

ATAC-seq, Assay for Transposase-Accessible Chromatin using sequencing; BCMA, B cell maturation antigen; MM, multiple myeloma; RNA-seq, RNA sequencing; TBD, to be determined; TCE, Trichloroethylene; WGS, whole-genome sequencing.

[BSAL:

Letouzé E, et al. Blood Adv. 2024;8:2952-2959; Lee H, et al. Nat Med. 2023;29:2295-2306.




Treatment Landscape in Multiple Myeloma in Early Relapse in the Future

First line
ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Anti-CD38 + PI + IMiD + Dex
ASCT Dara-Len-Dex
Len/Dara-Len Dara-VMP/RVd

Second line

. CARTcells  BsAbs ADCs
BCMA as target Cilta-cel Teclistamab-Dara Bela-Vd
Anito-cel Teclistamab
Bela-Pd
Durva-cel Elranatamab
 CART cells . BsAbs |
GPRC5D as target Arlo-cel Talquetamab-Dara
Talquetamab-Dara-Pom
| BsAbs |
BMCA-GPRC5D Talquetamab-teclistamab

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.



Other Combinations Are Ongoing but in the Early Phase of Clinical
Trials: MagnetisMM-30

Dose Level 18

Key inclusion criteria
- Age 218 years with MM per IMWG criteria

* ECOGPS 0-1

= 2-4 prior LOTs, including =1 IMiD and =1 PR
* Relapsed or refractory to last LOT

Elranatamab 76 mg QW
+ iberdomide 1.0 mg QD

Dose Level 2

Elranatamab 76 mg Q2W
+ iberdomide 1.3 mg QD

Key exclusion criterion

- Stem cell transplant <12 weeks prior to
enroliment or active GVHD

+ Ongoing grade =2 peripheral sensory or motor
neuropathy; history of grade 23 peripheral

N / /

Elranatamab 76 mg Q2W
+ iberdomide 1.0 mg QD

Primary endpoint

« DLTs during DLT observation period

o 22 patients with RRMM after a median
number of 2.5 PL

Secondary endpoints

* AEs and laboratory abnormalities

R « 50% triple-class refractory
+ Time-te-event endpoints® .
o gty e « 100% triple-class exposed

» Immunogenicity

motor polyneurapathy
Dose Level -2 . N=22 |
Elranatamab 76 mg Q2W TEAE, n (%)= Any grade Grade 3/4
+ iberdemide 0.75 mg QD Any 22 (100.0} 19 (86.4)
Hematologic
Neutropenia 17 (77.3) 16 (72.7)
pL1 DL—1 Anemia 7 (31.8) 3 (13.6)
76 mg ELRA QW 76 mg ELRA Q2W Overall Lymphopenia 4 (18.2) 4(18.2)
+1.0 mg IBER +1.0 mg IBER _
Median 9.4 months 5.2 months 7.8 months Nonhematclogic
follow-up= (range, 0.7-11.3) (range, 4.5-6.4) (range, 0.7-11.3) CRS 15 (68.2) o
ORR, 100.0% Fatigue 14 (63.6 0
ORR. 92.3% (95% CI, 66.4-100.0) ORR, 95.5% N 9 « )
100% - 95% C1 64.0.99.8 (95% Cl, 77.2-99.9) Diarrhea 11 (50.0) 0
a0% | (95% CI, 64.0-95.8) 1.1% Headache 10 (45.5) o
0% | sCR: Cough 10 (45.5) o
o, > -
70% | 44.4% 43_055’; Nausea 9 (40.9) 1 (4.5)
= o Injection site reaction 9 (40.9) o
4 - 2 o
E 0% | s B Decreased appetite 8 (36.4) 1(4.5)
S Infections occurring in >5% of patients N=22
% 40%
30% 4 TEAE, n (%) Any grade  Grade 3
20% 1 Infectionse 9(40.9) 2(9.1)
% 4 231% ) ) -
10% 11.1% iz Upper respiratory tract infection 6(27.3) V]
0% o i
DL1 (n=13) DL-1 (n=9) Overall (N=22) Candida infection 3(13.6) 0
PR mVGPR mCR msCR Urinary tract infection 2(9.1) 0

Responses are expected to deepen with further follow-up

IVIG prophylaxis was administered approximately every 4 weeks to

maintain IgG levels above 400 mg/dL

{BSAL

.2
s

Suvannasankha A, et al. ASH 2025. Abstract 100.



Cevostamab, Subcutaneous FcRH5 Bispecific mAb: Results of the Phase

Ib CAMMA Study

« 58 patients with RRMM were included in the trial. Median number of PL: 5 (64% triple-class refractory and 48%
prior anti-BCMA therapy, including CAR T, ADC, and bispecific monoclonal antibodies)

SC dosing schedule in the dose-escalation stage

+ (1 step-up dosing

+ Hospitalization after each C1 injection

m—au mg

ng

+ Fixed-duration treatment (13 cycles, ~12 months)*

+ C1-2 IV corticosteroid premedication; C1-13 acetaminophen and diphenhydramine

D15: D1: D15: D1:
40-300 mg 40-300 mg | 40-300 mg 40-300 mg

“““

28<:|ay cycles

Response rates across all target-dose levels in efficacy-evaluable patients®

oPR @VGPR mCR msCR
100
80 4
ORR: 52.0%
< (95% CI:
£ 60 4 ORR: 38.8% 304-73.6)
£ (95% C!:
8 40 24.1-53.4) ORR: 25.0%
: | - e
14.3% 56—444: VGPR+:
VGPR+:
— VGPR+:
20 4 6.1% ]3[] % }8 2% 52.0%
10.2% 200%
0 82%
All patients BCMA-exposed BCMA-naive
(n=52) (n=26) (n=26)

« Median DOR was 12 months, NR in BCMA-naive, and 8.3 months in BCMA-exposed patients
e CRS in 69% (G3 in 1 patient); infections in 45% (G3-5 in 15%); IVIG administration in 41% of patients

Ho PJ, et al. ASH 2025. Abstract 700. LBA-1.



Cevostamab Plus Pomalidomide-Dex in Patients With RRMM

Cevostamab® 70 mg IV Q2W in cycles 1-6 of 28-day cycles

ol ,:“".2.8;““"";2,‘"“{:1"2‘1? o 29 patients included in this cohort, after a

+ Pomalidom mg PO on DI1-21 from cycle 1+ . .

+ Dexamethasone 20 mg IV/PO on D1, 8,15, 22 from cycle I+ median of 2L of therapy; 72.4% TCE and 31% TCR
Adults with RRMM with 21 prior (n = 29 BCMA naive)

LoT including an IMID and a PI;

not refrucé%%ga%ogﬁlidomide; Cevostamab® 105 mg IV Q2W in cycles 1-6 of 28-day cycles

(N 64) then QAW in cycles 7+ « 25 patients included in this cohort, after a
+ Pomalidemide 2 mg PO on DI-21 from cycle 1+ : . 0 0
+ Dexamethasone 20 mg IV!PD on DI, 8,15, 22 from cycle 1+ med]an Of 2L Of therapy’ 56/’ TCE and 24%’ TCR
(n = 25 BCMA naive)
*Prephase dosing of cevostamab: double-step up desing (0.3/3.3 mg) in a 14-day

prephase or triple step-up (0.3/1.2/36 mg) in a 21-day prephase. Patients
hospitalized after prephase cevostamab infusions for 248 hr.

Parameter, %

ORR, % (925% CI) 86.2 (71.9-100) 88.0 (73.3-100)

sSCR, % 34.5 44.0 Neutropenia® I |

CR, % 10.3 16.0 Gr 1
VoPR, % 27.6 16.0 Anemia — . by
PR, % 13.8 12.0 aGr2
> CR, % 448 80.0 Thrombocytopenia® omE | BGr3
> VGPR, % 72.4 76.0 W Gr4
Responders with ongoin CRs”

response at DCO, nfMN (‘KS 20/25 (80.0) 18/22 (81.8) I I

6-mo DoR, % (95% CI) 96.0 (88.3-100) ©90.9 (78.9-100) Infections™ - |

MRD—- CR in MRD-evaluable

CR+ patients, nf/M (3)

- MRD- CR at 10~ 10/1 (90.9) nhz (91.7) Rash* I I

«  MRD- CR at 10-% g/m (72.7) 1012 (83.3) r T T T T T T T . )
MRD- CR at 10-% in all patients, 100 80 60 40 20 0 20 40 o0 80 100
n/N (%) P 10/29 (34.5) /25 (aa.0) Patients (%)

Cewo 70 mg/f
Pom/Dex

(n=29)

Cewo 105 mg/
Pom/Dex
(n=285)

Patients (%) with AEs of interest by Grade

Harrison S, et al. ASH 2025. Abstract 252.



First-in-Human Study of JNJ-79635322 (JNJ-5322): Ramantamig, a BCMA-GPRC5D-CD3 mAb
and Novel Next-Generation Trispecific Antibody, in Patients With RRMM - Initial Phase | Results

BCMA-/GPRC5D-naive

Individual responses (BCMA-/GPRC5D-naive)

usCR 100.0%
100 - =CR (27/27) Dose Level (mg)
=VGPR RP2D
Re3o
=PR RP2D
Re3o
et
Re30
801 BCMA-/GPRC5D- e T
y
iz exposed e -
Re30
2CR rers
70.4% 55.0% RP2D 2
& 1720 ez ]
> 2VGPR
['4 96.3% RP3D o —————————————————
© - =
Re25
o 2VGPR RP2D 2

57.1%

2VGPR
50.0%

o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20

Months
Response: Ml scR M cR M vGPR W PR MR B sp M PD
== On treatment as of April 15, 2025
3.7 End of treatment status — discontinued: D/C — AE . Death
50 mg 100 mg 300 mg 50-300 mg End of study status: X Death
Q4w Q4W (RP2D) Qaw

PFS (BCMA-/GPRC5D-naive)

Only one discontinuation to date at the RP2D

100"
e
= 801 m&... L
% 60+ 12-month PFS 95.0% at the RP2D
£ ol (74.1% across all doses)
H PFS data support the RP2D
E 201
—°- RP2D
~4- All doses
o

o]

6 12 18 24 30
Months
Patients at risk
RP2D 27 27 12 2 o o
All doses 118 83 37 11 1 o

AE, adverse event; BCMA, B cell maturation antigen; CR, complete response; D/C, discontinued; ORR, overall response rate; MR, minimal response; PD, progressive disease; PFS, progression free survival; Q4W, every 4 weeks;
RP2D, recommended phase Il dose; RRMM, relapsed/refractory multiple myeloma; SD, stable disease; VGPR, very good partial response.

Figures adapted from Popat R, et al. EHA 2025. Abstract S100.



TRIgnite-1 ISB 2001 (BCMA x CD38 x CD3): First TREAT TM Trispecific
Antibody for RRMM

Dose escalation/expansion study in dose escalation. ISB 2001 is administered SC QW in 28-day cycles,
starting with 2 step-up doses on days 1 and 4, followed by the full target dose from day 8 onward

Median number of 6 PL. 100% TCE and 25% TCR
Population (n = 40) Prior BCMA therapy: 46%; Prior BCMA CAR T: 10%; Prior BCMA BsAbs: 20%; Prior BCMA ADC: 25%

Anti-CD38 refractory: 71%
Responses in DL3 to DL7
Responses in DL3 to DL7

ORR 100%

100 " - ORR90%
ORR 83% 100- sCR33% 100 ORI SCR30% ORR 86%

ORR75% CR/SCR22% o0 ORR 86% ORR75% CR14%

CR/ sCR20% ORR 75% sCR 1% SCR 13%

CR/sCR17%

80

60

40

VGPR:57%

VGPR:57%

VGPR:45% VGPR:50% VGPR:50%

VGPR:50%

VGPR:50%

Percentage of Patients

Percentage of Patients
S
B
1
Percentage of Patients
N
o
1

20 Zg_ VS o]
o PR:11% 10 12:
DLito 7 DL3to7 Refractory to Refractory to CD38 06 months since No prior CART Prior CART Prior BCMA
N=20 N=18 last lin of treatment N=7 last CD38 treatment or Bispecifics and/ or Bispecifics targeted therapies
Best Overall Response N=12 N=6 N=10 N=8 N=7

Safety profile: G3-4 neutropenia in 30%, and G3-4 infections in 15%; CRS in 75%, but G1-2; median time
to onset was 3 days and duration of 2 days

Trial is ongoing to define the RP2D

TREAT ™, Trispecific Engagement by Antibodies based on the TCR; BEAT®, Bispecific Engagement by Antibodies based on the TCR.
Carretero-Iglesia L, et al. Nat Cancer. 2024;5:1494-1514; Quach H, et al. ASH 2024. Abstract P898.




And Beyond the T-Cell Redirecting Therapies . . .

« We have to implement the use of therapies to enhance the immune system to
facilitate adequate sequencing

¢ 2%, ROV e
IBSALS: = S




Selinexor Influences Multiple Immune Cells Pathways

Schematic illustration of selinexor’s influence on immune cells
and immunotherapy

[ Macrophages T cells
Tregs

oy ®° &

* Enhanced fitness and effector functions of

* Shift of TAMSs toward pro-inflammatory M1
larizati A redici £ PD-1and CD8+ T cells
g&;m"m an ;cnon oo an * Reduced expression of ICs in CD8+ T cells
g eapresionm * Increased differentiation of T cells into
Reduction of pro-tumoral M2 polarized Tregs
\macrophages =
- —»
NK cells Selmexor l MDSCs
‘ 11| Accumulatlon of ERK1/2 in the
i
S oo o S e T CaT e NS CART cells an;ll;:l:;:s c nucleus and promotion of

immunostimulatory functions in

response in NK cells ‘ A MDSCs

* Potential sensitizing of cancer
cells to immunotherapeutics

aSelinexor SmPC does not specify guidance on its use in sequence with CAR T cells.

Selinexor is suggested to
impact macrophages and
tumor-associated macrophages
(TAMs), myeloid-derived
suppressor cells (MDSCs), natural
killer (NK) cells, and
T cells in the tumor
microenvironment

Selinexor potentially sensitizes
cancer cells to CAR T cells and
therapeutic antibodies?

CAR-T, chimeric antigen receptor T cell; ERK1/2, extracellular-signal regulated kinases 1/2; IC, immune checkpoint; MDSC, myeloid-derived suppressor cell; NK, natural killer; PD-1, programmed death 1;

SIRPa, signal regulatory protein alpha; TAM, tumor-associated macrophage; Treg, regulatory T cell.

Tasbihi K, Bruns H. Cells. 2025;146:430.



INTRODUCTION

exor is a selective inhibitor of nuclear export that
largels XPO1
XPO1 exports tumor suppressor proteins and
oncogenic factors from nucleus to cytoplasm.

\asone (SVd) is
FDA~appr0ved (BOSTON trial) for 21 prior-line muitiple
myeloma.
Prior work reports Selinexor increases BCMA
expression (Wang et al., 2023), but solely based on
flow cytometry, no functional assays.

Flow cytometry is limited in sensitivity and cannot
quantify receptor density on a single-cell level.

Provide first insights into BCMA receptor density
after using dSTORM.

METHOD

Treatment of MM cell models (OPM-2, AMO1) with
. 2 and 5 days at 10 nM and 50 nM

Selinexor for
concentration foilowed by:

Gene expression analysis via gPCR
Receptor expression analysis via ISTORM

Selinexor may enhance target antigen availability on the cell surface, potentially improving

the efficacy of BCMA-directed immunotherapies.

UPREGULATION OF BCMA EXPRESSION BY SELINEXOR

(] tina Verbru

RESULTS

1. BCMA GENE EXPRESSION INCREASED BY SELINEXOR TREATMENT

T
11E]

ay 1

Figure 1. GPCR quantification of BCMA gene expression in OPM-2 (top) and AMO1 (bottom)

cells treated with 50 "M DMSO (blue). 10 nM Selinexor (red) or 50 "M Selinexor (magenta) for

1.2 8nd 5 days. OPM-2 owlls showed 2 1.2- and 1.5-0K) increase and AMO1 ol revesied &
nd 1.5-fold increase in BCMA gene expression on days 2 and day 5, respectively.

2v SELINEXOR CONCENTRATIONS DO NOT IMPACT CELL VIABILITY

== 50 1M DMSO
== 10nM Soll
50 oM Sell

Viability (%)
2 8 8 8

Figure 2. cai vlammy of OPM-2 (Jof) and AMO1 (nqnl) ils when reated with 50'nM DMSO
{ohue). 10 o4 Sek (red) or 50 b4 Sel (magenta). Visbikty of OPM.2 cell remained sbove 90%
d AMO1 cell viability even improved from 84% to 93% by day 5

en', Umair Munawar’!, Seungbin Han', Julia Mersi', Emma Besant', Shilpa Ku
Johanna Lehmann', Max Koeppel!, Hermann Einsele'!, Johannes Waldschmidt!, Martin Kortum?
1. University Hospital Wuerzburg, Department of Internal Medicine I, Wuerzburg, Germany

n', Silvia Nerreter?, Nina Rein’,

Abstract # 6102

3. BCMA RECEPTOR EXPRESSION INCREASED BY SELINEXOR TREATMENT

ook mm 50 nM DMSO

ok =3 10nM Seli
‘ ¥ a\
&

=3 50 nM Seli
T

localization clusterslpm7

Day 1 Day 2 Day 5 Day 1 Day 2 Day 5
Figure 3. Top: dSTORM images of OPM-2 (first three columns) and AMO1 (last three columns) after respectively 1, 2 and 5 days of treatment. Top panels show 50 nM
Selinexor treated cells, bottom panel 50 nM DMSO. Scale bars, 3 ym. Each yellow dot corresponds to one BCMA receptor, an increase in signal can be seen in the
Selinexor treated samples compared to DMSO treated cells, Bottom: Corresponding quantifications of BCMA receptor density from dSTORM measurements plotted in a box
plot. Here, each dot respresents the BCMA expression in one cell and the line in the middie corresponds to the median receptor density. Significant increases in BCMA
receptor density corresponding to a 1.6- and 4.2-fold increase in OPM-2 cells and 1.9- and 1.6-fold increase in AMO1 cells on day 2 and 5, respectively.

OUTLOOK

Verify BCMA upregulation by Selinexor in patient samples
with ic efficacy (B BCMA CAR-T cells, ADCs)

CONTACT INFORMATION
Christina Verbruggen

Correlate receptor
in AMO1 and OPM-2 cell lines by

- BCMA gene and receptor exp are
Selinexor in a time- and dose- dependent fashion

Study

Study impact of Selinexor on T cell fitness
of other i targets (CD38, FcRHS, GPRCSD)

= Cell viability is not i by the chosen

Linkedin

pnsgginr!ﬂnlinq




Summary

« Treatment is rapidly evolving

e The first line of therapy seems to be now well established with Pls, IMiDs, and anti-CD38 mAbs

« BCMA-targeted therapies are options at early relapse: If patients are not eligible for CAR T,

belamaf-based combinations and BCMA BsABs have been approved (bela by the EMA and Tec-Dara
by the FDA)

« The availability of all these options may allow for a more individualized therapy based on the
disease and patient-based characteristics

e The selection should be based on multiple factors, including patients’ preferences

¢ s R
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Diagnosed with MM in October 2016

INITIAL PRESENTATION AND HISTORY

Francisco ) Presentation

Asthenia, bone pain

75-year-old

Q

Performance status

ECOGPS 2

Spanish man
BCMA naive

Q

Radiographic findings

PET scan showed multiple lytic lesions with no extramedullary disease

Laboratory values

Q

M-protein no detectable in serum. sFLC lambda of 9587 mg/L anemia (Hb 7.9
g/dL); renalimpairment (CrCl 30 mL/min); hypercalcemia (total serum calcium
9.6 mg/dL)

Bone marrow biopsy findings

Q

80% monoclonal plasma cells with 3% of PC in peripheral blood

Q

Cytogenetic findings

FISH results showed +1qamp and t(11;14)

Q

Staging

ISS3and R-ISS I

Q

Transplant eligibility

Transplanteligible due to age and fitness

This patient profile is hypothetical and represents the type of patient typically seen in clinical practice.

BCMA, B-cell maturation antigen; CrCl, creatinine clearance; ECOG PS, Eastern Cooperative Oncology Group performance status; FISH,

fluorescence in situ hybridization; Hb, hemoglobin;

ISS, International Staging System; MM, multiple myeloma; PET, positron emission tomography; R-ISS, Revised International Staging System. 187



% TREATMENT HISTORY

Francisco
42 months 60 months 12 months
75-year-old
Spanish man 1L October 2016
BCMA naive
A
* Induction: VTd (4 cycles) = VRd because of PN ¢ DKd followed by D o P?
* Consolidation: ASCT monotherapy until progression
* Consolidation: KRd until the patient reaches * Bestresponse:
MRD negative sCR, MRD negative
* Maintenance: Lenalidomide * DOR 60 months

* Bestresponse: CR, with DOR 42 months

& Diabetes & Well tolerated

Hypertension No significant toxicities

Renal impairment

2Carfilzomib was discontinued after 2 cycles due to cardiotoxicity.
1L, first line; 2L, second line; 3L, third line; 4L, fourth line; AE, adverse event; ASCT, autologous stem cell transplant; BCMA, B-cell maturation antigen; CR, complete response; d, dexamethasone;
D, daratumumab; DOR, duration of response; E, elotuzumab; K, carfilzomib; mo, months; P, pomalidomide; PR, partial response; R, lenalidomide; V, bortezomib. 188



@}. CURRENT TREATMENT CONSIDERATIONS

Francisco

Current Presentation
75-year-old

: @ On routine follow-up, patient presented with positive urine IF with slow increase of FLC.
Spanish man

Within 1 month, FLC had increased, and we planned to start a new line of therapy

BCMA naive because of its presentation at diagnosis
Clinical Factors Patient Preferences
& This is not a rapid-progression disease & No preferences
in principle He asked me about my best

. choice for him
Triple-class exposed

QEQ

BCMA-directed therapy naive

Hypertension, diabetes, and CrClI of
32 mL/min

Q

No extramedullary disease per
repeated PET scans

Q

IS THE PATIENT ELIGIBLE FOR CAR T?

BCMA, B-cell maturation antigen; CAR, chimeric antigen receptor; PET, positron emission tomography. 189



Disease and Patient-Based Factors Influencing the
Treatment Decision-Making in the Relapse Setting

Frailty

— Age

Disease
morbidity

Refractory
disease

Performance
status

Renal
impairment

— Disability

Bone disease

‘4 Comorbidities

Risk assessment

— ISS

— Cytogenetics

LS
L}
........
"ay
LN ]

Treatment
history

Previous
therapies

H

L

H

L

. .

H ‘e

......
l...
....A

Lifestyle

Patient
preference

| | Travel/infusion

time

The most effective
regimen, safe, and

maintains QOL

The problem for this patient was the renal impairment, because the CrCl is 32 mL/min, and cilta-
cel, which is approved in Spain, requires from a CrCl of at least 45 mL/min

190



RRMM: Phase Il GEM-RANTAB
In active recruitment ELL‘

« GEM-RANTARB is an open-label, multicenter, nonrandomized, phase Il study

+ To evaluate the efficacy and safety of elranatamab monotherapy at the dose of 76 mg
BCMA ;‘*Q aCD3e subcutaneously in participants with RRMM after 1 or 2 prior lines of therapy who have
a received prior treatment with immunomodulatory drugs, protease inhibitors, and anti-CD38
S_' therapy and were refractory to the last line of therapy

Modified Fc Region

+ ldeal rescue for patients enrolled in the GEM-2017Fit trial (triple-class exposed)

Primary endpoint

Patients with RRMM * MRD at 6 and 12 months
Key inclusion criteria Secondary endpoints

* RRMM after 1 or 2 prior lines

* Prior exposure to proteasome Cohort (n = 50) » Sustained MRD
inhibitor, immunomodulatory drug, . : Elranatamab 76 mg SC * CRrate
and anti-CD38 antibody No prior BCMA-directed QW on a 28-day cycle TORR by baseline

* Disease relapsed or refractory to treatment is allowed extramedullary disease status
their last antimyeloma regimen « Duration of CR

«ECOG 0-1 - Time to response

* Creatinine clearance 230 mL/min *PFS

* Platelets 225 x 10°/L For patients receiving 26 cycles and achieving partial response or .gsf tv (CRS. ICANS. et

*« ANC 21.0 x 109/L better with responses persisting for 22 months, the dosing interval . B;Ieoyi((:al stl;dies » ete)

* Hemoglobin =8 g/dL will be changed to Q2W, and from Q2W to Q4W after at least 6 9

Q2W cycles (C13 onward)
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(52? TREATMENT HISTORY

Francisco :
10 April 2025 13 April 2025 17 April 2025
75-year-old .t dose 2
Spanish man Step-up dose 1 ep-up dose 24 hours
. 12 mg 36 mg later
BCMA naive
i A
* Feverafter SUD1withno Asymptomatic * Asymptomatic

* Discharge from
the hospital 48
hours later

hypotension and no
hypoxia

e Cultures, empiric Ab
with cefepime

* Symptomatic treatment

* CRSG1
FLC lambda baseline of 2344 © Staphylococcus & Well tolerated
Bence-Jones proteinuria in 24- epidermidis No significant toxicities

hour urine: 190 mg

2Carfilzomib was discontinued after 2 cycles due to cardiotoxicity.
1L, first line; 2L, second line; 3L, third line; 4L, fourth line; AE, adverse event; ASCT, autologous stem cell transplant; BCMA, B-cell maturation antigen; CR, complete response; d, dexamethasone;
D, daratumumab; DOR, duration of response; E, elotuzumab; K, carfilzomib; mo, months; P, pomalidomide; PR, partial response; R, lenalidomide; V, bortezomib. 192



Francisco EI} CURRENT TREATMENT CONSIDERATIONS

75-year-old
Spanish man
BCMA naive

Current Presentation

& Patient continues receiving elranatamab monthly now from C7
Patient is in sCR, MRD negative, PET-CT negative, and mass spectrometry negative

Bence-Jones proteinuria Lambda FLC

A WM DA M DM DA M UM DA DA M DM DM T DA M DM DM M DM M

[ B Novzu1  Fenzie: S S e T S S o mmzom Rersim | rensia Wz Amzt | Nevaozs [ TR,

PATIENT IS NOW AT HIS CYCLE 14

BCMA, B-cell maturation antigen; CAR, chimeric antigen receptor; PET, positron emission tomography. 193



Francisco @I} CURRENT TREATMENT CONSIDERATIONS

75-year-old
Spanish man

Current Presentation

BCMA naive & Patient continues receiving elranatamab monthly now from C7

Bence-Jones proteinuria after C1 Lambda FLC after C1

PATIENT IS NOW AT
HIS CYCLE 14

JANUARY 2025: CUTANEOUS SQUAMOUS CELL CARCINOMA OF THE SCALP, 25 MM IN SIZE.
HE HAS JUST RECEIVED 25 SESSIONS OF RADIOTHERAPY

BCMA, B-cell maturation antigen; CAR, chimeric antigen receptor; PET, positron emission tomography. 194



TREATMENT HISTORY

42 mo 60 mo 12 mo
. 2L March 2020
Francisco
A Fy
75-year-old - Induction: VTd (4 cycles) > VRd because of - DKd followed by D . 7277777
. PN monotherapy until
SpamSh man @ = Consolidation: ASCT progression
i = Consolidation: KRd until the patient reaches - Best response:

BCMA naive MRD -ve sCR, MRD —ve

* Maintenance: Lenalidomide = DOR 860 mo

= Best response: CR, with DOR 42 mo

Comorbidities Key AEsftoxicities

& Diabetes & Well tolerated
Hypertension Mo significant toxicities

Renal impairment

What else we can learn from this patient?
- Whatis his expected outcome based on his baseline characteristics?

- This patient had received only 2 prior lines

2Carfilzomib was discontinued after 2 cycles due to cardiotoxicity.
1L, first line; 2L, second line; 3L, third line; 4L, fourth line; AE, adverse event; ASCT, autologous stem cell transplant; BCMA, B-cell maturation antigen; CR, complete response; d, dexamethasone;
D, daratumumab; DOR, duration of response; E, elotuzumab; K, carfilzomib; mo, months; P, pomalidomide; PR, partial response; R, lenalidomide; V, bortezomib. 195



Select Patient Populations

(o) i o . o 1
In g Objective Response Rate Hemonstrated QMR OIa{R at median follow-up of 28.4 months (95% Cl: 28.0-29.0)

a separate pooled analysis

POOLED ANALYSIS
BCMA-Directed Therapy—Exposed Patients

Elderly3 (":"Gih'riSk st Prior BCMA-Directed Therapy®
ytogenetics*

100 7 5 3 prior LOTs?

8 75

0 om0 la have been generated Elranatamab was also evaluated

é - lons in MagnetisMM-3 following BCMA-directed therapy in
g

0

wolVIM-3 Cohort A Subpopulations

2—3 Prior LOTs?2

These data represent prespecified subgroup analyses that were not powered to detect statistical significance. Small patient numbers and lack
of multiplicity adjustments can be limitations of these analyses. No conclusion about efficacy in subgroups can be drawn from these data.

alncludes t(4;14), t(14;16), and del(17p) chromosomal abnormalities.*

BCMA, B-cell maturation antigen; DOR, duration of response; LOT, line of therapy; ORR, objective response rate.

1. Tomasson MH, et al. Hemasphere. 2024;8(7):e136. 2. Mohty M, et al. Abstract presented at: 29th EHA Annual Meeting; June 13-16, 2024; Madrid, Spain. 3. Raje N, et al. Presented at: 2023 ASCO Annual Meeting; June 3, 2023;

Chicago, IL. 4. Tomasson MH, et al. Poster presented at: 65th ASH Annual Meeting; December 9-12, 2023; San Diego, CA. 5. Nooka A, et al. Presented at: 2023 ASCO Annual Meeting; June 3, 2023; Chicago, IL. 196



TREATMENT HISTORY

42 mo 60 mo 12 mo
. 2L March 2020
Francisco
Fy A
75-year-old - Induction: VTd (4 cycles) > VRd because of - DKd followed by D . 7277777
. PN manatherapy until
SpamSh man @ = Consolidation: ASCT progression
i « Consolidation: KRd until the patient reaches - Best response:

BCMA naive MRD -ve sCR, MRD —ve

= Maintenance: Lenalidomide = DOR 60 mo

= Best response: CR, with DOR 42 mo

Comorbidities Key AEsftoxicities

& Diabetes & Well tolerated
Hypertension Mo significant toxicities

Renal impairment

What else we can learn from this patient?
- Whatis his expected outcome based on his baseline characteristics?

- This patient had received only 2 prior lines
- This patient was older than 65 years

2Carfilzomib was discontinued after 2 cycles due to cardiotoxicity.
1L, first line; 2L, second line; 3L, third line; 4L, fourth line; AE, adverse event; ASCT, autologous stem cell transplant; BCMA, B-cell maturation antigen; CR, complete response; d, dexamethasone;
D, daratumumab; DOR, duration of response; E, elotuzumab; K, carfilzomib; mo, months; P, pomalidomide; PR, partial response; R, lenalidomide; V, bortezomib. 197



Select Patient Populations

Objective Response Rate
In Cohort A of MagnetisMM-3, elranatanf

dian follow-up of 28.4 months (95% CI: 28.0—29.0)'

100 7 Elderly High-risk
75 4 (=65 years)® cytogenetics*

Exploratory

Elranatamab was also evaluated
for subpopu}

following BCMA-directed therapy in
a separate pooled analysis

POOLED ANALYSIS
BCMA-Directed Therapy—Exposed Patients

Prior BCMA-Directed Therapy®

Response rate, %

MagnetisMM-3"3

: High-risk
_ 2 3
2-3 Prior LOTs Elderly Cytogenetics

These data represent prespecified subgroup analyses that were not powered to detect statistical significance. Small patient numbers and lack
of multiplicity adjustments can be limitations of these analyses. No conclusion about efficacy in subgroups can be drawn from these data.

alncludes t(4;14), t(14;16), and del(17p) chromosomal abnormalities.*
BCMA, B-cell maturation antigen; DOR, duration of response; LOT, line of therapy; ORR, objective response rate.

1. Tomasson MH, et al. Hemasphere. 2024;8(7):e136. 2. Mohty M, et al. Abstract presented at: 29th EHA Annual Meeting; June 13-16, 2024; Madrid, Spain. 3. Raje N, et al. Presented at: 2023 ASCO Annual Meeting; June 3, 2023;
Chicago, IL. 4. Tomasson MH, et al. Poster presented at: 65th ASH Annual Meeting; December 9-12, 2023; San Diego, CA. 5. Nooka A, et al. Presented at: 2023 ASCO Annual Meeting; June 3, 2023; Chicago, IL.
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Efficacy and Safety of Elranatamab by Age and Frailty in Patients
With RRMM: A Subgroup Analysis From MagnhetisMM-3

Frailty was evaluated according to the modified-IMWG frailty score including chronologic age, ECOG PS,
and Charlson Comorbidity Index

able Base e demograp and aracte and prio e =
<65 w =65 W MNon-frail Frail u
n=a3 n=80 n==84 n=39

Age, median (range). ¥ s58.0 (36-64) | 71.0 (65-89f 65.0(36-79) J75.0 (47-89) . . ra I
rate. r (50 26605 | 420025 | ascsza | 2ecis Our patient would qualify as because
Race

white 25 (58.1) 47 (S8.8) a9 (ss8.3) 23 (59.0) .

Asian 7 (16.3) o (11.3) 15 (17.9) 1 (2.6) = Age 75 yearS Old

Black or African American 5 (11.6) 4 (5.0) 5 (6.0) 4 (10.3) .

Mot reported or unknower 6 (14.0) 20 (25.0) 15 (17.9) 11 (28.2) = PS ECOG 1

ECOG e tatus, . quge . . .

moer Do - Comorbidities: Renal insufficiency
o 23 (s5=3.5) 22 (27.5) a1 (as.8) 4 (10.3)

1 19 (aa.2) 52 (65.0) a3 (51.2) zs (7F1.8)

2 1 (2.3) 6 (7.5) o F (17.9) Dlabetes

R-ISS disease stage, n (96) 1

T 11 (25.6) 17 (21.3) 24 (28.6) 4 (10.3) HypertenS|on

1L 24 (S55.8) 44 (55.0) 47 (56.0) 21 (53.8)

I & (14.0) 13 (16.3) 8 (9.5) 11 (28.2)

Unknowen 2 (a.7) 6 (7.5) s (6.0) BA(T.7)
Extramedullary disease 14 (32.56) 25 (31.3) ks (31.0) 13 (33.3)

by BICR, n {26)*
Bone marrow plasma cells,

n (26}
=50% 30 (69.8) 59 (73.8) 60 (71.4) 29 (74.4)
=509%: 9 (20.9) AT (21.3) 182 (21.4) 82 (20.5)
Mlissing A {9.3) 4 (S.0) 6 (7.1) 2 (5.1)

Prior lines of anti-myeloma 5.0 (2-22) 5.0 (2-12) S5.0(2-22) 5.0 (2—-12)
therapy. median (range)

Refractory status, n (26}

Triple-class® 41 (95.3) 78 (97.5) 84 (100.0) 35 (89.7)
FPenta-drug® 19 (aa.2) 2= (a1.2) 28 (as.2) 14 (35.9)
Refractory to last line of 43 (100.0) 75 (93.8) 80 (95.2) 38 (97.4)
therapy

Ex

stern Cooperative Onoology Groups:

Raje Net al. ASCO 2023. Abstract P8040. 199



Efficacy and Safety of Elranatamab by Age and Frailty in Patients
With RRMM: A Subgroup Analysis From MagnhetisMM-3

Frailty was evaluated according to the modified-IMWG frailty score including chronologic age, ECOG PS,
and Charlson Comorbidity Index

Figure 2: Best overall response and objective response rate
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Raje Net al. ASCO 2023. Abstract P8040.
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TREATMENT HISTORY

42 mo 60 mo 12 mo
. 2L March 2020
Francisco _
Fy A
75-year-old - Induction: VTd (4 cycles) > VRd because of - DKd followed by D . 7277777
. PN manatherapy until
SpamSh man @ = Consolidation: ASCT progression
i « Consolidation: KRd until the patient reaches - Best response:
BCMA naive MRD -ve sCR, MRD —ve
= Maintenance: Lenalidomide = DOR 60 mo

Best response: CR, with DOR 42 mo

Comorbidities Key AEsftoxicities

& Diabetes & Well tolerated

Hypertension Mo significant toxicities

Renal impairment

What else we can learn from this patient?
- Whatis his expected outcome based on his baseline characteristics?

- This patient had received only 2 prior lines

- This patient was older than 65 years
- This patient presented with amp 1q

2Carfilzomib was discontinued after 2 cycles due to cardiotoxicity.
1L, first line; 2L, second line; 3L, third line; 4L, fourth line; AE, adverse event; ASCT, autologous stem cell transplant; BCMA, B-cell maturation antigen; CR, complete response; d, dexamethasone;
D, daratumumab; DOR, duration of response; E, elotuzumab; K, carfilzomib; mo, months; P, pomalidomide; PR, partial response; R, lenalidomide; V, bortezomib. 201



Select Patient Populations

Objective Response Rate
In Cohort A of MagnetisMM-3, elranatanf

dian follow-up of 28.4 months (95% CI: 28.0—29.0)'

100 7 Elderly High-risk
75 4 (=65 years)® cytogenetics*

Exploratory

Elranatamab was also evaluated
for subpopu}

following BCMA-directed therapy in
a separate pooled analysis

POOLED ANALYSIS
BCMA-Directed Therapy—Exposed Patients

Prior BCMA-Directed Therapy®

Response rate, %

MagnetisMM-3"3

: High-risk
_ 2 3
2-3 Prior LOTs Elderly Cytogenetics

These data represent prespecified subgroup analyses that were not powered to detect statistical significance. Small patient numbers and lack
of multiplicity adjustments can be limitations of these analyses. No conclusion about efficacy in subgroups can be drawn from these data.

alncludes t(4;14), t(14;16), and del(17p) chromosomal abnormalities.*
BCMA, B-cell maturation antigen; DOR, duration of response; LOT, line of therapy; ORR, objective response rate.

1. Tomasson MH, et al. Hemasphere. 2024;8(7):e136. 2. Mohty M, et al. Abstract presented at: 29th EHA Annual Meeting; June 13-16, 2024; Madrid, Spain. 3. Raje N, et al. Presented at: 2023 ASCO Annual Meeting; June 3, 2023;
Chicago, IL. 4. Tomasson MH, et al. Poster presented at: 65th ASH Annual Meeting; December 9-12, 2023; San Diego, CA. 5. Nooka A, et al. Presented at: 2023 ASCO Annual Meeting; June 3, 2023; Chicago, IL.

202



TREATMENT HISTORY

42 mo 60 mo 12 mo

Y Fy
* Induction: VTd (4 cycles) 2 VRd because of + DKd followed by D . PRTPRRT
75'year'0ld PN monatherapy until
a * Consolidation: ASCT progression
Spa nis h man @ + Consolidation: KRd until the patient reaches + Bestresponse:
H MRD -ve sCR, MRD —ve
BCMA naive * Maintenance: Lenalidomide = DOR 60 mo

Best response: CR, with DOR 42 mo

Comorbidities Key AEs/toxicities

& Diabetes & Well tolerated
No significant toxicities

Hypertension

Renal impairment

What else we can learn from this patient?
What is his expected outcome based on his baseline characteristics??

This patient had received only 2 prior lines

This patient was older than 65 years

This patient presented with amp 1q
This patient presented with renal impairment but CrCL 32 mL/min and met the inclusion criteria

2Carfilzomib was discontinued after 2 cycles due to cardiotoxicity.
1L, first line; 2L, second line; 3L, third line; 4L, fourth line; AE, adverse event; ASCT, autologous stem cell transplant; BCMA, B-cell maturation antigen; CR, complete response; d, dexamethasone;
D, daratumumab; DOR, duration of response; E, elotuzumab; K, carfilzomib; mo, months; P, pomalidomide; PR, partial response; R, lenalidomide; V, bortezomib.

2L March 2020 »
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Patient Case 2 U"{,'f,':,’;'gﬂ{g \l{i(/

d 62 yo, MM lambda light chain, Dx 02/2011, ISS 3, sFLC lambda: 35.575 mg/L, acute renal failure, dialysis dependent initially

02/11 Initial diagnosed with dialysis-dependent acute kidney injury
02 — 04/11 3 cycles of PAD - acute renal failure
04/11 Stem cell mobilization from cyclophosphamide-etoposide
05/11 First high-dose melphalan + ASCT
10/11 Second high-dose melphalan + ASCT - CR
Relapse
03 -10/14 6 cycles of bRAD - PD
12/15-12/16 16 cycles of panobinostat-bortezomib-dexamethasone > VGPR
05 -11/17 6 cycles of ixazomib-thalidomide-dexamethasone (AGMT MM-1 study)
11/17 Switch to Rd - PD

01/18 MM-Bite study AMG 420 > CR



Patient Case 2 U"{,'f,':l’r‘;'g‘dg \U/ﬁ_(/

d 62 yo, MM lambda light chain, Dx 02/2011, ISS 3, sFLC lambda: 35.575 mg/L, acute renal failure, dialysis dependent initially
03/19 —7/20 18 cycles of KRd - PD

08 —12/20 2 cycles of DVd - PD

12/20 2 cycles of belantamab mono - PD - Biallelic BCMA loss
04/21 2 cycles of VDT-PACE - SD

06/21 Talquetamab - CR

12/22 PD - Carf-Pom-Dex - SD

01/23 3. High-dose chemotherapy + ASCT

05/23 - Documented loss of BCMA and GPRCS5D

12/25 Currently: selinexor-bortezomib

- VGPR
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Patient Case 3 U“{,'f,'&':;'gﬂ?g‘ \li(l(/

d‘ 71 yo, MM type IgA kappa, ISS Il, Dx 01/14
01/14 3xVCD
05/14  Stem cell mobilization
05/14 High-dose melphalan + autoSCT
04-8/17 2. LOT: 7x KRd
04/18  Switch to Ixa-Len-Dex
04/19 3. LOT: 22 cycles of Dara-Pom-Dex
05/22 26 cycles of Dara-Pom-Dex
10/22 Leukapheresis
Bridging with Dara-Pom-Dex



Patient Case 3

Uniklinikum ||
Wurzburg U'K

d‘ 71 yo, MM type IgA kappa, ISS Il, Dx 01/14

12/22

03/24
06/24
01/25
03/25

07/25
07/25
04/26

4. LOT: CAR T-cell therapy (ide-cel)
- CRS grade Il > CR

5. LOT: Dara-Pom-Dex (3 cycles)

6. LOT: DaraVCd (9 cycles)

7. LOT: KDT-P(A)CE

Leukapheresis

Bridging therapy (talquetamab)

CAR T-cell therapy (cilta-cel)
MRD-negative CR

MRD-negative CR
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EHA-EMN 2025 Guidelines
|

I 1
Yes No
Induction (4-6 cycles) First option:
IsaVRd [I, A]
First option: DaraVRd [I, A]
DaraVRd [I, A] DaraRd [I, A]
IsaVRd [I, A]
If first option is not available:
If first option is not available: DaraVMP [1, A]
DaraVTd [l, A] VRd [I A’]
VRd [Il, B] '
1 Consider DaraR (with Dex in 2 first cycles) for frail
200 mg/m? melphalan [I, A] patients [I, B]

followed by ASCT [I, A]
1

Consolidation with same induction regimen
(2 cycles when up to 4 induction cycles) [I, B];
tandem ASCT for high-risk disease [Il, B]

Lenalidomide maintenance [I, A]
Daratumumab plus lenalidomide maintenance [I, A]

ASCT, autologous stem cell transplantation; Dara, daratumumab; Dex, dexamethasone; EHA, European Hematology Association; EMN, European Myeloma Network; Isa, isatuximab; mAb, monoclonal antibody; MM, multiple myeloma;
R, lenalidomide; Rd, lenalidomide-dexamethasone; VMP, bortezomib-melphalan-prednisone; VRd, bortezomib-lenalidomide-dexamethasone; VTd, bortezomib-thalidomide-dexamethasone.

Dimopoulos MA, et al. Nat Rev Clin Oncol. 2025;22:680-700. (under minor revision)



EHA-EMN 2025 Guidelines

Newly diagnosed MM: Exposure to proteasome inhibitors, immunomodulatory drugs, and anti-CD38 mAbs

Eligibility for ASCT
|

I 1
Yes No
Induction (4-6 cycles) First option:

lea\/RA L Al

Most newly diagnosed patients with MM will be exposed to proteasome
inhibitors, immunomodulatory drugs, and
anti-CD38 mAbs as part of their first line of therapy. All will be refractory
to lenalidomide, and not all will be refractory to anti-CD38 mAbs

1 Consider DaraR (with Dex in 2 first cycles) for frail
200 mg/m? melphalan [I, A] patients [I, B]
followed by ASCT [I, A]
1

Consolidation with same induction regimen
(2 cycles when up to 4 induction cycles) [I, B];
tandem ASCT for high-risk disease [Il, B]

Lenalidomide maintenance [I, A]
Daratumumab plus lenalidomide maintenance [I, A]

ASCT, autologous stem cell transplantation; Dara, daratumumab; Dex, dexamethasone; EHA, European Hematology Association; EMN, European Myeloma Network; Isa, isatuximab; mAb, monoclonal antibody; MM, multiple myeloma;
R, lenalidomide; Rd, lenalidomide-dexamethasone; VMP, bortezomib-melphalan-prednisone; VRd, bortezomib-lenalidomide-dexamethasone; VTd, bortezomib-thalidomide-dexamethasone.

Dimopoulos MA, et al. Nat Rev Clin Oncol. 2025;22:680-700. (under minor revision)



Natural History of Multiple Myeloma

Asymptomatic Symptomatic 3. RELAPSE
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First-line therapy Second-line therapy Third-line therapy




Natural History of Multiple Myeloma

1 3.
Asymptomatic | Symptomatic RELAPSE
1
1
100 = X 2.

X ACTIVE RELAPSE
| MYELOMA
1
1

50 = 1 1. RELAPSE
| X
| A
1
)

20 .
1
1
1
1 o
First-line therapy Second-line therapy Third-line therapy

Patients will present later at first relapse
Most patients will be triple-class exposed or Len-Dara exposed, and all will be refractory to lenalidomide




Disease and Patient-Based Factors Influencing Treatment Decision-
Making in the Relapse Setting

. Disease g Treatment .
Frai P Risk men . Lif
ailty morbidity sk assessment history estyle
| | Age Refractory Previous Patient
g disease therapies preference
Ne— Ne— .
Performance Renal . . Travel/infusion
] status | impairment Cytogenetics .
Ne— Ne— E ~’ T
—  Disability — Bone disease . e, a0
-l........ : ..A
LY M ’ -
L| comorbidities The most effective
regimen, safe, and

l

maintains QOL

Treatment history is a crucial factor
Other factors to take into consideration in the relapse setting




Treatment Landscape in Multiple Myeloma

First line
ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Dara-Len-Dex
ASCT Dara-VMP/RVd
Len/Dara-Len Anti-CD38 + Pl + IMiD + Dex

Second line
Based on sensitivity/refractoriness to daratumumab and lenalidomide

Anti-CD38 + carfilzomib-Dex Pomalidomide-bortezomib-Dex Cilta-cel

Anti-CD38 + pomalidomide-Dex Selinexor-bortezomib-Dex New combinations

Teclistamab-Dara/Elra-Dara/Elra monotherapy
Talquetamab-Dara

Belantamab-Vd (DREAMM-7)

Belantamab-Pd (DREAMM-8)

Carfilzomib-Dex

How to select the right combination in the near future???

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.




CANDOR: Study Design

CANDOR Final Analysis
Patients and Methods
Patients (N = 466) - Study Design Primary endpoint:
* >18 years old £ KdD (n =312) * Enroliment: 2017-2018 *PFS
* RRMM -gEo) ; * Last patient visit: 2022 Main secondary endpoints:
* 1 to 3 prior lines of therapy = Kd (n = 154) ® Reqylre‘d prophylactic * ORR, MRD- CR at 12 mo,
+ 102 international sites 14 medications OS, safety
Primary endpoint: 7y
100 Significant improvements in = 0 =
PFS reported for KdD
80 - versus Kd based on ORCA a0 4
assessment
g 60
= T 60
§ .
& 40 s
E g 40 4
= 3
% 204 =
=3 g 20
S
£ 54
KdD (n=312) Kd (n=154)
Progression/death, n (%) 161 (51.6) 88 (57.1) 0 KdD (n=312) Kd (n=154)
Median PFS, months 28.4 15.2 Death, n (%) 148 (47.4) 80 (51.9)
HR for KdD vs Kd, (95% ClI) 0.640 (0.491-0.832) Median overall survival, months 50.8 436
T T T 1 T T T T T T T T T T T T T HR for KdD vs Kd, (95% ClI) 0.784 (0.595-1.033)
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 Palue (1-sided) 0417
Time since randomization (months) © 3 6 © 12 15 18 21 24 27 30 33 36 30 42 45 48 51 54 &7 60
MRD- CR rate at 12 months/any time: i " T since randanization
lumber of patients at risk:
KdD: 1 3%/220/0 Kd: 20/0/80/0 KdD 312 297 281 268 256 246 239 229 221 213 201 198 186 180 173 156 141 656 16 2 O
Kd 154 146 140 129 126 116 108 106 101 98 93 88 82 76 74 66 62 20 3 1 0

Hazard ratio for PFS is sustained across all subgroups of patients, including those refractory to lenalidomide
(30%) after 1 or more prior lines of therapy

o Safety profile acceptable

Usmani SZ, et al. Blood Adv. 2023;7:3739-3748.



IKEMA: Study Design - Isa-Kd vs Kd in Relapsed Multiple Myeloma

1.0 1

Stratification factors:
- Prior line 1 vs. >1
- R-ISS: 1 or Il vs lll vs not classified

Relapsed MM
N=302

- 1-3 prior lines
- No prior therapy with carfilzomib
- Not refractory to prior anti-CD38

Isa-Kd (n=179)
- lIsa: 10 mg/kg on D1, 8, 15, 22 in C1, then Q2W

- K: 20 mg/m? D1-2; 56 mg/m? D8-9, D15-16 C1;
56 mg/m? D1-2, D8-9, D15-16 all subsequent cycles

« d: 20 mg D1-2, D8-9, D15-16 and D22-23 each cycle

Treatment until PD,
3:2 unacceptable toxicities,
or patient choice

=
=
©
=l
£
=]
=]
=
<
o

Kd (n=123)

+ K:20 mg/m? D1-2; 56 mg/m? D8-9, D15-16 C1;

56 mg/m? D1-2, D8-9, D15-16 all subsequent cycles
+ d: 20 mg D1-2, D8-9, D15-16 and D22-23 each cycle

100

Primary Endpoint:
PFS (IRC)

Key secondary
endpoints: ORR,
rate of ZVGPR, MRD
negativity, CR rate,
os

Median PFS control
arm estimated at 19
months

Prespecified interim

analysis when 65%

PFS events (103) as
per IRC

138 0S events: 79 (44.1%) in Isa-Kd; 59 (48.0%) in Kd*

— lsa-Kd — lsa-Kd
09+ —Kd 90 — kd
+ Censor 0 Isa-Kd: + Censor  Extrapolating the current
g 087 g ;;g'f:cNI-RsmzroNR) observed trend for an
E o014 2 T additional 12 months of
2 06+ 1sa-Kd E 60 follow-up, the mOS
5 . estimate for Isa-Kd arm
05 mPFS: 35.7 months L T 7 is 63 months (95% O
H (95% CI: 25.8-44.0) = d
L | % s eSeTEe e mOS: 50.6 months 59-69)
g_; 0.4 g (95% CI: 38.932 to NR)
¢ 031 , Kd 07 This corresponds to an
02  HRO.58(954% Cl: 0.42-0.79) mPFS: 19.2 months 20 estimated 1-year
(95% CI: 15.8-25.0) 10 difference in m0S
0.4 HR (95% CI: 0855 (0.608 to 1.202); p=0.1836t
Wr—T—T—T T T T T T T T T T T T T T R I T L e e s s e
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 4 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
Time (Months) Nurber at isk: Time (Months)
» Hazard ratio for PFS is sustained across all subgroups of patients, including those refractory to lenalidomide
(30%) after 1 or more prior lines of therapy
« Safety profile acceptable

Yong K, et al. Lancet Haematol. 2024;11:e741-e750.




APOLLO: Subcutaneous Dara Plus Pom-Dex vs Pom-Dex in RRMM

(" D-Pd )
= D: 1800 mg sc? Post- Survival follow- * Primary endpoint:
Key eligibility criteria i qw cycles 1-2; 2w cycles 3—6; treatment up every 12 PFS
° R S G @ElEs 75 follow-up weeks
>1 prior line with E : 4 mg po Dbays 1-21 q4w for following PD or * Secondary endpoints:
both LEN and a Pl = -40me po-Days 1 8 15, 22 e SR el ORR, 2VGPR, >CR,
ECOG PS <2 2 Pd N — subsequent MRD, OS, time to
CrCl 230 mL/min? S P: 4 mg po Days 1-21 treatmente therapy response, DoR, time
d: 40 mg poP Days 1, 8, 15, 22 to next therapy,
28-day cycles: treatment until PD or safety, HRQoL
\ unacceptable toxicity J

Progression-free survival

12-month PFS rate

100 100
80
xX
Q2
a 60 o
S e S
3 D-Pd median: 12.4 months S . S opa:
® 40 = median, 34.4 months
o
®
& 20 ' 20 - :v:je'dian,zz.? months
HR, 0.63; 95% CI, 0.4740.85; P=0.0018 Pd median: 6.9 months L 0 o 1 D6t s
0 T T T T T T T T T T T T T T T T T 1 o PI! D_‘TQEIQ - r r - r — . - T T - T T r
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 0O 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Months Months

* The number of patients included after 1 PL is rather small (11% of patients)

+ 80% of patients were Len refractory, and the median PFS in Len-refractory patients is 9.9 months for Dara-Pd
and 6.5 months for Pd

» Safety profile acceptable

Dimopoulos MA, et al. Lancet Haematol. 2023;10:e813-e824.



Treatment Landscape in Multiple Myeloma

First line
ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Dara-Len-Dex
ASCT Dara-VMP/RVd
Len/Dara-Len Anti-CD38 + Pl + IMiD + Dex

Second line
Based on sensitivity/refractoriness to daratumumab and lenalidomide

Anti-CD38 + carfilzomib-Dex Pomalidomide-bortezomib-Dex Cilta-cel

Anti-CD38 + pomalidomide-Dex Selinexor-bortezomib-Dex New combinations

Teclistamab-Dara/Elra-Dara/Elra monotherapy
Talquetamab-Dara

Belantamab-Vd (DREAMM-7)

Belantamab-Pd (DREAMM-8)

Carfilzomib-Dex

How to select the right combination in the near future???

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.




OPTIMISMM: PVd vs Vd in Patients With RRMM

559 patients; median 2 prior lines of therapy; 100% Len exposed; 70% Len refractory; 63%
Len refractory as part of the last line of therapy

PVd reduced the risk of progression and

death by 39% compared with Vd 0S: ITT population

Median PFS,|  HR (95% Cl)

100 §
107 “. Events/ N months P Value Median 05 Hazard ratio® |  72-month 0S rate
097 4 0 35,
pvd | 15281 (1120 ) 061 (0.49077) 0 semorths | HR 0,941 960 1939,
= 08 < o001 ® 31.6 months | (95%Cl, 0.77-1.15); 0 0
2 Vd | 162/278 710 ‘ P=0.571c
2 07 6] 49%
w3 g
0N 06 <
38 s 40
3¢ ‘
o c 04* I '
@-g 031 ey ! 0 ]
w 0. | | 1 I
Q'E 32% [ ‘
FIVE i _—t
o ! o M 0 T T T T t T
a 01 ;: 0 6 12 18 24 30 3% 4 4 54 60 6 72 78 84 % % 102
! ! Number at risk Months since randomization
0.0 T T T ¥ T t T T T T T T T T 1
-8 PVd W1 236 203 179 160 140 127 107 9 & 5 B N M 5 2 0 0
0 3 6 § 12151820 24 2730 3 3% 3% & & -4 Vd W W5 1N 168 146 128 108 97 &9 & M 50 26 9 4 2 1 0
No. at Risk Months
Pvd 281 233 182 128 94 67 47 28 13 7 4 2 1 1 1 0
Vd 278 176 112 66 42 30 20 14 4 4 3 2 2 0 0 0

o Median PFS for PVd in patients refractory to Len after the first line of therapy was 17.8 months
» Safety profile acceptable

Richardson P, et al. J Clin Oncol. 2018;36:2492-2503. Abstract 8001.



BOSTON: Selinexor Vd vs Vd in Patients With RRMM

+ Median age: 66 years (SVd) vs 67 years (Vd) + High-risk cytogenetics: 50% vs 46%

+ 2 prior lines: 33% vs 31%; 3 prior lines: 16% vs 21%

Median PFS, months (95% CI)*

Vd arm (n =207)
9.46(8.11,10.78)

SVdarm (n=195)
13.93 (11,73, NE)

HR=0.70 (95% Cl: 0.53, 0.93); one-sided P=.0075

Kaplan-Meier estimates of progression-free survival among patients in the ITT population B mFR
i Vd: 7.1 months
100+ - Selinexor, bortezomib, and dexamethasone
-6~ Bortezomib and dexamethasone ECR
3 0.4 5% | evarn
5 0754
o5 24.5%
3T 027
f% R s WS UP Py — =d
sL Sefinexor, bortezomib, and dexamethasone: —d +
8 025 mesian 1393 months (05% (173 noteauate oo
2| Bortezomiband eramethasone:medin 946 moths (055 111-1078) b 5 W 15 o b o b o
Hazardatio 070 055 1053-0.93),p=00075 - et SV (r=53) W [n=53)
T T T T T T 7T T T T T T T T T T T T T T T 1T T T 71 Svd 53 27 14 ¥ 4 3 1 o
0123 456789NUDBYEBTBHNA2BU5% 53 22 & 4 1 o
Time (months) *TTINT ws caboulmisd from th diste of e T bt o reast 1= b=ty ORR, il stu; P7, partal
Number at risk I et o et et revee coocrrent § L Sale ety weouf e ﬂiﬂ_@uﬂeﬂnﬂdﬁw“uﬁmtmﬂad
lnlm\hu(ensmd) .:_n.u- At —:: o . .: _ ok m = + k. mu’ ;E d
Selinexor bortezomib, 195 187 U5 IR BS L7 106 89 79 76 69 &4 §7 ot panlrmpense
anddeamethasone (0) (5) (22) (20) (3Y) B37) (42) (50) (57) (59) (63) (66) (70)
Bortezomib and dexamethasone 207 187 175 152 138 17 111 100 . . .
e 106 patients in the BOSTON trial were Len refractory, and

© 6 (0 (15 20) (2) (29) B

+ Lenalidomide exposed: 39.5% vs 37.2%

Figurs 1. PFS in
Lenalidomide-Refractory Patients

Svd: 10.2 months

Figure 2. Responss in
Lenalidomide-Refractory Patientz

the majority of them were after 2 or 3 PL

o Safety profile was acceptable, and for those patients in whom the dose was modified, the outcome was better

» No significant benefit reported in overall survival

Grosicki S, et al. Lancet. 2020;396:1563-1573.




Treatment Landscape in Multiple Myeloma

First line
ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Dara-Len-Dex
ASCT Dara-VMP/RVd
Len/Dara-Len Anti-CD38 + Pl + IMiD + Dex

Second line

Based on sensitivity/refractoriness to daratumumab and lenalidomide

Anti-CD38 + carfilzomib-Dex Pomalidomide-bortezomib-Dex Cilta-cel

Anti-CD38 + pomalidomide-Dex Selinexor-bortezomib-Dex New combinations

Teclistamab-Dara/Elra-Dara/Elra monotherapy
Talquetamab-Dara

Belantamab-Vd (DREAMM-7)

Belantamab-Pd (DREAMM-8)

How to select the right combination in the near future???

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.




CARTITUDE-4: Phase lll Trial of Cilta-Cel vs PVd/DPd in Len-Refractory

MM After 1-

Screening

+ Age>18years
with MM

+ 1-3 prior LOT

Key inclusion criteria:

= SOCarm
Randomization | PVd or DPd*®
1

randomization

bl D g A e Median number of PL: 2
+ Lenrefractory stratifiod by: | Falowp
« Choice of . . .
s EcoePsst ] pvgopg * 33% of patients with HRCA and 21% double hit
Key exclusion criteria: « 1SS stage
« Prior CART or O N“mtl!OfTO“ Cilta-cel arm
T - « 25% TC exposed and 14% TC refractory
0
L]
Primary endpoint Secondary endpoints 100/) Len refraCtory
* PFS¢ + Efficacy: 2CR, ORR, MRD negativity, OS
+ Safety
+ PROs
Increased Rates of Deep Responses Seen With Additional Follow-Up With Cilta-cel
ORR?
15.9 months. 33.6 months.
follow-up' follow-up
100 4
.| 846
(176/208) (176/208)
80 1 | 67.3 DOR®
5501 2CR: 187
E scr: 242 DOR, months, median (95% CI) NR (NE-NE) (12.9-237)
Fao 768 30-month DOR rate, % (35% CI) (59.571.: 4.0) (27%5_:‘3_5)
20 4
N 34
Cilta-cel Cilta-cel soc
| sCR | CR B VGPR m PR
Cilta-cel provided high ORR and sCR/CR rate with sustained DOR ESRE
b

Mateos MV, et al. IMS 2024. Abstract OA-65.



Phase Ill CARTITUDE-4 Trial: Efficacy

% Alive

80

60

40

20

0

PFS (ITT; 33.6-mo median follow-up)

© soc

30-month PFS
A
'\-‘.“““““‘
" Ce 59.4
g
AMMAA-AAA A Cilta-cel
) 25.7
HR (95% Cl), 0.29 (0.22-0.39);
P<0.0001>
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

Months

OS (ITT; 33.6-mo median follow-up)

100 30-month 0S
i S aea 76.4
80 A7 s e————s. Cilta-cel
o\° 60 " R oo
G 638 ¢ > $0C
2
< 40
201
HR (95% CI), 0.5 (0.39-0.79); P=0.0009b<
0 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

Popat R, et al. ASH 2024. Abstract 1032.



Phase Ill CARTITUDE-4 Trial: MRD-Negativity Analysis

Overall MRD negativity? Time to MRD negativity (10-5)
M Cilta-cel 10-5 10-5 in evaluable patients
M soc ‘ 2 100
OR:13.3° | OR: 28.5° £ w0
P<0.0001 | P<0.0001 o M7 ,
100 - oy \ 0.000 S o Cilta-cel
OR: 7.6 ’ 85,6 3
P<0.0001 OR: 14.9° £ 70
80 - ' P<0.0001 g
0 e £ ]
Sy : L 57,2 g 50
%) s
4] k-] p
= g 40
2 40 .
=) £
g :
n. 2 201
20 A E 10_‘ — ggz_w
© —
o (n=208)(n=211) (n=145)(n=103) (n=208)(n=211) (n=139)(n=102) TR R ok % & 4
Time to initial MRD negativity (107%)
ITT Evaluable for MRD® ITT Evaluable for MRD® (months from C1D1/cilta-cel)

*+ 69% of evaluable patients achieved MRD negativity (1075) by day 56 (ITT, 48%), rising to 86% (ITT, 60%) by 6 months post cilta-cel infusion

» High rates of overall MRD negativity are rapidly achieved with Cilta-cel, and almost all patients receiving Cilta-
cel negative at 10 were also negative at 10-¢

« Across subgroups, Cilta-cel increased overall MRD-negativity rates at the 10-> threshold vs SOC

Popat R, et al. ASH 2024. Abstract 1032.



Long-Term CARTITUDE-4 Update (34 months): Numerically Higher OS
and PFS Rates vs CARTITUDE-1

OS (as-treated population) PFS (as-treated population)

100 7 30-month OS 100 30-month PFS
c ]
o
50 CARTITUDE-42 2 804
o
on
o
60 - i 8 40 CARTITUDE-42
2 ey  CARTITUDE-1b1 g 60
2 | 68.0% 2 .
R i *;‘ !
40 - ! - i
| 40 | CARTITUDE-1b:1
: S :
! 13 !
20 H i 5 201 .
! * !
i i
0 T T T T T T T T T i T T T T T T 0 T T T T T T T T T [ T T T T T T
0 3 6 9 1215182124 27 30 33 36 39 42 45 48 0 36 91215182124 27303336 39 42 45 48
No. at risk Months from cilta-cel infusion No. at risk Months from cilta-cel infusion
CARTITUDE-4 CARTITUDE-4
(1-3 prior LOT): 176172167163162160158154151137 83 53 20 12 2 0 0 (13 prior LOT)s 176172165158150144138133131109.61 37 12 8 1 0 0
CARTITUDE-1 97 96 91 88 85 81 79 77 74 69 59 33 19 10 2 1 0 CARTITUDE-1 97 94 85 77 74 67 64 63 60 54 442513 2 1 1 0
(23 prior LOT) (=3 prior LOT)

Cilta-cel use in earlier lines demonstrated numerically higher rates of overall and progression-free survival

2Re-baselined to begin at time of cilta-cel infusion for patients who received cilta-cel as study treatment, with median follow-up of 30.5 months; ?33.4-month median follow-up.
Cilta-cel, ciltacabtagene autoleucel; LOT, line of therapy; OS, overall survival; PFS, progression-free survival; SOC, standard of care.
1. LinY, et al. ASCO 2023.Abstract 8009.

Popat R, et al. ASH 2024. Abstract 1032.



Treatment Landscape in Multiple Myeloma

First line
ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Dara-Len-Dex
ASCT Dara-VMP/RVd
Len/Dara-Len Anti-CD38 + Pl + IMiD + Dex

Second line

Based on sensitivity/refractoriness to daratumumab and lenalidomide

Anti-CD38 + carfilzomib-Dex Pomalidomide-bortezomib-Dex Cilta-cel
Anti-CD38 + pomalidomide-Dex Selinexor-bortezomib-Dex Belantamab-Vd (DREAMM-7)
Carfilzomib-Dex Belantamab-Pd (DREAMM-8)

New combinations
Teclistamab-Dara/Elra/Tec monotherapy
Talquetamab-Pom or Tec-Tal

Tal-Dara or Tal-Pom-Dara
Linvoseltamab
Etentamig

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.



DREAMM-7: Phase lll Trial of BVd vs DVd in RRMM - Study Design and

Patients
Key Eligibility Criteria Median age (range), years 65.0 (34-86) 64.0 (32-89)

= >1 prior LOT and PD during or after most recent therapy

- No prior anti-BCMA ECOG PS <1, n (%) 232 (96) 235 (96)
= Not refractory to or intolerant of daratumumab or bortezomib R-ISS stage | at screening, n (%) 102 (42) 103 (41)
High-risk cytogenetics, n (%) 67 (28) 69 (27)
_ Cycles 1-8 Cycles 9+ t(4;14) 41 (61) 42 (61)
o~
= Bvd t(14;16) 8 (12) 6 (9)
(22} bl
t Belamaf 2.5 mg/kg IV Q3W mo?_;'fh":;py
= Bortezomib 1.3 mg/m? SUBQ days 1, 4, 8, 112 del(17p13) 30 (45) 33 (51)
s ’ 2.5 mg/kg Q3W
S Dex 20 mg day of/day after bortezomib 1 125 (51) 125 (50)
@ - Prior LOT, n (%) 2or3 88 (36) 99 (39)
£ Dvd
= Dara 16 mg/kg QW cycles 1-3; Q3W cycles 4-8 mongft::ra >4 30 (12) 27 (11)
% Bortezomib 1.3 mg/m?2 subcutaneous days 1, 4, 8, 112 16 ma/k R,V .
(4 Dex 20 mg day of/day after bortezomib mg/kg Q Prior Bortezomib 210 (86) 211 (84)
“':' treatment, Daratumumab 3(1) 4 (2)
Until PD, death, unacceptable toxicity, end of study, or withdrawal of consent n (%) Lenalidomide 127 (52) 130 (52)
Refractory to Len, n (%) 79 (33) 87 (35)
Primary endpoint: PFS (IRC) 1 22 (28)/103 (63) 27 (31)/98 (60)
Key secondary endpoints: 0S, DOR, MRD Refractory (n = 79/87)
or not (n = 164/164) 2 24 (30)/30 (18) 21 (24)/42 (26)

i b
237 IR A5 6] 34 33 (42)/31 (19) 39 (45)/24 (15)

a21-day cycles; "Subgroup analyses by high- vs standard-risk cytogenetics and Len refractory vs not Len refractory are noted by the blue shading; <Post hoc analysis.

Mateos MV, et al. ASCO 2024. Abstracts 7503 and 439572; Mateos MV, et al. EHA 2024. Abstract 5214.



DREAMM-7: Phase lll Trial of BVd vs DVd in RRMM - PFS/0S in All Patients
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Time since randomization, months
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DVd 251230214
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HungiaV, etal NEngl Med. 2024, 10

" Pvalug?

<001

0S
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1% 4
08 Bvents.n(%)  |68(28) | 103(41)
2 T T '
3 08, median NR (41.0-
Z 06 o8t monr | "R IVEAR) |
1]
-g 60% HR (95% CI)¢ 0.58(0430.79)
1Y
; 04 Pvalue? 00023
0 24-Month survival
9(1384) | 67(6173)
95% CI), %
o (36M 1110 v
-Montn surviva
ool — aoy s | 6T |8
: T 1T rrrrrrrrrrrrrrrrrrrrrrrrrT
002 4 6 8 1012 141618 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
No. atrisk . P
i Time since randomization, months

BVd 243 232 222 216 209 203 200 196 194 189 185 180 177 175 174 171 167 165 162 157 126 90 56 33 171 3 1

(16) (1) (25) (31) (32 (34) (6] (38) (42) (6) (49) () (52) (54 (56) (56) (6O) (63) (65 (66) (67 (68) (GE) () (68)

o-®
3 9 162 174 169 1

+ BVd demonstrated statistically significant and clinically meaningful PFS benefit (HR, 0.41; 95% Cl, 0.31-0.53; P <.001),
with a median PFS that was 23 months longer than that with DVd (36.6 months vs 13.4 months)

* Median OS was not reached. Predicted median OS based on modeling is 84 months with BVd and 51 months with DVd

Hungria V, et al. N Engl J Med. 2024;393-407; Hungria V, et al. ASH 2024. Abstract 772.



DREAMM-8: Phase lll Study Examining a Belantamab Mafodotin-Based
Combination in 2L+ RRMM (NCT04484623)

Recruitment period UGN [pEnDE

Until PD, death, unacceptable toxicity, end of study, or

October 2020 to December 2022 withdrawal of consent

o o N =302 s Belantamab mafodotin —)
Eligibility criteria ) 2.5mg/kg IV (cycle 1) then 1.9 mg/kg IV Q4W from cycle 2 onward Primary endpoint
. — & PFS (IRC assessed per IMWG)
* Adults with MM S b o) pomalidomide 4 mg orally on days 1-21 (28-day cycles) -
» >1 prior line of MM therapy = o + S .
including Len S om dexamethasone 40 mg? on days 1, 8, 15, and 22 e Key secondary endpoints
g N .
. b= g 0S, MRD negativity, and DOR
+ Documented PD during or € E
after their most recent S g
therapy = = Bortezomib 7 P ;
© o Additional secondary endpoints
- No prior treatment with : 5 1.3 mg/m? SC on days 1(1,;,;1, 3nd 11 cl)f cycles 1-8 then days 1 _g include
anti-BCMA or pomalidomide; o = el -+ay s I S ORR, CRR, >VGPR, TTBR, TTR,
Eg:treezf;ﬁiigory/mtolerant to g pomalidomide 4 mg orally on days 1-14 (21-day cycles) TTP, PFS2, AEs, ocular findings,
o + HRQOL, and PROs
dexamethasone 20 mg? on the day of and day after bortezomib
Stratification®

 Prior lines of treatment (1 vs 2 or 3 vs >4)
 Prior bortezomib (yes vs no)
» Prior anti-CD38 therapy (yes vs no)

aPatients aged >75 years, with comorbidities, or intolerant to 40 mg dose in Arm A or 20 mg dose in Arm B could have dose level reduced to half per investigator discretion; ®Some patients were stratified by ISS status (I vs 11/111); the protocol
was amended on April 20, 2021, to replace this randomization factor with prior anti-CD38 treatment (yes vs no).

2L, second line: AE, adverse event; BCMA, B-cell maturation antigen; BPd, belamaf, pomalidomide, and dexamethasone; CD, cluster of differentiation; CRR, complete response rate; DOR, duration of response; HRQOL, health-related quality
of life; IMWG, International Myeloma Working Group; IRC, independent review committee; ISS, International Staging System; IV, intravenous; LEN, lenalidomide; MM, multiple myeloma; MRD, minimal residual disease; ORR, objective response
rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PFS2, progression-free survival on subsequent line of therapy; PRO, patient-reported outcome; PVd, pomalidomide, bortezomib, and dexamethasone; Q3W,
every 3 weeks; Q4W, every 4 weeks; RRMM, relapsed or refractory multiple myeloma; SC, subcutaneous; TTBR, time to best response; TTP, time to progression; TTR, time to response; VGPR, very good partial response.

Dimopoulos M, et al. EHA 2025. Abstract PF728.



DREAMM-8: Baseline Disease Characteristics and Clinical Characteristics

ITT Population

ITT Population

Prior Treatments, n (%)

Baseline Characteristics
BPd (n = 155) PVd (n =1

BPd (n = 155) PVd (n = 147)
Age, median (range), years 67 (40-82) 68 (34-86)
<65, n (%) 64 (41) 53 (36) .
65 to <75, n (%) 72 (46) 59 (40) Prior LOT o (53 S,
75, n (%) 19 (12) 35 (24) 1 (53) (52)
Zors 54 (35) 48 (33)
Male/female, n (%) 99 (64)/56 (36) 82 (56)/65 (44) >4 19 (12) 22 (15)
White/Black/Asian/Mixed race, n (%)2 133 (86)/0/20 (13)/1 (<1) 127 (87)/0/17 (12)/0
Prior ASCT 99 (64) 82 (56)
ECOG PS <1, n (%)° 146 (97) 140 (97)
ISS stage at screening, n (%) Prior treatment Exposed Refractory Exposed Refractory
I 93 (60) 85 (58)
Il 39 (25) 40 (27) Prior proteasome inhibitor 140 (90) 40 (26) 136 (93) 35 (24)
I 22 (14) 22 (15) Bortezomib 134 (86) 16 (10) 130 (88) 8 (5)
S L ! Carfilzomib 34 (22) 18 (12) 37 (25) 23 (16)
Years since diagnosis, median (range) 4.04 (0.4-16.7) 3.43 (0.4-17.7) Ixazomib 11.(7) 8(5) 15 (10) 11.(7)
CUEATSHE e 25 () _— 25 51 Prior immunomodulatory drug? 155 (100) 127 (82) 147 (100) 111 (76)
o 2 234; » 532; Lenalidomide 155 (100) 125 (81) __ 147.(100) 111 (76)
Missing or nonevaluable® 31 (20) 25 (17) Thalidomide 49 (32) 9(6) 48 (33) 6(4)
Time to relapse after initiation of 1L treatment Prior anti-CD38 monoclonal
=2 et 22 (14) 20 (14) antibodyb 38 (25) 35 (23) 42 (29) 36 (24)
P TS 12 () L) Daratumumab 367(23) 33T) 3977) 37723)
Extramedullary disease, n (%) 20 (13) 11 (7) Isatuximab 2(1) 2(1) 3(2) 2(1)

aMixed race included a patient who was Native Hawaiian or Other Pacific Islander and White; PEvaluated in the safety population (BPd, N=150; PVd, N=145). <Standard-risk cytogenetics were defined as having negative results for all high-risk
abnormalities: t(4;14), t(14;16), or del(17p13); 9High-risk cytogenetics were defined as the presence of >1 of the following: t(4;14), t(14;16), or del(17p13); ¢Patients with considered missing or nonevaluable may not be high or standard risk.
Pd, belamaf, pomalidomide, and dexamethasone; ECOG PS, Eastern Cooperative Oncology Group performance status; ISS, International Staging System; ITT, intent to treat; PVd, pomalidomide, bortezomib, and dexamethasone.

Trudel S et al. ASCO 2024. Abstract LBA105.



DREAMM-8: PFS

PFSe BPd (N=155) PVd (N=147)

Events, n (%) 68 (44) 89 (61)

PFS, median (95% Cl), months® 32 6 (21 1-NR) 12.5(9.1-17.6)
1.0 HR (95% Cl)° 0.49 (0.35-0.68)

PFS benefit was observed
18 months o
' across all prespecified

=~ 63% subgroups, including

e paad ey = High-risk cytogenetics:
HR 0.57 (95% Cl, 0.34-0.95)
= Bortezomib refractory:

HR 0.45 (95% Cl, 0.3-0.65)

0.6

Median
0.4 12.5 months

Proportion alive and progression free

1
1
'
'
- -
' 41%
) (95% Cl, 32%-50%)
. |}
024 ___ ap4 : : . b+ —f +
) ]
- ' '
— PVd - ' '
1 |} )
1 1] 1
°-°llllll’Tlllllllllll*lll‘Ll
0 2 4 6 8 10 12 14 16 18 20 2 24 26 28 30 32 34 3B 40 42 44 48
Mo . Time since randomization, months
NO o evernn)
oy 0o s " : NN e B8 " '
VS s o ) o T (e (U I o () i T (T TR (7 o (o0 5 R (0 00} o7 S5 T U o o A L TSR U

Dimopoulos M, et al. EHA 2025. Abstract PF728.



A Trend Toward Early and Sustained OS Has Been Observed; mOS Has
Not Yet Been Reached'-3a.b

0.8

08+

OS probability

04+

0.2+

DREAMM-8: 0§12
Secondary endpoint

83%
alive
(95% Cl: 76-88)

— BPd (N=155)
— PVd (N=147)

mOSs9 not reached at time of
primary analysis™?

M. at risk
(no. of events)

BPd
Pvd

T T T T T T
0123456768 2W0MI213M151817181020212223242526027282030 3122232352337 282040

Time since randomization (months)
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+ Median follow-up: 21.8 months'2

« Events, n (%): BPd, 49 (32);
PVd, 56 (38)'2

Adapted from Dimopoulos MA, et al. N Engl J Med. 2024;391:408-421.



Treatment Landscape in Multiple Myeloma

First line
ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Dara-Len-Dex
ASCT Dara-VMP/RVd
Len/Dara-Len Anti-CD38 + Pl + IMiD + Dex

Second line

Based on sensitivity/refractoriness to daratumumab and lenalidomide

Anti-CD38 + carfilzomib-Dex Pomalidomide-bortezomib-Dex Cilta-cel
Anti-CD38 + pomalidomide-Dex Selinexor-bortezomib-Dex Belantamab-Vd (DREAMM-7)
Carfilzomib-Dex Belantamab-Pd (DREAMM-8)

Teclistamab-daratumumab

What information do we have about BsAbs in earlier lines?

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.



MajesTEC-3: Phase Ill Randomized Trial in RRMM Comparing Tec-Dara
With DaraPd or DaraVd - Study Design

Key inclusion criteria Primary endpoint
* RRMM Tec-Dara * PFS perIRC
* 1-3 prior LOTs including a Pl and lenalidomide N=291 Ke
: 5 ; y secondary endpoints
- ::\tlleert‘)t:e‘:lmlz:ar:ilz;nzggrrle-:?:ctr::;:)er 1:1 SC dosing following Dara schedule [RSEeCPT T Ro): 0
IMWG criteria randomization . ggD negativity (10-°)

. i N=587 s

ERUC R Sote 0L = DPd/DVd * MySIm-Q Total Symptom score
Key exclusion criteria 22 Oct 2021 to

29 Sept 20230 N=296 (91% DPd) Other secondary endpoints

* Prior BCMA-directed therapy « Safety

by investigator’'s choice®

* Refractory to anti-CD38 mAbs? * PK and immunogenicity

@ Tec 1.5 mglkg

® Tec 3mglkg Cycle 1 QW Cycle 2 QW Cycle 3-6 Q2W Cycle 7+ Q4W
© Dara 1800 mg D1 D2 D4 D8 D15 D22 D1 D8 D15 D22 D1 D8 D15 D22 D1 D8 D15 D22
Tec Osup'O @] 2] @ &) ] @ © ® & ®
Dara O @ O (@) © O O O O @ O

Dex (pre-med)® @ @ @ o

SC dosing aligned with Dara schedule, with monthly dosing after 6 cycles;

steroid sparlng after Cycle 1 Day 8

“Prior exposure to anti-CD38 mAbs was pen'nitled l'Dunng the COVID-19 pandemm °DPd/DVd were i per the app and disease progression were assessed by a blinded IRC per IMWG

criteria. °Dx and dip p 1 was required for the first 2 weeks; sub: 1asone was not req . 'Patients i SUD of 0.06 mg/kg and 0.3 mg/kg on
Days 2 and 4, respectively.
CR, D, day; Dex, sone; DPd, darati b and rasone; DVd, b ib, and d h ECOG PS, Eastern Cooperatrve Oncology Group

performance status; IMWG, International Myeloma Working Group; IRC, independenl review committee; MRD, minimal residual disease; MySIm-Q, Multiple Myel and Impact Q : ORR, overall response
rate; PFS, progression-free survival; Pl, proteasome inhibitor; PK, ics; pre-med, p ication; QW, weekly; Q2W, every 2 weeks; Q4W, every4 weeks; SC, subcutaneous; SUD, step-up dosmg
Presented by M-V Mateos at the 67th A ican Society of F gy (ASH) Annual Meeting and Exposition; December 6-9, 2025; Orlando, FL, USA.

Mateos MV, et al. ASH 2025. Abstract LBA-6.



MajesTEC-3: PFS (primary endpoint)

36-mo PFS
i 83.4%

100 -

++w—+ Tec-Dara
Median, NR

80 -
60 -

40 4

DPd/DVd
21 HR, 0.17 (95% Cl, 0.12-0.23); P<0.00012 Median, 18.1 months

Median follow-up: 34.5 months

Surviving without progression, %

i)
1
1
1
1
1
1
1
|
|
1
1
'
1
|
'
1
1
1
1
1
|
T

0 : . . : : . . : : : . . . . .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at risk Months
TecDara 291 262 249 240 240 233 230 227 222 218 214 142 83 34 9 0 0
DPADVd 296 254 218 188 167 149 135 124 112 99 8 52 2 14 3 ; 0

Tec-Dara significantly improved PFS, with a plateauing curve after ~6 months and

>90% of patients progression-free at 6 months sustaining such a benefit at 3 years

aThe P value crossed the prespecified stopping boundary for superiority for the first interim analysis (P=0.0139).
Cl, confidence interval; HR, hazard ratio; NR, not reached.
Reproduced with permission © The New England Journal of Medicine (2025).

Presented by M-V Mateos at the 67th Ameri Society of Hi y (ASH) Annual Meeting and Exposition; December 6-9, 2025; Orlando, FL, USA.

Mateos MV, et al. ASH 2025. Abstract LBA-6.



Favors Tec-Dara Favors DPd/DVd

MajesTEC-3: PFS Subgroup Analysis

Favors Tec-Dara Favors DPd/DVd

Subgroup » HR (95% Cl) Subgroup HR (95% CI)
Age ' Prior LOTs :
<65 years o 0.13 (0.08-0.22) 1 et 0.14 (0.08-0.25)
65-<75 years [ 0.17 (0.10-0.29) 2 o 3 : red 0.18 (0.12-0.27)
| >75 years —e—i) 0.35 (0.14-0.89) | Baseline ISS disease stage !
Prior anti-CD38 . I o : 0.12 (0.07-0.20)
[ Yes —e—i 0.19 (0.05-0.67) | L [l 0.23 (0.13-0.38)
No — 0.7 (0.12-0.23) [Tm —e—i! 0.31(0.12-0.79) |
" . ! Baseline soft-tissue plasmacytomas® !
Refractory to lenalidomide . No rou ! 0.13 (0.09-0.20)
[ Yes - 0.17 (0.12-0.24) | [Ves ==y 0.33 (0.17-0.63) |
No. : 0.17 (0.07-0.41) Cytogenetic risk groups H
Bassline ECOG PS5 scor : [~ High risk .~ 0.15 (0.09-0.25) |
0 e E 0.16 (0.10-0.25) Standard risk e : 0.16 (0.09-0.27)
21 [ o 0.18 (0.11-0.29) Bone marrow % plasma cells '
Investigator's choice ‘ <30 o i 0.17 (0.11-0.25)
1 '
DPd EOIRN ¢ 0.18 (0.13-0.26) >30-<60 —.—i ! 0.17 (0.07-0.39)
Dvd —— ! 0.05 (0.01-0.24) | 260 —— ! 0.17 (0.07-0.43) |
[EmEat . smmai snmai e ma | T T T T T T T T T T T —T=TTrrm
0.01 0.1 1 10 100 0.01 0.1 1 10 100

Superior PFS with Tec-Dara was consistent across all subgroups®

®Not all clinically meaningful and presp groups that were

soft-tissue are shown;
DPd/DVd across all subgroups.

Adapted with permission © The New England Journal of Medicine (2025).

contain both llary and p

, PFS was imp versus

Presented by M-V Mateos at the 67th American Society of Hematology (ASH) Annual Meeting and Exposition; December 6-9, 2025; Orlando, FL, USA.

Mateos MV, et al. ASH 2025. Abstract LBA-6.



MajesTEC-3: OS

100 + 36-mio os
1 83.3%
80 4 s masiss i+ Toc-Dara
Median, NR
£
o 60 1 !
g : DPd/DVd
] ! Median, NR
€ 40 !
» ‘
;
201 HR, 0.46 (95% Cl, 0.32-0.65); P<0.0001 |
Median follow-up: 34.5 months ;
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at risk Months
Tec-Dara 291 272 259 252 249 247 246 243 239 232 227 160 100 40 9 0 0
DPd/DVd 296 285 274 265 250 235 229 221 218 208 190 127 66 33 5 1 0

Analysis of RMST demonstrated an OS benefit for Tec-Dara versus DPd/DVd (RMST difference, 2.15 months; P=0.0088).
RMST, restricted mean survival time.
Reproduced with permission © The New England Journal of Medicine (2025).

Presented by M-V Mateos at the 67th Ameri Society of Hi y (ASH) Annual Meeting and Exposition; December 6-9, 2025; Orlando, FL, USA.

Mateos MV, et al. ASH 2025. Abstract LBA-6.




MajesTEC-3: Summary of Infections

« Study started during the COVID-19 pandemic and —
prior to bispecific treatment guidelines TEAE, n (%
« Hypogammaglobulinemia®: 84.5% with Tec-Dara Any infection | 273(96.5) | 153(54.1) | 244 (84.1) | 126 (43.4)

Treatment-emergent infection or infestation®

* 13 (46%) deaths due to infection with TeC'Darab COVID-19 124 (43.8) 17 (6.0) 97 (33.4) 6 (2.1)
— 12 occurred within 6 months of treatment (3 due to URTI 115 (40.6) 12 (4.2) 88 (30.3) 7(24)
COVID-19); 9 of 12 patients did not receive IgRT Pneumonia 65 (23.0) 47 (16.6) 53 (18.3) 43 (14.8)
~ Protocol was subsequently amended in Feb 2023 Hasophalynoiis 2(@19) 9 S719.7) .
to reinforce IgRT supplementation and Sinicks 22(184) | o0.5) 1765:8) 3 (1.0)
srifimigyablal prophylaxles Rhinovirus infection 44 (15.5) 5(1.8) 10 (3.4) 1(03)
Bronchitis 40 (14.1) 2(0.7) 31 (10.7) 6(2.1)
- 87.3% received 21 dose of Ig¢ Influenza 38 (13.4) 8(2.8) 43(148) | 10(3.4)
- 1 infectious death occurred post amendment [__covID-19 pneumonia | 34 (12.0) | 32(11.3) | 12(4.1) 724 |
uTl 20(10.2) | 4(14) 27 (9.3) 1(0.3)

Infections with Tec-Dara require diligent use of established IgRT and prophylaxis protocols

2Hypogammaglobulinemia was defined as pa!ients with 21 TEAE of h inemia or a post-b

1gG value <400 mg/dL. Rate of hypogammaglobulinemia in the DPd/DVd arm was 60.3%. °In the DPd/DVd group,

4 patients had a fatal infection, 2 of which d after the i ion of protocol #6. °Protocol #6 affirmed the importance of medical monitoring of IgG levels and adhersnoe to protocol-specified Ig
i guldance at clinical cutoff. °Most common defined as occurring in 210% of patients in either treatment group; shown with percent of ive grade 3/4 i
Ig, i lobulin; 1gG, i lobulin G; IgRT, immunoglobulin replacement therapy; UTI, urinary tract infection.

Reproduced with permission © The New England Journal of Medicine (2025).

Presented by M-V Mateos at the 67th American Society of Hematology (ASH) Annual Meeting and Exposition; December 6-9, 2025; Orlando, FL, USA.

Mateos MV, et al. ASH 2025. Abstract LBA-6.




MajesTEC-3: Conclusions

Synergistic’ immunotherapy combination of Tec-Dara versus DPd/DVd in 1-3 prior LOTs in RRMM:

« Greatest PFS treatment effect to date (HR, 0.17),2 with plateauing curve after ~6 months suggesting
potential for functional cure

- Benchmark 83.4% PFS rate at 3 years, with clear benefit in patients with high-risk cytogenetics, EMD,
ISS stage lll, and prior anti-CD38 exposure

* Superior OS (HR, 0.46)

« Grade 23 infections were highest in the first 6 months, then declined over time; patients should be
supported with infection prophylaxis, monitoring, and established IgRT supplementation protocols

* CRS profile and combinability of Tec with Dara on approved Dara schedule support potential for
community adoption

Tec-Dara showed unprecedented efficacy, supporting a new 2L+ SOC with broad potential

across academic and community settings

1. Vishwamitra D, et al. Presented at: ASH Annual Meeting and Exposition; December 7-10, 2024; San Diego, CA, USA. Oral 594. 2. San-Miguel J, et al. N Engl J Med. 2023;389:335-347. 3. Usmani SZ, et al. Blood Adv.
2023;7:3737-3748. 4. Hungria V, et al. N Engl J Med. 2024;391:393-407. 5. Dimopoulos MA, et al. N Engl J Med. 2024,391:408-421. 6. Martin T, et al. Blood Cancer J. 2023;13:72.
EMD, extramedullary disease.

Presented by M-V Mateos at the 67th American Society of Hematology (ASH) Annual Meeting and Exposition; December 6-9, 2025; Orlando, FL, USA.

This combination has just been approved by the FDA

Mateos MV, et al. ASH 2025. Abstract LBA-6.



Phase Il Clinical Trials With BsAbs in Earlier Lines of Therapy
O e e A T

Patients exposed to Pl and IMiD after 1-3 PL

MajesTEC-3 Teclistamab-Dara DPd or DVd Patients refractory to anti-CD38 not allowed

Patients exposed to Pl and IMiD after at least 1 PL
MagnetisMM-5 Elranatamab DPd 450 Patients exposed to anti-CD38 and anti-BCMA allowed, but

after a washout period of at least 6 months
MajesTEC-9 Teclistamab Kd or Pvd 590  Patients exposed to anti-CD38 and Len after 1-3 PL
MagnetisMM-32 Elranatamab Kd, PVd, or EloPd 492 Patients exposed to anti-CD38 and Len after 1-4 PL

Teclistamab-Talquetamab

MonumenTAL-3 EloPd or Pvd 795 Patients exposed to anti-CD38 and Len after 1-4 PL
Talquetamab-Pom
Talquetamab-Dara Patients exposed to Pl and IMiD after at least 1 PL
MonumenTAL-1 Talquetamab-Pom-Dara Daraid S Patients after 1 PL must be Len refractory
LinkerMM-3 Linvoseltamab EloPd 300 Patients exposed to Pl and IMiD after 1-4 PL
CERVINO Etentamig EloPd, SVd, or Kd 380 Patients triple-class exposed after at least 2 PL

These trials are recruiting, and some have already finalized their recruitment

Information on the trials is from clinicaltrials.gov.



MajesTEC-9: Tec Monotherapy vs PVd or Kd in Patients With RRMM -
Press Release

TECVAYLI® monotherapy
demonstrates superior
progression-free and overall
survival versus standard of
care as early as first relapse in
patients with multiple  HR for PFS: 0.29
myeloma predominantly . .
refractory to anti-CD38 FIR for 05: 0.60
therapy and lenalidomide

TECVAYLI® alone reduced risk of disease progression or
death by 71% in a high unmet need population

» Safety profile of Tec was clinically
manageable using established protocols and
consistent with its known safety profile,

. . N with no new safety concerns identified
MajesTEC-9 is the second positive Phase 3 study to support

TECVAYLI® regimens as a potential new standard of care as
early as first relapse

Teclistamab-Talquetamab

EloPd or Pvd 795 Patients exposed to anti-CD38 and Len after 1-4 PL
Talquetamab-Pom

MonumenTAL-3

This study will report data soon




Treatment Landscape in Multiple Myeloma

First line
ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Dara-Len-Dex
ASCT Dara-VMP/RVd
Len/Dara-Len Anti-CD38 + Pl + IMiD + Dex

Second line

Based on sensitivity/refractoriness to daratumumab and lenalidomide

Anti-CD38 + carfilzomib-Dex Pomalidomide-bortezomib-Dex Cilta-cel
Anti-CD38 + pomalidomide-Dex Selinexor-bortezomib-Dex Belantamab-Vd (DREAMM-7)
Carfilzomib-Dex Belantamab-Pd (DREAMM-8)

Teclistamab-daratumumab

Teclistamab s/a
Elranatamab s/a

Tal-Dara-Pom and Tal-Dara
Tal-Tec

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.



MagnetisMM-5 =

Phase lll trial (NCT05020236) — Recruiting

Open-label, 3-arm, multicenter, randomized trial to evaluate efficacy and safety of elranatamab monotherapy

and elranatamab + daratumumab vs. daratumumab + pomalidomide + dexamethasone in adults patients with
RRMM

Patient population” Endpoints
: Primary: Patient population™
* « Adults (218 rs iy
F’ﬂfﬂﬂﬁé’?ﬁﬁ?‘i‘?ﬂ with RR(i'IM vears) N PFS (IMWG + Adults (218 years) —

with RRMM » 1.3 prior lines of g criteria) with RRMM

At least 1 no more therapies M Selected * 1-3 prior lines of

than 3 lines of » Prior lenalidomide : Iharapifm

therapies + Prior P I Secondary: * Elra: Prior

Prior lenalidomide + Mo previous Z 0S5, Safety, ORR, lenalidomide and

Prior Pl BCMA- directed or E DoR, TTR, CRR, AntiCD38

CD3-redirecting - DoCR, MRD, = Elra+ Dara: Prior
therapy . PF52, PK, lenalidomide
HRQoL.
T
\ra a b .IJ
Part 1
Safety lead-in to evaluate: . Part 2 o Part 3
« Incidence of dose limiting Experimental, to compare thle safety and activity of: Experimental, to assess the safety with
toxicities (DLT) with the +  Elranatamab compared with Dara + Pom + Dex increased risk minimization for serious
combination of E + D + E+ D compared with Dara + Pom + Dex infection, including required infection

prophylaxis

R‘e.@paad?ﬂﬁ'a:tar}-mum\&mmﬂ professome inhibifor; E: slranstamab; O deratwmumab; P pomalidomide; o dexamsthasons; PFES; progression-free sunave!! 08 ovarsl sundvall ORR: oversll response
ratio; of: Curation of Respanse; TTR: fime to response; CRAC complets reepanse ratin; DOCA: dursbon of complefe respones; MRD: minimal residual disesss; FHC pharmscoddnetics; HRGol - healih-related qusity of e,
RPI0r Recommended Fhase 3 doss. “hased on main elgibity crtana

Created fraom REEC (REEC - MagnetishM-5) and Clinicaitdals. gov data (NCTOS020236: NCTO5020236 | ClinicalTrials.gov) Lasl access: Mar 2026
informaciin de uso exciusivo méaico; sin fines comerciales. Mo d¥sfrbo




MagnetisMM-32 w===

Phase lll trial (NCT06152575) — Recruiting

Open-label, multicenter, randomized trial to evaluate efficacy and safety of elranatamab monotherapy vs.
elotuzumab + pomalidomide + dexamethasone or pomalidomide + bortezomib + dexamethasone or carfilzomib +
dexamethasone in adults patients with RRMM

PRIMARY ENDPOINT

» PFS
Patient population™
gﬁ{zw years) Wit Selected key SECONDARY ENDPOINTS
Received 1-4 prior
lines of therapy 0S, PFs2

including prior anti-
CD38_mAb and prior
lenalidomide

No previous freatment
with BCMA- directed
therapy or CD3-
redirecting therapy

ORR, DoR, 2VGPR rate, CRR, DoCR,
TTR, MRD- rate, sustained MRD- (5
ARM B years), duration MRD- (5 years)
Safety

Investigator's choice: EPd, PVd or Kd =T unogenicity

HRQol*

MN=S00Zra

B

By EORTC QLG — Mysloma 20 and EORTC QLGO — Core 30
REMA: relapesdieiraciony mullipls myaioms; FFS: progression fres sunidvael; OF: oversl! sundval; ORR: objective regponss rato; Dot duration of response; VGPR: vary Good partial response; CRA: complefe respones retio Do CR:
duration of CR; TTR: time to eepanse; MED-: minimal residusl dfesase negathily; PR pharmacakinedic; MRG0l heaith related gusdlty of e, “bassd on main sigibiity critena

Clirfcaliriale. gov dala (NCTOGET52575: MCTOG ) Last access: Feb 2026,

Created from REEC (EEEC

Informacidn de uso exclusive médico, sin fines comerciales. No diefribulr




Treatment Landscape in Multiple Myeloma

First line
ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Dara-Len-Dex
ASCT Dara-VMP/RVd
Len/Dara-Len Anti-CD38 + Pl + IMiD + Dex

Second line

Based on sensitivity/refractoriness to daratumumab and lenalidomide

Anti-CD38 + carfilzomib-Dex Pomalidomide-bortezomib-Dex Cilta-cel
Anti-CD38 + pomalidomide-Dex Selinexor-bortezomib-Dex Belantamab-Vd (DREAMM-7)
Carfilzomib-Dex Belantamab-Pd (DREAMM-8)

Teclistamab-daratumumab
Iberdomide-Dara-Dex

Mezigdomide-Kd Teclistamab s/a
Elranatamab s/a

Tal-Dara-Pom and Tal-Dara

What about CELMoDs in early lines of therapy? Tl T

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.



EXCALIBER-RRMM: Phase Il Study EXCALIBER

Phase Ill, 2-stage seamless adaptive inferential design

Objective: Evaluate the efficacy and safety of treatment with iberdomide, daratumumab and dexamethasone (IberDd) vs daratumumab,
bortezomib and dexamethasone (DVd) in patients with relapsed or refractory multiple myeloma

RRMM with 1-2 priors (N=864) Stage 1 (dose optimization) " Stage 2 (efficacy and safety)

A A
IberDd (1.0 mg Iber)

Inclusion Criveria

= Adult patients who receiwed 1 to 2 prior = S : ] L %
limes of anti-myeloma therapy and re E Artre A2 \ 1
Ty e SR . 0 (13 mg ber) x| SEE’::LEEC | £ . Selected IberDd dose (n=332)
= .'___“ = L. » 1 '__ ’.r
S HN . e
+ [Patients who are refractory to borteromib =l BN IberDd {1.&6 mg Iber} I ¢ : . "
or an anti-CD38 therapy = - Arm B tE:J:u; | B -
« Patients with prior anti-CD38 exposure. 3 T2 [| 8 DNV e, Qrougs {rm332)
Some exceptions apply in stage ¥ analysis nﬁi
. 1&1: Dose selection . lA2: 30% PFS events  1A3: 75 PFS events
n=50/arm
Primary Endpoint: PF5 N
Secondary Endpoints: 05, MRD negativity rate, ORR, TTR, DoR, TTP, TTHT, PF52, Target PFS HR 0.75, 458 PF5 events, 84% power
Safety, HR-OwlL and PK Analysis HR. Boundary
Interim F5% FFS = LTTT
Final Analysis = LBXS

Bristol Myers Squibb announces phase Il EXCALIBER-RRMM study evaluating iberdomide in
combination with standard therapies demonstrated a significant improvement in minimal residual
disease negativity rates in relapsed or refractory multiple myeloma

D, Darzalex (daratumumab); d, dexamethasone; DOR, duration of response; iber, iberdomide; HR-QOL, health-related quality of life; IA, interim analysis; MRD, minimal residual disease; ORR, overall response rate; OS, overall survival;
PFS, progression-free survival; TTNT, time to next treatment; TTP, time to progression; TTR, time to response; V, Velcade (bortezomib)




SUCCESSOR-1: Mezigdomide + Bortezomib + Dex vs PVd for RRMM (1-3 LOT)

+ 2-stage, randomized phase Il trial

Stage 1 (Dose Optimization, N = 140)

Arm At
/' Mezigdomide 1 mg + Stage 2 (Efficacy/Safety, N = 620)
Bort + Dex
Mezigdomide at selected
Adults with RRMM with prior _ Am A2 s
1-3 lines of therapy with PD, / Mezigdomide 0.6 mg + / S
including prior Len; >minimal Borti+ Dex
response with >1 therapy; no Arm A3
prior Pom; not Pl refractory \ Mezigdomide 0.3 mg + \ .
(planned N = 760) Bort + Dex
\ Control

Pvd

* Primary endpoints: PFS
» Secondary endpoints: OS, ORR, TTR, DOR, TTP, TTNT PFS2, MRD-negative rate, safety, HRQOL, biomarker analysis, PK

{BSAL

NCT05519085.



SUCCESSOR-2: Mezigdomide + Carfilzomib + Dex vs Kd for RRMM (21 LOT)

+ 2-stage, randomized phase Il trial

Stage 1 (Dose Optimization, N = 128)

Arm At
Mezigdomide 1 mg + Stage 2 (Efficacy/Safety, N = 397)
Carfilzomib + Dex
Mezigdomide at selected
Adults with RRMM with 1 prior Arm A2 o 8 e e
. . . . Mezigdomide 0.6 meg + dose from stage 1 +
line of therapy with PD, including /V gf'l b, 8 / Carfilzomib + Dex
prior Len and anti-CD38 Ab; ol & D
>minimal response with >1 Arm A3
therapy; no prior carfilzomib \ Mezigdomide 0.3 mg + \ Kd
(planned N = 525) Carfilzomib + Dex
\ Control
Kd

* Primary endpoints: PFS
» Secondary endpoints: OS, ORR, VGPRR, CR, MRD-negative rate, TTR, DOR, TTP, TTNT, PFS2, safety, HRQOL

{BSAL

NCT05552976.



More Innovation in Early Lines of Therapy in the Future?




iMMagine-3: Phase Ill Clinical Trial

iIMMagine-3 Design, Global Phase 3 Study — Now Enrolling

iMMagine-3 (NCT06413498) is a global, Phase 3 trial comparing anito-cel to standard of care therapy in
patients with RRMM after 1-3 prior LoT, including an anti-CD38 monoclonal antibody and an iMiD

Anito-cel is being co-developed by Arcellx and Kite, and is being manufactured by Kite for iMMagine -3

= c
= 2 g2 i
T ] o o = © Anito-cel Arm
N g > o
o o S -] g <] ; 6 =
c = S cErE '5-5 Target dose: 115 (£ 10) x 10 =]
c = E
g — g 3 35 CAR+ T cells %
[ § w
% . Standard of Care Arm® -
E KDd, PVd, DPd, Kd
Study Design Study Endpoints
= 1:1 Randomization = Primary Endpoint: PFS

= n = Approximately 450, ~130 sites globally = Key Secondary Endpoints: CR rate, MRD, OS, safety

= Opfional Bridging therapy will be the S0C regimen selected prior to randomization
& Cycles will continue wuntil unacceptable towicity, progression as per IMWG critenia, or pafient withdrawal of consent




iMMagine-1: Phase Il Study of Anito-Cel - Preliminary Results (n = 129,

median FU 15.9 months)’

Key inclusion: RRMM TCE 3 or more PL

Median age 65y (38—78). Median number of PL 4 (3—18), EMD
16%

TCR 86%, Bridging therapy 71%

PFS and OS

Overall response rate
Efficacy evaluable (n=117) Efficacy evaluable (n=117)
ORR=96% PFS Rate (%)

(95% ClI)

0S Rate (%)
(95% CI)

15% 93.1 95.7
(86.7, 96.5) (90.0, 98.2)
82.1 94.0
12-Month (73.6, 88.1) (87.8,97.1)
zVGPR
88% sCRICR
74% 67.4 88.0
Ta4% ]
o Sl (55.4, 76.8) (78.8, 93.4)
61.7 83.0
24-Month (48.0, 72.8) (70.7,90.5)
N=117
Owerall MRD negativity, % (/M) 95% (91/96)
Median time to MRD negativity, months (min — max) 10(00-64

MRD negativity sustained for 2 & months, % (n/iN

Target dose: 115 x 108 CAR+ T cell

129 pt lymphoapheresis = 118 pt lymphodepletion > total dosed
117 pts

Safety evaluable: 98 pts // Efficacy evaluable 86 pts

Key safety data
Safety evaluable (n=98)

95% (G168%, G2
CRS 16%) 1 grade 5

Median time to onset 4 days

ICANS 9% (3% G1/4% G2) 1% grade 3
Infections 56% 9%
Neutropenia 71% 70%

3 deaths: 1 CRS, 1 retroperntoneal haemorraghe, 1 fungal
infection. No new deaths since last cut-off

No delayed or non-ICANS neurotoxicities
No incidence of Parkinsonism, ne cranial nerve palsy, no
Guillen-Barré Sd

AEs, adverse events; BT, bridging therapy; Cl, confidence interval; CR, complete response; CRS, cytokine release

B syndrome; EMD, extramedullary disease; FUP, follow-up; IMD, immunomodulatory drug; MRD, minimal residual disease;
MRD Negativity at 10€ Sensitivity Level 0S, overall survival: PD, progressive disease: PFS, progression-free survival: PL, prior lines: pt, patient: RRMM,

Overall MRD negativity, % (n/N) 78% (6B/ET)

1. Patel K, et al. Poster presented at ASH 2025.

relapsed or refractory multiple myeloma; SCR, siringent complete response; TCE, t-cell engager; TCR, t-cell receptor.




QUINTESSENTIAL-2: Phase lll Clinical Trial

The QUINTESSENTIAL-2 study (NCT06615479) is investigating the efficacy and safety of arlo-cel (a GPRC5D-directed
CAR T-cell therapy requiring only 1 infusion) vs standard of care in adults with RRMM exposed to lenalidomide

Figure 1. Study design overview

Arlo-cel single infusi ;
e et FOLLOW-UP
- Bridging therapy (DPd or KD¥) Lymphodepletion of arlocel
. =3 Performed Mandatory treatment initisted  patients receive treatment
Screening & -4 within 34 days within 6 days of randomization (days -5, -4, -3 from arlo-cel infusion)
Phase 3 RRMM exposed standard of of andomization { with daily fludarabine 30 mg/m’
3 1 - ] 1
Ongoingtrial L0 lenalidomide care aption arlo-cel manufacturing®  yclophosphamide 300 mg/m
H = 440 (planned) selection
(per
Investigator
Randomized, Multicenter choice) " Standard of care (per Investigator choice, until progression)
openlabel =125 sites in 3 countries g DPdor ke

0Pd or Kd dosed per labeling; *Onoe arlo-cel is manufactured and available to the treatment center, the patient will underge pretreatment evaluation to ensure they remain eligible to reczive lymphodepletion and arlo-cel infusion.

arlo-oed, arlooabtagene autoleucel; DPd, daratumumab, pomafidamide, and dexamethasone; GPRCSD, G protein-ooupled receptor olass € group § member O; Kd, carfitzomib and dexamethasone; R, randomization; ARMM, relapsed and refractory multiple myeloma.




BMS-986393 (CC-95266), a GPRC5D CAR T for RRMM: Updated Results
From a Phase | Study

84 patients with RRMM with >3 PL including PI, IMiD, and anti-CD38 antibody, and progression within <12 months of last regimen
Median 5PL; 74% were TCR. 44% EMD, 40% HRCA. 26 patients had received 150 x 10¢ CAR Ts
Prior BCMA allowed - 39 patients (46%) prior exposed to BCMA-TT and 30 BCMA CAR T

100 1 2 S ORR in subgroups of interest (all dose levels)
90 4
Disease
80 4
| Anti-GPRC5D domain’ 70 | . Characteristic, % (n/N) ’ Present ‘ Absent
w | :mgear}wd transmembrane % 60 - ‘C‘g‘; 48% P . BCMAt t t 78% 95%
‘ ) | i rior reatmen 25/32 39/41
A 418897 o
e | o :z 1 Extramedullary disease 2?)7;61 321/262
’ { CD3-zeta®’ q
GPRC5D-targeted CAR construct 20 A . . s b 83% 91%
ol High-risk cytogenetics 24/29 40/ 44
" A . 88% 88%
o] 1 150 x 10 3
(nv=er7a3) C?RT;;‘;IS Triple-class refractory 50/57 14/16
n=

Promising efficacy and safety data even in patients previously exposed to BCMA-TT

Bal S, et al. ASH 2023. Abstract 219.



DURGA-4: Study Design

RRMM participants

with 1 to 3 prior lines
of therapy including
IMiD and either
Pl or anti-CD38
N =508

Manufacturing

1-2 cycles bridging Lvmphodepletion
Apheresis therapy with DKd, y w‘:th CyF/’Flu AZ;)szo
DPd, PVd, or Kd infusion

(investigator’s
choice)

DKd, DPd, PVd, or Kd (investigator’s choice) until PD or intolerable toxicity

Stratification Dual Primary Endpoints
« Investigator’s choice for the control arm (DKd vs PFS
PVd/DPd/Kd) MRD-negative CR rate at 9 months
¢ High-risk status (R-ISS Ill or per IMS-IMWG Consensus Key Secondary Endpoints
Genomic Staging vs all others) 0S, CR/sCR rate, ORR

¢ Number of prior lines of therapy (1 vs 2 or 3)
3¢ DURGA-4




DURGA-1: AZD0120 - BCMA-CD19 Dual CAR T in Patients With TCE RRMM

Key inclusion: 23PL, triple-class-exposed.
Median age: 63 y (44-78); Triple-class refractory 69%; 27% received BT
6 patients had prior BCMA-therapy: 5 prior CAR (median time since last CAR T 2.6 years) and 1 prior BsAbs

(Teclistamab), median time of 0.6 years
N=32 enrolled, n=26 LD chemo, n=26 infused [n=12 at DL1 (1x10eS5 cells/kg) and n=14 at DL2 (3x10e5cells/kg)]

AZDO120 infusion
OLE 1x10% celis/kg

Mg

ORR (n=23) Overall Safety
N=17 MRD evaluable > MRDneg in 94% (NGS) n=26
S CE A
CRS, overall 9 (75%) 7(50%) 16(62%) ICANS, overall o 1(7%)
o Grade 9(75%)  6(43%) 15(58%) Grade 0 1(7%)
é s Grade 2 0 1(7%) 1(4%) Crade 2 (6} 0
5 Grade 3+ 0 0 [¢] Grade 3+ 0 (6]
% 40 4 Onset time, median (range), days 9 (2-1) 9 (8-10) 9 (2-m)* Onset time, days NA 10
& Duration, median (range), days 1(-4) 2(1-2) 15(1-4) Duration, day NA 1
20 - CRS management
jostznman (5 SR HZ 0%) ' ::r:ier::zre\?sr:e,:?::or::\cilat:erls;:c:l::llsr:gs?:nd no
0= e Dexamethasone 1(8%) 2 (14%) 3 (12%) Guillain-Barré syndrome reported
(n=23) Anakinra 0 1(7%) 1(4%) + No IEC-associated colitis reported
W sCR/CR + Only one grade 1 ICANS event
+ No grade 3+ CRS reported +  One patient with IEC-HS (DL], grade 2); resolved
- *CRS onset on day 8-11 for 15 of 16 patients within 7 days

228 + Neutropenia grade 3—4, overall 81%, 83% at DL1 and 79% at DL2

 Infections 8% grade 3—4 overall, and 8% at DL1 and 7% at DL2

SCR/CR 78%
Follow-up, 39 * NO [_’LTS o
median {rangel, months (09-19.7) « Similar toxicity profiles between DL1 and DL2
BCMA, b-cell maturation antigen; BT, bridging therapy; CAR, chimeric antigen receptor; CR, complete response; CRS, cytokine release syndrome; DLT, dose-limiting toxicity. EMD, extramedullary disease; FUP, follow-up; ICANS,
immune effector cell- % icity IEC-HS, immune effector celk i i MRD, minimal residual disease; ORR, overall response rate; PL, three prior lines; PR, partial
RRMM, multiple myeloma: sCR, stringent complete response; SPL. single prior line.

1. Richard S, et al. Oral presentation at ASH 2025. Presentation no. 704.




Treatment Landscape in Multiple Myeloma: First Take-Home Message

First line

ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Anti-CD38 + PI + IMiD + Dex
ASCT Dara-Len-Dex
Len/Dara-Len Dara-VMP/RVd

Second line

BCMA is a novel target that may help address the unmet
need at first relapse’

BCMA presents a clinically meaningful and well-validated target in MM

Cell specificity Expression level
* Expressed almost exclusively on plasma = High expression across
cells and overexpressed on malignant most MM cases, correlating with
plasma cells in MM*? disease progression2+# j

* Minimal expression on other essential » Reliable marker for targeting
cells, increasing target specificity.3.4 malignant cells*

Progression

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.



What Are the Key Administration Considerations for Anti-BCMA Therapies?

Aspect ADC (belantamab) CAR T (cilta-cel) BCMA BsAb

RRMM after =1 prior LOT (Pl + IMiD RRMM after =1 prior LOT (Pl + IMiD;

Indication exposed) often lenalidomide-refractory)

RRMM after =1 prior LOT (PI + IMiD)

Marked efficacy benefit vs standard (iRl meamE Ul Sifieney

Efficacy Improved outcomes vs DVd/PVd benefit vs standard of care with the
of care
best HR so far reported
Kev safet Ocular toxicity, thrombocytopenia, CRS, ICANS, serious infections, Infections requiring prophylaxis and
y y infections delayed neurotoxicity IVIG
Eligibility Few formal contraindications Ef;au,—:;ed normal function of vital Few formal contraindications
. Lymphodepletion and close post- Clinical monitoring focused on

Treatment burden Regular ophthalmologic assessments e T infectious risk

Administration Intravenous, short infusion time Single infusion at certified centers SUEBUEMERES Moninly Gemin i Hie

f/u for most of them




What Is Relevant for Treatment Decision-Making?

Efficacy in terms
Efficacy in terms of minimal

of PFS, OS residual disease
negativity

Safety profile Quality of life




Disease and Patient-Based Factors Influencing Treatment Decision-
Making in the Relapse Setting

. Disease g Treatment .
Frailty morbidity Risk assessment history Lifestyle
| | Age | | Refractory Previous Patient
g disease therapies preference
Ne— Ne— .
Performance Renal . . Travel/infusion
] status | impairment Cytogenetics .
— Disability — Bone disease E
— Comorbidities E
v

Many patients might be equally eligible for CAR T-cell therapy, antibody-drug conjugates, or bispecific
antibodies. In these situations, patient preference—based on toxicity concerns, family and personal
circumstances, and the patient’s geographic location—will play an important role in treatment selection.




Mechanisms of Resistance and Clinical Implications for BCMA-TT Are
Crucial in Terms of Sequencing

TCE Responder Tumor-intrinsic resistance Tumor-extrinsic resistance
Bialolic inactivation Loss of MHC class | T cell exhaustion Immunosuppressive
of target antigen environment

exhausted
Tcell

Regulatory T cell

Granzymes ' &
Perforins

Bone marrow
stromal cell

TCE-resistant

TCE-resistant

TCE-sensitive TCE-resistant
myeloma cell myeloma cell myeloma cell myeloma cell
Bi-allelic genetic
inactivation
TNFRSF17/GPRC5D

After the use of BCMA-targeted therapy at first relapse, would it be possible to sequence BCMA-TT in
subsequent relapses?

MHC, major histocompatibility complex; TCE, trichloroethylene; TCR, talquetamab crossover regimen.

Figure adapted from Letouzé E, et al. Blood Adv. 2024;8:2952-2959.



Mechanisms of Resistance and Clinical Implications

BCMA

BCMA

BCMA antigen escape via biallelic TNFRSF17 loss has been observed at relapse after BCMA-directed

T-cell exhaustion is another mechanism of resistance, applicable mainly to continuous treatment with
bispecific antibodies

ATAC-seq, Assay for Transposase-Accessible Chromatin using sequencing; BCMA, B cell maturation antigen; MM, multiple myeloma; RNA-seq, RNA sequencing; TBD, to be determined; TCE, Trichloroethylene; WGS, whole-genome sequencing.

Table 1. Clinical impact of resistance mechanisms

Alteration

Disease stage

Frequency

Detection technique*

Clinical impact

16p loss (TNFRSF17)

TNFRSF17 mutation

Pretreatment screening

Pretreatment screening

3%-4% of TCE-naive MM

1.1% (somatic) and 0.7% (germ

line) of TCE-naive MM

WGS

wWGs

May facilitate biallelic target
inactivation by second hit

May facilitate biallelic target
inactivation by second hit

Abundance of exhausted T-cell clones

Pretreatment screening

TBD

Predicts response failure to
BCMA-targeting TCE

TNFRSF17 homazygous deletion

TNFRSF17 p.Arg27Pro

TNFRSF17 p.Pro34del

TNFRSF17 p.Ser30del

At relapse

At relapse

At relapse

At relapse

1/14 relapses after
BCMA-targeting TCE

1/14 relapses after
BCMA-targeting TCE

3/14 relapses after
BCMA-targeting TCE

2/14 relapses after
BCMA-targeting TCE

Precludes response o other
BCMA-targeting therapy

Confers resistance to teclistamab
and elranatanab

Confers resistance to teclistamab
and elranatanab

Confers resistance to teclistamab

therapies in up to 14%-15% of the patients

{BSAL

Letouzé E, et al. Blood Adv. 2024;8:2952-2959; Lee H, et al. Nat Med. 2023;29:2295-2306.




Would It Be Possible to Sequence Both Approaches?

4 N\
Prior BCMA BCMA CAR T
« ADC
e |de-cel
* BsAbs e Cilta-cel
e« CART )
Prior BCMA BCMA BsAbs
« ADC e Teclistamab
e CART e Elranatamab
Prior BCMA GPRC5D
o« ADC -
e« CART
* CART e BsAbs
e BsAbs ) . )




Ide-Cel for RRMM: Real-World Experience in Patients Previously
Exposed to BCMA-Targeted Therapy

50 patients treated with Ide-cel after prior BCMA-TT (ADC 76%/BsAbs 14%/CAR T 10%); timing of prior BCMA TT: 40% <6 months

153 patients treated with Ide-cel and no prior BCMA-TT. Median follow-up duration of 4.5 months and 6 months, respectively

Efficacy
Ao Progression-Free Survival B.o Progression-Free Survival
ORR 100% S o .
A. o B. (N=5) No Prior BCMA-TT P"°_’ CART
100% O(RNR188) % 100% ORR 86% 0 Median PFS: 9.0 months L) _Median PFS: NR
=144 =" (=]
o (N=7) s
- 0?5_479? % % | ORR 68% o 3 No Prior BCMA-TT
= 2 3 . ;
(N=37) s bt Median PFS: 9.0 months
0 [ ol Prior ADC
o 6% L 60% §|  Prior BCMA-TT &) rano;
H £ S Median PFS: 3.2 months ™ o o Median PFS: 3.2 months
o 8 - 5 Pno_r Bispecific
& ao% & 4% e Log-rank p =0.0002 = Median PFS: 28 months og-rank p =0.0004
T T T T T T T T
0 5 10 15 0 5 10 15
20% 20% 43% Analysis Time (months) Analysis Time (months)
24% 22% Number at risk Number at risk
17% 20% >Prior BCMATT 153 73 7 0 NoPriorBCMATT 153 73 7 0
0% 0% Prior BCMA-TT 50 14 1 0 Prior ADC 38 12 1 0
Prior BCMA-TT No Prior BCMA-TT ADC Bispecific CART Prior Bispecific 7 0 0 0
PR M VGPR M 2CR Prior CART 5 2 0 0

Ide-cel administered to patients previously exposed to BCMA-targeted therapy
The achievement of >PR after the BCMA-targeted therapy was predicted to reach CR
Shorter PFS in prior BCMA-TT than that observed in BCMA-naive patients
The shorter duration of prior BCMA-TT (<6 months) and the longer interval between BCMA-TT and Ide-cel predicted response

Ferreri C, et al. Blood Cancer J. 2023;13:117



Cilta-Cel for RRMM: CARTITUDE-2 Cohort C Patients Previously Exposed

to BCMA-Targeted Therapy (n = 20)

FIGURE 2: Overall response rate

TABLE: Median DOR, PFS, and OS

100
MscR W crR M ygpr B PR Esti
’ A)C: 1 out of 4 patients who r:c:::zie'
it received anti-BCMA ADC as (95% Cl)
60 62 immediate pretreatment
(12/20) ®/13) 57 responded to Cilta-cel (vs 7 out
¥ 60 N 3 4/7) of 9 patients who received 123 133 82
n . . 1,2 . &l
|5 intermediate treatments). DOR (7.2-NE) (72-NE) (4.4-NE)
5 40 o SVGPR: 2VGPR: BsAb: 2 out of 2 patients who
2VGPR: 43 . .
> 55 > 61 received BsAb anti-BCMA as an
. immediate pretreatment against PES 9.1 9.5 S
BCMA responded to Cilta-cel (vs (1.5-13.2) (1.0-15.2) (0.6-NE)
) 2 out of 5 patients who received
. o intermediate treatments). -2
Full cohort  ADCexposed BsAb exposed 16.0 21.0 13.2
(N=20) (w=13) (=2 05 (83-NE)  (94-NE)  (0.6-NE)

Percentages may not sum appropriately dueto rounding.
PR, partial response; sCR, stringent complete response.

NE, not estimable.

Cilta-cel induced favorable responses in highly pretreated patients with MM with prior exposure to anti-BCMAs":2

The efficacy of Cilta-cel in patients enrolled in CARTITUDE-1 appears to be higher than in this cohort of patients, but the sample
size is very small'2

ADC, antibody-drug conjugate; BCMA, B-cell maturation antigen; Cilta-cel, ciltacabtagene autoleucel; MM, multiple myeloma.

1. Cohen AD, et al. Blood. 2023;141:219-230; 2. Cohen AD, et al. IMS 2023. Abstract P-240.



Would It Be Possible to Sequence Both Approaches?

Prior BCMA BCMA CAR T
« ADC .
e |de-cel
* BsAbs e Cilta-cel
e« CART ) . )
Prior BCMA BCMA BsAbs
« ADC e Teclistamab
e CART e Elranatamab
Prior BCMA GPRC5D
o« ADC
e« CART
* CART e BsAbs
e BsAbs ) . )




Teclistamab: BCMA Plus CD3 Bispecific mAb - Update of MajesTEC-1 in
Patients Previously Exposed to BCMA-Targeted Therapy

Patients, %

47.5% —

52.5%

30.0%

40 patients previously exposed to BCMA-TT/Median of 6 PL/72.5% ADC/37.5% CAR T

FIGURE 1: MajesTEC-1 phase 2 study design
SCREENING TREATMENT FOLLOW-UP

Cohort C Week 1

*Step-up doses of teclistamab (0.06 and
Key eligibility criteria 0.3 mgrkg)
*Documented, measurable RRMM Cycles 1+ 2 years after

*RRMM, >3 prior lines
*Prior PI, IMiD, and anti-CD38 mAb

*Prior BCMA-targeted treatment (CAR-
T and/or ADC)

*Weekly® teclistamab SC 1.5 mg/kg la:;f:ﬁi:dnt
*Continue until progressive disease

Simon’s 2-stage design®

Primary endpoint: ORR

Key secondary endpoints: DOR, 2VGPR, 2CR, sCR, TTR, MRDs status, PFS, OS, safety, PK,
immunogenicity, patient-reported outcomes

*Patients could transition to Q2W dosing after maintaining CR/sCR for =6 months. ®in cohort C, a Simon’s 2-stage design was
used to test the null hypothesis that the ORR was =15% vs =35%. “Baseline clones were obtained for all patients. All MRD

|| cohortC | Prior CART | Prior ADC

55.2% 53.3%

Median PFS, 4.5 4.4 7.6
months
Median 05, 15.5 14.9 16
months

Cohort C (N=40)

Prior ADC (N=29) Prior CAR-T cell therapy (N=15)

I PR [ VGPR [ CR [l sCR

Touzeau C, et al. Blood. 2024;144:2375-2388.



Elranatamab: Outcomes in RRMM With Prior BCMA-Directed Therapy

87 patients previously exposed to BCMA-TT from pooled analysis of MagnetisMM trials (at least 3 PL)
Median of 7 PL/68% ADC/41% CAR T/9% CAR + ADC

Median follow-up of 11.3 months (range, 0.3-32.3)
Primary endpoint: ORR PFS

100 4
ORR
mm sCR mm CR mm VGPR PR

80 o

Median
Survival,
months (95% Cl)

Prior ADC Prior CART
(n = 36)

Patients (%)

40 4 _epe

20 A

Any prior Prier ADC (n=59) Prior CAR-T (n=36)
BCMA-therapy (N=87)

Manier S, et al. HemaSphere. 2023;7(suppl):e26808c7.



Elranatamab: Outcomes in RRMM With Prior BCMA-Directed Therapy

87 patients previously exposed to BCMA-TT from pooled analysis of MagnetisMM trials (at least 3 PL)
Median of 7 PL/68% ADC/41% CAR T/9% CAR + ADC

Median follow-up of 11.3 months (range, 0.3-32.3)

A. Progression-free survival B. Overall survival
100 :d‘[;':& 100 edian
an mo [H5%
—— Ay picar BOMA-diected thiragy 5.5(2.3-b0.8) an
a0 A, 19{1.9-68] a0 S A MMt ey
£ 9 —— Price CART 1008{1.9-NE} F 3 —— Prior CART 121 5-HE}
o ¥ &
& 50 ﬁ 50
% a0 g 40
& 10 £ 30
20 20
0 10
] i]
0 2 4 6 B 1012 14 16 18 20 22 24 26 2B 30 32 02 4 6 B 1012 14 16 18 20 22 24 26 2B 30 32 34
I Months A Manthes
Anyprior BCMAdirecsad tharaee 87 50 41 35 B30 X 14 4 03 X X 2 o: o4 01 0 Anyprios BOMAdrecadthurapy: 87 60 63 B4 51 47 30 32 16 5 5 4 4 3 X 2 1 &
PierADE: 500 35 X X B 1713 1 2 2 01 1 1 1 1 1 @ PriorADC: 59 46 42 W 33 W 3T 2 16 4 4 3 03 2 % ¥ i &
Pl CART: 36 21 8 97 6 6 i1 W 3 2 F X 3 O i i @ PiorCART: 36 1 X M 22 R 15 12 E 3 3 2 2 2 1 1 8 @

Median PFS and median OS were 5.5 (95% Cl, 2.2-10.0) months and 12.1 (7.5-NE) months, respectively

Manier S, et al. HemaSphere. 2023;7(suppl):e26808c7.



Would It Be Possible to Sequence Both Approaches?

Prior BCMA BCMA CAR T
« ADC .
e |de-cel
* BsAbs e Cilta-cel
L CART ) . )
Prior BCMA BCMA BsAbs
« ADC . e Teclistamab
e CART e Elranatamab
4 . )\
Prior BCMA GPRC5D
« ADC
e CART
) Gt e BsAbs
| © BsAbs




MonumenTAL-1 First-in-Human Phase | Trial: Talquetamab (GPRC5D/CD3
duo Ab) for RRMM - Efficacy With Longer FU

Cohort 0.4 mg/kg SC QW > PL: 5/TCE 100%/TCR 74%/Penta-ref: 29%/EMD 23%/HR CTG 31%/Prior ADC BCMA 15%
Cohort 0.8 mg/kg Q2W-> PL: 5/ TCE 100%/TCR 69%/Penta-ref: 23%/EMD 25%/HR CTG 29%/Prior ADC BCMA 11%
Prior TCR (n = 78) - PL: 6/TCE 100%/TCR 84%/Penta-ref: 41%/EMD 31%/HR CTG 41%/Prior ADC BCMA 12%/Prior BCMA BsAbs 31%/Prior BCMA CAR T 67%

100 - WPR MEVGPR MCR
741
80 - (106/143) 69.5
(107/154)

60 4 32.9%
R
)
o 404

204

04 u 4 )
0.4 mg/kg 0.8 mg/kg
SCQw SC Q2w

B sCR

42.4%
GPR:
0.1

66.7

Prior TCR

2VGPR:
55.1

ORR 67% in the prior TCR cohort at the approved Tal doses
mPFS when previously treated with BCMA CAR T 12 months as compared with 4 months when treated with
prior BCMA BsAbs

prior BCMA CAR T therapy
ORR = 71% (n = 40/56)
mPFS 12 months

prior BCMA bispecific mAbs
ORR - 58% (n = 15/26)
mPFS 4.1 months

Touzeau C, et al. EHA 2023. Abstract S191; Rasche L, et al. EHA 2024. Abstract P915.



BMS-986393 (CC-95266), a GPRC5D CAR T for RRMM: Updated Results
From a Phase | Study

84 patients with RRMM with >3 PL including PI, IMiD, and anti-CD38 antibody, and progression within <12 months of last regimen
Median 5PL; 74% were TCR. 44% EMD, 40% HRCA. 26 patients had received 150 x 10¢ CAR Ts
Prior BCMA allowed - 39 patients (46%) prior exposed to BCMA-TT and 30 BCMA CAR T

100 1 2 S ORR in subgroups of interest (all dose levels)
90 4
Disease
80 4
| Anti-GPRC5D domain’ 70 | . Characteristic, % (n/N) ’ Present ‘ Absent
w | :mgear}wd transmembrane % 60 - ‘C‘g‘; 48% P . BCMAt t t 78% 95%
‘ ) | i rior reatmen 25/32 39/41
A 418897 o
e | o :z 1 Extramedullary disease 2?)7;61 321/262
’ { CD3-zeta®’ q
GPRC5D-targeted CAR construct 20 A . . s b 83% 91%
ol High-risk cytogenetics 24/29 40/ 44
" A . 88% 88%
o] 1 150 x 10 3
(nv=er7a3) C?RT;;‘;IS Triple-class refractory 50/57 14/16
n=

Promising efficacy and safety data even in patients previously exposed to BCMA-TT

Bal S, et al. ASH 2023. Abstract 219.



DURGA-1: AZD0120 - BCMA-CD19 Dual CAR T in Patients With TCE RRMM

Key inclusion: 23PL, triple-class-exposed.
Median age: 63 y (44-78); Triple-class refractory 69%; 27% received BT
6 patients had prior BCMA-therapy: 5 prior CAR (median time since last CAR T 2.6 years) and 1 prior BsAbs

(Teclistamab), median time of 0.6 years
N=32 enrolled, n=26 LD chemo, n=26 infused [n=12 at DL1 (1x10eS5 cells/kg) and n=14 at DL2 (3x10e5cells/kg)]

AZDO120 infusion
OLE 1x10% celis/kg

Mg

ORR (n=23) Overall Safety
N=17 MRD evaluable > MRDneg in 94% (NGS) n=26
S CE A
CRS, overall 9 (75%) 7(50%) 16(62%) ICANS, overall o 1(7%)
o Grade 9(75%)  6(43%) 15(58%) Grade 0 1(7%)
é s Grade 2 0 1(7%) 1(4%) Crade 2 (6} 0
5 Grade 3+ 0 0 [¢] Grade 3+ 0 (6]
% 40 4 Onset time, median (range), days 9 (2-1) 9 (8-10) 9 (2-m)* Onset time, days NA 10
& Duration, median (range), days 1(-4) 2(1-2) 15(1-4) Duration, day NA 1
20 - CRS management
jostznman (5 SR HZ 0%) ' ::r:ier::zre\?sr:e,:?::or::\cilat:erls;:c:l::llsr:gs?:nd no
0= e Dexamethasone 1(8%) 2 (14%) 3 (12%) Guillain-Barré syndrome reported
(n=23) Anakinra 0 1(7%) 1(4%) + No IEC-associated colitis reported
W sCR/CR + Only one grade 1 ICANS event
+ No grade 3+ CRS reported +  One patient with IEC-HS (DL], grade 2); resolved
- *CRS onset on day 8-11 for 15 of 16 patients within 7 days

228 + Neutropenia grade 3—4, overall 81%, 83% at DL1 and 79% at DL2

 Infections 8% grade 3—4 overall, and 8% at DL1 and 7% at DL2

SCR/CR 78%
Follow-up, 39 * NO [_’LTS o
median {rangel, months (09-19.7) « Similar toxicity profiles between DL1 and DL2
BCMA, b-cell maturation antigen; BT, bridging therapy; CAR, chimeric antigen receptor; CR, complete response; CRS, cytokine release syndrome; DLT, dose-limiting toxicity. EMD, extramedullary disease; FUP, follow-up; ICANS,
immune effector cell- % icity IEC-HS, immune effector celk i i MRD, minimal residual disease; ORR, overall response rate; PL, three prior lines; PR, partial
RRMM, multiple myeloma: sCR, stringent complete response; SPL. single prior line.

1. Richard S, et al. Oral presentation at ASH 2025. Presentation no. 704.




Mechanisms of Resistance and Clinical Implications for BCMA-TT

Tumor-intrinsic resistance

TCE Responder

Tumor-extrinsic resistance

Bi-allelic inactivation

: Loss of MHC class |
of target antigen

Granzymes :
Perforins

TCE-sensitive TCE-resistant TCE-resistant
myeloma cell myeloma cell myeloma cell
Bi-allelic genetic Epigenetic silencing
inactivation
TNFRSF17/GPRC5D GPRC5D

T cell exhaustion Immunosuppressive
environment
exhausted
T cell Regulatory T cell
: Bone marrow
stromal cell
\____/
TCE-resistant

myeloma cell

MHC, major histocompatibility complex; TCE, trichloroethylene; TCR, talquetamab crossover regimen.

Figure adapted from Letouzé E, et al. Blood Adv. 2024;8:2952-2959.




Mechanisms of Resistance and Clinical Implications

Table 1. Clinical impact of resistance mechanisms

Alteration Disease stage Frequency Detection technique* Clinical impact R
16p loss (TNFRSF17) Pretreatment screening  3%-4% of TCE-naive MM WGS May facilitate biallelic target
BCMA inactivation by second hit
TNFRSF17 mutation Pretreatment screening  1.1% (somatic) and 0.7% (germ wWGs May facilitate biallelic target
line) of TCE-naive MM inactivation by second hit
p—— —— — —
12p loss (GPRC5D) Pretreatment screening  13%-16% of TCE-naive MM WGS May facilitate biallelic target
inactivation by second hit
GPRCS5D mutation Pretreatment screening 4% TCE-naive MM WGS May facilitate biallelic target
inactivation by second hit
Low GPRC5D expression Pretreatment screening TBD RNA-seq Associated with reduced
talquetamab efficacy in vitro. May
facilitate epigenetic inactivation
of the target
Abundance of exhausted T-cell clones  Pretreatment screening TBD scRNA/VDJ-seq Predicts response failure to

BCMA-targeting TCE

TNFRSF17 homazygous deletion At relapse 1/14 relapses after WGS Precludes response o other
BCMA-targeting TCE BCMA-targeting therapy
TNFRSF17 p.Arg27Pro At relapse 1/14 relapses after was Confers resistance to teclistamab
BCMA BCMA-targeting TCE and elranatanab
TNFRSF17 p.Pro34del At relapse 3/14 relapses after WGS Confers resistance to teclistamab.
BCMA-targeting TCE and elranatanab
TNFRSF17 p.Ser30del At relapse 2/14 relapses after waGs Confers resistance to teclistamab
BCMA-targeting TCE
Bi-allelic genetic GPRCSD inactivation At relapse 5/7 post-talquetamab relapses WGS Likely precludes response to other
GPRCSD-targeting therapy
G P R‘ 5 D Epigenetic GPRCSD inactivation At relapse 2/3 post-talquetamab relapses scMultiome (RNA-seq +  Likely precludes response to other

ATAC-seq) GPRCSD-targeting therapy

GPRC5D antigen escape via mutations has been observed at relapse after GPRC5D-directed therapies in up
to 50% of the patients

T-cell exhaustion is another mechanism of resistance applicable mainly to continuous treatment with
bispecific antibodies

ATAC-seq, Assay for Transposase-Accessible Chromatin using sequencing; BCMA, B cell maturation antigen; MM, multiple myeloma; RNA-seq, RNA sequencing; TBD, to be determined; TCE, Trichloroethylene; WGS, whole-genome sequencing.

[BSAL:

Letouzé E, et al. Blood Adv. 2024;8:2952-2959; Lee H, et al. Nat Med. 2023;29:2295-2306.




Treatment Landscape in Multiple Myeloma in Early Relapse in the Future

First line
ASCT eligible ASCT ineligible
Anti-CD38 + Pl + IMiD + Dex Anti-CD38 + PI + IMiD + Dex
ASCT Dara-Len-Dex
Len/Dara-Len Dara-VMP/RVd

Second line

. CARTcells  BsAbs ADCs
BCMA as target Cilta-cel Teclistamab-Dara Bela-Vd
Anito-cel Teclistamab
Bela-Pd
Durva-cel Elranatamab
 CART cells . BsAbs |
GPRC5D as target Arlo-cel Talquetamab-Dara
Talquetamab-Dara-Pom
| BsAbs |
BMCA-GPRC5D Talquetamab-teclistamab

Mateos MV, personal communication; Dimopoulos MA, et al. Ann Oncol. 2021;32:309-322.



Other Combinations Are Ongoing but in the Early Phase of Clinical
Trials: MagnetisMM-30

Dose Level 18

Key inclusion criteria
- Age 218 years with MM per IMWG criteria

* ECOGPS 0-1

= 2-4 prior LOTs, including =1 IMiD and =1 PR
* Relapsed or refractory to last LOT

Elranatamab 76 mg QW
+ iberdomide 1.0 mg QD

Dose Level 2

Elranatamab 76 mg Q2W
+ iberdomide 1.3 mg QD

Key exclusion criterion

- Stem cell transplant <12 weeks prior to
enroliment or active GVHD

+ Ongoing grade =2 peripheral sensory or motor
neuropathy; history of grade 23 peripheral

N / /

Elranatamab 76 mg Q2W
+ iberdomide 1.0 mg QD

Primary endpoint

« DLTs during DLT observation period

o 22 patients with RRMM after a median
number of 2.5 PL

Secondary endpoints

* AEs and laboratory abnormalities

R « 50% triple-class refractory
+ Time-te-event endpoints® .
o gty e « 100% triple-class exposed

» Immunogenicity

motor polyneurapathy
Dose Level -2 . N=22 |
Elranatamab 76 mg Q2W TEAE, n (%)= Any grade Grade 3/4
+ iberdemide 0.75 mg QD Any 22 (100.0} 19 (86.4)
Hematologic
Neutropenia 17 (77.3) 16 (72.7)
pL1 DL—1 Anemia 7 (31.8) 3 (13.6)
76 mg ELRA QW 76 mg ELRA Q2W Overall Lymphopenia 4 (18.2) 4(18.2)
+1.0 mg IBER +1.0 mg IBER _
Median 9.4 months 5.2 months 7.8 months Nonhematclogic
follow-up= (range, 0.7-11.3) (range, 4.5-6.4) (range, 0.7-11.3) CRS 15 (68.2) o
ORR, 100.0% Fatigue 14 (63.6 0
ORR. 92.3% (95% CI, 66.4-100.0) ORR, 95.5% N 9 « )
100% - 95% C1 64.0.99.8 (95% Cl, 77.2-99.9) Diarrhea 11 (50.0) 0
a0% | (95% CI, 64.0-95.8) 1.1% Headache 10 (45.5) o
0% | sCR: Cough 10 (45.5) o
o, > -
70% | 44.4% 43_055’; Nausea 9 (40.9) 1 (4.5)
= o Injection site reaction 9 (40.9) o
4 - 2 o
E 0% | s B Decreased appetite 8 (36.4) 1(4.5)
S Infections occurring in >5% of patients N=22
% 40%
30% 4 TEAE, n (%) Any grade  Grade 3
20% 1 Infectionse 9(40.9) 2(9.1)
% 4 231% ) ) -
10% 11.1% iz Upper respiratory tract infection 6(27.3) V]
0% o i
DL1 (n=13) DL-1 (n=9) Overall (N=22) Candida infection 3(13.6) 0
PR mVGPR mCR msCR Urinary tract infection 2(9.1) 0

Responses are expected to deepen with further follow-up

IVIG prophylaxis was administered approximately every 4 weeks to

maintain IgG levels above 400 mg/dL

{BSAL

.2
s

Suvannasankha A, et al. ASH 2025. Abstract 100.



Cevostamab, Subcutaneous FcRH5 Bispecific mAb: Results of the Phase

Ib CAMMA Study

« 58 patients with RRMM were included in the trial. Median number of PL: 5 (64% triple-class refractory and 48%
prior anti-BCMA therapy, including CAR T, ADC, and bispecific monoclonal antibodies)

SC dosing schedule in the dose-escalation stage

+ (1 step-up dosing

+ Hospitalization after each C1 injection

m—au mg

ng

+ Fixed-duration treatment (13 cycles, ~12 months)*

+ C1-2 IV corticosteroid premedication; C1-13 acetaminophen and diphenhydramine

D15: D1: D15: D1:
40-300 mg 40-300 mg | 40-300 mg 40-300 mg

“““

28<:|ay cycles

Response rates across all target-dose levels in efficacy-evaluable patients®

oPR @VGPR mCR msCR
100
80 4
ORR: 52.0%
< (95% CI:
£ 60 4 ORR: 38.8% 304-73.6)
£ (95% C!:
8 40 24.1-53.4) ORR: 25.0%
: | - e
14.3% 56—444: VGPR+:
VGPR+:
— VGPR+:
20 4 6.1% ]3[] % }8 2% 52.0%
10.2% 200%
0 82%
All patients BCMA-exposed BCMA-naive
(n=52) (n=26) (n=26)

« Median DOR was 12 months, NR in BCMA-naive, and 8.3 months in BCMA-exposed patients
e CRS in 69% (G3 in 1 patient); infections in 45% (G3-5 in 15%); IVIG administration in 41% of patients

Ho PJ, et al. ASH 2025. Abstract 700. LBA-1.



Cevostamab Plus Pomalidomide-Dex in Patients With RRMM

Cevostamab® 70 mg IV Q2W in cycles 1-6 of 28-day cycles

ol ,:“".2.8;““"";2,‘"“{:1"2‘1? o 29 patients included in this cohort, after a

+ Pomalidom mg PO on DI1-21 from cycle 1+ . .

+ Dexamethasone 20 mg IV/PO on D1, 8,15, 22 from cycle I+ median of 2L of therapy; 72.4% TCE and 31% TCR
Adults with RRMM with 21 prior (n = 29 BCMA naive)

LoT including an IMID and a PI;

not refrucé%%ga%ogﬁlidomide; Cevostamab® 105 mg IV Q2W in cycles 1-6 of 28-day cycles

(N 64) then QAW in cycles 7+ « 25 patients included in this cohort, after a
+ Pomalidemide 2 mg PO on DI-21 from cycle 1+ : . 0 0
+ Dexamethasone 20 mg IV!PD on DI, 8,15, 22 from cycle 1+ med]an Of 2L Of therapy’ 56/’ TCE and 24%’ TCR
(n = 25 BCMA naive)
*Prephase dosing of cevostamab: double-step up desing (0.3/3.3 mg) in a 14-day

prephase or triple step-up (0.3/1.2/36 mg) in a 21-day prephase. Patients
hospitalized after prephase cevostamab infusions for 248 hr.

Parameter, %

ORR, % (925% CI) 86.2 (71.9-100) 88.0 (73.3-100)

sSCR, % 34.5 44.0 Neutropenia® I |

CR, % 10.3 16.0 Gr 1
VoPR, % 27.6 16.0 Anemia — . by
PR, % 13.8 12.0 aGr2
> CR, % 448 80.0 Thrombocytopenia® omE | BGr3
> VGPR, % 72.4 76.0 W Gr4
Responders with ongoin CRs”

response at DCO, nfMN (‘KS 20/25 (80.0) 18/22 (81.8) I I

6-mo DoR, % (95% CI) 96.0 (88.3-100) ©90.9 (78.9-100) Infections™ - |

MRD—- CR in MRD-evaluable

CR+ patients, nf/M (3)

- MRD- CR at 10~ 10/1 (90.9) nhz (91.7) Rash* I I

«  MRD- CR at 10-% g/m (72.7) 1012 (83.3) r T T T T T T T . )
MRD- CR at 10-% in all patients, 100 80 60 40 20 0 20 40 o0 80 100
n/N (%) P 10/29 (34.5) /25 (aa.0) Patients (%)

Cewo 70 mg/f
Pom/Dex

(n=29)

Cewo 105 mg/
Pom/Dex
(n=285)

Patients (%) with AEs of interest by Grade

Harrison S, et al. ASH 2025. Abstract 252.



First-in-Human Study of JNJ-79635322 (JNJ-5322): Ramantamig, a BCMA-GPRC5D-CD3 mAb
and Novel Next-Generation Trispecific Antibody, in Patients With RRMM - Initial Phase | Results

BCMA-/GPRC5D-naive

Individual responses (BCMA-/GPRC5D-naive)

usCR 100.0%
100 - =CR (27/27) Dose Level (mg)
=VGPR RP2D
Re3o
=PR RP2D
Re3o
et
Re30
801 BCMA-/GPRC5D- e T
y
iz exposed e -
Re30
2CR rers
70.4% 55.0% RP2D 2
& 1720 ez ]
> 2VGPR
['4 96.3% RP3D o —————————————————
© - =
Re25
o 2VGPR RP2D 2

57.1%

2VGPR
50.0%

o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20

Months
Response: Ml scR M cR M vGPR W PR MR B sp M PD
== On treatment as of April 15, 2025
3.7 End of treatment status — discontinued: D/C — AE . Death
50 mg 100 mg 300 mg 50-300 mg End of study status: X Death
Q4w Q4W (RP2D) Qaw

PFS (BCMA-/GPRC5D-naive)

Only one discontinuation to date at the RP2D

100"
e
= 801 m&... L
% 60+ 12-month PFS 95.0% at the RP2D
£ ol (74.1% across all doses)
H PFS data support the RP2D
E 201
—°- RP2D
~4- All doses
o

o]

6 12 18 24 30
Months
Patients at risk
RP2D 27 27 12 2 o o
All doses 118 83 37 11 1 o

AE, adverse event; BCMA, B cell maturation antigen; CR, complete response; D/C, discontinued; ORR, overall response rate; MR, minimal response; PD, progressive disease; PFS, progression free survival; Q4W, every 4 weeks;
RP2D, recommended phase Il dose; RRMM, relapsed/refractory multiple myeloma; SD, stable disease; VGPR, very good partial response.

Figures adapted from Popat R, et al. EHA 2025. Abstract S100.



TRIgnite-1 ISB 2001 (BCMA x CD38 x CD3): First TREAT TM Trispecific
Antibody for RRMM

Dose escalation/expansion study in dose escalation. ISB 2001 is administered SC QW in 28-day cycles,
starting with 2 step-up doses on days 1 and 4, followed by the full target dose from day 8 onward

Median number of 6 PL. 100% TCE and 25% TCR
Population (n = 40) Prior BCMA therapy: 46%; Prior BCMA CAR T: 10%; Prior BCMA BsAbs: 20%; Prior BCMA ADC: 25%

Anti-CD38 refractory: 71%
Responses in DL3 to DL7
Responses in DL3 to DL7

ORR 100%

100 " - ORR90%
ORR 83% 100- sCR33% 100 ORI SCR30% ORR 86%

ORR75% CR/SCR22% o0 ORR 86% ORR75% CR14%

CR/ sCR20% ORR 75% sCR 1% SCR 13%

CR/sCR17%

80

60

40

VGPR:57%

VGPR:57%

VGPR:45% VGPR:50% VGPR:50%

VGPR:50%

VGPR:50%

Percentage of Patients

Percentage of Patients
S
B
1
Percentage of Patients
N
o
1

20 Zg_ VS o]
o PR:11% 10 12:
DLito 7 DL3to7 Refractory to Refractory to CD38 06 months since No prior CART Prior CART Prior BCMA
N=20 N=18 last lin of treatment N=7 last CD38 treatment or Bispecifics and/ or Bispecifics targeted therapies
Best Overall Response N=12 N=6 N=10 N=8 N=7

Safety profile: G3-4 neutropenia in 30%, and G3-4 infections in 15%; CRS in 75%, but G1-2; median time
to onset was 3 days and duration of 2 days

Trial is ongoing to define the RP2D

TREAT ™, Trispecific Engagement by Antibodies based on the TCR; BEAT®, Bispecific Engagement by Antibodies based on the TCR.
Carretero-Iglesia L, et al. Nat Cancer. 2024;5:1494-1514; Quach H, et al. ASH 2024. Abstract P898.




And Beyond the T-Cell Redirecting Therapies . . .

« We have to implement the use of therapies to enhance the immune system to
facilitate adequate sequencing

¢ 2%, ROV e
IBSALS: = S




Selinexor Influences Multiple Immune Cells Pathways

Schematic illustration of selinexor’s influence on immune cells
and immunotherapy

[ Macrophages T cells
Tregs

oy ®° &

* Enhanced fitness and effector functions of

* Shift of TAMSs toward pro-inflammatory M1
larizati A redici £ PD-1and CD8+ T cells
g&;m"m an ;cnon oo an * Reduced expression of ICs in CD8+ T cells
g eapresionm * Increased differentiation of T cells into
Reduction of pro-tumoral M2 polarized Tregs
\macrophages =
- —»
NK cells Selmexor l MDSCs
‘ 11| Accumulatlon of ERK1/2 in the
i
S oo o S e T CaT e NS CART cells an;ll;:l:;:s c nucleus and promotion of

immunostimulatory functions in

response in NK cells ‘ A MDSCs

* Potential sensitizing of cancer
cells to immunotherapeutics

aSelinexor SmPC does not specify guidance on its use in sequence with CAR T cells.

Selinexor is suggested to
impact macrophages and
tumor-associated macrophages
(TAMs), myeloid-derived
suppressor cells (MDSCs), natural
killer (NK) cells, and
T cells in the tumor
microenvironment

Selinexor potentially sensitizes
cancer cells to CAR T cells and
therapeutic antibodies?

CAR-T, chimeric antigen receptor T cell; ERK1/2, extracellular-signal regulated kinases 1/2; IC, immune checkpoint; MDSC, myeloid-derived suppressor cell; NK, natural killer; PD-1, programmed death 1;

SIRPa, signal regulatory protein alpha; TAM, tumor-associated macrophage; Treg, regulatory T cell.

Tasbihi K, Bruns H. Cells. 2025;146:430.



INTRODUCTION

exor is a selective inhibitor of nuclear export that
largels XPO1
XPO1 exports tumor suppressor proteins and
oncogenic factors from nucleus to cytoplasm.

\asone (SVd) is
FDA~appr0ved (BOSTON trial) for 21 prior-line muitiple
myeloma.
Prior work reports Selinexor increases BCMA
expression (Wang et al., 2023), but solely based on
flow cytometry, no functional assays.

Flow cytometry is limited in sensitivity and cannot
quantify receptor density on a single-cell level.

Provide first insights into BCMA receptor density
after using dSTORM.

METHOD

Treatment of MM cell models (OPM-2, AMO1) with
. 2 and 5 days at 10 nM and 50 nM

Selinexor for
concentration foilowed by:

Gene expression analysis via gPCR
Receptor expression analysis via ISTORM

Selinexor may enhance target antigen availability on the cell surface, potentially improving

the efficacy of BCMA-directed immunotherapies.

UPREGULATION OF BCMA EXPRESSION BY SELINEXOR

(] tina Verbru

RESULTS

1. BCMA GENE EXPRESSION INCREASED BY SELINEXOR TREATMENT

T
11E]

ay 1

Figure 1. GPCR quantification of BCMA gene expression in OPM-2 (top) and AMO1 (bottom)

cells treated with 50 "M DMSO (blue). 10 nM Selinexor (red) or 50 "M Selinexor (magenta) for

1.2 8nd 5 days. OPM-2 owlls showed 2 1.2- and 1.5-0K) increase and AMO1 ol revesied &
nd 1.5-fold increase in BCMA gene expression on days 2 and day 5, respectively.

2v SELINEXOR CONCENTRATIONS DO NOT IMPACT CELL VIABILITY

== 50 1M DMSO
== 10nM Soll
50 oM Sell

Viability (%)
2 8 8 8

Figure 2. cai vlammy of OPM-2 (Jof) and AMO1 (nqnl) ils when reated with 50'nM DMSO
{ohue). 10 o4 Sek (red) or 50 b4 Sel (magenta). Visbikty of OPM.2 cell remained sbove 90%
d AMO1 cell viability even improved from 84% to 93% by day 5

en', Umair Munawar’!, Seungbin Han', Julia Mersi', Emma Besant', Shilpa Ku
Johanna Lehmann', Max Koeppel!, Hermann Einsele'!, Johannes Waldschmidt!, Martin Kortum?
1. University Hospital Wuerzburg, Department of Internal Medicine I, Wuerzburg, Germany

n', Silvia Nerreter?, Nina Rein’,

Abstract # 6102

3. BCMA RECEPTOR EXPRESSION INCREASED BY SELINEXOR TREATMENT

ook mm 50 nM DMSO

ok =3 10nM Seli
‘ ¥ a\
&

=3 50 nM Seli
T

localization clusterslpm7

Day 1 Day 2 Day 5 Day 1 Day 2 Day 5
Figure 3. Top: dSTORM images of OPM-2 (first three columns) and AMO1 (last three columns) after respectively 1, 2 and 5 days of treatment. Top panels show 50 nM
Selinexor treated cells, bottom panel 50 nM DMSO. Scale bars, 3 ym. Each yellow dot corresponds to one BCMA receptor, an increase in signal can be seen in the
Selinexor treated samples compared to DMSO treated cells, Bottom: Corresponding quantifications of BCMA receptor density from dSTORM measurements plotted in a box
plot. Here, each dot respresents the BCMA expression in one cell and the line in the middie corresponds to the median receptor density. Significant increases in BCMA
receptor density corresponding to a 1.6- and 4.2-fold increase in OPM-2 cells and 1.9- and 1.6-fold increase in AMO1 cells on day 2 and 5, respectively.

OUTLOOK

Verify BCMA upregulation by Selinexor in patient samples
with ic efficacy (B BCMA CAR-T cells, ADCs)

CONTACT INFORMATION
Christina Verbruggen

Correlate receptor
in AMO1 and OPM-2 cell lines by

- BCMA gene and receptor exp are
Selinexor in a time- and dose- dependent fashion

Study

Study impact of Selinexor on T cell fitness
of other i targets (CD38, FcRHS, GPRCSD)

= Cell viability is not i by the chosen

Linkedin

pnsgginr!ﬂnlinq




Summary

« Treatment is rapidly evolving
e The first line of therapy seems to be now well established with Pls, IMiDs, and anti-CD38 mAbs

« BCMA-targeted therapies are options at early relapse: today with Cilta-cel and Belamaf-based
combinations, and BCMA BsAbs are coming

o CELMoDs will be also be available soon, with 2 combinations based on Iber-Dara-Dex and
mezigdomide-carfilzomib-Dex

« The availability of all these options may allow for a more individualized therapy based on the
disease and patient-based characteristics

» T-cell redirecting therapies against other targets are coming and will facilitate the sequencing

» Sequencing is also a challenge, and we should generate information from the real-world
experiences
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Q Question 10

[REPEATED]: True or False: BCMA is the most common antigen targeted by currently
approved CAR T-cell therapies in multiple myeloma.

1. True
2. False
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Q Question 11

[REPEATED]: What is the primary mechanism of action for CELMoDs?

1. Direct inhibition of the proteasome

2. Modulating cereblon E3 UL, leading to degradation of signaling proteins
3. Blockade of BCMA signaling

4. Activation of immune checkpoint pathways
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Thank You!

> Please complete the evaluation survey that will be sent to you via chat

> The meeting recording and slides presented today will be shared on the
www.globalmmacademy.com website

THANK YOU!
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