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Learning objectives for today’s discussion @

Bispecific T-cell Engager (BiTE) therapy is emerging as a promising treatment approach for multiple
myeloma (MM), especially for patients with relapsed or refractory disease. The future of BiTE therapy
in myeloma looks promising due to several key advancements:

BCMA Bispecific Antibody

1. BCMA Targeting TCEs
2. GPRC5D Targeting TCE
3. CRS and ICANS

4. Combination Therapies

5. Overcoming HR phenotypes

Tcell Myeloma cell @

e T EEEEEE——

-ChatGPT
.




We are now in the era of BCMA direct therapy(s)

-~

BCMA* targeting agents in RRMM.

~

Chimeric Antigen Receptor T Cells (CAR-T)

( T Cell Engagers (TCE)/Bispecific Antibodies J

Ny

Antibody Drug Conjugates (ADCs)

*GPRC5D too

er Letter 2023
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Effectiveness = FDA Approved TCE/Bispecific antibodies

Triple-class-exposed:
-Exposed to an immunomodulatory drug, proteasome inhibitor, and CD38 monoclonal antibody

BO% 73% 71%
Teclistamab | Talquetamab | Elranatamab | ;. oseltamab 70%
(anti-BCMA) | (anti-GPRC5D) | (anti-BCMA) | (anti-BCMA) [ 2:
o
IgG1 Fc IgG1 Fc IgG2a Fc Fcregion | & 40%
Fab arms 30% ==
20%
A ) { 4 10%
0%
Teclistamab® Takuetamab® Elranatamab® Linvoseltamab
_ PFS PFS PFS PFS
10/25/2022 8/9/2023 8/14/2023 7/2/2025 11.3mo 11.2mo 17.2 mo NR
DoR DoR DoR DoR
18.4mo 17.5mo Not reached 29.4mo

ORR, overall response rate; PFS, progression free survival; DoR, duration of response

Moream, .NEng eg. ;8!!;387:495-505. Touzeau C, et al. J Clin Oncol. 2022;40(16 suppl); Abstract 8013. FDA news release 10/25/2022 (www.f!a.gov,mugs re - on-approved-

drugs/fda-approves-teclistamab-cqyv-relapsed-or-refractory-multiple-myeloma). Accessed 11/4/2023. Teclistamab [Package Insert]. Bahlis NJ, et al. ASH 2022; Abstract 159. Lesokhin AM, et al. Nat Med. 6

2023,29(9):2259-2267.




.... Other targets, dosing strategies, binding affinity...

New Bispecific antibodies, different target affinity, new targets, multiple targets, combinations...

Etentamig
TNB-3838B Cev(t:ls::ir-nab
(anti-BCMA) 1 1 5/FcRHS)
Fc region
Fab arms IgG1 Fc IgG4 Fc
Bivalent

‘ ' GCEE aBCMA

lgG4 Fc
ORR ORR ORR ORR ORR
67% 65% 75% 55% 71%

Cho SF, et al. Front Oncol. 2022;12:1032775. Hosny M, et al. J Clin Med. 2021;10(19):4593. Hasselbalch Riley AC. European Hematology Association (EHA) 2022; Abstract 1580.
Richter J, et al. International Myeloma Society (IMS) 2023; Poster P-044; Suvannasankha A, et al. American Association for Cancer Research (AACR) 2023; Wong SW, et al. Hemasphere.
2023;7(suppl):e1220745; Voorhees PM, et al. Blood. 2022;140(suppl 1):4401-4404; Trudel, et al. abstract #157. 63rd American Society of Hematology Annual Meeting and Exposition; Dec 7




Teclistamab- BCMA- bispecific antibodies

Overview of Teclistamab bispecific antibody

Teclistamab

Teclistamab is a BCMA-directed CD3 T-cell engager
approved in October 2022 for patients with relapsed or
refractory multiple myeloma who have received at least
four prior lines of therapy including:

B-cell
——maturation

* Proteasome inhibitor .

* Immunomodulatory agent
e Anti-CD38 monoclonal antibody

https://www.nejm.org/do/10.1056/NEJMdo ull/
8




Teclistamab- BCMA- bispecific antibodies

MajecTEC-1: Trial Design

Key eligibility Phase 1 Phase 2 Primary
criteria: Bosa Bose endpoint: ORR
« RRMM? escalation expansion Key secondary

endpoints:
« PK/PD
» DOR

« ECOGPSOor 1

» Triple-class v
exposed (PI,
IMID, anti-CD38  [aake

mAD) e

« No prior
BCMA-directed
therapy

Triple class exposed 100%
Triple class refractory 77.6%

e ﬁ
Usmani S et al., ASCO 2023; Van de Donk J et al., ASCO 2023

3

* OS

 MRD negativity
* AES

« HRQoL
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Teclistamab- BCMA- bispecific antibodies

MajecTEC-1: ORR and DOR

80 1 ORR=b;
63.0
50 (104/165) Best response:
B sCR
X 3
'E 40 A ZCRb:.< s
2 46.1 2vGPR: [l VGPR 5
© ~ a
o 59.4 W PR
20 -
20 Median, mo (95% Cl)  30-mo DOR rate (95% ClI)
Overall  24.0 (17.0-NE) 45.0% (34.8-54.7)
2CR  NR(26.7-NE) 60.8% (48.7-71.0)
>VGPR  25.6 (18.1-NE) 48.7% (38.3-58.3)
0 ' CRorbetter 7 7+~ — T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Triple class exposed 100% VGPR or better DOR, months
Triple class refractory 77.6% Overall
—— e E———— e
Albert Oriol, EHA 2024, P942
Usmani S et al., ASCO 2023; Van de Donk J et al., ASCO 2023
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Teclistamab- BCMA- bispecific antibodies

MajecTEC-1: Response & DOR in patient with HR features

80 - 50.1 62.1 36.4 53.8 42.9 50.0 5741

g (40.1-59.4) (42.1-77.0) (17.5-55.8) (24.8-76.0) (9.8-73.4) (18.4-75.3) (17.2-83.7)
o
E — 60 -
o©
a% 40 -
o
S
E 20 -
d.
o™

0 -

Overall RP2D Penta-drug refractory  HR cytogenetics Age =75 years BMPCs =60% EMD ISS stage Il
Responders, n 104 30 23 13 8 10 T
mFU, mo (range) 30.4(0.3-41.5) 313 (0.3-38.0) 315 (0.3-41.5) 29.5(1.5-32.9) 29.0 (0.3-35.8) 30.9 (0.3-37.9) 31.0(0.3-37.9)

Results should be interpreted with caution due to small patient numbers. mFU, median follow-up; NE, not estimable; MR, not reached.

0 e
Luciano Costa, EHA 2024
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Teclistamab- BCMA- bispecific antibodies

MajecTEC-1: PFS & OS by initial response

100 4

60

40 A

20

Patients progression free and alive, %

8019

30-mo PFS rate (95% CI)

Median, mo (95% CI)

Overall 11.4 (8.8-16.4) 30.1% (22.9-37.7)
>CR NR (26.9-NE) 61.0% (48.9-71.1)
=VGPR 26.7 (19.4-NE) 48.8% (38.5-58.4)

NR
26.7mo

0 11.4 mo

0

PFS, months

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

mPFS, mo mOS, mo
(95% Cl) (95% ClI)

_2eomane | nesainn

n=98)2

_NR (267-NE)_

25.6 (18.1-

MRD-neg (n=48)b

e
NR (19.2-NE)

Q)

| 148864 | 222051
__NR(260-NE) | NR(3
7 (19.4-NE) 7.0-NE)

—_— v
NR (21.0-NE)

e
NR (29.9-NE)

<20l OT (n=43) 24.044-0=NE) 1217 (13.8-NE)\__{__NR (18 3-MNE)\
>3 pLOT (n=122) 22.4 (14.9-NE) 9.7 (6.4-13.1) 17.7(12.2-29.7)
Y O —_—
Phase 2 efficacy (USPI) (n=110)° 22.4 (14.9-NE) 10.8 (7.4-16.4) 21.7(12.7-29.9)
2CR (n=51)° NR (21.6-NE) NR (22.8-NE) NR (NE-NE)

Usmani S et al,,

Albert Oriol, EHA 2024, P942

ASCO 2023; Van de Donk J et al.,

ASCO 2023
e



Elranatamab- BCMA- bispecific antibodies

Overview of Elranatamab bispecific antibody

Elranatamab is a BCMA-directed CD3 T-cell engager
approved on August 14th, 2023 for patients with relapsed
or refractory multiple myeloma who have received at
least four prior lines of therapy including:

\ i
Cytotoxic T cell activation
D ¢ y r ’
i "

* Proteasome inhibitor
* Immunomodulatory agent
e Anti-CD38 monoclonal antibody




Elranatamab- BCMA- bispecific antibodies

MagnestisMM-3: Trial Design

* MagnetisMM-3 (NCT04649359) is an open-label, multicenter,
non-randomized, phase 2 study

— Interim analysis data-cut off: March 23, 2022

Primary endpoint

Patients with RRMM « ORR by BICR?

Keovipelusion criterias | " - Secondary endpoints

1

« Refractory to at least 1 each of the following: : Cohort A (n = 123) 1

proteasome inhibitor, immunomodulatory . T 1
drug, and anti-CD38 antibody* »' Ho pricr BCMA-diisctad igamont Elranatamab 76 mg SC

« Duration of response t+
CRratet*
- ORRI

Cohort B (n = 64) QW on a 28-d cycle * ORR by baseline extramedullary
; , disease status$
l. Platelets 25 x 10%/L I Prior BCMA-directed ADC or CAR-T « Duration of CR1#

: E » Time-to-responset+
ANC 21.0 x 10°L * Patients will be followed for ~2 y from enroliment £

I Creatinine clearance =30 mL/min [

« Hemoglobin 28 g/dL +PFSt3
« MRD-negativity rate
Interim analysis of Cohort A +OS
« Safety
First 94 patients who received =1 dose of elranatamab « Pharmacokinetics

Triple class exposed 100%
Triple class refractory 96.7%

—_—_—_S

Lesokin et al., Nat Med 2023

e

Q)
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Elranatamab- BCMA- bispecific antibodies

MagnetisMM-3: ORR and DOR

a
100 —
90 —
ORR DOR
80 —
100+
7 61. 0% 90 30-month rate for pts
with >CR (95% Cl):
0 80— 79.1% (62.1-89.0)
9 70 30-month rate for pts
2 SCR (15.4%) o N with VGPR (95% Cl):
5 07 S 604 65.2% (51.4-76.0)
B 2CR: -E 30-month rate for pts
* o,  350% T 50 with OR (95% Cl):
CR (19.5%) >VGPR: 8 40 61.0% (47.8-71.8)
20 | 56.1% 2
o 304
Median DOR, months (95% ClI)
20 - 20 Patients with OR NR (29.4-NE)
VGPR (211%) 104 Patients with 2CR NR (NE-NE)
10 - 0 Patients with 2VGPR NR (NE-NE)
| | | | | | | [ | | | | |
o PR (4.9%) 0O 3 6 9 12 1B 18 21 24 27 30 33 36 39

I
n=123

Months

* ORR per BICR for the overall cohort was 61.0% (95% Cl, 51.8-69.6)
* 2>CR was 37.4% and of those patients evaluable for MRD (n=30), the MRD negativity rate was 90.0%

L ————

Lesokin et al., Nat Med 2023

H. Miles Prince, ASH 2024 15




Linvoseltamab- BCMA- bispecific antibodies

Overview of Linvoseltamab bispecific antibody

Linvoseltamab (REGN5458) is a BCMA-directed CD3 T- -‘ | @
cell engager approved on July 2nd, 2025 for patients E
with relapsed or refractory multiple myeloma who have
received at least four prior lines of therapy including:

* Proteasome inhibitor
* Immunomodulatory agent
e Anti-CD38 monoclonal antibody

Linvoseltamab
- (REGM5458)

T. . Inflarmmatony
e eylokines

30—
Hans Eem 0 2023
16




Linvoseltamab- BCMA- bispecific antibodies

LINKER-MM1 phase 2: Trial design

Weeks 1-2 Weeks 3-13 Weeks 14-23 '
Step-up doses 200 mg 200 mg .

Smg 25 mg

v v GO0000000000 O O 0 O g 0

Day 1 Day 8

24-hour [ | Onceaweek | i | Every 2 weeks —————
hospitalization

Linvoseltamab required two 1-day hospitalizations and allowed monthly dosing for patients who achieved 2VGPR
(Bumma et al., 2024)

Patient population (Suppl. Table 1) was heavily pretreated with high-risk features:

* Median age of 70 years; 26.5% =75 years of age
« Extramedullary plasmacytomas (22 cm) per IRC, 14.5%; ISS stage Ill, 17.9%

Mansi Shah ASH 2024

17




Linvoseltamab- BCMA- bispecific antibodies

LINKER-MM1: ORR and DOR

ORR DOR
100% - M sCR BWCR M VGPR W PR
90% - e
80% 1 100% 1 | : ,
ORR = 70.9% | i (n=83) Median 29.4 months (95% CI 20.0-NE)
70% - - - 90% 1 | | Probability at 12 months: 81.2% (70.7-88.2)
5 | ' | Probability at 18 months: 68.8% ( 57.1-77.9)
- < 80% ' !
X 60% - B o 81.2%: :
- ] 1
‘2 50% - ORR = 48.1% 24% 49.6% 8 4 o0 i i
S ] Fien 20 60% | | i
= 63,25 =c | ' 68.8% All 200 mg patients
D:E 40% - 18% 21.2% zV(":Pls“ g 0 50% A i : .0/0 ——
>CR 24 40% i i
30% - 39.4% | 2o ™7 : :
>VGPR i o o 30% | i i
20% - & 20% - i i
10% - i 10% i i
0% | i
0% _ T ’ 1 I I I 1 1 I I | 1 I I 1 I 1 | I
50 mg 200 mg 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
(n=104) (n=117) Months

Lesokin et al., Nat Med 2023
H. Miles Prince, ASH 2024 18




Approved BCMA- bispecific antibodies

Summary of key outcomes:

Approved (7/2/2025)

Approved

Teclistamabl~ Elranatamab3 Linvoseltamab*
(N = 165) (N = 123) (N=117)
Median FU, mo 304 284 14.3
Medianpriortines,n | 502 [ECENENE 50

Key outcomes

ORR, % 63.0 71.0

mPFS, mo 11.4 NR¢ (70% at 12 mo)

mOS, mo 22.2 31.4¢ (75.3% at 12 mo)

mDOR, mo 24.0 29.4¢ (80.9% at 12 mo; n = 83)
e I,

MMREF Satellite Symposium, ASH 2024

19
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Talquetamab- GPRC5D targeting bispecific antibodies

Overview of talquetamab bispecific antibody
Talguetamab

Bispecific antibody
Talquetamab is a novel bispecific GPRC5D-directed CD3 ACTIVATED

T-cell engager that on August 9, 2023 received FDA o
approval for patients with relapsed or refractory multiple
myeloma who have received at least four prior lines of
therapies:

* Proteasome inhibitor
* Immunomodulatory agent
e Anti-CD38 monoclonal antibody

MALIGNANT
PLASMA CELL

G protein—coupled receptor, family C, group 5, member D (GPRC5D)

e ———————
EHarl e! al NEJM 2022
https://www.nejm.org/doi/full/10.1056/NEJM0a2204591
o

20



https://www.nejm.org/doi/full/10.1056/NEJMoa2204591

@
Talg- GPRC5D bispecific antibodies

MonumenTAL-1: Trial design

Elgibilty Critria "~ Endpoints

Prior anti-BCMA ADC

0.4 mg/kg SC QW

Phase 1 (TCR naive) allowed
* Measurable MM Primary Endpoint
* Intolerant to or « ORR
progressed on
established 0.8 mg/kg SC Q2W Prior anti-BCMA ADC Secondary Endpoint
therapies (TCR naive) 2ol « DOR
« ECOG PS =1 - PFS
« OS
Phase 2 « Safety

e Measurable MM
« 23 prior LOT
« ECOG PS <2

0.4 mg/kg SC QW or
0.8 mg/kg SC Q2W
(PRIOR TCR)

Prior anti-BCMA CART,
or BsAb allowed

* Immunogenicity
 Pharmacodynamics

e

Chari et al NEJM 2022

21



Talg- GPRC5D bispecific antibodies

Time to response
MonumenTAL-1: Long-term follow-up

100 - WPR MWVGPR MCR MsCR A 1.0 1 TR TTRVEPR - 2CR
N
74.1 6o.5 g 08-
80 - (106/143) - 66.7 o
(107/154) 2 061
=
60 - °
P é 0.4 4
g 2VGPR: 2
E 40 4 8 . - 55.1 E 0.2 1
' Q
20 - 0.0, ' : : :
0 6 12 18 24
Time, mo
0- .
0.4 mglkg 0.8 my/ igr TCR 5 100 Duration of response
-‘““""“""'1' (by response)
* ] i >CR
mFU, mo 20.8 23.4 20.5 g 60 - X bttt
.
mDOR (95% Cl),> mo 9.5 (6.7-13.4) 17.5 (12.5-NE) N/A® g i
c . -
mDOR in pts with 2CR 28.6 NR N/AP g 40 :
(95% Cl), mo (19.4-NE) (21.2-NE) & PR
20 - '
mPFS (95% Cl), mo 7.5(5.7-9.4) 11.2 (8.4-14.8) 7.7(4.1-14.5) --
-————t
24-mo OS rate (95% Cl), % | 60.6 (51.7-68.4) [| 67.1(58.3-74.4) [|57.3 (43.5-68.9) I
0O 3 6 9 1 15 18 21 24 27 30 33
DOR. mo
s
Leo Rasche, EHA 2024, P915 22
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Talg- GPRC5D bispecific antibodies

MonumenTAL-1: ORR by HR subgroup

. 0.4 mg/kg SC QW 0.8 mg/kg SC Q2W Prior TCR
ORR in subgroups, % (95% CI) (‘?1 13_3) %n ?54) (n=78)

Age 275, years 71.4 (47.8-88.7) 75.8 (67.7-88.9) 80.0 (28.4-99.5)
High-risk cytogenetics? 70.7 (54.5-83.9) 75.0 (68.8-87.3) 52.0 (31.3-72.2)
ISS stage llI 64.3 (44.1-81.4) 59.5 (42.1-75.2) 76.9 (46.2-95.0)
Baseline renal function, <60 mL/min/1.73 m2 65.0 (48.3-79.4) 65.2 (49.8-78.6) 63.2 (38.4-83.7)
Refractory status

Triple-classP 72.9 (63.4-81.0) 67.3 (67.7-75.9) 65.2 (62.4-76.5)

Peilta-drug° 71.1(565.7-83.6) 69.2 (52.4-83.0) 58.8 (40.7—75.i)
>1 extramedullary plasmacytoma¢ 48.5 (30.8-66.5) 41.5 (26.3-57.9) 44.0 (24.4-65.1)

—

D .

Leo Rasche, EHA 2024, P915 23
e




Talg- GPRC5D bispecific antibodies

MonumenTAL-1: “on target off tumor” Adverse events

_ 0.4 mg/kg SC QW 0.8 mg/kg SC Q2W Prior TCR
R (n=143) (n=154) (n=78)

Taste-related®

Total 103 (72.0) 110 (71.4) 59 (75.6)

Leading to dose reduction 10 (7.0) 6 (3.9) 4 (5.1)

Leading to discontinuation 0 3(1.9) 0
Skin-related®

Total 81(56.6) 113 (73.4)¢ 50 (64.1)

Leading to dose reduction 5(3.5) 1(0.6) 2(2.8)

Leading to discontinuation 2 (1.4) 1(0.6) 0
Nail-relatede

Total 79 (65.2) 82 (563.2) 46 (59.0)

Leading to dose reduction 1(0.7) 1(0.6) 1(1.3)

Leading to discontinuation 0 0 0
Rash-related?

Total 57 (39.9)f 46 (29.9)¢ 25 (32.1)

Leading to dose reduction 1(0.7) 1(0.6) 0

Leading to discontinuation 0 0 0

s

DYSGEUSIA
(Taste Disturbance)

SKIN ANAIL
TOXICITIES

ORAL MUCOSAL \ WEIGHT
TOXICITY. | /\ \ LOSS
It
|

Q)

"
Smith et al., Sci Transl 2019; Chari A, CLML 2024; Chari et al NEJM 2022
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Talg- GPRC5D bispecific antibodies

MonumenTAL-1: “on target off tumor” Adverse events

On last day of follow-up M Resolved Improved but did not resolve Stayed the same B worsened
Skin toxicity (rash) Skin toxicity (non-rash) Oral toxicity Nail toxicity Weight loss
100
18.9
4.7 11.1 125
75 6.6
66.7 .
e 6.7
E‘ 375
& 507 53.8
5 74.1 81.5
66.9 T8
58.8 60.0
25 50.0
333
Prospective  Without DR Prospective  Without DR Prospective  Without DR Prospective = Without DR Prospective Without DR
n=3 n=17 n=6 n=85 n=15 n=160 n=9 n=92 n=8 n=106
. O ST Y. P A S S S —
e e

Chari A'et al ASH 2023 25
e




NEGATIVE ASPECTS OF BISPECIFIC
ANTIBODIES IN MYELOMA
CYTOKINE TUMOR- \
A RELEASE AssomATED-) "CD3X

ANTIGEN

It is not perfect. _ SVNDROME & PRIMARY

® o RESISTANCE

]Sl

TOXICITY  RISKOF CONTINUOUS
INEECTION ADMINISTRATION




Cytokine release syndrome (CRS) -

Cytokine Release Syndrome (CRS) is a potentially serious CAUSES
systemic inflammatory response that occurs when the Rl
immune system is strongly activated, leading to a rapid and cytokines:

IL-6, IL-2, IFNy

excessive release of cytokines—small proteins that help
regulate immune responses.

and TNF-a

SYMPTOMS

This activation triggers the release of large amounts of 2 N/
cytokines such as:

« L6
e L2
« IFN-y

«  TNF-a




CRS & ICANS -

Characteristics by agent:

CRS ICANS
Incidence Tlml\e/l;c:c(;ig:set ?\;::jti:’nn Incidence Time to Onset Duration
Gl1/G2/G3+ (Range) (Range) Median (Range) Median (Range)
0, 0,
Teclistamab 50'360/6%/1'26/ 2 days (1-6) 2 days (1-9) 3% 4 days (2-8) 3 days (1-20)
. (o]
Elranatamab 42% [/ 14.3% / 0% 2 days (1-9) 2 days (1-19) 3.4% 2.5 days (1-4) 2 days (1-6)
Talquetamab
27.8 hours 17.0 hours 31.9 hours 7.8 hours
o, (o) 0, (o)
oq.;;\;:g/ kg ST% /7% /1% 510-346)  (5.6-33.8) 10% (14.7-52.0) (3.5-24.9)

Tecvayli (teclistamab-cqyv) Prescribing Information.;

Elrexfio (elranatamab-bcmm) Prescribing Information.; Lesokhin AM et al. Nature Med/cme 2023 29:2259-2267.; 28

Talvey (talquetamab-tgvs Prescrlbmglnformatlon Chari A et al. Lancet Hematol. 2025;12:e269-81.
d .




Q)

CRS - Prophylaxis

Prophylactic Tocilizumab- “RWE”

* Real-world study of 119 patients conducted at Sylvester Cancer Center at Univ Miami
* Tocilizumab 8 mg/kg IV was administered 1 hour prior to step up dose 1

Rates of CRS Overall Response Rates (ORR)
B CRS (%) - Prasant Study B Presond Stedy ORE (9]
B CRS (%) - Pubkshed p 784 B Registrational Trial ORR (3%)
57.7
48
m /.3 9
N BT sl 3 '
126 8.9 ' 10.2

Limoseltamab  Elanalamakby Teclistamal Talquetamab Chverall
Elranatamab Techstamakb Talguetamaks
e ) EEEEE——————
Andrew Kowalski et al Blood Adv Oct 2025 59




CRS - Prophylaxis

Prophylactic Dexamethasone on teclistamab ¢ 1w T
243 patients with RRMM treated with teclistamab at six U.S. academic centers. . i
133 patients, (55%) developed cytokine-release syndrome (CRS) éa’ " a9

* Most cases were mild (grade 1): 1 in 8 were moderate (grade 2); CRS typically lasted s

Q)

ORR 74%

({N=38}

~1 day 20
10 “ -

How was CRS handled? G

Dexamethasone Tocilizumab
« 23% got only dexamethasone. EPR WVGPR © 2CR
* 29% got only tocilizumab. o.
« 23% received both drugs. i e
*  25% improved with basic supportive care only (observation, acetaminophen, oxygen, 1001 Baiariiiaens
fluids). % tt.‘,‘_‘ <+~ Tocilizumab
: A ——
Details on dexamethasone use 5 e,
 Standard dose was 10 mg for nearly three-quarters of events. g o . D
* Most patients needed just one dose; 30 % needed a second. %
Treatment results looked similar whether CRS was managed with dexamethasone * sk
or tocilizumab with an overall response rate ~73-74% and comparable PFS. o s 1w

Months

Davis JA, Snyder J, Rice M, Moore DC, Cahoon C, Julian K, Wagner CB, Granger K, Green KM, Atrash S, Hill H, McElwee J, Elsey G, Khouri J, Ru!om ! Hahmoudjafari Z, Nachar

VR. Dexamethasone for the management of CRS Related to teclistamab in patients with relapsed/refractory multiple myeloma. Blood Cancer J. 2025 Mar 4;15(1):32 30




ICANS - Immune Effector Cell-Associated Neurotoxicity (T)
Syndrome

ICANS is a type of neurologic toxicity that can
occur after immune effector cell therapies,

especially: Cytokines Symptoms ]
* CAR-T cell therapy l _ R
 Bispecific T-cell engagers (e.g., in multiple ® Confusion ordisojientation

myeloma)

While not fully understood, ICANS is believed to

result from:

e Cytokine release and systemic inflammation

* Blood-brain barrier disruption

* Immune cell infiltration and cytokines (like IL-6,
IL-1) affecting the central nervous system

® Aphasia a
® Somnolence
® Tremor




ICANS - Immune Effector Cell-Associated Neurotoxicity (T)

Syndrome

Presenting symptoms Actions

1 ICE score 7-9 Hold bispecific

Consider anti-seizure medication

2 ICE score 3-6 Hold bispecific

Administer dex 10 mg q6h until grade 1
Consider anti-seizure medication

3 ICE score 0-2 Hold bispecific
Seizures Administer dex 10 mg q6h until grade 1
Raised ICP (focal edema) Consider anti-seizure medication

4 |ICE score 0O Permanently discontinue bispecific
Unarousable Administer dex 10 mg iv q6h until grade 1
Repetitive seizures Or methylprednisolone 1000 mg daily x 3 days

Raised ICP with diffuse edema, etc. Consider anti-seizure medication

Management of CRS if concurrent CRS as per CRS guidelines
If grade =2, patients should be hospitalized following next dose

e

https://resources.advancedpractitioner.com/mult
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Infection risk.

Infection mitagation strategies are central to improved outcomes with BCMA-BIiTEs

PATIENT-RELATED DISEASE-RELATED ii E
FACTORS FACTORS

» Age
+ PS

« Comorbidities (e.g., renal failure and
chronic heart failure)

s mmunoparesis
+ Cylopenia (neutropenia and

* Turnor burden

« Refractory to 23 lines of treatmeant

» Disease type (e.q., antibody type [full
antibody or light-chain only, IgD, IgE].
secretory status [ves vs. no), genetic
status [hyperdiploid vs. hypodiploid])

lymphopenia) RISK FACTORS * Renal dysfunction
% ’ /
FOR INF
r in i ients w Y e’
* Glucocorticoid cumulative dose [ prior racaiving BeAbe * Mumber of previous infections

glucocorticosd use and duration
+ Previous intensive treatment such as autologous

tramsplant, allogenis ransplant, or iransplant
=1 year ahead of siarting BsAb

+ Pravious treatment with: chemotherapy, Pls, IMIiDs,
anti-CD38 monoclonal antibodies, or BaAb

+ Recent CAR T-cell therapy

+ Muost recant line of MM treatmant INFECTIOUS

TREATMENT-RELATED FACTORS HISTORY

= Type of previous infection
* History of hospitalization due to infection
= Severity of previous infections

* Baszeline DMNA-virus exposure, including
W&, CMV and HEY




Infection risk.

BCMA BsAb treatment results in The negative impact of BCMA BsAbs
BCMA TCEs deplete PB B cells & gative impac .
g reduced levels of polyclonal Ig and on humoral immunity can be partially
eliminate normal PCs. , : T . ,
impaired vaccination response reversed with IVIG supplementation
— i) ol bl e 100 - ns ns ns *k *kk *kE *hk E 1904 P < ‘001
= L = Observation group
=] = « 754
I"t:lJ 24 =B -E
= < =
E 1- g =
2 z g 25
= e E 2 7 Primary prophylaxis
o > g |
1 1 1 L] L] g 0 I I L] 1 1
2 S o o o < 0 12
&N N ) ) 4\
Q‘\boé’-’ © < @ © Months
) ) Impact of IVIG supplementation on risk of
Impact of teclistamab on B-cells Impact of teclistamab on polyclonal IgG levels seiios infactions




Making good?




Side by side comparison.

Advantages

Disadvantages

\

Personalized

Targeted immuno-cytotoxicity

Single infusion
(“one and done”)

Potentially persistent

FACT-accredited center required
(hospitalization likely required)

CRS and neurotoxicity; requires ICU and
neurology services

Dependent on T-cell health
(manufacturing failures)

Requires significant social support;
caregiver required

S

Off the shelf V

Targeted immuno-cytotoxicity v

No lymphodepletion V

Minimal steroids

Initial hospitalization required, but V
potential to be given in community.

CRS and neurotoxicity possible- some WV
very little CRS

Dependent on T-cell health
(T-cell exhaustion)

Requires continuous administration '

853 Vv

Shah N. Targeting BCMA in multiple myeloma: evidence-based guidance for current an! near !u!ure clinical

integration. Published April 4, 2022. Accessed October 26, 2022.
https://www.clinicaloptions.com/oncology/programs/2022/bcma-in-myeloma/downloadable-slideset/slides-1 36




Access: We need all therapies accessible to all of our MM patients

High attrition rates >these underscores the need to use the most optimal treatment regimens upfront rather
than reserving them for later LOTs in which the clinical benefit may decrease

Total number of patients per LOT

24,000
22,000
20,000
18,000
16,000
14,000
12,000
10,000

8000

6000

4000

2000

Non-Transplant Patients

Total number of patients per LOT

Transplant Patients

3000

2763
2500

2000
1500
1000

500

LOT, line of therapy.
Fonseca R et al. BMC Cancer. 2020;20(1):1087. 37




Q)

We need all therapies accessible to all of our MM patients

Florida as an example =2 22 million people

: : CAR-T
MM in Florida-
* 2022 - est 3,490 new e
cases of MM (highest T acksonvle
of any state) Gainesille
Ocala -
Moffitt Cancer s, 88 Cetons
¢ |nCIdenCE 8-2/100,000 Center -  Lakeland © Palm Bay
O Sebastian
(9.6 men & 5.7 - o
woman ) Punta Gorda : Port St. Lucie
"

i

Mayo Clinic Florida

Advent Health Orlando
Orlando, FL

Moffitt at
Memorial

Sylvester Comprehensive Cancer

Center
Miami, FL

TCEs

16 centers and
growing in FL (27
sights)

More community
centers every day**

Most patients will
NEVER come to a MM
center (55.5%)

https://cancerstatisticscenter.ca ncer.org,#.l,cancer-site/MyeIoma

Vardell et al (Sborov) Amer J Hematol 2024 38
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Where do BIiTEs fit into MM
therapy?




Options

Optimal sequencing of Bispecific antibodies - “maximize PFSs”

A.

Access to CART & TCE
(BCMA & GPRC5D)

Bridging

BCMA -CART

——
of time

GPRCS5D -TCE BCMA -CART

Y-

C.

GPRCS5D -TCE BCMA -TCE

Y- ¥

BCMA -TCE* GPRCSD -TCE

Y

Access to TCEs

\ BCMA -TCE GPRC5D -TCE
Longer interval
\\(/ — \\(/ *in patients with high risk for infectious complications/chronic infectious

issues consider GPRC5D first

GPRCS5D -TCE BCMA -TCE

A




Real world evidence for TCEs

Outcomes of teclistamab in patients with RRMM with prior exposure to BCMA-
directed therapy: U.S. Multiple Myeloma Immunotherapy Consortium

A,

1000 1
80%

, US MM Immunotherapy Consortium
" ASH 2025 -2 20 abstracts 13 oral presentation

00%

o |

40%
30%
20%
10%
9.3% 8.9%

0%

Prior BCMA-DT  No Prior BCMA-DT

ao0%
30%
20%
10%

0%

PR = VGPR m=CR

ORR 12.5%
(N=8)

Bl

11.5%

CART Bispecific

L ——

ﬁ
Dima et al Blood Ca J 2025 1




When is the best time to give BCMA & GPRC5D BiTEs? ),

MELT-MM¢® NCT05927571¢& NCI-2023-06009
MonmumenTAL-6 MagnetisMM-30¢ M24-555° M23-0012
- e a . _
10458 ONC-2256 MASTER-2 - RA’T‘I?A'E;”E 557\22\]0 MRed;rEeé:c;T-lRll\:Fl\:m;M ,
- e - - i - - i _Ae
ERASMM/EMN34®  MagnestisMM-6° Mg‘fgﬁgﬁ&o_ge NCT06711705¢ Ia.JI(i\SlKER-MM1‘ MagnetisMM-4
REVIVE . g LINKER-MM3! M22-9472 NCT03933735
IMmMunoPRISM MajesTEC-5 IFM 2022-01 MagnatisMM-20¢  MagnetisMM-3¢
MajesTEC-7 MajesTEC-4/EMN30  MajesTEC-9 MajesTEC-1 MonumenTAL-1
Smoldering MM Newly Diagnosed MM Early Relapse Late Relapse |+
AR
LINKER-MGUS1! ) D ) > >> > .
—— 1St Line —— 3|’d Line 4th Line Sth L|ne .....

Induction

Maintenance

>
HDM-ASCT
\{
D EE——
bh Bumma et al, JCO 2024; Tomasson MH, et al. Blood. 2024;144(Suppl 1): Abstract 1024;
Lesokhin AM et al. Nat Med. 2023;29:2259-2267; Moreau et al NEJM 2022; Cohen et al NEJM 2025;
RENDER Clinicaltrials.gov




What is next?




We are not done. ()

Myeloma Is Heterogeneous and Evolves in the Face of Therapy

<+—1 year —» €4—7 months—p
Baseline 1st relapse 2d relapse a Newly

x =~ diagnosed
5 2 ®: o0 .
SS S -~
e} 00 I' & ~
5 2 , @ o Qe
2 88 NRAS™ i 14% MM1  41% MM1
- 0000000000 Amp(1q) ‘ ZNF292mut Single f Focal
_ O/ ©.23% MM14— cojl expansions lesion
g n’ . N R
s I 80 1(4;14) \.
o 1 ZNF292mut
s i
o
: Treatment
1
1
5 !
E 1 Mono sub-clonality Multi sub-clonality
3 i
= : Relapsed
1
H 1
= 1
o 1
g : Single
= : . , \ expansion
= 1 o y 5 . {
! o
. / 1%
ast 1 g X
@ - N
\\g 1"" /
) e
89 B ~21
= - & f~‘ . b Single-cell expansion Clonal competition Spatial dominance
Best response: CR VGPR Baseline 15t relapse 2nd relapse

EascHeHe a Nat Comm 2021




Resistance to TCEs ()

| Any anti-BCMA therapy | | Any anti=GPRCS5D therapy | | Non-BCMAJ GPRCSD therapy |
f o) A% [ Hwnsmrd AL

Resistance to these TCEs therapies may develop- we are not done.

|: /1 CAR T cell frien et al Nat Ca 2023

receptor

Ongoing
response
(n=3)

Samur et al Nat G

-01-0288

1, GPRCSD p.F158fs, G97-
\W217, p.E27fs, p.S125fs
-01-0221

pigenetic silencing

-01-0302

pigenetic silencing

Tumor cell Vo

#
4

rd
GPRCSD —— }:
Anti-GPRC5D

Paiva and San-Miguel Nat Cancer 2023

+ p.Ser30del (15%)

45
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What about earlier lines & combination therapy? 7,

MAGNITISMM-20

0
+ The confirmed ORR by investigator was 100% 100 - e e
— 2CR rate, 75.0% (95% CI, 42.8-94.5) 90 -
— Median time to response was 1.5 months 80 -
(range, 0.5-3.4)
2 70 -
5 2CR _
£ 60 - 75.0% 2VGPR
2 50 - " 91.7%
©
o 40 -
msCR
30 -
= CR
20 -
=" VGPR
10 -
0 8.3% PR
Overall (N=12)
e e

Tomasson MH, et al. Blood. 2024;144(Suppl 1): Abstract 1024.




What about combination TCE therapy? ™

RedirecTT-1- Phase 1- Talquetamab plus Teclistamab in RRMM
* phase 1b-2 study of talguetamab plus teclistamab in patients with relapsed or refractory
multiple myeloma.

A Overall Response

100+ M Stringent complete
90+ - 4480 . 78 response )
v 804 (35/44 patients) (73/94 patients) Complete response <—§
+ =
E; 70 I Very good partial u.o
= n
S 60— response .E o
s 50 >CR: 52 >CR: 48 Partial response ®
2, G &
g 401 23 21 c o
] o5
v 304 _ %0 o
S ol £
g =
10 5 o
0 L .
Recommended )
Phase 2 Regimen 0 —r T T T T T T T T T T
(RP2R) 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months

R
Cohen et al NEJM 2025; https://www.nejm.org/doi/pdf/10.1056/NEJM0a2406536



https://www.nejm.org/doi/pdf/10.1056/NEJMoa2406536

What about combination therapy in HR subtypes?

RedirecTT-1- Phase 2 of Talg & Tec in RRMM with Extramedullary Disease [EMD].

fﬂay eligibility criteria

EMD defined as:

21 nonradiated bone-independent soft tissue
plasmacytoma 22 cm in greatest dimension confirmed

MM per IMWG criteria
Triple-class exposed® REMM

Prior CAR-T (£20% patients) and BsAb therapy permitted

* BsAbs could not target GPRC5D or BCMA
Nonsecretory/oligosecretory disease permitted

/

Step up
administere
2-4 days apart

Tal 0.4 mg/kg
Tec 1.5 mglkg

Tal 0.06 mg/kg
Tec 0.3 mglkg

Tal 0.01 mglkg
Tec 0.06 mg/kg

Tal 0.8 mg/kg
Q2W SC +
Tec 3.0 mg/kg
Q2w Sscd

progression

G'Imary endpoint \

* ORR® (EMD response assessed
by central radiology review of
whole-body PET-CT scans)

Secondary endpoints

+ Time to response, DOR,®
PFS, and OS

+ Safety
\ PK, immunogenicity

/

Option to reduce dosing frequency for both agents to monthly dosing after:
+  2VGPR and minimum 4 cycles of therapy, or

« 6 cycles, per investigator discretion

aPatients may have had paraskeletal plasmacytomas in addition to true EMD. ®"Whole body MRI permitted with sponsor approval. °Prior PI, IMiD, and anti-CD38 monoclonal antibody. 9Tal and Tec administered on the same day,
30 (x10) minutes apart, for all step-up and full treatment doses. ®Response was assessed by independent review committee per IMWG criteria.

CAR, chimeric antigen receptor; DOR, duration of response; IMiD, immunomodulatory drug; IMWG, International Myeloma Working Group; MRI, magnetic resonance imaging; PET-CT, positron emission tomography/computed
tomography; PI, proteasome inhibitor; PK, pharmacokinetics; Q2W, every other week; SC, subcutaneous.

e

e,
S Kumar et at EHA Congress; June 12—-15, 2025; Milan, ltaly




What about combination therapy in HR subtypes?

RedirecTT-1- Phase 2 of Talg & Tec in RRMM with Extramedullary Disease [EMD].

Tal + Tec

12.6 (0.5-19.5)

Median (range) follow-up, months

Median (range) time to first response, months 2.6 (1.0-5.8)
Median (range) time to best response, months 4.7 (1.0-11.9)
Prior therapy ORR 95% Cl
Anti-BCMA CAR-T, % (n/N) 83.3 (15/18) | 58.6-96.4
Anti-FcRHS5 BsAb, % (n/N) 75.0 (6/8) 34.9-96.8
Belantamab mafodotin, % (n/N) 90.9 (10/11) | 58.7-99.8

100 -

80 ~

60 -

40 -

ORR (95% Cl)>

20 ~

Tal + Tec combination in RedirecTT-1

78.9% v

- B CR
(69.0-86.8) VGPR

B PR

2CR: |
54.4% 2VGPR:

70.0%

Q)

Tal + Tec
(N=90)

e ——

S Kumar et at EHA Congress; June 12—-15, 2025; Milan, ltaly




What about the next generation? Trispecific antibodies )

Phase 1 JNJ-79635322, a Novel BCMAXGPRC5DxCD3 T-Cell Redirecting Trispecific Antibody, for the
Treatment of Multiple Myeloma (NCT05652335).

- icati
"/;ZD + \‘\b\ T-cell activation I Impllcatlons
e 02” "-] CD69/25
( "\ /| — Enhanced myeloma cell targeting due
A =, | NN to “double lock-down” effect of

binding 2 myeloma antigens
More comprehensive targeting of
myeloma cells
BCMA-/GPRC5D+,
BCMA+/GPRC5D-,
Dual BCMA+/GPRC5D+
* Prevention of antigen escape
e Potential to improve GPRC5D-related
safety profile
N * Manageable CRS profile with only 1
' step-up dose needed

. S |

£
Cé) Cytokine secretion

IFN-y, IL-2, TNF-a..

<

GPRE5D?
\ BCMA™ ) ° e
K MM cell ) Perforin ° ...
6 ,

Granzymes Faw

E—
Presented by NWCJ van de Donk et al., ASCO Annual Meeting; May 30-June 3, 2025;




What about the next generation? Trispecific antibodies )

Phase 1 JNJ-79635322, a Novel BCMAXGPRC5DxCD3 T-Cell Redirecting Trispecific Antibody, for the
Treatment of Multiple Myeloma (NCT05652335).

ORR: - N\

BCMA/GPRCS5D exposed BCMA/GPRCS5D naive
100.0% 100.0%

100.0 usCR (27/27) 8/8
i .
= VGPR

JNJ-5322, a BCMAxGPRCS5D T-cell engaqing trispecific antibody, demonstrated
manageable safety and an ORR comparable to CAR-T, with convenient, off-the-
shelf, Q4W dosing with 1 SUD to facilitate outpatient dosing

(phase 3 — Tec vs JNJ5322 in ERMM opening soon)

. . [.
50-300 mg 50 mg 100 mg Q4w 300 mg

(RP2D) Qs
L ————
Presented by NWCJ van de Donk et al., ASCO Annual Meeting; May 30-June 3, 2025;

At the RP2D in patients naive to

BCMA/GPRCS5D (n=27)

-

20.0
Median time to best 59
response, months © 3_'11 1)

(range)

0.0




BCMA & GPRC5D BiTEs = we are working to find optimal use @

MELT-MMe NCT05927571¢¢c  NCI-2023-06009
MonmumenTAL-6 MagnetisMM-30¢ M24-555° . ..
- e a . _
10458 ONC 2296 MASTER-2 - RA’T‘I?A'E;”E 557\22\]0 MRedTIrE?ET_1TR||\:F|\:”\;M ,
- e N N i - - H _/Ne
ERASMM/EMN34®  MagnestisMM-6° Mg‘fgﬁgﬁ&o_ge NCT06711705¢ ?_J|e|SJKER_MM1l MagnetisMM-4
REVIVE . g LINKER-MM3! M22-9472 NCT03933735
| PRISM MajesTEC-5 |FM 2022-01 MagnatisMM-20°  MagnetisMM-3¢ CAMMA-2¢
mmune MajesTEC-7  MajesTEC-4/EMN30  MajesTEC-9 MajesTEC-1 MonumenTAL-1
Smoldering MM Newly Diagnosed MM Early Relapse Late Relapse |+
e,
LINKER-MGUS1! ) D ) > >> > .
—— 1St Line —— 3|’d Line 4th Line Sth L|ne .....

Induction

Maintenance

>
HDM-ASCT
\{
D EE——
bh Bumma et al, JCO 2024; Tomasson MH, et al. Blood. 2024;144(Suppl 1): Abstract 1024;
Lesokhin AM et al. Nat Med. 2023;29:2259-2267; Moreau et al NEJM 2022; Cohen et al NEJM 2025;
RENDER Clinicaltrials.gov




Q)

The efficacy of BiTEs is remarkable

We need to continue to better understand
the optimal way(s) to give TCEs safely and
efficiently in support of our MM patients &
community oncologists.

-CRS/ICANS

-Infection risk

Resistance is a reality and we need to
continue work to develop new therapies or
sequential management strategies




Conclusion

The future of BiTE therapy in myeloma
looks bright, with ongoing innovations
improving efficacy, safety, and
convenience. As new targets and
combination strategies emerge, BIiTEs
could play a central role in the treatment
landscape, providing durable responses
and expanding treatment options for
patients with multiple myeloma.
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Q)

GPRC5D after BCMA-CART

IMWG Review - T cell directing therapy post BCMA- CART

Study N ORR CRR PFS DOR Particularities/ unique toxicities
BCMA-targeted CAR T-cells
Ide-cel Munshi [3] 28 21% 0% mPFS 1.0 mo. n.a. On trial, second administration of product
Cilta-cel Martin [76] 3 0% 0% na n.a On trial, second administration of product
Ide-cel Ferreri [65] 5 80% 40% n.r. n.r. RWE, 2 patients had received prior ide-cel
BCMA-targeted TCE
Teclistamab Touzeau [78] 15 53% 27% mPFS 4.4 mo. n.a Dedicated MajesTEC-1 cohort
Elranatamab Nooka [79] 36 53% 20% mPFS 10 mo. n.a Pool from clinical trials
Teclistamab Riedhammer [80] 21 33% 16% mPFS 1.8 mo. n.a RWE, all prior CAR T-cells were ide-cel
Teclistamab Dima [73] 43 63% 28% n/a n.a RWE, 38/42 prior CAR T-cells were ide-cel
GPRC5D-targeted CAR T-cells
MCARH109 Mailankody [20] 8 Cerebellar toxicity at the highest dose level
BMS-986393 Bal [22] 30 Cerebellar toxicity at the highest dose level
OriCAR-017 Zhang [81] 5 Skin, nail, taste changes
n.a. Xia [21]
GPRC5D-targeted TCE
Talquetamab Rasche [19] 56 71% n.a. n.a. mDOR 12.3mo. Subset of MonumenTAL-1 trial
Talquetmab plus daratumumab Dholaria [82] 1 82% n.a. n.a. n.a. Subset of TRIMM-2 trial
Talquetamab, daratumumab and pomalidomide Bhalis [83] 24 83% 71% 74% at 12 mo. 84% at 12 mo. Subset of TRIMM-2 trial
Forimtamig Harrison [84] 9 L47%(b} na. n.a. mDOR 9.0mo. (b)
Other therapies e
Cevostamab Kumar [85] 11 73% 27% n.a n.a. J Dedicated CAMMAZ2 trial cohort

—

Coata et al Leukemia 2025 .




What about combination therapy? ™

Other combinations with Tec:

(MajesTEC-2) (MagnetisMM-5)

Tec 3 mg/kg
Treatment Tec 1.5 mg/kg 2w Tec3 mg/kg Tec0.72 mg/kg + Dara+ Tec 1.5 mg/kg + Dara T8 i BElE
gw + Dara gw + Dara Len + Len
+ Dara
Median prior LOT

(range) 5 (1-15) 2 (1-3) 2 (1-3) 4 (2-9)
Triple-class refractorlz 535 Not reported 176

ORR, % 74.1 100 93.5 70.6

PFS

Not reported

Not reported

Not reported

DOR
Median f/u, mo
Any Gr AE (Gr23) , %
CRS
Infections
Neutropenia
Anemia
Thrombocytopenia
ICANS

Deaths, n
Hypogamma/IVIG

Not reported
8.6

67.7 (0)
67.7 (27.7)
49.2 (41.5)
41.5 (27.7)
32.3(24.6)

2 (0)
4 due to AE
Not reported

Not reached

8.4

81.3 (0)
90.6 (37.5)
84.4 (78.1)
21.9 (12.5)

25 (15.6)

0
2 due to AE
Not reported

Not reached

Not reported

41.7 (0)

47.1(47.1)
29.4 (26.5)
20.6 (14.7)
0
15 due to AE
Not reported

Not reported; COVID-19: 32.4 (2.9)

1. Rodriguez-Otero et al. ASCO 2022. Abstract 8032. 2. Searle et al.
ASH 2022. Abstract 160. 3. Grosicki et al. ASH 2022. Abstract 1921.




What about combination therapy? v

Other combinations with Talq

Tal + Tec

Tal + Dara Tal + Dara + Pom Tal + Cet - as Tal + Pom
TRIMM-2! TRIMM-22 TRIMM-33 GECIEEAT MonumenTAL-257
RP2R EMD
Dose escalation: Tal 0.4 or
0.8 mg/kg SC q2w + Cet
Treatment IELINIL Tal 0.8 mg/kg Tal 0.4 mg/kg Tal0.8mg/kg 80,160 or 240 mg IV q2w T‘;‘;Iséogmrf/ '/‘E * T‘;Calaéogmrf/ '/‘E T Talo.amg/kg Tal 0.8 mg/kg
gw + Dara g2w + Dara qw + Dara + Pom g2w + Dara + Pom Dose expansion: Tal 0.8 -© Mg/ke -© Mg/ke +Pom + Pom
q2w q2w
mg/kg SC g2w +
Cet 240 IV q2w
— WNorn 14 51 18 59 44 44 %0 16 19
Median prior L (range) 5.5 (4-16) 5(2-14) 6(3-11) 6(1-17) 5(2-11) 4 (2-10) 4 (1-10) 3(2-12) 3(2-5)
57.1 60.8 83.3 76.3 100
Triple-class refractory, % (35.7 BsAb (19.6 BsAb (38.9 BsAb (37.3 BsAb 84.1 100 31.3 21.1
(50.0 BsAb refractory)
refractory) refractory) refractory) refractory)
ORR, % 71.4 84.0 100 76.3 70.5 79.5 78.9 88.6
mPFS, mo Not reached 19.4 15.4 20.3 6-mo: 61.5% 12-mo: 73.7 15.4 Not reached
mDOR, mo Not reached 20.3 13.8 26.4 16.8 12-mo:91.0 13.8 Not reached
Median f/u, mo 16.8 15.0 15.8 17.5 11.5 18.2 Not reported 16.8
Any grade AE (gr 23),%
(o: 71.4(0) 80.4 (0) 55.6 (0) 79.7 (0) 61.4 (0) 75.0 (0) 77.8(0) 74.3(2.9)
Infections 57.1(21.4) 72.5(25.5) 72.2(16.7) 78.0(27.3) 81.8(29.5) 86.4(47.7) 78.9 (31.1) 80.0(22.9)
ICANS 4.6 total (0) 4.6 total (0) 0 5 (not reported) 2 total (0) 3'2(;13:)%5 12.2 total 8.6 (0)
Hyp°gammag'°b‘;'|'\';f6mf; 33.8%IVIGtotal  33.8%IVIGtotal  53.2%IVIGtotal  53.2%IVIG total 34.1% IVIG total 56'?3'\?_”9‘1‘;5‘35 86.7% IVIG total Not reported
y /0 =
50.0 78.9
Oral/taste 85.7 (0) 90.2 (3.9) 100 (0) 84.7 (6.8) 81.8(0) (not reported) (ot reported) 85.7 (0)
Non-rash: 70.5 (0)
m 71.4(14.3) 84.3(7.8) 88.9 (0)° 67.8 (0) Rash: 31.8 (2.3) 56.8 (0)? 68.9 (0)° 74.3(5.7)
m 57.1(0) 68.6 (2.0) Nail: 83.3 (0) 55.9 (0) 75.0(0) 47.7(0) 55.6 (0 68.6 (0)

e

qrted as non-rash AE.

1. Dholaria BR, et al. ASCO 2023. Abstract P911. 2. Bahlis N, et al. IMS 2024. Abstract OA-01. 3. Perrot A, et al. EHA
2025. Abstract S200. 4. Cohen YC, et al. IMS 2024. Abstract OA-03. 5. Kumar S, et al. EHA 2025. Abstract LB4001.
6. Matous, et al. ASH 2023. Abstract 1014. 7. Searle E, et al. EHA 2024. Abstract P911.




Q)

D Rate of ICANS by Drug in Present Study and Trial Comparator

B ICANS (%) - Present Study
B ICANS (%) - Published

17.4

7.7 6.7

O- O:

Linvoseltamab Elranatamab Teclistamab Talgquetamab Overall

5.9

60
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