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Objectives

Mechanistic understanding of immune platforms

Critical interpretation of CAR-T and bispecific data

Clinical integration and sequencing strategies

Future paradigms toward immune control




Triple Class Refractory MM: Therapeutic Challenge
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Immunologic Rationale in Myeloma

Profound immune dysregulation drives relapse

T-cell exhaustion and microenvironment
suppression

Surface antigen density enables immune targeting

CART cell

T cell

Perforin and granzymes

L]
cellkill

Perforin and granzymes

CD38

Multiple myeloma cell

LeeL etal. Nat Med. 2023



s \[odality of Therapy

e CAR-T

o Bispecific antibodies,
° ADCS,
e CELMoDs/Immune Modulation

e Emerging platforms
(&4 (@2 §

s Targets in Myeloma

« BCMA

e« GPRC5D
e FCRH5

o Emerging targets

Speaker Opinion



Chimeric Antigen Receptor T Cells
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chimeric antigen
receptors (CARs) on
The CAR-T cells are then
expanded in culture

their surface; these
receptors enable the

T cells to recognise

and attach to specific
proteins, or antigens, on
tumour cells — these are
now CAR-T cells

After CAR-T infusion, the patient
may suffer with cytokine release
syndrome. This can be treated with
glucocorticoids or cytokine blockers,
such as anti-interleukin-8 therapies

)

- o If all goes to plan, whan
the CAR-T cell

encounters the target

molecule ona

malignant cellin the

patient’s body, it is able
to bind to it and kill it

The CAR-T cells are then
infused back into the patient

The Pharmaceutical Journal, PJJanuary 2021, Vol 306, No 7945;306(7945)



Conventional Autologous CAR-T:
Idecabtagene Vicleucel: KarMMa

RMM
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best response of PD)
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Leu

¢ Anti-CD38 antibody
* Refractoryto last therapy per
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Endpoints
¢ Primary: ORR

A

e Secondary: Safety, DOR,

CRR, PFS, OS

Survival at 24-month Follow-up Analysis’.24
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Ciltacabtagene Autoleucel: CARTITUDE-1
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Adapted from Lin Y, et al, ASCO 2023 annual meeting presentation.

Berdejaetal. Lancet2021
Lin Y, etal. Presented at ASCO 2023 annual meeting; June 2-6, 2023. Poster presentation 8009.



Idecabtagene Vicleucel: KarMMa-3
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Ciltacabtagene Autoleucel : CARTITUDE-4
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Ciltacabtagene Autoleucel: CARTITUDE-4 Overall Survival
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CARTITUDE 5 CARTITUDE 6

Screening
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Anitocabtagene Autoleucel

D-Domain Attributes:
Non-Antibody Derived Synthetic Protein!2

Small D-Domain construct
facilitates high transduction
efficiency and CAR positivity?*
resulting in a low total cell dose

Size

D-Domain CARs are stable and
lack tonic signaling*® due to the
rapid folding, lack of disulfide
bonds, and hydrophobic core®®
of the D-Domain

Structure &
Stability

The D-Domain binder has a fast
off-rate* and high CAR surface
expression®. This combination
may allow optimal tumor cell
killing without prolonged
inflammation

scFv Bivalent camelid VHH Binding

(~25 kDa) (~30 kDa)

Frigault M, RosenblattJ, Dhakal B, etal. IMS 2024



Anitocabtagene Autoleucel: Phase 1 study

Median PFS of 30.2 Months at Median Overall Survival
38.1 Months of Follow-up (N=38) Not Reached (N=38)
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Time from Infusion (Months) Time from Infusion (Months)
All Subjects 38 34 28 24 19 12 [ 3 2 1 0 All Subjects 38 37 36 31 28 20 13 B 4 1 0
WithCR/isCR 30 28 26 23 19 12 [ 3 2 1 0

=  With a median follow-up of 38.1 months, anito-cel achieved rapid, high response rates with long-term durable remissions in a refractory,
heavily pre-treated 4L+ RRMM population :
®  sCR/CR achieved in 79% of patients
Median PFS of 30.2 months in all patients and 34.3 months in patients with sCR/CR

Median OS not reached
Similar efficacy and durable remissions were observed across high-risk subgroups (68% of patients had high-risk features)

* The safety profile is predictable and manageable with no delayed or non-ICANS neurotoxicities, including no Parkinsonism,
no cranial nerve palsies, and no Guillain-Barré syndrome

Frigault M, RosenblattJ, DhakalB, et al. IMS 2024



iMMagine-1: Efficacy

Efficacy Evaluable Patients, N=117

ORR=96%

2VGPR
88%

N=117

Best Response: msCR/ICR wmVGPR

i sCR/CR
74%

PR

Pateletal, American Society of Hematology 2025, Abstract 256

Median PFS and OS were not reached

6-Month

24-Month

PFS Rate (%)

(95% Cl)

93.1
(86.7, 96.5)

82.1
(73.6, 88.1)

67.4
(55.4, 76.8)

61.7
(48.0, 72.8)

OS Rate (%)
(95% CI)

95.7
(90.0, 98.2)

94.0
(87.8, 97.1)

88.0
(78.8, 93.4)

83.0
(70.7, 90.5)




Rapid-Manufacture Autologous CAR-T
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GPRC5D

GPRC5D

Orphan receptor highly \
expressed on MM cells

-_lﬂ-",_ ?-l'g,- -3- il

2&:::%0,;&

Restricted expression
profile in normal tissues

L§

target for MM

Preserves BCMAAargeting
therapies for laler lines /

Safety profile and adversa event management
AEs unique to GPRC5D-targeting therapies AEs related to T-cell engaging therapies Infections

o low treatment

Dysgeusia/Dysphagia Skin/Rash Mail disc In ton ICANS
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Arlocabtagene Autoleucel in RRMM

r

Part A and
Part B, Cohort A:
key eligibility criteria

Age > 18 years

RRMM that progressed < 12 months
of the most recent regimen per
IMWG criteria?

Previously exposedto > 3
antimyeloma treatment regimens,
including:

— aPl

— IMID agent

— Anti-CD38 therapy

— ASCT (unless ineligible)

Prior BCMA-directed

therapies allowed,

including CAR T cell therapies

ECOGPS 0-1

Manufacturing successful

in all patients

arlo-cel
manufacturing

Study day -19

Flu 30 mg/m? +
Cy 300 mg/m?

Lympho-
depletion

llﬂl Post-treatment follow-up:

1 29

24 months

I

Leukapheresis

Optional
bridging
therapy

If required for disease control;

e

First
post-treatment
disease
assessment

limited to <28 days and discontinued
219 days before infusion

Primary objective

* Safety and tolerability (MTD/RP2D)
Secondary objectives

e ORR, CRR,DOR, TTR by IMWG criteria
e PFS

+ 0OS

Exploratory objectives

* MRD-negative status

* Pharmacodynamics

g

Bal S, et al. ASH 2024 [Abstract #922]
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Arlocabtagene Autoleucel: Efficacy
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Bal S, et al. ASH 2024 [Abstract #922]
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Arlocabtagene Autoleucel: Efficacy
PFSa:b 0S

100 100 4
901 —o— Prior BCMA-targeted therapy 901
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70 - 70 1
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— ] m ]
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304 mPFS (95% CIl), month 30 - mOS (95% CI) Not reached
00| |Efficacy-evaluable (n =79) 18.3 (11.8-21.9) A 20 OS rate (95% Cl)
- 0 -
Prior BCMA-targeted therapy status? '\ 12-month 90% (81-95)
10 - Yes (n = 38) 19.0 (8.9-NA) 10 A 18-month 87% (76-93)
No (n =41) 18.3(11.8-23.9) 21-month 84% (72-91)
0 - 0 -
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21
:::ra;(:t: Time since infusion (months) Time since infusion (months)
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No prior BCMA- 39 2 7 20 16 14 ; 5 0 sk 84 81 78 72 59 46 36 26
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Bal S, et al. ASH 2024 [Abstract #922]



QUINTESSENTIAL

Phase 2, open-label, multicentre study evaluating the efficacy and safety profile of arlo-cel in patients with triple-class exposed RRMM and > 3 prior
regimens

4 QUINTESSENTIAL study design ™~
Mandatory bridging therapy

for disease control. Only excludes
Washout experimental therapy, GPRC5D- Treatment phase Post-treatment

directed therapies, or T-cell engagers

! | | I |
QAR » O » P\! s (3

Manufactunng S1ngle infusion
Washout period Leukapheresis Lymphodepletion

Patients if:;::}f:;zigi’?; approximately 5 fludarabine at the Up to 5 years after the last patient receives
drugs' washout periods weeks 30 mg/m? plus recommended arlo-cel
cyclophosphamide phase 2 dose: Primary endpoint:
300 mg/m? daily on 150 x 106 BOR of > PR in QCExp participants with > 4
days -5, -4, and -3 prior LOT

Bal S, EHA 2025



QUINTESSENTIAL-2
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Stratification:

)4

Screening

o

QUINTESSENTIAL-2 Study Design

é Arlo-cel
3 Mandatory bridging )})\L}I Flu 30 mg/mz +Cy §,
>> therapy DPd or Kd® 300 mg/m2
Leukapheresis Arlo-cel
@ infusion
Manufacturing
\_ process
é Active comparator® \
or P
>> Kd until progression e
Per investigator choice J
\—

Number of prior
LOT (Lvs2or 3) Kd)

Treatment

* SOC choices (DPd, e Cytogenetic risk

(high vs standard)

q

PTFU up to 5years after the
last participantrandomized

(survival until LPLV)

Long-termfollow up for
up to 15 years (arlo-cel
arm)

Endpoints

Dual primary endpoint

<PFS

*MRD negativeCR at9
months

Key secondary endpoints
*0S

*ORR

Other secondary
endpoints

*Safety

*CRR, TTR, DOR
< MRD

eCellular kinetics
*Anti-CAR Abs
*PROs

Efficacy assessmentper IMWG 2016 by

Safety assessments

2

Bal S, EHA 2025




Challenges

Vera-Cruz S et al. Cancers 2024
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BISPECIFIC ANTIBODIES
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BCMA Targeting BsAb

Bone

APRIL ® ‘
BAFF Marrow

. Macrophage Osteoclast EtEI'ItE!.ﬂ'llg
Bone marrow Alnuctamab

. stroma cells .
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@)
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BCMA Bispecific
BAFF-R
Antibodies

Tedistamab
Elranatamab
- Cell survival Linvoseltiamab
- Immunosuppressive molecules
- Angiogenesis factors
I - Cell adhesion molecules Ma“’gnant Haama Dﬁ“
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Yu, Bo et al. Journal of hematology & oncology 2020



Approved BCMA Bispecific Antibodies: Efficacy

Teclistamab (MajesTEC- | Elranatamab Linvoseltamab (LINKER-

1) (MagnetisMM-3) MM1, 200 mg)
Median Follow-
upe ranTotow ~30.4 months ~28.4 months ~14.3 months
>VGPR 58.8% ~50-55% 63%

~909 luabl

MRD Negativity | 26.7% overall; 46% of >CR >(9:RA) AMONE EVaTHabie ~94% among evaluable >CR
Median DoR 24.0 months Not reached (24mo=67%) | 29.4 months
Median PFS 11.4 months 17.2 months Not reached
Median OS 22.2 months 24.6 months ~31 months (early estimate)

Moreau etal. NEJM 2022; Lesokhin et al. Nature Medicine 2023; Bummaetal. JCO 2024




Approved BCMA Bispecific Antibodies: Safety

Teclistamab (MajesTEC-1)

Elranatamab
(MagnetisMM-3)

Linvoseltamab (LINKER-MM1)

Any-grade CRS (G=3 CRS) 72% (~0.6-1%) 57-58% (~0%) 46% (~1%)
Any Infection ~79% ~70% ~70%
Grade =3 TEAEs Overall ~94-95% ~88-90% 73.5%
Hypogammaglobulinemia |~74-76% ~70-75% ~60-65%
IVIG Use ~65-70% ~55-60% ~64%

Moreau et al. NEJM 2022; Lesokhin et al. Nature Medicine 2023; Bumma et al. JCO 2024




Teclistamab: Real World Efficacy

MajecTEC-1 Riedhammeretal. Dimaetal. Mohan et al. Perrot et al. Tanet al.
N=123 N=106 N=110 N=303 N=223
7/2022-10/2023 8/2022-8/2023 1/2023-8/2023 10/2022-9/2023 5/2022-1/2024
Demographics mLoT 5 mLoT 6 mLoT 6 mLoT 6 mLoT 4 mLoT 6
0% prior BCMA 37% prior BCMA 53% prior BCMA 35% priorBCMA  14% prior BCMA 42% prior BCMA
Median f/u 30 Medianf/u5.5mos Medianf/lu3.8 mos Medianf/u 3.5 Medianf/u 11.9 Median f/u 14 mos
mos mos mos
ORR 63% 59% (65% BCMA 66% 62% (N=98) 69% 66%
CRR 46% naive) 29% 20% 25%
ORR(Prior BCMA) 22% 59% (57% CART, 55% (CRR 21%)
55% (Ide-cel 33%, 50% ADC)
ADC 74%)
mPFS 11 mos 8.7 mos 5.4 mos NR (6m PFS 11.3 mos (DOR 8.8 mos (DOR17 m)
mOS 22 mos NR NR (10m estimate 52%) 17m) 20 mos
mPFS (prior 1.8 mos 67%) NR (6m O0S80%) 17 mos
BCMA)
Ineligible for N/A 39% 83% 46% 76%
MAJECTEC-1

Moreau et al. NEJM 2022; Riedhammer C, Leukemia. 2024. Dima D et al. Transplant Cell Ther. 2024; Mohan et al. Blood Cancer J. 2024; Perrot et al. Haematologica. 2024. Tan et al ASH 2024



BCMA BsAb in Earlier Lines: MAJESTEC-3

Key inclusion criteria

* RRMM
* 1-3 prior LOTs including a Pl and lenalidomide
— Patients with only 1 prior LOT must
have been lenalidomide refractory per
IMWG criteria
« ECOG PS score of 0-2

Key exclusion criteria

* Prior BCMA-directed therapy
* Refractory to anti-CD38 mAbs®

B Tec 1.5 mg/kg
® Tec 3mglkg Cycle 1 QW
) Dara 1800 mg D1 D2 D4 D8
Tec OswQ @
W
Dex (pre-med)® @ @ ® =]

Tec-Dara * PFS per IRC
N=291 Key secondary endpoints
1:1 SC dosing following Dara schedule EEESFel=CFT.Y Fe]=]-L
randomization * MRD negativity (10-%)
N=%87 + OS
22 Oct 2021 to DPd/DVd « MySIim-Q Total Symptom score
28 Sept 2023 N=296 (91% DPd) uﬂé:: 't:ﬂﬂﬂdll'f endpoints
& " e
by investigator's choice + PK and immunogenicity
Cycle 2 QW Cycle 3-6 Q2W Cycle 7+ Q4W

D15 D22 D1 D8 D15 D22 D1 D8 D15 D22 D1 D8 D15 D22
L4 @ @ @ @ ® ® ® ®

= & @ 9 %) @ D) @ @

CostaL]J etal. NEJM 2025



BCMA BsAb in Earlier Lines: MAJESTEC-3

Investigational Arm; Control A
Teclistamab + Daratumumab (Tec-Dara) Etandardﬂém’n[{rﬁl'd!ﬂw:l

An off-the-shelf immun combinali Darplumumab + Pomalidomide/Decamethasons
v Eﬂ?:ihg Ecumgﬁrm = L or Daratumumab + Bortezomib Dexamathasane.

KEY EFFICACY ENDPOINTS (a1 36 manths)
Progression-Free Survival Rate Owerall Survival Rate Complete Response or Better (2CR)

PEaEmmmms =s D EEmmme sx ) GEE s
Standard (Y 207% | ol D 65.0% | Suod G 321%
o 100 36-mo PFS
3 N g ' 83.4%
,E 80 4 5 — ﬂ——-——mwmﬂ% Tec-Dara
s i 3-year PFS Median, NR
b s
; |
g | 20.7%
g : DPd/DVd
5 %1 HR, 0.17 (95% CI, 0.12-0.23); P<0.0001 - Median, 18.1 months
E Median follow-up: 34.5 months |
] . ' ' ' ; . . . . : . . , . r )
1] 3 (& g 12 15 18 21 24 27 30 33 1] aa 42 45 48
R Months

CostaL]J etal. NEJM 2025



BCMA BsAb in NDMM: MAJESTEC-5

Key eligibility Induction (6 x 28-day cycles)® Maintenance®< (x 18 cycles) Primary endpoints:
criteria: Arm A (n=10): » AEs, SAEs
+ TE NDMM Tec (1.5 mghkg QW)-DR - Select secondary
» ECOG PS score 8 endpoints:
of 0-2 Armm A1 (n=20): -, » MRD negativity
* Aged 18-70 years Tec (3 mg/kg Q4W)-DR + (10-% and 10-%)
- =
T =
+ 2VGPR
Phe 8, | + Stem cell yield
€1 | €2 | €3 | c4 | C5 | Cs A MRD 10-5 via NGF

A MRD 105 via NGS

N

Cycle 3 Cycle 6

A vrD

20
10
0

Cycle 3 Cycle 6

MRD-e

With completion of induction, 100% MRD negativity (10-°) continues to be observed in

MRD-evaluable patients, regardless of depth of response

Raab et al. IMS 2025



GPRC5D Targeting BsAb

Talquetamab

Forimtamig

Perforin

Silent Fc part, P329G LALA mutation
Granzyme

Miller KC et al. Cancer Management and Research 2025



Approved GPRC5D BsAb: Talquetamab

0.4 mg/kg Weekly (n=143)

0.8 mg/kg Q2W (n=154)

Prior TCR* (n=78)

Overall Response 0 0 5 0 _ 0 _

Rate (ORR) 74% (95% CI| 66-81) 69% (62-77) 67% (55-77)
=VGPR 59% 59% 55%
MedianTime to 1.2mo 1.3mo 1.2mo
Response

MedianDurationof ¢ 5, 16.9 Mo 12-mo DoR: 56%
Response

Median PFS 7.5mo 11.2mo 7.7 mo

Survival

Chari et al. Lancet Haem 2025




Approved GPRC5D BsAb: Talquetamab

0.4 mg/kg Weekly 0.8 mg/kg Q2W Prior TCR
Cptoine Release 700
Taste Changes 790 71% 76%
(Dysgeusia)
Infections 59% 68% 76%
Neutropenia 31% 21% 47%

Chari et al. Lancet Haem 2025



Talquetamab: Ongoing trials

MonumenTAL-6 MonumenTAL-3 MajesTEC- 7

Talg + Pom Talg + Dara Talg + Rev + Dara
RedirecTT-1

Talg + Tec

Talg + Pom + Dara Tec + Rev + Dara

Epd/PVd




FCHRS5 Targeting BsAb: Cevostamab

Median Prior Lines of Therapy
Triple-Class Refractory
Overall Response Rate (ORR)
>VGPR

Complete Response (CR/sCR)

Cancer cell Cylotoxic grannles Inmpuane cell

Median Timeto Response

Median Duration of Response
Median PFS

Cytokine Release Syndrome (CRS)

Bispecific Neutropenia

uum‘mn‘;
Anemia
Thrombocytopenia

Fatigue

Miller KC et al. Cancer Management and Research 2025; Richter et al. ASH 2024

~6

~70-80%
~54-56%
~32-36%
~10-15%

~1 month
~11-12 months
~8-9 months
~70-75% (G3 1-2%)
~30-35%
~25-30%
~20-25%

~30%



Myeloma Targets: Toxicity Heat Map

Toxicity Heat Map by Target (Relative Intensity)

BCMA

GPRC5D A

FCRHS -
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Antibody Drué (.Johju;ge-t-te's:- Belantamab Mafodotin

BCMA Overexpression on Tumor Cells Direct cytotoxic effect
B-cell maturation
antigen
_ Multiple
Antibody-drug Belantamab Myeloma Cell
conjugate (ADC) Mafodotin
AN At BCMA AN et
S e > S T
.; .<.f ADC's toxin .ﬂe !‘
@ Binding Phase payload release ({2 4
: Belantamab
Multiple :
Myeloma Cell Matfodotin ‘ : *—: T
v .
Cytotoxic agent delivered
inside the myeloma cell
Cytotoxic Effects l
020D
CSP- o.’ﬁg{?
®e

Immune cell activation by LS Ol Cancer Res 01
Belantamab-bound BCMA A Tumor cell apoptosis



Belantamab Mafodotin: Clinical Trials

DREAMM-1 DREAMM-2 DREAMM-3 DREAMM-7 DREAMM-8 DREAMM-9
Phase Phase 1 Phase 2 Phase 3 Phase 3 Phase 3 Phase 3
> iorlines, . Newly di d
Population Heavily pretreated tr? Iieil:fa;? > >3rd line relapse 21 prior line Len-exposed trfl;vsylalzf o
p RRMM P = PS¢ RRMM RRMM ransp
refractory ineligible MM
N 35 196 Largerandomized 494 302 ~445
Bel f 3. Bel f2. ) Bel +
Intervention clamat 3.4 clamat 2.5vs 3.4 Belamaf vs Pd BVdvs DVd BPdvs PVd elantamab
mg/kg mg/kg VRdvs VRd
ORR 60% 31-34% — — 77% Data pending
CR/=CR — — — — 40% Data pending
, 12m 71% vs. 51% Primaryendpoint:
Median PFS 12 mo 11.2mo 11.2 vs 7.0 mo 36.6 vs 13.4 mo HR 0.52 PES
PFS endpointnot OS 849 9
Other efficacy DoR14.3 mo — met cREPOLITHo (18 ri(f; Vs 73% >CR 40% vs 16% Study ongoing




Sequencing Framework

IMWG Immunotherapy Sequencing Algorithm (2025)

CAR-T earlier for eligible patients

Target switching after relapse

Clinical trials preferred

RELAPSED / REFRACTORY MULTIPLE MYELOMA

Is patient eligible for T-cell-redirecting therapy?
4 +

o |
Continue Conventional Therapy l

(P1/IMID / mAb) Disease Tempo?

Rapid Progression Stable / Controlled

Start BCMA TCE « Early T-Cell Collection
(Faster Access)

IH

« Prefer BCMA CAR-T First

+ Treatment-Free Interval
« Better Data for TCE After CAR-T

Progression After Therapy

= GPRCSD TCE » Switch Antigen
s FcRHS TCE (GPRCSD ar FcRHS)
® + BCMA Re-Treatment » Change Mechanism

{Non-BCMA Target)

Key Operational Rules

> Avoid Bendamustine / High-Dose Alkylators
= = 2-Week Washout Before Apheresis
= = 4-Week Washout if Prior TCE Exposure

& Collect Early — Prefer CAR-T First

CostaL] et al. Leukemia 2025 » Urgent Need — Use TCE First



Insights into Relapse

Tumor: Loss of antigen

e TNFRSF17 monoallelic copyloss~ 4%-6% of patients
e Biallelic lossor monoallelic + extracellular domain mutation in ~40% upon progressionon TCE
 Lessfrequent(<10%) post-CART cell therapy

T cells: Exhaustion/dysfunction

e Disease burdenand MM progressionimpactsT-cellfunction

Tumor microenvironment

* The BMME plays a key role in resistance to drugs that regulate the anti-multiple myelomaimmune
response

Lee, Het al. Nat Med 2023; Zhou X, et al. Haematologica 2023; Lee H, et Al. Blood 2024;Midha S, et al. Nat Rev Clin Onc 2023;Friedrich MJ et al. Cancer Cell 2023; Wu P, et al. Front Cell Dev Biol 2021; Neumeister P, et al. Int ] Mol Sci 2022



Combating T-Cell Exhaustion

Arlo-cel

Arti-GPRCSD maleculey
expressed on CAR T cells
bbiind to GPRCSD on MM cells

GPRCSD:targeted
CAR construct

MEZ|

M. Degradation of lkaros
L]

f‘%

_— el =Y and aicles
APti-GPRCSD - ¥ | "
domain
Hinge and @ '
transmesmbrans
diemain Proteasome - Tumor cell-imbringic

- # Apoptosis
4. 1BE signaling 3 Profifarstion
doamain
Immune modulation
it # Cytokine production
i

domiain CUL4 E ligase complex e s il wethention

Bal S etal. ASH 2025



Combating Antigen Loss
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Emerging Platforms

The Future of Immunotherapy in Multiple Myeloma

Allogeneic CAR-T cells , Trispecific antibodies

In vivo CAR-T cells - _ CAR-NK

-

» Anderson KC *Nat Rev Clin Oncol 2024; Mailankody S Nat Med 2022 e Liu E '"NEJM 2020 = Rurik JG 'Science 2022
» Goebeler ME ‘Nat Rev Drug Discov 2024




Dual Antigen Targeting

Feature BCMA + CD19 CAR-T BCMA + GPRC5D CAR-T
Example platform GCo12F (FasT CAR) Bicistronic / tandem dual CAR
Targets BCMA + CD19 BCMA + GPRC5D

Biological rationale

Target plasma cells and precursor
clones

Prevent BCMA antigen escape

Manufacturing

Rapid FasT platform (~1-2 days)

Conventional CAR-T
manufacturing

Typical population studied

Relapsed myeloma and high-risk
NDMM

Relapsed/refractory myeloma

ORR ~93-100% ~80-100% (early cohorts)
MRD negativity Very high (~38-100%) Early signals of deep responses
CRS Mostly grade 1-2 Mostly grade 1-2
ICANS Rare Rare

. , Eliminates BCMA-negative relapse
Key concept Eliminates myeloma progenitors

clones

Yan etal. JCO2023; Leeet al. Nat Med 2023




Dual Targeting in NDMM

This is a single center, open-label, Phase 1b study of BMS-986453, a dual targeting CAR-T cell product targeting BCMA and
GPRC5D, in participants with NDMM (NCT07333261)

» & - i
_ Anti-BCMA Binding BMS 986453
Doma_i n Infusion

O

_ Key eligibility criteria
L Anti-GPRC5D Age = 18 years

Binding Domain +  NDMM Lymphodeptetion ==  Post-treatment follow-up:
. «  Measurable disease (IMWG) v = 60 months
- - Aw lnduﬂion contﬂining Study day -5 -4 -3 1 29 270 450 630 1095 1460 1825
Lenalidomide + anti-CD38 q

Screening

Hinge & MoAb + Proteasome

- Transmembrane Inhibitor (12-18 weeks) with
Domain at least PR @ @ @ @
. ECOG PS 0-1 Leukapheresis ‘E. ‘%' ‘E'

s * Adequate organ function MRD MRD MR MRD
* Not considered for HD
= 4 -1BB chemo+ASCT Mandatory
et bridging
N therapy
| CD3C Signaling L Quadrupiet; me

Domai n !u;ﬁ;:n-::r' &% used in

induction



Trispecific Antibodies

JNTJ-79635322

ISB 2001

Q‘ T-call activation

co3* ,
T-call CDES/25

o= |
CQ Cylokine secretion
&
>~

IFM=y, IL=2, TMF-a..

=

GPRESD: | l,
/BCMA" | .y SPRCSD
MM cell , Parfarin it '
\ g # " a
X "-'.-'r,-;.-" \r‘ Granzymes :.:.
i) -

Common Light
Chain (CLC)

Anti-CD3
(Kp 41 nM)

¥ Anti-BCMA

Anti-CD38 (Kp 1.9 nM)

(Kp 2.7 nM)

PillarisettiR, et al. Blood 2023

Ichnos GlenmarkInnovation




Allogeneic CAR-T cells

Collection  CAR transduction  __ .
Activation ~ Geneediing ~ xPansion

time variability

|

Cell
potency

Lv Z, et al. Front. Immunol. 2023



In Vivo Platforms in Development

a Engineered retroviral vectors

CAR viral vectors

Number of CAR-expressing

immune cells
A

ol

Effector/target cells

7

CAR-T cell
Teell
\ .
Payload genomic
integration
=/ Treatment
W Re-treatment
Target-driven
expansion

Exhaustion,
immunogenicity

Months

Persistence influenced
by target cells

Possibility of
re-expansion
- ;

Time frame: weeks

b Myeloid cell tropic LNP-RNA

LNP-RNA-CAR
Macrophage
P C )

CAR-macrophage

%J@P
‘%

- IR
% Non-integrated
payload
o
E
w
8
52 Activation
o B by target
% o
o5/ CAR decay (RNA
5 E and protein)
5 £
o
E
=
=
-1 week Months

2 Persistence facilitated by lack

e of CAR' cell proliferation

©

2

Y v

S

°

0]

&

Time frame: ~1-2 weeks

C Tcelltargeted LNP-RNA

tLNP-RNA-CAR CAR-T cell

-

T cell
\ .
Non-integrated
payload

g

% Target-driven

5@ activation, expansion

50

¢ o

I3] éi

bt

°E CAR decay accelerated
.ﬁ; by T cell proliferation
= 0

Months

Persistence and presence of

% target cells are uncoupled

Q

[

2

3

‘.‘_5 Re-treatment
5 may lead to
2 increased

w activity

Time frame: -1-2 weeks

mRNA-2808

Co-Formulated (LNF) 1LV,

Target
Specific HC \

-“-)_“:}

Commaon LC 1-@
;

Ani-HsA YHH Tor Vs
ilg exiension

T-Cell Engagers
~B  Anti-
JB BCMA

"“D Anti-
mp GPRCSD
' ~31 Anti-
3 FcHRS
f—’/ﬂfbﬁ" of FED 10 Incresss

rmlpcular waight decraasss
renal clearance

Bot, A. et al. Nat Rev Drug Discov 2026; Blakemore R, 2026




Phase 1 inMMyCAR trial

Traditional CAR-T workflow:

1.Leukapheresis KLN-1010: a modified LVV generating anti-BCMA CAR-T cells
2.Ex-vivo genetic engineering in vivo
3.Manufacturing (3-5 weeks) = N
L hodepletion * Envelope-modified, replication- O TaIRa0 Hasean
4.Lymphodepletio incompetent, self-inactivating VSV-G mutation T cell re-targeting with CD3

S.Infusion lentiviral vector tropism molecute

= De-targeted VSV-G fusogen avoids

KLN-1010 approach: delivery to LDL-expressing cells while \ L : CAR molecule
1.Sing1e infusion of vector maintaining high transduction efficiency ; ViR A . ‘ Proprietary,

. .. . ; = fully-human
2.T cells engineered inside patient * Precise re-targeting to T cells with a -SENA € == BCMA scFv
3.CAR-T cells eXpand in vivo CD3 scFv; avoids liver uptake and

drug sinks
Potential advantages; = Anti-BCMA CAR was selected based on
*No manufacturin g delay :ugh levels of activity to BCMA-positive
umors
*No apheresi
O ap e eS S Bg”.ﬂ ant |alf ell maturatio nnn:-gerl, CAR, chimeric antigen receptor; CD3, cluster of differentiation 3; CD3T, cluster of differentiation 3 zets chain; LDL, low-density ipoprotein; LVV, lentiviral vector; scFy, single-chain variable fragmant;

.NO lymphOdepletlng Chem Otherapy \.\:Jn: d )T et al. |ln:ur:r l ‘1 it ::T;::?:.“::»uwu B cells engineered in vivo using IGPS particles |absiract #1281), Poster presented al: ASGCT 28* Annual Meating; May 13-17, 2025,
*Off-the-shelf accessibility Zokelonia { inMMycaR

eScalable, accessible
’ Harrison S, Ho PJ, Lim SL, et al. ASH2025LBA-1



Future Paradigm: Toward Immune Control

©

FIXED-DURATION MRD-GUIDED COMBINATION IMMUNE
IMMUNE THERAPY TREATMENT APPROACHES

Speaker Opinion



Summary

Immunotherapy has transformed the treatment landscape, producing unprecedented response rates in relapsed myeloma;
complementary platforms

¢ CAR-T therapy achieves deep MRD-negative remissions with durable disease control with single infusion
¢ Bispecificantibodies provide highly active, off-the-shelf T-cell redirecting therapy

% Antibody-drug conjugates expand BCMA -directed treatment options, particularly in combination regimens

Opportunities

¢ Earlier use of CAR-T and bispecific antibodies

¢ Target diversification (BCMA, GPRC5D, FcRH5)
% Dual-target and next-generation cellular therapies

¢ Optimizing sequencing and managing immune-related toxicities
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