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Multiple myeloma remains an almost

always Incurable disease

RS by year of diagnosis
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Multiple myeloma (MM) remains an almost

always Incurable disease
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The impact of Immunotherapy in multiple myeloma (MM)

4 N
Chimeric antigen receptor T cells

Bispecific antibodies

B Antibody drug conjugates
X .

[ Monoclonalantibodies]

!

|

!

!

!

|
v

%

(78]

@)

=

QD

O

5 ;
I |
= Immunomodulatory drugs |
o o |
> B Proteasome inhibitors |
-

o | -
©  55% |

§ . Allogeneic transplants ,

< 4R m Autologous transplants +

S 35% .

<4 |

©

S (l Alkylators] v

o 25%

> 0

= |

©

[ [l Steroids] v

S : Immunotherapy
? v m Other treatments
E

©

[

(8 <

1960s 1970s 1980s 2000s 2010s 2020s

Timeline of drug discovery and year of multiple myeloma diagnosis (by decade)

Shah and Mailankody. BMJ 2020



BCMA Is an optimal target for immunotherapy in MM
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CAR-T against BCMA in MM
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BCMA CAR T Cell Therapy: KarMMa study: ldecabtagene vicleucel

(ABECMA; ide-cel; bb2121) approved by FDA/EMA 2021

A Openlabel, single arm study N=140

A (94% of patients refractory to an€D38 antibody; 84% triptefractory, EMD: 39%
A Median followrup: 11.3 months

Ax o LINJA 2 iéludihgaiMiD_aPSand ah antD38 antibody): median: 6 lines of prior therapy

150c450 x 106
CAR+ Eells
(N=128)

94 (73.4)

40 (31.3)
10.6

Efficacy
" lecelTeawdPopuain
150 x 10 300 x 16 450 x 16
CAR+ Tells CAR+ TEells CAR+ T cells
(N=4) (N=70) (N=54)

ORR, n (%) 2 (50.0) 48 (68.6) 44 (81.5)
CR/sCR, n (%) 1 (25.0) 20 (28.6) 19 (35.2)
Median DoR, months 9.9 11.3
Median PFS, months 5.8 11.3

8.6

Median DOR and median PFS are not reported for the 150QAR+ T cells dose group due to the small number of evaluable patients

ADNJ} RS x o /[ w{Y p P p:
ADNIRS o AYOSaiuA3IlG2N AR PFS>20m.

In the subgroup of pts. achieving a GR:

o

A C

Munshi N et al. NEJM 2021



lde-cel In real world experience

ORR : 84% Med PFS : 8.5 mos Med OS : 12.5 mos
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CAR-T against BCMA in MM
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Cilta-Cel CAR T Cell Product targeting BCMA with 2 target domains

BCMA-directed CAR T Cell Therapy with Cilta-Cel

i oo cee S Characteristic
; singlei- domain :Z:or :?nes o: I:erapy, meoc/iian (range) 6.0 (3-18)
antibodies targeting 30r s OlErERY Mits) 17 (75)
different epitopes of i 16 (16.5)
BCMA 25 64 (66.0)
/ Previous stem-cell transplantation, n (%)
Autologous 87 (89.7)
---------------------------------------------- Spacer [ hinge Allogeneic 8(8.2)
Triple-class exposed,© n (%) 97 (100)
Penta-drug exposed,® n (%) 81 (83.5)
Costimulatory domain Triple-class refractory® 85 (87.6)
(4-1BB) Penta-drug refractory? 41 (42.3)
Refractory status, n (%)
Carfilzomib 63 (64.9)
.. T-cell activation domain EOIRIEoNIGe EL{65.9)
\_/ (CD3 C) Anti-CD38 antibody 96 (99.0)
Refractory to last line of therapy, n (%) 96 (99.0)
EMD: 13 (13.4)

Berdeja JG, et al. Lancet 2021
Usmani S, et al. ASCO 2022



CARTITUDH.: Overall response

N Median time to first response 1 month (range: 0.9 d10.7)
ORR:97.9% o
100 - - - Median time to best response 2.6 months (range: 0.9 d15.2)
80 - MRD at 10
—~ 100  91.8%
S 60 - 80.4%
z SCR | 94.8% _ &
@ A g 0
= 40 - O VGPR -, 60 Patients with >(.1%
Q. = O CR: a9,
% 40 -
o Patients with
20 - 20 - O CR: 43| 3%
0- 0 | I
3.1% N = 61 N =97
MRD evaluable All patients
Best response BPR ®BVGPR BEsCR
MRD-negative Status at 10-°

ORR 97.9% with 80.4% achieving sCR;

response rates comparable across subgroups
Berdeja JG, et al. Lancet 2021
Usmani S, et al. ASCO 2022



CAR T cells are active against myeloma cells with

clinical impact on survival in refractory/relapsed patients
4 )

} Duration of Response According to Best Response
Median
(95% Cl) 100 H
mo
1.0~ CRorsCR 19.0 (11.3-NE)
0.9 OlG, VGPR 10.4 (5.1-11.3) 80 -
PR 4.5(29-6.7)
- 0.8+
S
3 0.7+ . S 60 - M = = = =
é 0.6+ i CRor sCR = —— All patients
O 054 CL{_) - === SCR patients
£ O 40 -
S 0.4+ L
3 034 l VGPR All patients
£ . < Median PFS: not reached (95% Cl, 24.5 to NE)
0.2+ l 20 41  27-month PFS rate: 54.9% (95% Cl, 44.0 to 64.6)
0.1+ PR 1 sCR patients
0.0 ; . 1 . r . . . r . . 27-month PFS rate: 64.2% (95% Cl, 51.9 to 74.1)
0 2 4 6 & 10 122 14 16 18 20 2 =& ¢ & 1T % & & ¥ - T — T — & 1
O 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months
No. at Rick Time (months)
CR or sCR 42 42 40 39 36 34 18 13 10 4 1 0 No. at risk:
VGPR 25 24 21 17 15 14 4 2 2 0 0 All patients 97 95 85 77 74 67 64 63 57 27 17 3 1 1 0
PR 27 23 14 9 5 3 0 0 0 0 0 sCR patients 80 80 78 73 71 64 62 61 55 27 17 3 1 1 0

- /

CAR-T: chimeric antigen receptor T-cell; Cl: confidence Interval; CR: complete response; PR: partial response; sCR: stringent complete response; VGPR: very good partial response.
1. Munshi NC, et al. N Engl J Med. 2021;384(8):705-716; 2. Martin, et al. JCO 2022
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Overall survival - Ide-cel and Cilta-cel
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1. Munshi NC, et al. N Engl J Med. 2021;384(8):705-716; 2. Martin T, et al. JCO 2022.
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ARI0002h against BCMA in MM
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CARTBCMA-HCB-01 Clinical Trial

(NCT 04309981)
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Clinical trial main features

LentivirallytransducedautologousT-cells
Fractionatednfusion(10-30-60%)
Secondloseafter 4 monthsof the first infusion

10% 30% 60%
==
- . : ! !
o O O o O o i | -0
-6 5 -4 0 +3 +7 From Month 4
Fludarabine 3Gng/m2/day 3x10¢° CART/Kg Up to 3x10 CART/kg
Cyclophosphamide 30thg/m2/day fractionatedin 0.3/0.9/1.8 singledose
for 3 days

Oliver-Caldés et al. Lancet Oncol 2023



Efficacy. Response rate

Overallresponserate in the first 3 months, n (%) 30 (100%)’
Partialresponsen (%) 6 (20%)
Verygoodpartial responsen (% 9 (30%)
Completeresponsen (%) 15 (50%)

Mediantime to bestresponse days(95%Cl) 99 (29108)

Overallresponserate, n (%)* 30 (100%)
Partialresponsen (%0)* 2 (7%)
Verygoodpartial responsen (%)* 8 (27%))
Completeresponsen (%0)* 20 (67%

Median follow-up 18 months (IQR 15-20)

Oliver-Caldés et al. Lancet Oncol 2023



Minimal residual disease (MRD) by

Next Generation Flow (NGF)
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Efficacy: Progression-free survival and overall survival
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Oliver-Caldés et al. Lancet Oncol 2023



Efficacy: Second Infusion (booster)

n=30

n=24

No reinfusion
Reinfused patients
B Non-related death

Bl Relapse prior to reinfusion

Oliver-Caldés et al. Lancet Oncol 2023
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CART cell
infusion

CAR Toxicity I CRS and ICANS
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CAR-T cell toxicity T CRS and ICANS

Sindrome de liberacion de citocinas (CRS)

Parametro Ide-cel Cilta-cel
Cualquier evento (%) 84 95
Grado = 4 6 5
Tiempo de aparicion, mediana (dias) ] 7
Duracion, mediana (dias) 5 4
Medidas de soporte
Tocilizumab (%) 52 69
Corticosteroides (%) 15 22
Anakinra (%) 2 19
Sindrome de neurotoxicidad asociada a celulas inmunoefectoras (ICANS)
Parametro Ide-cel Cilta-cel
Evento numero (%) 18 17
Grado = 4 3 2
Tiempo de aparicion, mediana (dias) 2 8
Duracion, mediana (dias) 3 4

Medidas de soporte
Corticosteroides (%) 8
Tocilizumab (%) 2
Anakinra (%) <

9
4
| s

CAR-T: chimeric antigen receptor T-cell; CRS: cytokine release syndrome; ICANS: immune-effector cell associated neurotoxicity syndrome.
1. Munshi NC, et al. N Engl J Med. 2021;384(8):705-716; 2. Berdeja JG, et al. Lancet. 2021;398(10297):314-324.



Safety: Cytokine-release syndrome (CRS) and neurotoxicity

Adverse events of % Grades
special interest
CRS 63% Grade 1
38% Grade 2
ICANS 0% -
Infusion reaction 3.3% Grade 1
Tumour lysis syndrome 3.3% Grade 2
Persistent cytopenias 67%

CRS: cytokine release syndrome,;

ICANS: Immune effector cell-associated neurotoxicity syndrome.

Infections: 67% of patients (23% grade 2 3)

Median onset of CRS: 7 dafrange 58)
Median duration of CRS: 2 daysange 114)
Use of Tocilizumab: 63%*
Use of corticosteroids: 10%

*mainly for persistent grade 1 CRS

Otherrelevantadverseevents
macrophageactivationsyndrome(3),
hepatitis Breactivation(1), coloncancer(1; unrelated

Oliver-Caldés et al. Lancet Oncol 2023



CAR-T-ddBCMA

Lymphodepletion

RRMM subjects with
at least 3 prior
systemic treatments
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Antigen escape / downregulation may be a significant

clinical challenge in BCMA-CAR T-cell therapy

56 weeks

BCMA

N Before infusion after infusion

68 weeks
after infusion

CD19

Red=myeloma plasma cells
Green=normal plasma cells
Purple=B cells

Brudno et al. JCO 2018

Cohen et al. JCI 2019
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Oliver-Caldés et al. Lancet Oncol 2023



Before CAR T 5-month follow-up

1-month follow-up 3-month follow-up

Homozygous BCMA gene deletion In
response to ant-BCMA CAR T cells
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GPRC5D CAR-T: Clinical responses (n=17)

Response All Patients Previous BCMA Therapies No Previous BCMA Therapies
25x%10-150x10° 25x10%-150x10° 25x10%-150x10°
All Dose Levels CART Cells All Dose Levels CART Cells All Dose Levels CART Cells
(N=17) (N=12) (N=10) (N=6) (N=7) (N =6)

number (percent)

Partial response or better 12:(71) 7 (58) 7 (70) 3 (50) 5 (71) 4 (67)

Very good partial response or 10 (59) 5 (42) 6 (60) 2 (33) 4 (57) 3 (50)
better

Complete response or better 6 (35) 3 (25) 4 (40) 2 (33) 2 (29) 1(17)

Negativity for MRD in bone 8 (47) 6 (50) 3 (30) 2 (33) 5(71) 4 (67)
marrow®

* Negativity for minimal residual disease (MRD) in bone marrow was assessed by means of 10-color flow cytometry with a sensitivity of 1 in
10° at 4 weeks after CAR T-cell therapy, at the occurrence of a complete response, and as clinically indicated.

Mailankody S et al. NEJM 2022



Dual-targeting model for MM (BCMA and GPRC5D)
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»Time »Time
@& Tumor cells BCMA® GPRC5D"
® Tumor cells BCMA®*n¢s GPRC5D" . '
# Tumor cells BCMA* GPRCSDlowineg | Tumor antigen expression

k » Tumor cells BCMA/**"es GPRC5D'**/"e9

BCMA:B cell maturation antigen; CART: chimeric antigen receptor T -cell; GPRC5D:G protein -coupled receptor class C group 5 member D; MM: multiple myeloma
1. Simon S, Riddell SR. Blood CancerDiscov 2020;1(2):130-133; 2. Fernandez de Larrea C, et al. Blood Cancer Discov 2020;1(2):146-154.
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Improving the access: Allogeneic CAR-T cells

15t Response
bb2121 Assessment (Wk 4)

Leukapheresis ' infusion

Sample collections for T cell

(1048s) + se liectons fo
Screening ﬂ ﬂ expansion CytO HieS I
Flu30 mg/m2? | | | Day 0 N £ ‘

Cy 300 mg/m? | | | BMBX (Wk2)  BM BX (Wk 4)
Days -5,-4,-3

UCART19 ALLO-501
Anti-CD19 /) Ant-CD19 ‘v
EV. scFy [ |
AL [ 4

N\

A Better time vein-to-vein Dl - '

. “\. Y

- -—
"

ALLO-715

Target binding
domain

Transmembrane
domain



ALLO-715 : First Allogeneic anti-BCMA CAR-T

| | ; | | |
! | | I |
Human | | | I |
Anti-BCMA /\ |
s o sckv [ )/ o
Rituximab recognition ¢= - , // / |
domains (for safety) \ | e - |
\) L |
v |
| |
| |
I |
g | | |
Signaling | [ |
w~ £ domains | | |
a I \)//ALLO-GH | | |
= ' Anti-CD52 antibody | | |
///*\\ t\_// . | | |
(oo ; ' | |
\ CD52
o x\ x/,L___/ Prevents graft rejection ﬂ : : :
\v ot - | [ |
' 2 | | I |
Q%: TCR | ! | |
DR Minimizes GVHD | | | |
| : [ | [ [
[ | ' | |
| : : | | s sCR/CR
_ | | | | B PR
. | | | |
——— ; | | | s PD
# | | | | | VGPR
| | | | |
= | | | | | MR/SD
e | | | | | s NE
| | | | I |
B ' l | | | ' Death
| | | | | .
ph : | | | | | | @ Previous
o : : : : BCMA
| ] i | | | i | | i I ] |' | I | |
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16

Mailankodyet al. Nat Medicine 2023 Months after ALLO-715 infusion



Potential role of

CAR T cells in multigligrr]r-lr)ilzll(oma m2>
multiple myeloma /
»/ & T
s s e3P B

Relapse/ Refractory
progression disease

= S S

High-risk Relapse / Refractory

smoldering progression disease
myeloma Standard-risk
. multiple myeloma
Symptomatic P 4

multiple myeloma
diagnosis Adapted from Fernandez de Larrea et al. Adv Cell Gene Ther 20:



lde-cel or Standard Regimens in Refractory MM

1.0~
2 09
e
3 038-
@ 0.73 Median Progression-free
& 077 : Survival (95% Cl)
S 06- : mo
a - 0.55
0 054 ! , |de-cel 13.3 (11.8-16.1)
‘é" | ' 0.40 : Standard Regimen 4.4 (3.4-5.9)
6 0.3 : ' 0.30 - Ide-cel Hazard ratio for disease progression
& ! | | or death, 0.49 (95% Cl, 0.38-0.65)
= 0.2~ ] : P<0.001
8 : !
O 0.14 ! ! .
a : : Standard regimen
0.0 T i T i T T T T l T |
0 3 6 9 12 15 18 21 24 27 30 33
Months since Randomization
No. at Risk
|de-cel 254 206 178 149 110 62 40 22 14 L 2 0
Standard regimen 132 75 42 32 25 13 10 / 6 2 1 0

Rodriguez-Otero et al. NEJM 2023




Cilta-cel or Standard Regimens In Refractory MM

100-8q
904 -

30+

\ Cilta-cel group

60— A A

Ak 4 AkA
50—

40-

T T LW

Disease Progression

304

20-

Percentage of Patients Surviving without

10+

0 3 6 9 12 15 18 21 24 27 30
Months
San Miguel et al. NEJM 2023



Randomized Phase 3 study in Newly Diagnhosed, Transplant Eligible Patients vs ASC

(. CARTITUDE-6 ™=

Key eligibility
criteria:

ANewly
diagnosed
Patients

AAge=< 70
AEligible for
Initial ASCT

1:1 Randomization

ASample Size:
~750

Stratification factors:
a) ISS staging

b) Cytogenetics

c) Age

*pased on DARA-MMY 3014
registration study. Includes
DARA-stopping rules after 2
years for MRD-negativity.

scDara + VRd (x4) then ASCT, then
D-VRd consolidation (x2), then D+R
maintenance* (until PD)

Follow-up
until PD
D+R Obse
+ :
EC \éig (max 2 rvatio
y yrs) n

Assessment of PFS

L)

Primary endpoint:

Long-
term
follow-
up for
survival,
subseq.
therapie

Sustained MRD neg CR
Key Secondary endpoint: PFS




CAR T-cells Monoclonal antibodies

BCMA CD38

CD19 SLAMF7
SLAMF7

Vaccines

WI-1
MAGE-3

Bispecific
antibodies
BCMA/CD3

Myeloma
Tumor and dendriti Ce" : oo
W eellinfusion | Bispecific
y  MAGES Qi 2 T-cell engager
£\ BCMA/CD3

Checkpoint inhibitors

PD-1, TIM3, TIGIT
PD-L1, LAG3

Rodriguez-Lobato et al. Hemato 2020



Belantamalbmafodotin- Overview

A Belantamabmafodotin:
a BCMAdirected antibody and
microtubule inhibitor conjugate
comprising 3 components

1 Humanized anti
| 4
BCMA IgGinAb
that binds to BCMA
expressing MM cells_\

N\

Proteaseresistant  ff= il =
maleimidocaproyl # MMAF:
linker that joins microtubule-

MMAF tomAband__
releases payload ' 3
only in target cell

Belantamalmafodotin
binds to BCMA

expressed on normal
and malignant PCs

disrupting cytotoxic
agent that leads to
apoptosis of BCMA

Belantamabmafodotinis internalized
and MMAF is released afteroteolytic
cleavage from thenAb

ADC

ADCC/ADCP

EffectorCell

FcReceptol

|

MMAF disrupts the microtubule network
intracellularly resulting in cell cycle arrest
and apoptosis

@ Belantamabmafodotinalso induces tumor
MM Cell celllysisvia ADCC and ADCP
Death

expressing MM cells

Tal. Blood. 2014;123:312Barooq. Ophthalmol Ther. 2020;9:889.

Multimodal Mechanism of Action

1. Competes for binding of natural BCNfands
2. Potentiated-cregionmediated actions (ADC, ADCC, ADCP)
3. MMAF: microtubule network disruption

4. Immunogenic cell death markers




Phase || DREAMRIBelantamaiMafodotinin R/R MM

Response anboRat 13 Mo of Followup

(D)
f{ 1Q,
40 _ ORR: 329% = ] Median DoR(13 mo followup):
(95% CI: 21:43.6) @ 08 11 mo (95% ClI: 4-RR)
n=2 % .
|
- n=5 sCR £ 08 L i,
) ge) :
< CR S 0.4|50% probability R
% 20 _ gVvePrR 2 —H—
= § 0.2
o O
0 5 o
g 0 1 2 3 45 6 7 8 9 10 11 12 13 14 15 16
Duration of Response (Mo)
0 Patients at Risk, n (Number of Events)
Belamaf2.5 mg/kg | 31 31 27 24 21 18 18 15 15 15 12 10 8 7 3 1 O
(N = 97) (0) (0 (3) (3) (6) (9) (9) (11)(11)(11)(11) (12)(13)(14)(15) (15)(15)

Lonial Cancer. 2021:127:4198.



Belantamalmafodotin

*Better-seeing eye;

Event Any Grade Grade >3 represents threshold &
Any event 93 (98) 80 (84) Belantamab2.5 mg/kg Wh'ChﬁA[z'-gg’ driving)
Eye examination finding (n = 95) are afiected.
Keratopathy® 68 (72) 44 (46)
Change in BCVA 51 (54) 29 (31) Keratopathy(MECS)
Thrombocytopenia® 36 (38) 21 (22) 68/95 (72%)
Anemia 26 (27) 20 (21)
Blurred vision® 24 (25) 4 (4)
Nausea 24 (25) 0 (0)
Pyrexia® 22 (23) 4 (4)
Aspartate aminotransferase increased 20 (21) 2 (2)
Infusion-related reaction’ 20 (21) 3 (3)
Fatigue 15 (16) 2 (2)
I‘\.Ieu’m::n[::]eni:ag 14 (15) 10 (11)
Dry eye 14 (15) 1 (1)
Hypercalcemia 14 (15) 7 (7) BCVA CD_ange to 20/50 o
Lymphocyte count decreased 13 (14) 12 (13) worse*: 17/95 (18%)
Pneumonia 9 (9) 6 (6)
A Visual acuity changes are time limited Discontinuation
Dose modifications allow continued therapy dul_e tol cor{nea{
| FGSNI ANF RS okn S@Syis ym: 27 - yiaQ ¢
returned to baseline or near baseline at last
follow-up

Partnership with ophthalmologist is required

through REMS LonialS, et alCancer2021

WahabA, et al. FronOncol 2021



CAR T-cells Monoclonal antibodies

BCMA (D38

CD19 SLAMF7
SLAMF7

Vaccines

WT-1
MAGE-3

Bispecific
antibodies
BCMA/CD3

Myeloma

Tumor and dendritic Ce“ : s
" llinfusion. Bispecific
» MAGE:S MHC > T-cell engager
. BCMA/CD3

Checkpoint inhibitors Antibody drug conjugates

PD-1, TIM3, TIGIT BCMA
PD-L1, LAG3

Rodriguez-Lobato et al. Hemato 2020



Bispecific Antibodies: Mechanism of Action

Redirected tumour lysis

granzymes

IgG-like bispecific antibody

CD3 bispeciflc T-cell redirection mechanism
of action in cancer immunotherapy

Singh A, et al. BrGancer2021



TeclistamabanttBCMA

MajesTEEL: Phase I/lI
Overall response rates

A Patients with R/R MM afterx o fofitherapy, including 80 - _
exposureto IMiD, PI, and aniCD38mAb ORR2: 63.0 (104/165)

26% highriskcytogenetics

. 60 -
Median5 prior lines of therap(range: 214)

77.6% tripleclass refractory30.3%penta-drug refractory

}CRm

89.7% refractory to last therapy line 455

A Teclistamab 1.5 mg/kg SC weekly, after stap

2VGPR:
59.4

Patients, %
I
o
|

20 -

Event All Patients (N = 165

MRD negativity at 18 n (%; 95% CI) 44 (26.7; 20.134.1)
Median DoR, mo (95% CI) 18.4 (14.9NE)
Median PFS, mo (95% CI) 11.3 (8.817.1) Best response = [l sCR
Median OS, mo (95% CI) 18.3 (15.INE)

BcR PVGPR W PR

Van de Donlket al. ASCO. 2023



TeclistamabanttBCMA

MajesTE€L: Survival

. ) Overall survival
Progression-free survival

100 % 100
=3
<
= 80" 80~
341
=
-~ 3
© )
> | [1}] -
L 60 g 60
- =
S “
]
g 7
Eﬂ 40 B 407
o o
=
ﬂ i rany
§ 20- Median (93% c o Median (95% CI)
E Overall: 11.3 (8.8-16.4) Overall: 21.9 (15.1-NE)
=CR: 26.9 (22.8-NE) 2CR: NE (NE-NE)
0 r—rTrTrTrTrrr T T T 0 | | 1 | 1 | | 1 |
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
PFS -
No. at risk » MO ' Overall survival, mo
No. at risk

=CR 75 75 73 70 64 62 54 45 17 5 1 1 0
Overall 165 110 98 86 74 69 57 48 19 6 2 1 0

>CR 75 75 75 74 71 70 65 62 23 8 3 1 0

Overall 165 136 124 119 102 93 81 76 29 11 4 1 0

—6— =CR —&— Overall population _
—6— =CR —&— Overall population

Van de Donlet al. ASCO. 2023



TeclistamabanttBCMA

MajesTEECL: CytokineRelease Syndrome andeurotox

CRS, n (%)
¥H [ w{ S@Syda:z

Median time to onset,

days (range) 2 (Hg),
Median duration, days (range) 2 (1-9)
Supportive measures, n (%)* 110 (66.7)

ATocilizumab 60 (36.4)

ALowflow oxygen by 21 (12.7)

nasal cannula

ACorticosteroids 14 (8.5)

ASingle vasopressor 1 (0.6)
*Patients could receive >1 supportive measub§c [ K YA Y &

Nookaet al. ASCO 2022bstr8007; Moreatet al. NEJIJM. 2022:387:495.

Neurotox Parameter
Neurotox, n (%)
X dNeurotoxevents, n (%)

Median time to onset,
days (range)

Median duration, days (range)
Supportive measures, n (%)*
ATocilizumab

ADexamethasone
AL_evetiracetam

All Patients (N = 165)

2.5 (17)

3 (1-37)

12 (7.3)
3 (1.8)
3 (1.8)
1 (0.6)



TalquetamabanttGPRC5D

MonumenTAEl Phase | Trial

A Similar ORR among all subgroups, except for

ORR B pR patients with Blplasmacytoma
100 ®vGPR A ORR was similar for both dosing schedules
B CR Tripleclass refractory: 72.6% (638D.9) QW
74.1% 73.1% P y: 72.6% (638D.9) Q
80 . ’ ’ m sCR and 71.0% (61c79.6) Q2W
Pentadrug refractory: 71.4% (55¢84.3) QW
. 60 and 70.6% (52¢84.9) Q2W
¢ 40 L oo L " 0.4 mglkg SC 0.8 mg/kg SC
QW Q2W
20 (n = 143) (n = 145)
. Median followup for efficacy, 14.9 8.6
mo (range) (0.529.0) (0.222.5)
0 0.04 mglkg ' 0.08 ma/kg Median time to first response, 1.2 1.3
SC QW SC Q2w mo (range) (n = 106 in each group) (0.210.9) (0.29.2)
Median time to best response, 2.2 2.7

mo (range) (n = 106 in each group) (0.812.7) (0.312.5)

Chariet al. ASH 2022bstr157.



CevostamabantrtFcRH5

Cevostamahbn RR/MM

A Responses occurred at and above
20-mg target dose level (n = 143)

A ORR increased with target dose 100

Best Response in Evaluable Patients by Dose Level

. PR . VGPR . CR sCR

ORR in C1 single step expansion 50

(3.6 mg/90 mg): 29.0%

ORR in C1 double steyp expansion S 60 ORR 56.7

(0.3 mg/3.6 mg/160 mq): 54.8% c

s 40 ORR 36.1 _X =Dt w
Outcome Cevostamab = 33.3
(N =161) 20 _

Median time to response among responders, mo (range) 1.0 (0.75.9)
Median time to best response, mo (range) 2.1 (0.711.4) 0 B
MRD negativity at <tOA y LI GASy ta &GA UK 7p0 0Pt WX Yy kb 620 to90-mg 132-to 198mg
Median duration of response in C1 stap cohort Dose Level Dose Level
mo (95% Cl) ’ 11.5 (6.018.4) (n = 83) (n = 60)

Trudelet al. ASH 2021Abstr157.



Bispecific antibodies in Multiple Myeloma

Teclistamab Linvoseltamab Elranatamab Alnuctamab Forimtamag
(n=165) (n=73) (n=123) (n=68) (n=51/57)
Target BCMA BCMA BCMA BCMA BCMA (2+1) GPRCS5D GPRC5D FCcRH5
Route SC IV IV SC SC SC SC IV /SC v
Dose and Qlw x 17w 76 mg/Q1w QLw x 8w 0.4 mglkg Qw 0.8 mg/kg Q2w | 0.006 mg to 10 mg
schedule 1L Mgl aoss W 17: Q2w DA C 7:Q2wif PR QCZ""?CS’;SV? N=143 N=145 Q2w Q2w
Median prior LOT 5 5 5 5 4 5 5 5/4 6
Triple refractory 78% 89% 61% 96% 63% 74% 69% 62% / 72% 85%
CRS,G 3 72%, 0.6% 38%, 0% 58%, 0% 53%, 0% 82% / 2%
ORR 63% 200500 g 61% 53% 68%

CR 39% 16% 20%/30% 28% 23% 34% 32% 35% / 26% 8%
Median PFS 11 m NR NR 15m: 51% NR 7.5 11.9 NR NR
Median OS 22m NR NR 15m: 72% NR 9 13 NR 12
MRD 1 (10) 27% 4/10 NR 91% 16/20 NR NR NR 7/10




Combination Therapy

Teclistamabt Talguetamab RedirecTdl study

A Median prior LOT: 42-10) Extramedullary Disease
A Exrramedullarydisease: 38% ORR?
A Tripleclass refractory: 80% 100% - 5 7050
o 90% - (6/7)
RR? 4%
96.3%¢ 80% 4 3210?;;} }
100% -~ 86.6%" (26/27) 70% - 3.6% 28.6%*®
90% - (71/82) v 60% - 17.9% }21.2%':
80% - L e E 50% -
70% - 40.2%¢ & 40% -
g 60% 30% -
.% 50% - 20% -
a  40% -
10% -
30% -
0%
20% - All dose levels Tec 3.0 mg/kg Q2W +
10% - | tal 0.8 mg/kg Q2W
e All dose levels Tec 3.0 mg/kg Q2W + WPR MVGPR MCR msCR
tal 0.8 mg/kg Q2w
EPR EMVGPR MCR HSCR mPFSl_O months

9-m PES 77%

MateosMV, et al. EHA. 2023



CAR-T cells vs. bispecifics

Bispecific antibodies*

Availability 6-10 weeks Off the shelf
Age 61 (3378) 64-69 (3389)
Administration I\VV one shot SC until PD
[ w{ » 3INIRS o 5-9% 1%
Neurotoxicity O 10%de 3 0%
ORR 82-98% 60-63% RP2D
Median PFS 12 to >27 mos 11.3mos

CAR-T, chimeric antigen receptor T-cell therapy; CRS, cytokine release syndrome; ORR, overall
response rate; PD, progressive disease; RP2D, recommended phase 2 dose; SC, subcutaneous

1. Munshi N, et al. ASCO 2020; 2. Usmani S, et al. ASCO 2022;
3. Nooka A, et al. ASCO 2022: 4. Lesokhin AM, et al. ASCO 2022



CAR-T cells vs. bispecifics

Bispecific antibodies*

Availability 6-10 weeks Off the shelf
Age 61 (3378) 64-69 (3389)
- Administration I\VV one shot SC until PD
[ w{ » 3INIRS o 5-9% 1%
Neurotoxicity O 10%de 3 0%
ORR 82-98% 60-63% RP2D
Median PFS 12 to >27 mos 11.3mos

CAR-T, chimeric antigen receptor T-cell therapy; CRS, cytokine release syndrome; ORR, overall
response rate; PD, progressive disease; RP2D, recommended phase 2 dose; SC, subcutaneous

1. Munshi N, et al. ASCO 2020; 2. Usmani S, et al. ASCO 2022;
3. Nooka A, et al. ASCO 2022: 4. Lesokhin AM, et al. ASCO 2022



CAR-T cells vs. bispecifics

Bispecific antibodies*

Avrailahilityvy 6-10 weeks Off the shelf

61 (3378)

I\VV one shot

Median PFS

LL1L.9111UD |

CAR-T, chimeric antigen receptor T-cell therapy; CRS, cytokine release syndrome; ORR, overall
response rate; PD, progressive disease; RP2D, recommended phase 2 dose; SC, subcutaneous

1. Munshi N, et al. ASCO 2020; 2. Usmani S, et al. ASCO 2022;
3. Nooka A, et al. ASCO 2022: 4. Lesokhin AM, et al. ASCO 2022



Optimal sequencing of BCMA therapies

Salvage with TCE or ASCT has better outcome

First line salvage therapy: (N = 79) All lines salvage therapy:
- (N = 237)
I cell engaging Stem cell

transplant

-Median PFS of patients
transitioning to  bispecific
antibody therapy immediately

y T cell-engaging Stem ce Il trans plant
h d (CAR T or bispecific Ab) (auto/allo)
feacnead.
1.00 - 1.00 -
g RL
= = 075 - = 0.75 -
S = =
C i 2 : .
- Changing the target £ oso | PON P )
GPRC5D, FCRH5
j= OS = NR OS = 23.2
0.00
0 6 12 18 28 30 35
6 12 2 Time after BCMA CART relapse (months) Time after BCMA CART relapse (months)
Time after BCMA CART relapse (months) b s

In collaboration with MSKCC (Sham Mailankody et al) Van Oekelen et al, Blood 2023

Sequencing-€ell redirection therapies leads to deep and durable responses In
relapsedrefractorymyelomapatients Mouhieddine et al. Blood Adv 2022



Optimal sequencing of BCMA therapies

Patients enrolled and apheresed

n=24 _ _
(15ADC, 9 BsAb) D'S‘ignﬁg‘éedzsé‘é%yb? =4 C BsAb exposed!
2 low CAR+ T cell yield 100
(1ADC, 1 BsAb) 0
Patients given conditioning treatment 2 died T
and received cilta-cel (1ADC, 1 BsAb) = 80
n=20 =
(13 ADC, 7 BsAb) ©
Discontinued study n =7 i—]
7 died* c 60
(4 ADC, 3 BsAb) >
w
@
Patient ing in the stud >
atents Oﬂ%Oiﬂ?SIn e sliuay g 40
(9 ADC, 4 BsAb) "
=
Q0
g 20
o
2
- Overall response rate was 60.0% .
- Median duration of response 11.5 months
- Median PFS 9.1 months 0 3 6 9 12
Progression-free survival (months)
Patients atrisk 7 4 3 2 0

PRIOR BCMA THERAPY MATTERS Cohen et al. Blood 2022



lde-cel In real world experience: Myeloma CAR-T consortium

= 1.00 — 1.00 —
r=y >
= h—
-E 0.75 = 0.75 -
= a
L0
o 0.50 S 050 -
o il
oy 0.25 = 025
EE . o . — Poon
0 o=
I I I I I I I I
0 3 6 9 12 0 3 6 9 12
. Time (months) L Time (months)
5 No. at risk: - Mo at risk:
< Mo 126 oF 50 20 E . 1 I T 3 |
L—:: Yag 3 17 5 %_ Y g 33 27 18 3 I
o =
- =
Mo BCMA therapy: Meadian PFS, 8.0 months (95% Cl, 7.6 to NR} Mo BCMA therapy: Meadian 05, 126 months (863 Cl, 11.3 to NR]
BCMA therapy: Median PFS, 3.2 months (863¢ Cl, 2.8 to NRI BCMA therapy: Median 05, 7.4 months (95% C1, 7.3 o MR

PRIOR BCMA THERAPY MATTERS Hansen et al. JCO 2023



Myeloma: Second or higher relapse

Second or higher relapse

Refractory to IMiD, Pl, Anti-CD38 Refractory to IMiD, Pl, Anti-CD38, Alkylators, and Anti-BCMA

O e )

Elotuzumab Iberdomide, Mezigdomide

Anti BCMA strategy Existing drugs:

Combinations with

Cyclophosphamide
Anti-BCMA Selinexor Mew bispecifics (Cevostamab, Talquetamab)
that do not have
Bispecific Venetoclax New CAR-Ts

IMiD, PI, Anti CD38
Bendamustine MNew Monoclonals

(e.g., KCd)

BCMA CAR-Ts VDT PACE \ New ADCs /




How to Choose the Best ABRCMA Therapy?

CAR Cell

Bispecific mAbs

ADCs

Specialized center,
Caregiver needed
Manufacturing

Convenience

Length of treatment co T
chgth ortrealme 1-time administration
ORR 73-98%
PES >9 months
Toxicities S - uro_toxml_ty
cytopenias, infection
_/+
Cost >$400K

Ly

+ + +

Off the shelf,
Community friendly (?)

Ongoing
65-85%

11 months
CRS, cytopenias,
Infection
-[+

Buthave to consider
length of treatment

OdzNNB y U f &

+ +

Off the shelf
Community friendly

Ongoing
32%
3 months

Corneal microcysts
thrombocytopenia

++
$24K/mo
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