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T-cell redirecting strategies in RRMM

Bispecific antibody “New generation”CAR T

ORR: 43-79% ORR: 73-100%
CR: 19-43% CR: 33-83%

CRS all grade/grade 3: 38-80%/ 0-3% CRS all grade/grade %: 60-80%/ 0-15%
ICANS all grade/grade %: 5-14%/< 1% ICANS all grade/grade %: 6-18%/ 0-6%
cytopenia and infections (up to 45% grade %) cytopenia, and infections

QIW/Q2W/Q4W, IV/SC until PD (starting fixed duration) Single dose

Off the shelf Turnaround time, reducing

Inpatient for first doses/outpatient Inpatient
Available in community setting Available in community setting

The intention of the graph is not comparative and is provided for ease of viewing information from various products. Direct comparison between products is not intended and should not be inferred.
1. Lonial S, et al. Cancer. 2021;127:4198-212. 2. Becnel MR, et al. Ther Adv Hematol. 2020;11:2040620720979813. 3. Mailankody, S. N Engl J Med. 2022;387:558-61. 4. Minnema MC, et al. Oral presentation at EHA 2022;
EHA Library;357046;abstract S182. 5. Munshi NC, et al. N Engl J Med. 2021;384:705-16. 6. Berdeja JG, et al. Lancet. 2021;398:314-24. 7. Mina R, personal opinion on the future direction therapy.
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Are we using T-cell redirecting strategies optimally ?
Probably not....

We must still learn how to optimally use them

»  Combination strategies

»  Earlier lines of therapy
»  Fitter T-cells

»  Debulking = less T-cell exhaustion?
»  Better knowledge on infectious prophylaxis, strategies to mitigate CRS/ICANS
»  Treatment duration

»  Sequencing
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Impact tumor burden in BsAb studies

AMG420 study; responding Teclistamab: Majestec-1 study Elranatamb: MagnetisMM-1 study
vs non-responding patients
Subgroup Patients (N) ORR (95% CI)
3 Bone marrow plasma cells ANPatients i o2
<30% Baseline Cytogenetics
High Risk 26 —1
30-60 Not High-Risk 57 -
Baseline Extramedullary Disease
100 — Yes g g
" High risk® 38 —4— Bassolbi;e Bone Marrow Plasma Cells
N s <
I Standard risk 110 - >50%
804 | ‘ I ‘ BCMA tumor expression® | '1 . = m—
= 70 * 267% 65 —o— ! A :
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S 60 o Extramedullary plasmacytomas© ! fg g; ._.'::_‘
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< 32 —a—
8 7 Prior lines of therapy <75 74 —o—i
A 39 <3 43 IJ'—O—l 275 20 i
L 1 sex
T >3 122 l—.rl Male 50 el
9 Refractory status RFe"‘a'e 44 B
10 . ; | Triple class? 128 + mne 56 P B
" —n— Others 23 ——t
0 v Penta drug >0 Penta Refractory
Nonresponder Responder f T T T 1 Yes 37 ——
(n=6) {n=10) Percent 0 25 50 75 100 e = S—
Dose (ug/d) 0 37 T [
@ 200 W 400 4 800 % 800 DLT 1-2 57 et

Nooka AK et al. ASCO 2022; Lesokhin AM et al. ASCO 2022; Moreau P et al. ASH 2021; Topp J et al. Clin Oncol 2020 1
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Anti-myeloma activity of bispecific antibody (BiAb) and bispecific T-cell
engager (BiTE) molecules in the bone marrow MM microenvironment

| Impaired MM cell lysis ]
(Immunosuppressive components)
m ‘ @ o e MM cell

BMSC PD-1/PD-L1 axis Apoptosis & Cytolysis . . ‘ » . ELO
A\ L ] . .
SBCMA APRIL TGF-B IL-6 .
Improved MM cell lysis ki /
(Upregulation of effector cell activity/function)
- E/T ratio P LEN
- CD8+/CD4+ T cell P
- Central memory T cell P POM
- Effector memory T cell P . ¥
- Stem cell-like memory T cell P . |
- Enhanced surface expression of MM antigen Enhance cytolytic effect VIye : FCRH5
[ Additive/synergistic effects with other agents GPRC5D CS1/SLAMF7

Entnddb

BiAb . :
GSI .
PARA (BcMAD) Perforins BCMA BiAb

Granzymes
Effective MM cell killing cD3 ‘ i .l E
BiTE CD16A

( ) )" D3 N ‘

INFv TNFa IL-2, IL-6,
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Activated | Promote T and NK cell function

&_/ K .LEN j

Proliferation, Activation, Differentiation . POM

Cho S et al., Frontiers in Oncology 2022 4 d
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Combination with other anti-MM agents

Strategy 1: Combination with other anti-myeloma agents

Rationale: Potential synergistic effect, reduced tumor burden.

Trial No. Agents
NCT03287908 Pavurutamab (AMG 701) monotherapy
(Phase 1) Pavurutamab + pomalidomide
Pavurutamab + pomalidomide + dexamethasone
NCT04108195 Talquetamab + daratumumab
TriMM-2 Teclistamab + daratumumab
(Phase 1) Then + pomalidomide
NCT05090566 Sub-study B
MagnetisMM-4 Elranatamab + lenalidomide + dexamethasone
(Phase 2)
NCT05020236 Elranatamab vs daratumumab+ pomalidomide+ dexamethasone
MagnetisMM-5 Elranatamab + daratumumab vs daratumumab+ pomalidomide+ dexamethasone
(Phase 3)
NCT05137054 Linvoseltamab (REGN5458) + daratumumab + dexamethasone
(Phase 1) Linvoseltamab + carfilzomib + dexamethasone

Linvoseltamab + lenalidomide + dexamethasone
Linvoseltamab + bortezomib + dexamethasone

Cho S et al., Frontiers in Oncology 2022 d I\
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Combination of 2 bispecific molecules targeting various MM antigens or
combination with agent which enhances expression of target antigen

Strategy 2: Combination of 2 bispecific molecules targeting various MM antigens

Rationale: To reduce the risk of antigen loss related disease relapse.

NCT04586426 Part 2: Dose expansion cohort
(Phase 1) Talquetamab + teclistamab
Talquetamab + teclistamab + daratumumab

Strategy 3: Combined agent which enhances expression of target antigen

Rationale: Enhanced antigen expression increased anti-MM activity of bispecific molecules

NCT04722146 Talquetamab + nirogacestat
(Phase 1)

NCT05090566 Sub-study A
MagnetisMM-4 Elranatamab + nirogacestat
(Phase 2)

Cho S et al., Frontiers in Oncology 2022
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Teclistamab plus Daratumumab:
A Rational, Immunotherapy-based Combination

» Teclistamab (tec; INJ-64007957) is an off-the-shelf, arstumumiab
BCMA x CD3 T-cell redirecting bispecific antibody '
under investigation in patients with RRMM?

* Daratumumab (dara) is a human IgG1k anti-CD38
mAb with direct on-tumor and
immunomodulatory actions?3

'- CUTORINETE| 5]
e TEsllaagdtu

f ~ g B - " Ly :-’ ~
ii ¢ “asl) 2 euision

Liazansisd epiasads funsdan
improved i MmUNESUTZEl L NEE

* The combination of tec + dara has been shown to
upregulate CD38+/CD8+ T cells and
proinflammatory  cytokines, suggesting the
potential for synergistic efficacy®

BCMA, B-cell maturation antigen; Dara, datatumumab; mAb, monoclonal antibody; RRMM, relapsed/refractory multiple myeloma; Tec, teclistamab

1. Pillarisetti K, et al. Blood Adv 2020; 4(18):4538-49. 2. van de Donk N, et al. Imnmunol Rev 2016: 270;95-112. 3. Krejcik J, et al. Blood 2016; 128(3):384-94. 4. Frerichs KA, et al. Clin Cancer Res;2020#26:2203-15.
], ;
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Teclistamab + Daratumumab — TRIMM-2

- Ongoing phase 1b, open-label, multicenter, Tec +dara dosing schedules ——r :
multicohort Study in patients with RRMM “ Prior lines of therapy, median (range) 5.0(1-15)
enrolled Exposure status, n (%)

Key eligibility criteria IMiD® 63 (96.9)
(; 88 r0 2 prgrgof/gd 1.5mg/kgQWe | mp =2 Anti-CD38 mAb' 49 (75.4)
*Adults with measurable MM schedule') Triple-classe 49 (75.4)
>3 prior LOT, including a Pl and IMiD Cycles 1-2: QW 3mg/kgQ2We | W n=39 Penta-drug" 36 (55.4)
*Prior anti-CD38 therapy allowed (90-day washout period) Cycles 3-6: Q2W BCMA-targeted therapy' 8(12.3)

*Prior BCMA-directed therapies were allowed Cycles 7+: Refractory status, n (%)
Monthly 3mg/kgQW | B n=5 IMiDe 54 (83.1)

Response-evaluable patients2 (n=51) Anti-CD38 mAb' 41 (63.1) «
Dara SC 1800 mg Triple-classe 38 (58.5)

Penta-drug” 20 (30.8)
Ph d i ftec+d dministrati To last line of th 52 (80.0
Best 1.5 mg/kg QW 3 mg/kg QZW 3 mg/kg Qw armacodynamics ot tec ara adminiscration o lastline O erapy ( )

response 8
s Cohort
b c
ORR 15 (75.0) 20 (74.1) 4(100.0) © oo T500mgH Tec 1.5 mpAEQW (21
CR/sCR 6 (300) 3 (1 1.1 ) 2 (500) E @ Dara 1800 mg + Tec 3 mg/kg QW (n=5)
VGPR 8 40 0 15 55 6 2 50 0 é 0.3H @ Dara 1800 mg + Tec 3 mg/kg Q2W (n=9)
(40.0) (55.6) (50.0) :
PR 1(5.0) 2(7.4) 0 8 oo . : , , . -
C1D1 C1D2 C1D3 C1D4 CID5 CI1D7 C1D8 CI1D9 C1D15 C1D17 C1D22
SD 3(15.0) 5(18.5) 0 tt ot t t t
Dara Tec Tec Tec + Dara Tec + Dara Tec + Dara
PD 2(10.0) 2(7.4) 0 , , - . , , , ,
+ The proportion of CD38+CD8+ T cells declined after initial dara dosing on C1D1 (orange box), consistentwith previous data with dara
Among 51 response-evaluable pts, ORR was 76.5% + Notably, tec administrationled to induction of CD38+ CD8+ T cells after the first step up dose of tec (green box)
VGPR or better in 70.6% of all response-evaluable pts » Pharmacokinetic profile of tec in the presence of dara was consistentwith the profile observedin the MajesTEC-1 monotherapy study
ORR of 73.7% (28/38) was achieved in pts with prior anti-CD38 + As of March 9, 2022, all 41 evaluable patients did not have detectable anti-tec antibodies
exposure

Rodriguez Otero P et al., EHA 2022 Oral presentation 5188 i i
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Talquetamab plus Daratumumab:
A Rational, Immunotherapy-based Combination

* Talquetamab (tal; JNJ-64407564) is a first-in-class, off-the-shelf, T- ol
cell redirecting, bispecific antibody targeting both GPRC5D and
CD3 receptors?

* Daratumumab (dara) is a human IgG1k mAb targeting CD38 with a
direct on-tumor and immunomodulatory mechanism of action?

— Dara monotherapy leads to T-cell expansion and enhanced T- b 4%
cell cytotoxic potential® T B L ety

o Sy etz

* The combination of tal and dara has the potential to vyield
synergistic clinical efficacy. Preclinical studies showed the addition
of dara enhanced tal-mediated lysis of MM cells*

* Here we present updated results for patients with RRMM who
received tal + dara in a phase 1b, open-label, multicenter, 220 £y
multicohort trial (TRIMM-2; NCT04108195), including additional e ety
patients and longer follow up

dara, daratumumab; GPRC5D, G-protein coupled receptor family C group 5 member D; IgG, immunoglobulin G; mAb, monoclonal antibody; RRMM, relapsed/refractory multiple myeloma; Treg,
regulatory T cell

1. Pillarisetti K, et al. Blood. 2020;135(15):1232-43. 2. van de Donk N, et al. Immunol Rev 2016: 270;95-112. 3. Krejcik J, et al. Blood 2016; 128(3):384-94. 4. Verkleij CPM, et al. Blood Adv. 2021;5(8)#® 196-2215.
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Talquetamab + Daratumumab — TRIMM 2

- - - - - Characteristic QW + dara Q2W +dara
- Phase 1b, open-label, multicenter, multicohort study in patients with RRMM (n=14) )
Prior lines of therapy, n, median (range) 6 (4-16) 5(2-14)
Prior stem cell transplantation, n (%) 13(92.9) 33(75.0)
il P Tal + Dara Dosing Cohorts Bpostrestatls. o (%)
Key Study Eligibility Criteria 8 Anti-CD38¢ 11(78.6) 38(86.4)
Adults with diagnosis of MM per IMWG criteria Darasc Ratientsienrolied IMiD® 14(100) 44(100)
. . to date (n) Triple-class’ 11(78.6) 37(84.1)
>3 prior LOT or double refractory to Pl and IMiD e — 1800 mg SC enta-druge 10071.4) 27614
Tp with an anti-CD38 mAb >90 days prior allowed g Cycles 1-2: QW | BCMA-targetedtherapy” 8(57.1) 201455 |
. Cycles 3-6: Q2W Refractory status, n (%)
Includes pts who were refractory to anti-CD38 tp 400 ug/kg SCQW -y cies 7+ monthly = [ Ant-CD387 11(78.6) 33(50) |
IMiDe 13(92.9) 40(90.9)
I Triple-class® 8 (57.1) 28 (63.6) I
Evaluable patients® Penta-drugé 5(35.7) 12(27.3)
To lastline of therapy 12(85.7) 31(70.5)
Tal 400 pg/kg QW Tal 800 pg/kg Q2W
+dara +dara CD38+/CD8 T cells
Parameter (n=14) (n=37) = °
2
Follow-up, median (range) 6.7 months 4.2 months 8 oa
(1.9-19.6) (0.2-12.3) o .
3 ——e
ORR®, n (%) 10(71.4) 31(83.8) = s e
% o
CR/sCR 4(18.6) 11(29.7) g . ";
VGPR 4(28.6) 13(35.1) é 0.0 i =
g€ & & & & &£ g & & g E ¥
PR 2(14.3) 7(18.9) = & g 3 = & g 5 & o g =
SD 4(28.6) 4(10.8) 4 4 4 l* ‘; ? +l
PD 0 %) (5.4) dara tal tal tal + dara
Time to first confirmed response 1.0 month 1.0 month + Theproportion of CD38+CD8+T cells declined after initial dara dosingon C1D1 (orange box), consistentwith previous data for dara
median (range) (0.9-2.4) (0.9-6.5) + Taladministration led to induction of CD38+ CD8+ T cells after thefirst step up dose of tec (green box)
The PK of tal in the presence of dara was consistent with that observed with tal monotherapyin the phase 1 MonumenTAL-1 study
+ Anti-tal antibodies were detectedin 2 of 44 immunogenicity-evaluable patients as of 9 March 2022
ADAs had no apparent effect on safety
Chari A et al ASH 2021; Van de Donk N et al. EHA 2022 A f‘
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Importance of immune fitness

Clinical Response Is Associated With a Higher Frequency and Achievement of Clinical Response Is Associated With Teclistamab in
Number of Peripheral TCells atBaseline Frequency of Naive CD8 T Cells at Baseline Patients With

Baseline T-Cell Counts

Frequency of Tcells CD3 T-cell counts CD8 T-cell counts CyTOFAna|ysis R R R M M .
100 Wilcoxon P=0.018 2000 | Wilcoxon P=0.012 Wilcoxon P=0.024 ) ) ) a
. * 'L. : . Baseline frequency of naive CD8 Tcells Naive CD8 T-cell phenotype Co r re | at Ive An a |yses
o of LS . Wilcoxon P=0.01158 .
= e S . .
& ° 1500 . -
e [ Gee ) ) o o From MajesTEC-1
£ g B L : . .. L o
£, . . g 8 =
: . £ : : . : -
g . . £ . e g w A : DE %
2 500 ° °® . o070 Z o Balchd @ L
] X 2, N ) < Baono
o 3 . 5o . et o ® o Balchit
- Te = « Batch2
5 o Ok - =
. * Batch14
n=28 n=47 0 1220 =53 0 ® 20 n:ﬁa. ' D :a';::g o0
o Bal IS B SNG 53 S SFO . PR (9O
Nonresponders Responders Nonresponders Responders Nonresponders Responders 00 n=8 n=22 SES e Qtf S ESE *3’0 0\2?*‘9‘9 “é’o ‘4&&;9&9‘9 é’é’éz’wo @Q”Q% s ‘967 2y
Nonresponders Responders Marker
* Higher frequency of T cells at baseline was significantly associated with clinical response « Proportion of naive CD8 T cells atbaseline « At baseline, fan plot confirms CD8 T cells were
+ Higher baseline CD3 and CD8 T-cell counts were seen in responding patients was higher amongresponders CD45RA+CD27+, consistent with a naivephenotype
+ No significant differences were observed in CD4 T-cell counts in responders compared with nonresponders “
CYTOF, cytometry by ime offight
Clinical Response Is Associated WithBaseline Frequency of Total Clinical Response Is Associated With Baseline Frequency of TCells

Tregs and CD38+ Tregs in Periphery Expressing Inhibitory Receptors

A - - iicoxon PD-1+/CD8 T cells fleoxon CD38+/CDAT cells flcoxon PD-1+TIM-3+/CD3T cells
Baseline Frequency of Regulatory T Cells in PeripheralBlood - o] ieon o Wicoren o o] e Te
Frequency of Tregs Frequency of CD38+ Tregs 8 g o ° ° g o ®e £ .
@ 2 . 2 g
404 Wilcoxon P=0£)29 WiIcoxonP=0,01.72 % E . ; o E 30 o o % 4 . '“ .
° 2 g e B8 =» . 3 D84t
. a I . & . z: 1
~ . g . T 8 0 *®2 E o 5
~ % g . . . g x
El é 15 . . Nonresponders Responders Nonresponders Responders Nonresponders Responders
R . . . P S
& 2 Tl e 5 -l S e PD-1+/CD8 T cells CD38+/CD4 T cells PD-1+TIM-3+/CD3T cells
8 Joe 3 10 Ses ® % Wilcoxon ., Wilcoxon . Wilcoxon . .
> . % 4 s, e 0 { P=0.0685 P=00043 g |ro0see
® s £ ., e g S £ g
E‘ . ," $ s . . {.’ 2 © ® | 3 ° .
= e 2 e, e £ ile 2 . g .
- . v e8] Sol gk I .
0 ° x %o & = o
0 =45 n=102 =45 n=102 2 g 2 ." . = L £ [ ea%e | 8942,
ML i D ey
0 n=91 o 0 n=41 n=91
Nonrespondels Responders Nonresponders Responders Nonresponders Responders
« Tregs, which are key regulators of immune response, were found at a higher frequency
in patients not achieving a clinical response « PD-1, TIM-3, and CD38 markers can be associated with T-cell exhaustion or dysfunction

Treq, requlatory Tcel. b

Cortes-Selva D et al. ASH 2022 Oral Presentation 98 n
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Teclistamab in Combination With Daratumumab and Lenalidomide in
RRMM treated with 1-3 prior LOT: the MajesTEC-2 trial

* Teclistamab is the first off-the-shelf BCMAxCD3 Daratumumab
bispecific antibody approved (ORR, 63%) for patients + Reduce CoB opresing P o
with heavily pretreated RRMM?-3 RO ore Cbe, ADCC AbER) e

* D-Rd is an established SOC for RRMM#
- Combining these may enhanceefficacy

— Through the cytotoxic and immunomodulatory action
of each drug in a fully immune-based triplet

v

— In earlier lines of treatment where patients may
have a more favorable immune profile o
(ASH 2022, Oral #97)5 Lenalicomide

« Direct tumor cell apoptosis

* We present initial results from a phase 1b multicohort . pmulate effector mmune cells
study (MajesTEC-2; NCT04722146) exploring the
combination of tec-dara-len in patients with RRMM

ADCC, antibody-dependent cellular cytotoxicity; ADCP, antibody-dependent cellular phagocytosis; BCMA, B-cell maturation antigen; CD3, cluster of differentiation 3; CD38, cluster of differentiation 38;

CDC, complement-dependent cytotoxicity; D-Rd, daratumumab, lenalidomide, and dexamethasone; IMiD, immunomodulatory drug; ORR, overall response rate; RRMM, relapsed/refractory multiple myeloma;

SOC, standard of care; tec-dara-len, teclistamab, daratumumab, andlenalidomide.

1. TECVAYLI[summary of product characteristics]. Accessed October 26, 2022. https://www.ema.europa.eu/en/documents/product-information/tecvayli-epar-product-information_en.pdf. 2. TECVAYLI[prescribing information]. Accessed
October 26, 2022. https://www.accessdata.fda.gov/drugsatfda_docs/label/20227761291s000Ibl.pdf. 3. Moreau P, et al. N Engl | Med 2022; 387:495-505. 4. Bahlis NJ, et al. Leukemia 2020; 34:1875-84. 5. Cortes-Selva D, et al. Presented at ASH;
December 10-13, 2022; New Orleans, LA. Oral presentation #97.

Searle E et al. ASH 2022 Oral Presentation 160 I
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MajesTEC-2 Is anOngoing, Phase 1b, Multicohort Study

Dara 1800 mg SC
Len 25 mgPO

Ongoing, Phase 1b, MulticohortStudy

Characteristic

Key eligibility criteria PrlmarZ endpoints Key sebcondary endpoints Tec Tec
* Measurable MM " Safety | ORR 0.72 mg/kgsc 1.5 mg/kgsc
- » Dose-limiting toxicities » Rate of 2VGPR and 2CR® n=13 h=19
» 1-3 prior lines of therapy, o e G s
including an IMiD and a Pl . Time to response Median (range) age, years 65 (38-71) 60 (46-75)
=1 extramedullary plasmacytomas, n (%) 1(7.7) 1(5.3)
T SRR
. | 8/11 (72.7) 9/16 (56.3)
Following 1800 mg SC 25 mg PO daily for 21 days of a I 2/11 (18.2) 4/16 (25.0)
step-up dosing .
(per approved schedule) 28-day cycle, starting at cycle 2
Creles 1-2: QW i 1/11 (9.1) 3/16 (18.8)
il Eral o o e QoW Cycles 3-6:Q2W Cycles 2-4: dexamethasone Median (range) time since diagnosis, years 3.9 (0.4-7.8) 3.4 (1.1-6.3)
starting at cygle g Cycles 7+: Q4W 40 mg PO given QW 9 9 'Y ) ) ) ) ) )
Median (range) prior LOT 2(1-3) 2(1-3)
Prior stem cell transplant, n (%) 3 (01.9) 18 (94.7)
. T .
aA.Es gssessed per CTCAE V5.0, except for CRSand ICANS, which were graded per ASTCT guidelines. PAssessed per IMWG 2016 Prior prOteasome Inhlbltor’ — (/0) 13 (100) 19 (100)
criteria. _ , , Priorimmunomodulatory drug, n (%) 13 (100) 19 (100)
2VGPR, very good partial response or better; 2CR, CR or better; AE, adverse event; ASTCT, American Society for
Transplantation and Cellular Therapy; CR,complete response; CRS, cytokine release syndrome; Prior anti-CD38 mAb, n (%) 5(38.5) 5(26.3)
CTCAE,Common Terminology Criteria for AEs; ICANS, immune effector cell-associated neurotoxicity syndrome; IMiD,
immunomodulatory drug; IMWG, International Myeloma Working Group; MM, multiple myeloma; ORR, overall response rate; Refractory status, n (%)
Pl, proteasome inhibitor; PO, by mouth; Q2W, every 2 weeks; Q4W, every 4 weeks; QW, every week; SC, subcutaneous; tec- . .
dara-len, teclistamab, daratumumab, andlenalidomide. Tolenalidomide 6 (46.2) 3 (15.8)
To an anti-CD38 mAb® 3 (23.1) 3 (15.8)
Searle E et al. ASH 2022 Oral Presentation 160 i
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Non-hematologic AEs

AE (any Grade: 225%

MajesTEC-2: Safety Profile of Tec-Dara-Len

All (RSevents were low grade; no grade 23
eventsreported

Infections WithTec-Dara-Len

AE (any Grade: 225%

z
]
w
N

and/or Grade 3/4: 210%), n (%) Any Grade Grade 3/4 « 97%(37/38) of (RSevents occurredduring C1  [GUEIIECEREIESEX R RUIYY) Any Grade Grade 3/4
CRS 26 (81.3) 0 e Median (range) time to onset: 2 (1-8) days ; ; ; ;
: Pat 21 inf % 9 (90.6 1 ;
Fatigue 15 (46.9) 2(6.3) atients with =1 infection, n (%) 29 (90.6) 2.(319)
Diarrhea 15 (46.9) 0 CRS Grade COVID-192 (12 (3745) 4 (12.5)
Cough 13 (40.6) 1(3.1) 100%
COVID-19 12 (37.5) 4 (12.5) 0 Upper respiratoryinfection 10 (31 3) 0
Insomnia 12 (37.5) 131 81.3% (n=26) Pneumonia 8(25.0) 5 (15.6)
Hypophosphatemia 10 (31.3) 2(6.3) 80%
Pyrexia 10 (31.3) 1(3.1) 2 156% (n=5) COVID-19 pneumonia 4(12.5) 1(3.1)
Upper respiratory tractinfection 10 (31.3) 0 i) 60% u Grade 2 ;
Nausea 10 (31.3) 0 5 i o 6% (ns ) Sepsis 3(94) 3(94)
: " o 6% (n= ® Grade 1

AlTincreased 9(28.1) 3(94) e Pneumonia pseudomonal 2(6.3) 2(6.3)
Pneumonia 8 (25.0) 5(15.6) 20%

. . Cytomegalovirus infectionP 2(6.3) 2(6.3)
Grade 3/4 AEs occurred in 29 (90.6%) patients 0%
- Most common were cytopenias and pneumonia N=32 Infections were common but majority were low-grade
Hematologic AEs 13 (40.6%) of pts received tocilizumab e Most common infections were COVID-19, upper respiratory infection,

N=32 andpneumonia
AE (any Grade: 225%
and/or Grade 3/4: 210%), n (%) — 4 (333%) of 12 pts who had COVID-19 were
unvaccinated
Neutropenia . di ) dd
Thrombocytopenia — 2(6.3%) pts discontinued due to an AE (COVID-19)
Anemia o 2 fatal AEswerereported
Febrile neutropenia — COVID-19 (77 days after lastdose)
Lymphopenia — Multiorgan failure due to sepsis
Searle E et al. ASH 2022 Oral Presentation 160 I
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80% -
70% -
60% -
50% -
40% -
30% A
20% A
10% A

Patients, %

ORR
93.5%
2CR
54.8%

3.2%

0%

Follow-up, months 8.4 (1.1-12.9)
Time to firstresponse, months

Time to 2CR,months
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N=32
EPR mVGPR mCR msCR

MajesTEC-2: Efficacy

Tec 0.72 mg/kg SC
Len-refractory <
Len-refractory

Len-refractory 4
Len-refractory 4

Dara-refractory -
Len-refractory
b e ——————————————————————————————————————————
b - _ L4
Len-refractory/Dara-refractory™
Dara-refractory™

2VGPR ]

1 I =
90.3% Len-refractory/Dara-refractory -
1 I -
1 I

Len-refractory

1.0 (0.7-3.3)

1 I, =
4 I -
E | S, -
E I -
E | S -
Len-refractory I - M Death W sCR
J I - ® PD B CR
N b o . = Still being followed W VGPR
ara-refractory < |
1 . * AE PR
4 { 3
Dara-refractory <*
I 1 T I 1 T T T T T I 1 I I 1 1
0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16

* Responses were observed in patients who wererefractory to daratumumab
and/or lenalidomide

+ 25/31 (80.6%) patients remain progression-free and on treatment at data cut-off

3.0 (1.0-10.4)
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MajesTEC-3: Phase 3 Trial of Teclistamanb + Dara vs DPd or
DVd in RRMM treated with 1-3 Prior LOT!

/ Until disease \

Screenin progression,
(28 days)g- -> tec+dara n=280 -> death,
. intolerable

- RRMM = toxicity, N

withdrawal of
DPd or DVd® n=280 L~ ~ consent or end
\_  °fstudy /

4— PRIMARY ENDPOINT: PFS —P

aAt randomization, patients will be stratified by investigator’s choice of DPd or DVd, International Staging System stage,
number of prior LOT, and prior anti-CD38 exposure. PPatients in this arm receive investigator's choice of either DPd or DVd.

PFS, progression-free survival

RRMM 1-3 prior LOT, including len and PI, pts with 1 prior tx line must be lena refractory

* 1-3 prior
LOT

=»

1:1 Randomization?

MonumenTAL-3: Phase 3 Trial of Talguetamab + Dara £ Pom
vs DPD in RRMM Following 21 Prior LOT?

Screening Enrollment Treatment

J

Until confirmed
disease progression,
death, intolerable Follow-
toxicity, withdrawal up
of consent, or end
of study

* RRMM
+ 21 LOT

1:1:1 randomization

. J
| Primary endpoint: PFS >

#Patients will be stratified during randomization according to International Staging System stage, prior Dara exposure, and number of prior LOT. ®Dexamethasone will also be administered in
cycles 2-4in arms A and C and in cycles 1-7+in arm B. Tal and Dara will be administered subcutaneously, Pom will be administered orally, and dexamethasone can be delivered either orally or
intravenously. All treatment arms will be given in 28-day cycles. PFS, progression-free survival.

RRMM 21 prior LOT, including len and PI, pts with 1 prior tx line must be lena refractory

LE NUOVE FRONTIERE DELLIMMUNOTERAPIA PER LA CURA DEL MIELOMA MULTIPLO

Bi-specific as treatment of early relapse

MagnetisMM-5: Phase 3 Trial of Elranatamab and
Elranatamab + Dara vs DPd in RRMM Following
>1 Prior LOT3

Arm A

R > Elranatamab (2 step up priming doses) 76 mg SC
A
N
D Arm B
0 Elranatamab (2 step up priming doses) 76 mg SC (RP3D)
M + Daratumumab 1800 mg SC
' Arm C
Z Daratumumab 1800 mg SC
P » + Pomalidomide 4 mg PO
+ Dexamethasone 40 mg PO
'1: 112;5 (20 mg for participants > 75 years)
[ L
per Arm)

PART 2: Phase 3

RRMM 21 prior LOT, including len and PI
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MajesTEC-7: Tec-Dara-Len vs D-Rd in NDMM

* MajesTEC-7 (NCT05552222) is a randomized, open-label phase 3 study that will compare tec-dara-len vs D-Rd in patients with NDMM who
are transplant-ineligible or for whom ASCT is not intended

Study endpoints

Key Eligibility Treatment Follow-up Key Endpoints
. . * PFS
Arm A Dual primary endpoints + Sustained MRD-negative (10-5) (R (duration =12 months)
b artcioants aed i A EOT | —| Sty | | -prs
articipants age o en + Sustained MRD (10%) CR Effi Saf
218 years with = (212 months) oy ety
NDMM who are o N = » 2\GPR « Inddence and severity of AEs, laboratory
. U —_ |8 E + 2R results, and other safety parameters
either ineligible or 25 Secondary endpoints « MRD-negative (105) (R
not intended for L2 . PFS2 PROs
ASCT as initial © . Z\égPR : gK]{PtD . 0S - Change from baseline in EORTC QLQ-C30,
- EOT .2 - Safety PRO-CTCAE, and EQ-5D-5L
therapy - Vst —_— S:;(;y . PFS2 . PRO PK/PD analyses Trsim e e R A ST T,
. 0S Presence of ADAs to functioning, and overall HRQoL

Tec

T-cell fitness is better in earlier lines of therapy
=>» Several trials with BsAbs will start or have started in newly diagnosed MM and early relapsed/refractory MM

Krishnan A et al. ASH 2022 Poster Presentation 4558 .
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Bi-specific as Maintenance Therapy Following ASCT in NDMM

MajesTEC-4: Phase 3 Study Design MagnetisMM-7
Screening Study enrollment Treatment (S2years) Follow-up
. ARM A Maintenance
L i A
- Patients with NDMM § Elranatamab (2 step-up priming doses) 76 mg SC
e duction | § Randomization
regimen and a single E 11
o aser hT N=183 per arm
- ARM B Maintenance
— Lenalidomide 10 mg PO

Elranatamab Versus Lenalidomide as Maintenance

Teclistamab + Lenalidomide and Teclistamab Alone Versus Lenalidomide
Therapy Following ASCT in NDMM?

Alone as Maintenance Therapy Following ASCT in NDMM?

Prior debulking to optimize effector: target ratio (rational sequencing)

1. Zamagni E et al. ASH 2022 Poster Presentation 3242; 2. ClinicalTrials.gov NCT05317416
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Practical management of bispecific toxicities

Cytokine release syndrome
Timing differs between IV vs SC dosing
Mostly confined to step-up and first full dose

Mitigation with step-up dosing and premedication (steroids/paracetamol/clemastine), early intervention with Tocilizumab

ICANS/neurotoxicity events are rare

Hematologic toxicity
Neutropenia common during first 1-2 cycles
Neutropenia highly responsive to G-CSF, wait 24 hours from bispecific dose

On target/off tumor toxicity
Elimination of normal plasma cells

Infections

Prophyaxis with co-trimoxazole and valacyclovir

Consider IVIG in case of recurrent infections and development of hypogammagloblinemia, despite prophylaxis, consider long-term infection
risk, test for virus/fungal infection if clinically indicated

Specific toxicity by the target

LE NUOVE FRONTIERE DELLIMMUNOTERAPIA PER LA CURA DEL MIELOMA MULTIPLO TORINO
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New strategies to mitigate CRS/ICANS

Pre-treatment with tocilizumab prior to cevostamab FcRH5 x CD3 bispecific antibody

Key inclusion criteria Single step dosing regiment

*  RRMM for which no established therapy is available,
appropriate or tolerable

* Prior CAR T-cells, ADCs, and bispecific antibodies
allowed

Cevostamab dosing in all patients

* Q3W IV infusions for up to 17 cycles*
* C1 single step dosing

* Premedication with acetaminophen, diphenhydramine,
and corticosteroid

Cevos Cevos Cevos
90mgs 90mgs 90mgs

TCZ Cevos
8mglkg* 3.6mg

2 hours 7 days 14 days 21 days 21 days

Treatment cohorts in this analysis
Patients in the TCZ pre-treatment (PT) group received a single 8mg/kg dose of TCZ
Patient data from the previously enrolled non-TCZ PT 3.6/90mg group served as a retrospective comparator

Patients in the TCZ PT and non-TCZ PT groups were enrolled at different times, and were not randomized to treatment
TCZ and/or corticosteroids were allowed in both groups for CRS treatment

Response rates among efficacy evaluable patients

in the non-TCZ PT and TCZ PT arms

Patients (%) with CRS in the non-TCZ PT and TCZ PT groups*

80 PR =VGPR mCR
60

xX

P ORR: 37.2%

S 40 (95% Cl: 21.6-52.8)

E [VALORE]%

2VGPR

20 25.6%

[VALORE]%

Non-TCZ PT

msCR
ORR: 54.8%
(95% CI: 35.7-74.0)

[VALORE]%
[VALORE]%

[VALORE]%

TCZPT

2VGPR
32.3%

ULTIPLO

100 CRS: 90.9%
2.3% “Tr— Grl Gr2 wGr3
80
34.1%
R 60
2 | Gr1-2: CRS: 38.7%!
& 40 88.6% 32% —EER———
54.5% 16.1%
20 Gr 1-2:
0,
10.4% 35.5%
0 -
Non-TCZ PT TCZPT
(n=44) (n=31)
Median time to CRS onset from infusion

of cevostamab was 1 day in both groups (range: non-TCZ PT, 0—3 days; TCZ PT, 1-3 days)
In the non-TCZ PT group, 16 patients (36.4%) received TCZ treatment
In the TCZ PT group, 6 patients (19.3%) received TCZ treatment

The overall rate of CRS was significantly lower in the TCZ PT group than in the

non-TCZ PT group
No impact of TCZ on response rate and quality

Trudel S et al. ASH 2022 Oral Presentation 168
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Enduring Responses after 1-Year, Fixed-Duration Cevostamab Therapy in Patients with
Relapsed/Refractory Multiple Myeloma: Early Experience from a Phase | Study

Enduring Responses After 1-Year

of Fixed-Duration Cevostamab
Therapy in Patients with
Relapsed/Refractory Multiple
Myeloma: Early Experience from
a Phase | Study

nder M Lesokhin,'?*
n D Cohen,® Andre

Background

R.hpummﬁamry multple myoloma (RRMM)remains an
incurable disea: i
progression (PD)
« New treatments mn ao efficacious when given for a fixed duration and
offer in extended
cumulative to umdues i B pationts and healthcare systems

+ Cevostamab (Figure 1A) is a T-cell engaging bispecific antibody that
targets the membrane-proximal domain of FCRHS on myeloma cells and
the epsilon domain of CD3 on T cells. Dual binding resuils in T-cell directed
killng of myeloma cels (Figure 18)

+ In an ongoing Phase | trial (GO39775; NCT03275103) in patients with
heavily pre-treated RRMNM, cevostamab demonstrated clinically meaningful
activity and

3weeks (Q3W) fo a fixed-duration of 17 cycles (approximately 1 year)

s per protocol’

+ Here we report the duration of response data in the following groups:

~ Patients who remained in response at the time of completing
17 cycles of cevostamab and stopped treatment per protocol

~ Patients who were in response at the time of treatment discontinuation
due to an adverse event (AE)

~ Preliminary retreatment experience

Figure 1. Structure and mode of action of cevostamab.

A s
AMICD3  AntiFoRHS
Fabregion  Fabregion

cml.r - *wm

AP -2 —

~6 ®

GO39775 is a Phase | dose-escalation and dose-expansion study evaluating

the safety and efficacy of Q3W intravenous cevostamab in patients with RRMM

(Figure 2)
+ Cevostamab was given as a fixed-duration treatment for up to 17 cycles (C)
or unti le toxicity or PD
« Patients were eligible for retreatment if they:
~ Progressed after completion of C17
— Were in response but discontinued cevostamab due to AE(s)
+ Response was evaluated per Intemational Myeloma Working Group criteria
« AEs were reported up to 90 days following the last dose of cevostamab
~ Serious AES (SAES) were reported throughout follow-up

Figure 2. GO39775 study design.

 RRMM for which no established therapy is available, appropriate, or tolerable

T st responders at €17 remain in response at the time of data cut-off (Figure 3)

+ As of August 22, 2022, median follow-up post treatment was 9.6 months (range:1.2-26.2). Target cevostamab doses ranged from 40-160mg

* At data cut-off, 14/18 (78%) patients treated for 17 cycles of therapy remain in response

Figure 3. Duration of response in responders who completed C17.

M

10

"

12

13 -

« Prior CAR T-cells, ADCs, and bispecific antibodies allowed
Cycle 1 step dosing design

 step dose
™ Target dose.

21 days 21days 21 days

Patient disposition

Enrolied and
(n=249)

Retreated

Discontinued treatment
(n=188).

(n=143)

Saarcl
i 0 s et o et
ADC, atiod 03 conkate: CAR. chmanc arsgen recspkr; 0. oy

Most patients who completed 17 cycles of cevostamab had heavily pre-treated
and highly refractory disease (Table 1)

Table 1. Baseline patient and disease characteristics.

Responders who

No. (%) of petents, uless stated ) Ninezen
Medin age, yeurs (range) cTusan | sswern) | 643584
High-risk cytogenetics®, n (%) of v -

patients with available assay result w20 40 a4y SofisT (835
Extrameduarydosase | 1o 16n s

Time since first mutiple mysloma
therapy in years, median (range)

Number of lines of prior therapy,

58(19-134) | 75(18-176) | 63(03-228)

55(20-110) | 7.0(30-110) | 60(20-180)

median (range)

Prior ant-CD38 | 153y 1BEen | 20084
Prior ant-BCMA | see 2033 | 88383
Prior CART | 1ee | 2ma3 | asoen
Prior ADC | smo | 2mn | aoes
Prio bispecic antbody | tee | 209 | uee
Trpleclass reeactory! | wors | nesn | 2uwss
Penta-arug etractory? | en | swo | wers

nchdes He18), 11416)
D 2Pt a1 00 oy

21 40,21 71, ana >

[

Acknomiesgamets

" ®
15 ®
1 -
1 -

16— =

© 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 I} 35 % I} I
Time (Months)
WDoseDeiay  Events A Compieted eaiment @ Envolled into retresment sm

A VGPR or better was achieved in 17 of the 18
patients by the time of oomplatlon oﬂmnpy
« At the time of completing C17, eight pat
in SCR, three were in CR. w waanGPR n
one patient was in PR
« Seven patients remained in response 212 months
after completion
~ 5CR in four patients, CR in one patient and
VGPR in two patients

response and time to

Fifteen patients discontinued treatment due to AES prior to C17 and continued
in response

. M of data cut-off, median follow-up for patients. ed

No patients who achieved an sCR have relapsed
+ Four of 18 patients. exnenemeo PD, with best

after the
completion of reatment 5 lows: VGPR 12 9,
VGPR 6.3, CR 4.2, and PR 1.4 months on study.

Two SAES of pneumonia were reported after the

completion of therapy

« These occurred in two patients, with onsets of 1.3
and 3.8 months after the last dose of cevostamab

+ Both events resolved and both patients remained

+ No other SAES were reported after completion
o therapy

| Disease control observed in duri

+ Five of six patients retreated with cevostamab after PD (with doses ranging from
60198

liscontinuation due to AEs was 11.0 months (range: 2.4-33.6)
we« cevostamab doses ranged from M)-isﬁmg with a median of eight
B 0 i e nat T
* Median time on treatment was 6.0 months (mngn 0.2-13.¢ 5) and median time on
study was 19.3 month 27-35.2). of response after
treatment discontinuation was 9.2 months (95% confidence interval: 6.3-14.9)

Figure 4. Duration of response in patients who discontinued treatment due to AEs.

=
—
0123456788100
Months
W 0ose Deley
&
Overall response:  WsCR WVGPR wer MR L)

Among the 15 responders who discontinued treatment due to AE, 10 remained
in response for 26 months following treatment discontinuation
« Time fror VGPR or better
(n—5)weun7 92,122,138, and“?mmm;ﬁmlmlaadun
achieved a PR (n=5) were 2.4, 2.6,

5.0, 6.3, and 6.5 months.
* Responses for two patients (1 and 2 in Figure 4) deepened following treatment
inuation

Table 2. Time on treatment & response for cevostamab retreatment responders.

Initial roatmant phase Rotroatmont phase

weanery et remanentcesment o

(o) response " (mo) -
Ongoing
Ongoing
| ongoing

pas | 15 | voPR 85 83 | PR [PostBamo| 203
ast [ 1 3 48 10 sD |Post19mo| 169
P0 |Pom07mo| 134

Cevostamab was administered by iv infusion in 21-d cycles with
step-up dosing in C1 for CRS mitigation.

Treatment was continued for 17 cycles (approximately 1 year)
unless PD or unacceptable toxicity occurred.

Patients who achieved >PR by C17 and maintained a response
through C17 were included in the analysis.

At data cut-off (March 8, 2022), a total of 16 pts completed C17
and were eligible for analysis.

Median prior LOT: 6 (range: 2-11)

Best overall response (BOR): 7 sCR, 3 CR, 5 VGPR, 1 PR

- 13 of the 16 pts remained in remission
- 8 pts maintaining a response 26 mos after completion of tp

3 pts maintaining a response 212 mos after completion of tp

Lesokhin AM E et al. ASH 2022 Poster Presentation 1924 |
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Open questions and future directions
Can we plan sequential ADC, TCE and CART?

|de-cel in pts with prior anti-BCMA Cilta-cel with prior anti-BCMA

Teclistamab with prior anti-BCMA

Ide-cel: >4 prior lines - real world data Cartitude-2, Cohort C MAJESTEC-1, Cohort C
Characteristic | Best response of > CR| PFS 18 months fOllOW'Up PR ORR2in cohort C
el | e PR P Overall response rate ® VGPR
Prior anti-BCMA | 0.30 | 0.10,0.79 | 0.02 | 2.51 |1.21,5.24| 0.014 10 | CR 100+
—— 0 EPR WEVGPR HECR EsCR WsCR
c'fo';':etics 079 035,175 06 239 1.184.85 0.016 g | 80-
Vioe 0 60% (‘3/3) < 55.2% 53.3% 52.5%
- 20 1 < _
Extramedullary ', o6 077,366 0.2 139 070,278 03 [ 12/20) ) » 807 {6/29) (8/15) (21/40)
disease c 6 c
ECOG PS >2 0.54 0.18,1.51 0.3 1.91 0.79,4.58 0.15 = 4] B 407
a Xo | 2VGPR: >VGPR: o
Penta-refractory | 1.43  0.66,3.16 0.4 0.93 0.46, 1.87 0.8 55% 43% 20-
.
>
Celldose 2400 ' o ' 41197 08 055 027,110 0.09 0
%106 CAR T-cells 0+
o v T T 1
Patient age, Full cohort ADCexposed  BsAb exposed ADC-exposed CAR T-exposed  ADC and/or
0.99 0.95,1.04 0.7 1.00 097,1.04 0.8 P P
years (N=20) (n=13) (n=7) (n = 29) (n = 15) CAR T (n = 40)

- Median DOR 123 monihs (82after BsAb)
- Meden FFS;9.1months (53 after BsAb)

Hansen DK, et al. JCO 2022; Cohen AD et al, ASH 2022 poster presentation; Touzeau C, et al. Poster presented at ASCO 2022; J Clin Oncol. 2022;40;abstract 8013 7 {

LE NUOVE FRONTIERE DELLIMMUNOTERAPIA PER LA CURA DEL MIELOMA MULTIPLO TORINO

dalla teoria alla pratica 3-4 MARZO 2023



Different BsAbs Formats and Target Antigens

GPRC5D

B DuoBody

BIiTE
Anti-CD3 Anti-BCMA A"r:;&m / \A“tr""ichA
mAb mAb
S a B
’:" BITE Bivalent IgG-like BsAb
’ Fc domain 1 2

I'4

2 l BCMAxCD3 l

BiTE®molecule

,', Monovalent binding site
g a-CD3
Redirected lysis of MM g ScFv
cells 3 2
K ' ' Trivalent IgG-like TsAb
BsAb X
.
\
R N Monovalent binding for
scg®e® X ScFv myeloma antigen 3
‘e%ete’ % 3
o ; o i . ' "
o ® |
\

Granzymes/Perforins

BCMAxCD3
DuoBody® *
technology
€
TCR « ©
‘/ e d

J -
Cellular lysis

Flexible
linker

Cellular lysis

REGN5458 molecular structure Myeloma T cell
cell
) — Fa:’ mgi::ﬂe — 1
- BCMA T cell kills the
gf Eiziy = binding myeloma cell T-cell
=D activation
N\ . @
@ Cytokine e @ @
e © =)

Toxicity due to
cytokine release

T-cell
30th death

Veloci-Bi Fc
region

Alnuctamab: 2+1 BCMA x CD3 TCE

High-avidity binding
to GPRC5D
on plasma cells

T The addition CD28 specificity in a
entbedy CD38/CD3/CD28 TsAb enhanced
T-cell responses

Anti-BCMA

Bivalent binding to BCMA in a
2+1 format for superior
potency and tumor targeting

Anti-BCMA

Anti-CD3e
Head-to-tail geometry of BCMA-
and CD3e-binding Fab domains
using a flexible linker

High-affinity
binding
Silent Fc region te ‘gﬁs"” Hosny M et al. Journal of Clinical Medicine 2021; Kegyes et al. Journal of Hematology & Oncology 20!

FeyR-silent Fc atl?de :(IEZTJ(:eh:ol;LIIfIGV
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No binding to FcyR and C1q to
minimize infusion-related reactions




Conclusions

» Bispecific antibodies are being integrated in the future treatment algorithms
» The immune profile is of main importance
» Optimal use of T-cell redirecting approaches can include

Combination strategies

Earlier lines of therapy

Better control of toxicities

Fixed duration of treatment?

» The «sequencing issue» of these newer treatment modalities is currently under investigation

» More bispecific molecules will enter clinical development
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