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Unmet need In triple-class exposed MM:
LocoMMotion study
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Guidelines 2021 for management of RR MM

EHA/ESMO 2021 guidelines

IMWG 2021 guidelines

At second or subsequent relapse

Lenalidomide and
bortezomib refractory

DaraKd [, A]
IsaPd [I, A
EloPd I, B]
Isakd [1, A

DaraPd [Il, BJ*

Lenalidomide refractory Alternative
and Pl sensitive (less preferred) options

Darakd [I, A] PCd [Il B]
isaPd [1, A] Daratumumab [I, A]
EloPd I, B]

IsaKd [, A]
DaraPd [Il, B]
DaraVd [I, A]

SVd [1,A]
VenVd [l A

For triple-class refractory
patients (Pls, IMiDs and
mAbs against CD38)

Sd [ll, B]
Belantamab mafodotin [ll, B]

A 4

Clinical trials

Second or higher relapse

v

.

Preferred options:

any first relapse options that have
not been tried; Isa-Pd, DKd, DPd,
or Isa—Kd (based on phase 3 trials
data*); or Elo-Pd or KPd (based
on data from phase 2 trialst)

When daratumumab, carfilzomib,
or elotuzumab are not available:
PCdorPd

Alternatives (approved):

selinexor, addition of panobinostat
to proteasome inhibitors,
VAT-PACE, belantamab mafodatin
(4 lines)

Other options (investigational
agents):

melflufen, BCMA-targeting agents
including CAR T-cells or bispecific
antibodies, vetenoclax int(11;14)
or BCL2 high expression

Dimopoulos et al. Ann Oncol 2021;32(3): 309

Moreau et al. Lancet Oncol 2021;22:e105
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Treatment practices In triple-class exposed and triple-line
exposed MM patients: retrospective BELCOMM study

» 112 patients with 237 treatment

lines were included Carfilzomib, dexamethasone (Kd) 14
Pomalidomide, cyclophosphamide, dexamethasone/prednisone (PCyd) 11

¢ Af'[el‘ triple‘CIaSS eXposure, >_50 Ixazomib, lenalidomide, dexamethasone (IxaRd) 6
unigue treatment regimens were Pomalidomide, bortezomib, dexamethasone (PVd) 6

i n |t| ated Pomalidomide, de-xam(?thasone (Pd) 5
Elotuzumab, lenalidomide, dexamethasone (ERd) 5

e Treatment regimens Varied W|th Daratumumab, lenalidomide, dexamethasone (DRd) 5
no Clear Standard Of care Carfilzomib, lenalidomide, dexa-methasone (KRd) 4
Daratumumab, cyclophosphamide, dexamethasone (DCyd) 3

* The most frequently started Bendamustine, prednisone 3
treatment classes were Pl onIy Cyclophosphamide, dexamethasone (Cyd) 3
(19%), Pl+IMiD (17%), and regimens Bortezomib, dexamethasone + chemotherapy (Vd + chemo) 2
inc|uding anti-CD38 mADbs (15%) Bortezomib, dexamethasone (Vd) 2

Clinical trial/medical need program/compassionate use program 9

* 4% involved anti-BCMA agents

N
N

Other regimens (40)

BCMA, B-cell maturation antigen; IMiD, immunomodulatory drug; mAb,

monoclonal antibody; PI, protease inhibitor. Delforge et al. Hemasphere 202;6:€813 | KU LEUVEN




New horizons for triple-class exposed MM patients:

T-cell redirecting therapies

IgG-like bispecific antibody?
CART cell* Antibody-drug conjugate®

Signaling _ /7 \
domain  Hinge

CAR!

Images adapted from Verkleij CPM, et al. Curr Opin Oncol 2020;32:664-71 and Bruins WSC, et al. Front Immunol 2020;11:1155.6.7

BCMA:3
— Selectively overexpressed in plasma cells
— Promotes proliferation and survival
of MM cells

/GPRCSD:""5 \

— Predominantly expressed in cells with a
plasma cell phenotype

— Little to no expression in normal B cells

— Highly and selectively expressed in MM

— Distribution is similar to but independent

f BCMA
N J

FCRH5:
— Expressed in B cell lineage
— Increased expression in mature B cells
and plasma cells
— High levels of expression on MM cells

1. Rodriguez-Lobato LG, et al. Front Oncol 2020;10:1243; 2. Pillarisetti K, et al. Blood Adv 2020;4:4538—-4549; 3. Yu B, et al. J Hematol Oncol 2020;13:125; 4.

Rodriguez-Otero P, et al. Blood Cancer J 2024;14(1):24; 5. Smith EL, et al. Sci Transl Med 2020;11:eaau7746; 5. Li J, et al. Cancer Cell. 2017;31;383-395; 6. | KU LEUVEN

Bruins WSC, et al. Front Immunol 2020;11:1155; 7. Verkleij CPM, et al. Curr Opin Oncol 2020;32:664-71.



Belantamab: first-in-class anti-BCMA antibody-drug
conjugate
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Antigen Antibody o 9 A B et
+ High homogeneous expression on tumour + High affinity and avidity for tumour antigen mAb |
« Low or no expression on healthy tissues + Chimeric or humanised to decrease immunogenicity n
+ High affinity and avidity for antibody recognition + Long half-life and high molecular weight Where n~4 mehMAF
per mab

Cytotoxic payload
« Highly potent agents—IC50
in subnanomolar range:
» Calicheamicin
= Maytansine derivative
(DM1 or DM4)
= Auristatin (monomethyl
auristatin E or monomethyl
auristatin F)
- Optimal DAR
DELIVERS A CYTOTOXIC ENHANCES IMMUNE-MEDIATED INDUCES IMMUNOGENRNIC CELL
Liriker PAYLOAD ACTIONS DEATH (ICD)
» Stable in drculati
.Emd:n'?,iﬁ;i'?';mmm@tm BLENREP delivers a cytotoxic BLENREP enhances recruitment BLENREP causes the release of
+ Prevents premature release of payload at non-target tissue payload, mafodotin, that disrupts and activation of immune effector immunogenic cell death markers,
'ffg;f::;:t:;f:hnlﬂ?feam'e microtubule networks and induces cells and induces ADCC and which may contribute to an
+ Site of conjugation apoptosis. ADCP. adaptive immune response.
= DAR affects drug distribution and pharmacokinetics

Chau et al. Lancet 2019;394:793

Courtesy GSK KU LEUVEN




Belantamab: efficacy In triple-class refractory MM
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Lonial et al. Lancet Oncol 2020;21:207
Lonial et al. Cancer 2021;127:4198
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Belantamab mafodotin temporarily withdrawn from the
market
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FDA Requests Belantamab Mafodotin for R/R Multiple Myeloma Be
Pulled From US Market

Nov 23, 2022

EMA recommends non-renewal of authorisation of
multiple myeloma medicine Blenrep

15 September 2023

Dimopoulos et al. Lancet Haematol 2023;10:e801

KU LEUVEN




EHA-EMN guidelines 2025 for management of RR
MM

At second or subsequent relapse
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. . - - refractory/exposed patients
therapy (mainly Pl + lenalidomide (Pls, mand mAbs (Pls, IMiDs, mAbs against
exposed/refractory) against CD38) CD38 and CAR-T or ADC
previously)
BCMA-targeted therapy / N
Talquetamab. [lI, B]
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Dimopoulos, Terpos et al. Nat Rev Oncol 2025, in press KU LEUVEN
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- o “Our doubts
are traitors,
And make us
lose the good
we oft might
win By fearing

to attempt.”

William Shakespeare

(Measure for Measure)

Department of Hematology - Leuven Cancer Institute | KU LEUVEN



Pivotal studies with BCMA CAR-T In
relapsed/refractory multiple myeloma

Ilde-cel (KarMMa study)’ Cilta-cel (CARTITUDE-1 study)?

Ide-cel
manufacturing

. . Cilta-cel
, : * > 3 prior regimens
* 2 3 prior regimens

. facturi
: (99% success rate) FUEBIERIES « Previously exposed man?lgg&;rmg
. Pr.eV|oust exposed a?ierﬁgfr?tﬁ?t to: success) First responste
t?MiD® agent Leukapheresis CAR T infusion -IMIiD® agent Leukapheresis CART assessmen
B Bridging -Pi infusion
-PlI 1 (= 14 days before - Bridai "
- Anti-CD38 Ab lymphodepletion) ‘ AnCDSe AD o 3
oy o disease I
Ipl\;:&r/ éherapy per Flu (30 mgrkg) 111 » Progressive MM Flu (30 mg/kg) 1 11
Cy (300 mg/kg) 111 per IMWG criteria Cy (300 mg/kg) 1 11
Days -5-4-3 0 Days -5-4-3 0
or ~6-5-4
-7-6-5

CAR, chimeric antigen receptor; CD, cluster of differentiation; Cy, cyclophosphamide; Flu, fludarabine; IMiD, immunomodulatory drug; IMWG, International Myeloma Working Group; MM, multiple myeloma; PI, proteasome inhibitor; RRMM,
relapsed/refractory multiple myeloma.

1. Munshietal. N Engl J Med 2021;384:705-716; 3.

2. Martin T, et al. J Clin Oncol 2023:41:1265-1274. | KULEUVEN



KarMMa and CARTITUDE-1: patient characteristics

N = 128 97
Median age (years) 61 (33-78) 61 (56—-68)
Median prior lines of treatment 6 (3—16) 6 (4-8)
Triple-class refractory 84% 88%
Penta-refractory 26% 42%

The data presented are provided for ease of viewing information from multiple trials. Direct comparison between trials is not intended and should not be inferred.
CAR, chimeric antigen receptor.

1. Munshietal. N Engl J Med 2021;384:705-716; 3.

2. Martin T, et al. J Clin Oncol 2023:41:1265-1274. | KULEUVEN



lde-cel In relapsed refractory MM: efficacy results

D Overall Survival

C Progression-free Survival, Overall and According to Target Dose 1.0
No. of Median 0.9
CAR+ T Cells Events  (95% Cl) — 0.8
mo 2
T 104 6 e 077
_g : - --150x10 3 2.8 (1.0-NE) 3 06
e 094 Wt 0 e 300x 108 58 5.8 (4.2-8.9) -1
@ % —— 450106 31 12.1(8.8-12 0.5
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< 074 ' s
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° 34
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2 0.0 | | T I | I | | | T 1 100+
0 2 4 6 8 10 12 14 16 18 20 22 50 Overall response,
81 Overall response,
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— 70 53 e
No. at R;Sk £ o loverall response, :?Rm
150x10 TR TR S SR S S SR SR TR S T H | b ——
300x 106 70 56 42 33 29 24 17 14 11 7 3 0 g il CRor MRD-negative
450x 108 54 44 40 36 34 31 17 4 1 0 0 2 <CR, B CRor <CR and
Total 1286 102 8 70 64 56 35 19 13 8 4 0 ] 1 MRD could not
20 be evaluated
104 B VGPR
| W PR
150 108 300106 450 106 Total
(N=4) (N=70) (N=54) {N=128)
Cl, confidence interval; CAR, chimeric antigen receptor; CR, complete response; MRD, minimal residue disease; NE, not CAR+ T Cells

evaluable; PR, partial response; sCR, stringent complete response; VGPR, very good partial response

Munshi et al. N Engl J Med 2021;384:705-716. KU LEUVEN




Cilta-cel in relapsed refractory MM: efficacy results
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aORR assessed by independent review committee; PNo patient had CR or stable disease as best response.
Cl, confidence interval; mo, month; mOS, mean overall survival; mPFS, mean progression free survival, NE, not evaluable; ORR, overall response rate; OS, overall survival; PFS, progression-free
survival; PR, partial response; sCR, stringent critical response; VGPR, very good partial response.

Munshi et al. EHA 2023 (Abstract No. S202 — oral

68% of patients remained on study at
28-month follow-up

Median follow up 33.4-months

KU LEUVEN




Most common adverse events with T-cell redirecting
agents

» Cytokine Release Syndrome (CRS)
* Immune-effector Cell Associated Neurotoxicity Syndrome (ICANS)
« Cytopenias

* Hypogammaglobulinemia

* Infections

« Other off-tumor on-target side effects

4 Y 4 4 . N
= 5 - .
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S - A
a 4 ; & &
¥ e i
Sy : £,

KU LEUVEN



BCMA-targeting CAR T-cells: CRS and ICANS

Ide-cel treated!? Cilta-cel treated?
CRS (N = 128) clRs (N =97)
> 1 CRS event, n (%) 107 (84) 2 1 CRS event, n (%) 92 (95)
Max. grade, n (%)?2 Maix. grzade, n (%)° 87 (90)
1or2 100 (7 o
3 =) >3 2 )
Median onset, days (range) 7 (5-8)
Median onset, days (range) 1(1-12) Median duration, days (range) 4 (3-6)*
> 1 NT event, n (%) 21 (21.6)"
=2 1 NT event, n (%) 23 (18) Max. grade, n (%)
Max. grade (CTCAE), n (%)° lor2 NA
3 23 5 1 (1.0)3
Median onset, (range) days 8 (6-8)°
Median onset, (range) days 2 (1-10) 27 (16-73)°
Median duration, (range) days 4 (3-7)
Median duration, (range) days 3 (1-26) MNT/Parkinsonismt 6 patients?

aCRS was graded according to Lee criteria [Lee DW, et al. Blood 2014;124:188-195]; bNT events were graded according to the NCI CTCAE v4.03. c1 patient previously graded as maximum grade 1 NT has been changed to
grade 3 to align with underlying sign of grade 3 encephalopathy; dICANS; eOther neurotoxicities; *1 patient had CRS for a duration of 97 days; excluding that patient, range was 1-14 days; "Total neurotoxicity 21.6%, non-
ICANS neurotoxicity 12%. ICANS and non-ICANS neurotoxicities were not mutually exclusive as eight patients (8.2%) experienced both.23 T1 new case of Parkinsonism day 914 after cilta-cel.

1.Munshi et al. N Engl J Med 2021;384:705 (Suppl appendix);

2. Berdeja JG, et al. Lancet 2021;398:314-324; KU LEUVEN
3. Martin et al. J Clin Oncol 2022;doi:10.1200/JC0.22.00842.




BCMA-targeting CAR T-cells: cytopenia & infection risk

N = 128 Cilta-cel

Any grade Grade =3 Any grade  Grade =3
anemia 70% 60% anemia 81% 68%
neutropenia 91% 89% neutropenia 96% 95%
thrombocytopenia 63% 52% thrombocytopenia 79% 60%
lymphopenia 27% 27% lymphopenia 54% 50%
Infection 70% 27% infection 58% 20%
hypogammaglobulinemia 21% < 1% hypogammaglobulinemia NR NR

Munshi et al. N Engl J Med 2021:384:705 Berdeja JG, et al. Lancet 2021;398:314-324

Martin et al. J Clin Oncol 2022;d0i:10.1200/JC0.22.00842. KU LEUVEN




(:illllzfﬁgt R
Health

al intfimacy

Q
—
o
v
[
=
I§

CCCCCCCC

“The best quality of life
for cancer patients Is
during treatment-free
Intervals”

()
v

Fatigue
Activities of

esearch ; 3

S0 3

Dt 502
=l

dvococ,z
EPain

factio

Care ploni’

Life satis

QUALITY
OF LIFE

A special report
on living with
cancer

Engelhardt et al. Clin Lymphoma Myeloma Leuk 2021;21:e160

KU LEUVEN



HRQoL after ide-cel in RRMM
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D, day; HRQoL, health-related quality of life; M, month; MM, multiple myeloma; QLQ-, core quality of life questionnaire; QoL, quality of life; RRMM, relapsed/refractory multiple myeloma; SE,

standard error.

Delforge et al. Blood Adv 2022; 22:1309-1318.

KU LEUVEN




Case 1: a 50-y old male patient

* Medical history:
e minor surgical interventions
« works as a car salesman
* his father and 3 uncles were all diagnosed with MM (farmers with exposure
to pesticides)
« Current medical problems:
 continuous and increasing lower back pain
* tentative diagnosis of discopathy is made and infiltrations are given

* nevertheless, the pain gets unbearable and patient is referred to the
hospital for further investigations

M Delforge, personal communication KU LEUVEN



Case 1: a 50-y old male patient: continued

« 2013: MM diagnosis is made
 kappa light chain disease

« CRAB: several bone lesions with
large plasmacytoma (12x9x7 cm)
In left os ilium

¢ |[SS: 2
 FISH: no results obtained
e R-ISS: unknown

M Delforge, personal communication KU LEUVEN



Case 1: a 50-y old male patient: continued

* First-line treatment: 05/2013 — 08/2024
* induction: one cycle of VCd followed by 4 cycles of VTd
 stem cell mobilization after priming with cyclophosphamide 3 g/m?
 ASCT post MEL 200
* radiotherapy plasmacytoma left os ilium (13 x 3 Gy)
 consolidation: 2 cycles of Vd
 best response: sCR (although PET-CT remained week positive in left ilium)

Department of Hematology - Leuven GUEEVVEN:



Case 1: a 50-y old male patient: continued

* 03/2017: persistent pain left hip for

which surgical intervation was
performed

« 08/2019: disease progression with
new PET pos lesions: Th4, Th7, 2

ribs
e second-line treatment:
« 08/2019: start Dara-Rd
 best response VGPR

« 03/2020: biochemical
progression

M Delforge, personal communication KU LEUVEN




Case 1: a 50-y old male patient: continued

 Third-line treatment:
e inclusion in CARTITUDE-2 trial (1-3 prior lines of therapy)

« 22/06/2020: infusion of cilta-cel complicated by CRS grade 2
R/tocilizumab
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M Delforge, personal communication KU LEUVEN
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Case 1: a 50-y old male patient: continued

« 10/2020: hospitalization because of
very severe diarrhea (EAEC E. Coli)
R/ levofloxacin

« 12/2020: SCR with MRD negativity
iIn BM, PET-CT: weak signal in left
illac bone

« monthly IVIg substitution until april
2020

« 12/2024: still in sCR, MRD neg and
excellent quality of life

M Delforge, personal communication KU LEUVEN




Moving CAR-T cells

KarMMa-3 study1

KarMMa-3

Key inclusion criteria

*2-4 previous regimens

(including an IMiD agent,

a Pl, and daratumumab)
*Refractory to the last
regimen
Stratification factors
«Age (< 65 vs > 65 years)
* Number of previous
regimens (2 vs 3 or 4)
= High-risk cytogenetics
(ves vs no/unknown)

PFS analysis® 1
LDC

Single ide-cel
infusion
150 to 450 x 10¢
CAR= T cells

n =225

PFS follow-up;
3-month safety follow-up

Standard regimens ide-cel
Continuous treatment until PD, crossover
unacceptable toxicity, or therapy

consent withdrawal aliowed after
n=126 confirmed PD

NCT 03651128

to earlier treatment lines

CARTITUDE-4 study?

Screening

+ Age =18 years
with MM

* 1-3 prior LOT
(including PI + IMID)

Key inclusion criteria:

-

:1 randomization

Stratified by:

SOC arm

PVd or DPda®

Day 1: Cilta-cel arm
Cilta-cel

1. Rodriguez-Otero P, et al. N Engl J Med 2023:388;1002

* Lenalidomide + Choice of infusion Day 1-112: Followue
tefactory PVd/DPd (Target: 0.75 x 10° Collect safety, efficacy,
+ ECOGPS =1 » ISS stage ) CAR+ T cells/kg) PK/PD data every 28 days
Key exclusion criteria: ' ES”_Fber of prior
* Prior CAR-T or Apheresis Lymphodepletion
BCMA-targeting (start of study
lherapy tlreatment}
:I'-_c-eli I};n-sa ac-ﬁon and expansion
Primary endpoint Secondary endpoints
+« PFSed « Efficacy: 2CR, ORR, MRD negativity, OS¢
+ PROs
+ Incidence and severity of AEs®
NCT 04181827

KU LEUVEN
San-Miguel et al. N Engl J Med 2023:389;335




KarMMa-3: progression-free survival and depth of

response

‘ lde-cel vs standard regimens (Dara-Vd/Dara-Pd/IRd/Kd/Elo-Pd) ‘

100 - Difference in ORR, 29%
100 1 —— Ide-cel —+— Standard regimens OR, 3.36°
Median PFS2 Hazard ratiol 18-month PFS rate (95% CI, 2.17-5.22)° B scR
[ 1
a0 - ® 13.8 months HR 0. 49 4 1 % 1 9% 80 - [?EEE.’ 3613?;; R
® 4.4 months | (959 0.38-0.63) :
= gl N l VGPR
€ £ 60 -
i 41% b PR
a 40 4 E ORR, 42%¢
X ) {95% Cl, 34-51)b
I “
" o 40 1
201 '
19%
! H—‘—‘—'ﬁﬁ 20 -
I
D T I T T T T I T T T T T 1
0 3 6 9 12 15 18 1 M4 27 30 3 6 39 2L
Bt Months since randomization .
ide-cel 754 206 177 153 131 111 94 7 54 25 14 7 Fi & 0
Standard regimens 132 76 43 34 H 21 18 12 9 (i 5 3 2 1 Ide-cel Standard regimens
{n = 254) (n=132)

Rodriguez-Otero et al. N Engl J Med 2023;388:1002

KU LEUVEN

Ailawadhi et al. Blood 2024 Aug 28; Epub



KarMMa-3: overall survival

ITT population
Median (95% Cl) OS2

Hazard ratiol

100 -

Sensitivity analysis adjusted for crossovert

Median (95% CI) OS2

Hazard ratio®

100
® 41.4(30.9-NR) mo HR 1.01 e 41.4 (30.9-NR) mo HR 0.72
— &0 . 60
£ . £ .
v —_— v gt
O - O 4 \ :
42% crossed over
20 20
—+— lde-cel —+— Standard regimens
D I | | I | I | | I I | I | I I | n I | I | | I I I I | I I | I | 1
0 3 & 9 12 1% 18 21 24 27 30 33 36 39 42 45 48 0 3 i 9 12 15 18 21 24 27 30 33 36 39 42 45 48

Months since randomization

254 240 223 208 190 175 169 161 143 103 75 48 44 30 13 4 0O
132 126 118 93 67 50 42 34 21 14 9 8 4 2 1 1 0O

Months since randomization

254 240 223 208 190 175 169 161 143 103 75 48 44 30 13 4 O
132 128 120 114103 91 81 75 59 45 32 24 18 11 4 3 0O

Fatients at risk

Ide-cel
Standard
regimens

More than half of patients in standard regimens arm received ide-cel as subsequent therapy upon confirmed PD and the
majority received ide-cel within 3-16 months of randomization

Prespecified crossover-adjusted analysis shows OS benefit of ide-cel

Information fraction for 0% was 74% (n = 164,222 required events). 2Based on Kaplan-Meier approach; Stratified HR is based on the univariate Cox proportional hazards model. Cl is 2-sided and calculated by bootstrap

P

ad 1M L=l0y S e N D FIE glks [ T S0

method Fae aln wan = respe]

Rodriguez-Otero et al. N Engl J Med 2023;388:1002 KU LEUVEN

Ailawadhi et al. Blood 2024 Aug 28; Epub




CARTITUDE-4: progression-free survival and
response rates

Cilta-cel vs SoC regimens (PVd/Dara-Pd)

100-6g

80—

% surviving without progression

HR (95% CI)

: 0.29 (0.22-0.39); P<0.00012<

Median follow-up 33.6 months

30-month PFS

0

No. at risk
Cilta-cel 208
S0C 21

3 6

177 172 1
176 133 1

9 12

65 157
16 96

15

150
80

18

21 24 27 30 33 36 39
months

145 136 132 129 111 65 20 13

74

65 61 52 47 25 12 1

100 -

80

(=
(=1
1

Patients, %
Ia
o

20 A

15.9 months
follow-up!

84.6
(176/208)

Cilta-cel

B sCR

ORR®
. 33.6 months
i follow-up
| 84.6
i (176/208)

67.3
(142/211)

2CR:
24.2

7.7
4.3 §

Cilta-cel
m CR m VGPR

SocC

E PR

iConstant piecewise weighted log-rank test. "HR and 95% Cl from a Cox proportional hazards model with treatment as the sole explanatory variable, including only PFS events that occurred =8 weeks post randomization.

“Nominal P value.

Ciita-cel, ciltacabtagene autoleucel; HR, hazard ratio; mPFS, median progression-free survival, PFS, progression-free survival, SOC, standard of care.

San-Miguel J, et al. N Engl J Med 2023:389;335

Mateos et al. Annual IMS meeting sept 2024

KU LEUVEN




CARTITUDE-4: overall survival benefit compared
with SoC

100 -6 Median follow-up 33.6 months
30-month OS5
T 76.4%
e=tt! ‘l...i_\_ e y
80 - * e Adbesansan sasanasinais - 4 Cilta-cel
@ 60—
= socC
m
==
T 40-
20 -
HR (95% CI): 0.55 (0.39-0.79); P=0.00092"
D T T T I T T T T I T T T I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Months
Cilta-cel 208 201 190 183 175 173 171 167 163 150 146 93 44 24 9 0
SOC 211 207 196 184 173 163 154 147 137 133 127 71 35 13 4 0

Log-rank test. Pvalue, 0.0008, crossed the prespecified boundary of 0.0108 as implemented by the Kim-DeMets spending function with parameter=2. "Hazard ratio and 5% CI from a Cox proportional hazards model with
freatment as the sole explanatory variable.
CAR, chimeric antigen receptor; cilta-cel, ciltacabtagense autoleucel, HR, hazard ratio; OS5, overall survival, S0C, standard of care.

Mateos et al. IMS annual meeting sept 2024 | KU LEUVEN




Cilta-cel reimbursed In
Belgium for first relapse
multiple myeloma in
patients exposed to a
proteasome inhibitor and

refractory to lenalidomide
starting may first 2025




CAR-T: restricting factors

33%

. age =

e comorbidities Z: 32.2%

- kidney function E . 2 | 241%

« rapidly progressive disease g % y

» manufacturing time = . B e

o patient/physician preference 0 znc:?at 5.;3;44. 45-54 55-84 £5-74 75-84 =84
Age

SEER database, accessed may 2024 KU LEUVEN



Bispecific antibodies for multiple myeloma

FCRLS

Redirected lysis of MM
cells

B
.

o 8 g
Sng ®e”
° o, °
o’o.._
B
o
»
o ®

Granzymes/Perforins

ScFv

Fc domain

Monovalent binding site
a-CD3

Monovalent binding for
myeloma antigen

Bivalent IgG-like BsAb

Yy

Trivalent IgG-like TsAb

i

Hosny et al. J Clin Med 2021;10:4593

KU LEUVEN




MajesTEC-1 & MagnetisMM-3: patient characteristics

MajesTEC-11 MagnetisMM-32
(teclistamab) (elranatamab)

Study type Phase 1-2 Phase 1-2

Nr of patients N = 165 (40 + 125) N =123

Dosing 1.5 mg/kg QW SC 76 mg SC

Step up dosing yes (0.06 and 0.3 mg/kg) yes (12 and 32 mq)
Median age (y) 64 (33-84) 68 (36-89)
Previous lines of therapy 5 5 (2-22)

Prior anti-BCMA treatment (ADC or CAR-T) 0% 24%

Triple-class refractory 78% 97%

High-risk cytogenetics* 26% 25%

*1(4;14), t1(14;16), del(17p)

1. Moreau et al. N Engl J Med 2022; 11:387:495 KU LEUVEN

2. Mohty et al. EHA 2023; oral presentation



Teclistamab in relapsed refractory MM:
efficacy results from MajesTEC-1

« 30-month follow up; N=165

Response rate Progression-free survival

Duration of response

ES
s
=
80 - ORRab; 2
63.0 E
60 (104/165) Best response: = 355
B sCRr 5 %
wn
® ] ]
P M cr v 2
t 404 zCR®: 2 o
2 6.1 2vGPR: [l VGPR £
m
a 59.4 m uu
PR =
20 4 % 204 Median, mo (95% Cl) 30-mo PFS rate (95% CI *
> Cwerall 1.4 (88-16.4) 30.1% (22 9-37.7) 20 - Median, mo (95% CI} 30-mo DOR rate (95% CI
=CR NR (26.9-NE} 61.0% (48.9-711) Overall  24.0 (1T.0-NE) 45.0% (34.8-54.7)
o0 =WGPR 26.7 (19.4-NE) 48.8% (38.5-58.4) =CR NR (ZG.T—NE} 80.8% [43.?—71.0?
i e commi jon (ot 0 T 2VGPR  25.8 (1B1-NE) 48.7% (38.3-58.3)
R ssessed . At 30-month mFU of the phase 2 efficacy E . \ A 2 i
ook camers A on or befere March 1, 3031 0 patiants apporing sre USPT) ORF. 6185 208, 46,55 (rest) 0 3 6 9 12 15 18 21 24 27 30 33 36 30 42 0
=CR, stringent complete response; ISP, United States prescribing information.

0 3 6 9 12 1 18 24 24 27 30 33 36 39 42
Patients at risk DOR, months
Overall 104 101 93 83 72 64 80 53 46 39 18 8 3 1 0

=2CR 768 76 73 71 64 &0 56 50 44 37 15 7 2 1 0
=VGPR 98 97 90 B0 69 B2 5B 51 45 38 1B 8 3 1 0O

. PFS, months
Patients at risk
Overall 15 110 99 87 75 70 61 55 49 44 19 10 4 1 0
2CR 78 76 74 71 65 63 57 52 46 42 18 9 3 1
=VGPR 98 97 93 B84 72 67 59 53 47 43 19 10 4 1 0

[=]

—&— Overall —+— =CR —=— =VGPR

—&— Qverall —&— =CR —8— =VGPR

1. Moreau P, et al. N Engl J Med 2022;387:495

2. Oriol et al. EHA 2024, P 879

KU LEUVEN




MagnetisMM-3: progression-free and

Patients (%)

80 —

70 —

50 —

40 —

30 —

10

ORR, 61% (95% Cl: 51.8-59.6)

sCR (15.4%)

=CR:
35.0%

CR(19.5%)

VGPR (21.1%)

=VGPR:

56.1%

overall survival

A. 100 A

Probability, %
]

progression-free survival

Median PFS, 17.2 months (95% Cl, 9.8-NE)

T T T T T T T T

9 12 15 18 21 24 27 30
Months

63 54 48 44 34 7 2 0

Lesokhin et al/ Nature Med 2023;29:2570

1004
90+
80 +
70+
60+
50
40
30+
201
104

Probability, %

Median OS, 24.6 months (95% CI, 13.4-NE)

overall survival

T T
0] 3 6 9

No. atrisk 123 106 92 84

L] I
12 15 18 21 24 27 30 33 36 39
Months

74 67 61 60 56 47 13 3 2 0

Tomasson et al. Hemasphere 2024;8:e136

KU LEUVEN




Mitigation strategies to reduce the risk for CRS and
ICANS with BCMA targeting BsADb

* step-up dosing:
,: . Teclistamab 60 glkg (day 1) 300 pglkg (after 2-7 days) 1.5 mg/kg (after 2-7 days)
//QS'/N Elranatamab 12 mg (day 1) 32 mg (after 2-4 days) 76 mg (after min 3 days)
!
* premedication:

 during step-up dosing and first therapeutic dose
o dexamethasone (oral or IV 16 mg)
o antihistamine (oral or IV diphenhydramine, 50 mg or equivalent)
o antipyretics (oral or IV paracetamol, 650 mg to 1000 mg or equivalent)

 hospitalization during dose escalation (?)



Most common side effects of BCMA targeting bispecific
antibodies: results from MajesTEC-1 and MagnetisMM-3

Side effects Teclistamab Elranatamab
All grades (23) (n = 165)1 (n = 123)23

CRS (grade 1,2,3) 50%/21%/< 1% 42%/14%/0%
ICANS (all grades (=3)) 4% (< 1%) 3% (0%)
anemia 52% (37%) 49% (37%)
neutropenia 71% (64%) 49% (49%)
lymphopenia 34% (33%) 27% (25%)
thrombocytopenia 40% (21%) 31% (24%)
infections 77% (45%) 70% (40%))
hypogammaglobulinemia 74% 75%

1. Moreau et al. N Engl J Med 2022; 11:387:495

2. Bahlis et al. ASH 2022; abstract 159 KU LEUVEN
2. Lesokhin et al. Nat Med 2023; Epub 15 august 2023



GPRC5D- hispecific antibodies for multiple myeloma

Talquetamab

Forimtamig

Cell kill

]
Perforin {°
@

w
“*
Granzymes /S

#
% ‘ﬁ*“

coeors g

*

: IFN-y, TNF-qa, IL-2, IL-10...
o -

CD3 arm JNJ-64407564
GPRC5DxCD3 antibody

b % GPRC5D arm

GPRCS5D*
MM cell

. ,,,/

/

CD3-binding
High affinity

Silenced Fc region to
extend half-life

Pillarisetti et al. Blood Adv 2020;18:4538

Roche, data on file




Talguetamab In relapsed/refractory MM: efficacy

Eligibility criteria

0.4 mg/kg SC QW*

Phase 1: (TCR naive)
+ Measurable MM
+ Intolerant to or
progressed on Prior anti-BCMA
3 4 ADC allowed
established therapies e i
.8 mg/kg 2 h o
ECOG PS <1 o S hase1n-36)
Phase 2: n=145
= Measurable MM ———
=3 prior LOT (=1 PI, 21 cma»masm
IMIiD, and 21 anti-CD38 ;mmssf:gﬂag
mAb) — {Wm“ Phase 1 (n=17)

Phase 2 (n=34)

ECOG PS <2

n=51

Outcomes across cohorts in MonumenTAL-1

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

Median follow-up, months 298 23.4 20.5
Median PFS, months (95% Cl) 7.5 (5.7-9.4) 11.2 (8.4-14.6) 7.7 (4.1-14.5)
Median DOR, months (95% CI)* 9.5 (6.7-13.4) 17.5 (12.5-NE) N/A*
Median DOR in =CR, months (95% Cl) 28.6 (19.4-NE) NR (21.2-NE) N/A*
24-month OS rate, % (95% Cl) 60.6 (51.7-68.4) 67.1(58.3-74.4) 57.3 (43.5-68.9)

Prior TCR: CAR-T, BsAb, belantamab

Endpoints

Primary endpoint:
ORRP (phase 2)

Secondary endpoints:

DOR

PFS

0s

Safety*
Immunogenicity
Pharmacodynamics

TO0 =

B0

o
L= ]
1

Patients (3£)
B

L
=]
N

04

ORRE
EPRE ®WVGPE ®WCRE msCR
T4
(106/143) 69.5 86.7

(07154 (52178}

0.4 malkg 0.8malkg Priar TCR
SC QW SC Q2W

Prior TCR: ORR post CAR-T: 71%, post BsAb: 58%

Chari et al. Lancet Haematol 2025; Epub KU LEUVEN




Talquetamab: adverse events

* In the QW, Q2W, and prior TCR
cohorts, respectively:

* ICANS?2 occurred in 10.7%, 11.0%,

0.4 mg/kg SC QW 0.8 mg/kg SC Q2W Prior TCR
AEs (230% in any (n=143) (n=145) (n=51)
cohort), n (%) Any Grade Any Grade Any Grade

Grade 3/4 Grade 3/4 Grade 3/4

and 2.9%
CRSP 113(79.0)  3(21)  108(745) 1(0.7)  39(765)  1(2.0) - AEs led to dose reductions in
Dysgeusiac 103 (72.0) NA 103 (71.0) NA 39 (76.5) NA 14.7%, 8.3%, and 9.8%
Skin relatede 80 (55.9) 0 106 (73.1)  1(0.7)  35(68.6) 0 _ _ o
Nail related! 78 (54.5) 0 78 (53.8) 0 32 (62.7) 0 ’ ﬁ‘gi‘/oleg ;%A)dlz(;%n;'%lézuon n
Weight decreased 50 (41.3)  3(21)  60(41.4)  8(55)  15(29.4) 0 -770, ©.970, '
Rash relatedd 57(39.9)  2(1.4)  43(29.7) 8(55)  18(353)  2(3.9) - Skin-related AEs and dysgeusia led
Pyrexia 56(39.2)  4(2.8)  40(27.6)  2(1.4) 16 (31.4) 0 to discontinuations in 5 patients;
Dry mouth 38 (26.6) 0 58 (40.0) 0 26 (51.0) 0 no patients discontinued due to nail-
Fatigue 35(24.5) 5(35) 40 (27.6) 1(0.7)  23(45.1)  1(2.0) related AEs

Data cut-off date: January 17, 2023.

AEs were graded by Common Terminology Criteria for Adverse Events v4.03.

alCANS was reported in phase 2 only and was graded by American Society for Transplantation and Cellular Therapy criteria. °Cytokine release syndrome was graded by American Society for Transplantation and Cellular Therapy criteria.
“Includes ageusia, dysgeusia, hypogeusia, and taste disorder. Per CTCAE, the maximum possible grade of dysgeusia is 2.. ¢Includes skin exfoliation, dry skin, pruritus, and palmar-plantar erythrodysesthesia syndrome. fincludes nail
discoloration, nail disorder, onycholysis, onychomadesis, onychoclasis, nail dystrophy, nail toxicity, and nail ridging. 9Includes rash, maculopapular rash, erythematous rash, and erythema.

AE, adverse event; ICANS, immune effector cell-associated neurotoxicity syndrome; NA, not applicable; Q2W, every other week; QW, weekly; SC, subcutaneous; TCR, T-cell redirection therapy.

Schinke CD, et al. ASCO 2023. Poster 8036 | KULEUVEN




MonumenTAL-1: Incidence of key adverse events with
talguetamab

The most common AEs included CRS, dermatologic events, and oral events. This is consistent with other GPRC5D-targeting therapies.
Adverse events were mainly Grade 1/2

Summary of key AEs associated with talguetamab?-?

Incidence, % Grade 3/4, %

CRS 76.7 1.5
ICANS 7.7 1.8
Infections 64.0 18.6
Dysgeusia* 72.3 N/A
Dry mouth 36.0 0
Dysphagia 24.2 0.9
Weight decrease? 39.5 3.2
Rash 34.8 3.5
il : Non-rash 65.2 0.3
f Ik \ . Nail-related AEs 55.5 0

*Includes dysgeusia, ageusia, hypogeusia, and taste disorder. *Weight decrease, classified as a decrease in weight of 210% from baseline.
AE, adverse event; GPRC5D, G protein-coupled receptor class C group 5 member D; N/A, not applicable.

1. Rasche L, et al. EHA 2024. Poster presentation P915.

2. 2.ChariA, et al. Clin Lymphoma Myeloma Leuk. 2024:S2152-2650(24)00174-5 KU LEUVEN




Recommendations for infection prophylaxis in

patients receiving T-cell redirecting therapies
_ |Recommendaion __ [Comments

Neutropenia G-CSF from day +14 or after resolution of CRS or ICANS. Avoid G-CSF if patient has severe CRS or
Consider earlier start if patient is at high risk for infection. ICANS
For persistent grade 4 neutropenia following day +28:
consider G-CSF

Antibacterial prophylaxis Not routinely recommended Can be considered in case of prolonged
neutropenia and should be based on local
guidelines (e.g. levofloxacin 250 mg bid or
cotrimoxazole 80/400 bid)

Antiviral prophylaxis Screen for hepatitis B, C; CMV and Covid Aciclovir 400 mg bid or valaciclovir 500 mg bid
Every patient should receive varicella-zoster prophylaxis.  awareness for reactivation of Hepatitis and CMV

Anti-pneumocystis Cotrimoxazole prophylaxis till CD4+ count > 200/pl In case of TMP-SMX allergy: pentamidine
inhalation every month, dapsone 100 mg/d or
atovaquone 1500 mg/d

Anti-fungal Not recommend routinely. Only in case of severe Candidiasis: fluconazole 200-4 mg/d
prolonged neutropenia and probable or proven Aspergillus: itraconazole, voriconazole
aspergillosis

IV immunoglobulins Recommended if hypogammaglobulinemia < 4 g/l and/or 400 mg/kg every 3-4 weeks (or SC
recurrent infections administration weekly)

CRS, Cytokine release syndrome; ICANS, Immune-effector associated neurotoxicity; Adapted from Hayden et al. Ann Oncol 2022;33:259-275

G-CSF, granulocyte-macrophage colony-stimulating factor; IV, intravenous; TMP-SMX, Mazahreh et al. Blood Adv 2023; Mar 1 Epub KU LEUVEN
Ludwig et al. Lancet Oncol 2023; accepted for publication




Reimbursement conditions for bispecific antibodies In
Belgium

Teclistamab and Elranatamab are reimbursed in Belgium for adult MM patients who :
* have received at least 3 prior treatments

« are triple-class refractory

« progressed during the last treatment

« are no candidates for CAR-T therapy

Talguetamab is reimbursed in Belgium for adult MM patients who :
* have received at least 3 prior treatments

» are triple-class refractory

« progressed during the last treatment

« are no candidates for CAR-T therapy

» has not yet recevied any other T-cell redirecting therapy

Department of Hematology - Leuven Cancer Institute KU LEUVEN




Case 2: a 68-y old woman

* Medical history:
« auto-immune thyroiditis
e CCP pos rheumatoid arthritis R/ Ledertrexate
o atrial fibrillation

e Current medical problems:
* Increasing pain in the rib cage and lower back
« weight loss of 5 kg in 2 months (less intake)

M Delforge, personal communication KU LEUVEN



Case 2: a 68-y old woman: continued

« 2014: MM diagnosis is made
* oligo-secretory (kappa LC)

* CRAB: several bone lesions with
large plasmacytoma

e |ISS: 3
 FISH: +19
e R-ISS: 2

M Delforge, personal communication | KULEUVEN



Case 2: a 68-y old woman: continued

* First-line treatment: 02/2015 — 12/2015
* local radiotherapy Th8-10 13x 3 Gy
* induction: 4 cycles of VTd (stop thal after 3 cycles because of PN)
» stem cell mobilization after priming with G-CSF
 ASCT post MEL 200
 consolidation: 2 cycles of Vd
 best response: CR

Department of Hematology - Leuven GUEEVVEN:



Case 2: a 68-y old woman: continued

« 12/2018: biochemical progression with new focal rib lesion

* second-line treatment:

« 12/2018: start Dara-Rd
 stop lenalidomide after 7 months because of poor tolerability of lenalidomide

best response: SD

switch to Dara-Vd
» stop bortezomib after one cycle because of grade 2 painful peripheral neuropathy

continued with dara monotherapy
11/2020: disease progression

M Delforge, personal communication KU LEUVEN



Case 2: a 68-y old woman: continued

» 11/2020: biochemical progression with new focal rib lesion

* third-line treatment:
« 12/2020: start pomalidomide-cyclophosphamide-dexamethasone
* best response: PR after 4 cycles, VGPR after 6 cycles

« 10/2021: stop PCd because of acute onset of peripheral neuropathy in both legs
without other explanation after MRI, LP, extensive neurological examination

« 10/2022: disease progression

e fourth line treatment
e start belantamab mafodotin
 VGPR after 1 cycle but..

« development of severe febrile syndrome with general symptoms and high CRP.
Extensive screening for other underlying causes (infection, inflammation,..) remains
negative. Belantamab is discontinued after 2 cycles

M Delforge, personal communication KU LEUVEN



Case 2: a 68-y old woman: continued

« 10/2022: biochemical progression with 2 new focal bone lesions on PET-CT

« fifth-line treatment:
» 01/2023: start teclistamab. No CRS. IVIg substitution starting cycle 2
 Response: CR, MRD neg (NGF, PET-CT) after 4 cycles.
* 06/2023: Campylobacter-induced enterocolitis R/azithromycin
« Switch to biweekly administration after 6 cycles
« 08/2023: recurrence of Campylobacter-induced diarrhea R/ azithromycin
« 01/2024: remains in CR, MRD neg. Switch to Teclistamab monthly
» 05/2024: Salmonella-induced diarrhea
« 01/2025: continuous CR, MRD neg (NGF, PRT). Discontinuation of teclistamab

« 02/2025: Hospitalization because of severe diarrhea. Culture positive for
Campylobacter

M Delforge, personal communication KU LEUVEN



BCMA T-cel redirecting therapies in TCE and TCR MM
patients: unprecedented results but most patients relapse

Ide-cell Elranatamab3
N, Madian
CAR+ TCells Events 1955 CI)
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F L 1 50 1% i
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Conclusions

 As long as multiple myeloma is not curable with one therapy (or combination),
its treatment will consists of sequential administration of different therapeutic
agents. This creates a burden for patients, health care providers and payers.

 T-cell redirecting therapies show unprecedented activity in relapsed and
refractory multiple myeloma

* One single infusion of cilta-cel/ide-cel will replace long-term treatment of
combination therapies but patient selection has to be refined

 Bispecific antibodies are also extremely powerful therapies but optimal dosing
Interval and treatment duration is still largely unknown

« Good supportive care is mandatory to get the best results out of T-cell
redirecting therapies, both in terms of efficacy as in terms of tolerability and
patient’s quality of life



