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Treatment of MM

1844 1960 1970 1980 1990 20002003 2004 2013 2015 2019 2020 2022 2023

Mr. Melphalan | Talquetamab
McBean (1958, Blokhin) I Elranatamab
1844 Ann NY Acad Sci IdeCel / Cilta-Cel
| Melflufen
Melphalan | Teclistamab
Glucocorticoids Isatuximab
Belantamab-Maf.
(1969) |
I Selinexor
Combination chemo Panobinostat
Vincristine | Daratumumab
Doxorubicin | Elotuzumab
Dexamethasone
|
|
|

Chemotherapy Era Targeted Therapy Era Immune-Therapy Era

17 novel agents approved for MM in this century




Strategies at relapse: How to make the right choice?

Disease and patient-based factors
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ISS, International Staging System.

Clegg A et al. Lancet 2013;381:752-762; Handforth C et al. Ann Oncol 2015;26:1091-1101; Chen X et al. Clin Interv Aging 2014;9:433-441; Palumbo A et al. Blood 2015;125:2068-2074;

ver R et al. Haematologica 2016;101:1-881 (Absgact E1312); Sonneveld P et al. Leukemia 2013;27:1959-1969; Faiman BM et al. Clin J Oncol Nurs 2011;15:66-76; Miceli TS et al. Clin J Oncol Nurs 2011;15:9-23; Greipp PR et al. J Clin Oncol
Pas 2&@

19—-p420; indax“ et al. Haematologica ®101:P665; Merz M et al. Haematologica 2016;101:P650; Chng WJ et al. Leukemia 2016;30:1071-1078; Chung TH et al. PLoS One 2013;20:e66361; Sonneveld P et al. Leukemia
33 rahé’kiﬁ?éi mm(langvg oo 6:16:427; Williams LA et al. J Clin Oncol 2016;34:e18127; Ramasamy K et al. Haematologica 2017;102:E1457.
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ESMO Guidelines

Second-line options after DaraVMP®<
or DaraVTD"¢

Second-line options after VRd Second-line options after DaraRd®*

Lenalidomide- Lenalidomide- Bortezomib- a;:m:;gg;_ Lenalidomide- Lenalidomide- Bortezomib- Bortezomib-
sensitive refractory sensitive refractory sensitive refractory sensitive refractory

KRd [I, A] PomVd [I, A]
DaraRd [I, Al DaraKd [1, A]
EloRd [I, A] Isakd [1, A]

Pomvd [, A] Svd 1, A

KRd [I,A] DaraKd [l, A]
DaraRd [I, A] IsaKd [I, A]
EloRd [1, A]
Pomvd [I, A]

DaraKd [I, A]
IsaKd [I, A]
IxaRd [I, A]

svd {1, A]

DaraKd [I, ,A]
DaraVd [I, A]
IsaKd 1, A]

Svd [1, A]

VenVd [I, A]

i ° :
E@Valdecﬂl et IDIVAL ..}mm Dimopoulos et al. Ann Oncol. 2021



To Len or notto Len?




Treatment Possibilities at relapse: 15t & 2"d sjtuation

First Relapses
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First Relapses

D-VTd / D-VRd = ASCT - No maint. until PD
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Treatment Possibilities at relapse: 15t & 2"d sjtuation

First Relapses

Len candidate

D-VTd / D-VRd = ASCT - No maint. until PD

Anti-CD38
candidate
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Treatment Possibilities at relapse: 15t & 29 sjtuation

First Relapses

Len candidate

Anti-CD38
candidate

DaraRd vs Rd12
POLLUX

PFS (months) 44.5vs 175m
HR (95% ClI) 0.44 (0.35-0.55)
ORR, % 93
2CR, % 57 (MRD 30%)
DOR, months NE

OS HR (95% CI) 0.44 (0.35-0.55)

m @ Valdecilla.::
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D-VTd / D-VRd = ASCT - No maint. until PD

1. Dimopoulos M, NEJM 2016; 2. Bahlis NJ Leukemia 2020;
3. Stewart AK, NEJM 2015; 4. Siegel DS, JCO 2018;

5. Lonial S, NEJM 2015; 6. Dimopoulos MA, BJH 2017,

7. Moreau P, NEJM 2016.



Treatment Possibilities at relapse: 15t & 29 sjtuation

First Relapses

Len candidate

Anti-CD38
candidate

DaraRd vs Rd12
POLLUX

PFS (months) 44.5vs 175m
HR (95% ClI) 0.44 (0.35-0.55)
ORR, % 93
2CR, % 57 (MRD 30%)
DOR, months NE

OS HR (95% CI) 0.44 (0.35-0.55)
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D-VTd / D-VRd = ASCT - No maint. until PD

D-VMP + D

1. Dimopoulos M, NEJM 2016; 2. Bahlis NJ Leukemia 2020;
3. Stewart AK, NEJM 2015; 4. Siegel DS, JCO 2018;

5. Lonial S, NEJM 2015; 6. Dimopoulos MA, BJH 2017,

7. Moreau P, NEJM 2016.



Treatment Possibilities at relapse: 15t & 29 sjtuation

First Relapses

Len candidate

D-VTd / D-VRd = ASCT - No maint. until PD

Anti-CD38 Anti-CD38
candidate non-candidate
D-VMP + D
Carf-Rd

Elo-Rd

Ixa-Rd

DaraRd vs Rd12
POLLUX

PFS (months) 445 vs175m

HR (95% ClI) 0.44 (0.35-0.55)

ORR, % 93

2CR, % 57 (MRD 30%)

DOR, months NE 1. Dimopoulos M, NEJM 2016; 2. Bahlis NJ Leukemia 2020;
3. Stewart AK, NEJM 2015; 4. Siegel DS, JCO 2018;

OS HR (95% CI) 0.44 (0.35-0.55)

5. Lonial S, NEJM 2015; 6. Dimopoulos MA, BJH 2017,

m @ Va] d eci“ a3k IDIVAL “m};ia 7. Moreau P, NEJM 2016.
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Treatment Possibilities at relapse: 15t & 29 sjtuation

First Relapses

Len candidate

D-VTd / D-VRd = ASCT - No maint. until PD

Anti-CD38 Anti-CD38
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Carf-Rd

Elo-Rd

Ixa-Rd
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POLLUX

PFS (months) 445 vs175m

HR (95% ClI) 0.44 (0.35-0.55)

ORR, % 93

2CR, % 57 (MRD 30%)

DOR, months NE 1. Dimopoulos M, NEJM 2016; 2. Bahlis NJ Leukemia 2020;
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Treatment Possibilities at relapse: 15t & 29 sjtuation

First Relapses

Len candidate

D-VTd / D-VRd = ASCT - No maint. until PD

Anti-CD38 Anti-CD38
candidate non-candidate
D-VMP + D
Carf-Rd

Elo-Rd

Ixa-Rd

DaraRd vs Rd?!:2 KRd vs Rd34 ERd vs Rd>® IRd vs Rd”

POLLUX ASPIRE ELOQUENT-2 TOURMALINE-MM1
PFS (months) 445 vs175m 26.3vs 17.6 m 19.4vs 149 m 20.6 vs. 14.7m
HR (95% ClI) 0.44 (0.35-0.55) 0.67 (0.558-0.803) 0.71 (0.59-0.86) 0.74 (0.59-0.94)
ORR, % 93 87 79 78
2CR, % 57 (MRD 30%) 32 5 14
DOR, months NE 28.6 21.2 205 1. Dimopoulos M, NEJM 2016; 2. Bahlis NJ Leukemia 2020;
0.79 (0.63-0.9) 0.78 (0.63-0.96) 3. Stewart AK, NEJM 2015; 4. Siegel DS, JCO 2018;
0 9 . 63-0. . 63-0.
OS HR (95% ClI) 0.44 (035-05%) 48vs. 40 m 43.7vs 39.6 m NE 5. Lonial S, NEJM 2015; 6. Dimopoulos MA, BJH 2017;

N 7. Moreau P, NEJM 2016.




Treatment Possibilities at relapse: 39 situation

First Relapses

Len non-candidate

P

(" D-vTd / D-VRd ) Anti-CD38
l candidate

!

kLen until PD )

DaraVd vs Vd12 DaraKd vs Kd34 IsaKd vs Kd® DaraPd vs Pd® IsaPd vs Pd”

Efficacy CASTOR CANDOR IKEMA APOLLO ICARIA
(n=499) (n=466) (n=302) (n=304) (n=304)

Prior lines 2 (1-10) 2 (1-3) 2 (1-4) 2 (1-5) 3 (2-11)

% Len Refr. Unk. (33% IMiDs) 32% 32% 79% 94%

PFS (months) 16.7vs 7.1 m 28.6 vs 15.2 NA vs 19.1 12.1vs 7 11.5vs 6.5

HR (95% ClI) 0.31 (0.25-0.40) 0.59 (0.45-0.78) 0.53 (0.31-0.88) 0.63 (0.48-0.83) 0.59 (0.43-0.81)

ORR, % 92 84 87 69 60

2CR, % 43 (MRD neg 20%) 29 40 (MRD neg 30%) 27 5

1. Palumbo A, NEJM 2016; 2. Mateos MV, Clin Lymphoma M. Leuk. 2020;
3. Dimopoulos, Lancet 2020; 4. Usmani S, Lancet Oncol. 2022; 5. Moreau. Lancet 2021; 6. Dimopoulos M. Lancet Oncol. 2021; 7. Attal, Lancet 2019

U @Valdecilla.




Treatment Possibilities at relapse: 4t situation

First Relapses

Len non-candidate

~

Anti-CD38
non-candidate

Kd vs Vd12 PanoVd vs Vd3® Sel-Vd vs Vd® PVd vs Vd’:8 EloPd vs Pd®

DRd

Efficacy ENDEAVOR PANORAMA-1 BOSTON OPTIMISMM ELOQUENT-3

(n=929) (n=147) (n=402) (n=559) (n=117) Sel-vd Elo-Pd
Prior lines 2 (1-3) 3(2-3) 2 (1-3) 2 (1-3) 3(2-8)
% Len Refr. 25% 50% prior Len 38% prior Len 71% 98%
PFS (months) 18.7vs 9.4 m 125vs 4.7 m 13.9vs 9.5 11.2vs 7.1m 10.3vs 4.7
HR (95% ClI) 0.53 (0.44 - 0.63) 0.47 (0.31-0.72) 0.70 (0.53-0.93) 0.61 (0.49 - 0.77) 0.54 (0.34-0.86)
ORR, % 77 59 76 82 53
2CR, % 13 - 17 16 8
OSHR (95% Cl) O, o i 72 & i

\. 1. Dimopoulos MA. Lancet Oncol 2016 & Lancet Oncol 2017; 3. San Miguel, Lancet Oncol 2014; 4. Richardson, Blood 2016; 5. San Miguel JF,

@Va]deC]"a'll‘ﬁ‘d IDIVAL Hematologta Lancet Hemat 2016; 6. Grosicki S. Lancet 2020; 7. Richardson, Lancet Oncol. 2019. 8. Dimopoulos, Leukemia 2020. 9. Dimopoulos, NEJM 2018




Treatment Possibilities at relapse

First Relapses
Len candidate Len non-candidate
Anti-CD38 Anti-CD38 Anti-CD38 Anti-CD38
candidate non-candidate candidate non-candidate

Sel-Vvd Elo-Pd

Are new agents coming for these 15t relapses?




KarMMa-3 Ide-Cel vs SOC in 2-4 prior lines of therapy

Pretreatment period Post-treatment follow-up period

GC-LTFU-001

Optional bridging therapy
LDCe

study

Key inclusion criteria Ide-cel infusion Primary endpoint

= e-
Ide-cel T — 150 to 450 x 108 :I-:rﬁc];ﬁltlt?ga?eﬁ : Survival = PFS (by IRC)
n=254 P CART cellsd : y follow-up9
N=225 follow-up

= Aged 218 years

Key secondary
endpoints

! = ORR (by IRC), OS
| Ide-cel allowed

after confirmed PD

= ECOGPSO0-1

= 2-4 prior regimens
(including
immunomodulatory
agent, Pl, and Dara)

Other secondary
endpoints

= CR rate," DOR, MRD
= Safety

Standard Continuous standard
regimen? regimen treatment
(DPd, DVd, IRd, until PD,

Kd, or EPd) unacceptable toxicity,
n=126 or consent withdrawal

Standard
regimen
n=132

Survival
follow-up9

= Refractory to the last
regimen

Stratification factors
= Age (<65 vs 265 years) Data cutoff: April 18, 2022

= Number of prior regimens (2 vs 3 or 4)
= High-risk cytogenetics (t[4;14], t{14;16], or del[17p]; yes vs absent/unknown)

Median (range) duration of follow-up: 18.6 (0.4-35.4) months

In the ide-cel arm, the treated population of patients who underwent either leukapheresis, bridging therapy, LDC, or ide-cel treatment was used to assess AEs; the safety population of patients who received ide-cel was used to assess TRAEs, iiNT, and CRS.
aBased on the patient’s most recent treatment regimen and investigator’s discretion. ®Up to 1 cycle of DPd, DVd, IRd, Kd, or EPd may be given as BT while ide-cel is being manufactured. ¢3 days fludarabine 30 mg/m? and cyclophosphamide 300 mg/m2.
dDoses <540 x 106 cells were permitted. ®Monthly for patients randomised to ide-cel for 24-months, then every 3 months until PD. fPatients randomised to standard regimens and received subsequent ide-cel therapy. 9Patients were followed up every 3
months after PD until end of trial; 5 years after last patient randomised. "By IRC. AE, adverse event; CR, complete response; Dara, daratumumab; DOR, duration of response; DPd, daratumumab/pomalidomide/dexamethasone; DVd,
daratumumab/bortezomib/dexamethasonel; ECOG PS, Eastern Cooperative Oncology Group performance status; EPd, elotuzumab/pomalidomide/dexamethasone; IRC, Independent Response Committee; IRd, ixazomib/lenalidomide/dexamethasone; Kd,
carfilzomib/dexamethasone; LDC, lymphodepleting chemotherapy; MRD, minimal residual disease; PD, progressive disease; Pl, proteasome inhibitor; R, randomisation; TRAE, treatment-related AE.

" 0
E@Va]dec]]]a&wm |D|VA|_,,}“M, Rodriguez-Otero P, et al. N Engl J Med. 2023;388:1002-1014
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KarMMa-3 Ide-Cel vs SOC in 2-4 prior lines of therapy

— . H H H H 100 § —+— Ide-cel —+— Standard regimens
- . 0, 9|
n=386 (2:1 randomization) 3 (2-4) prior lines; 65% TCR Median PFS: Hazard ratic® | 18.month PFS rate
® 13.8 months
HR 0.49 | 41% 19%
® 4.4months | (959l 0.38-0.63)
100 - Difference in ORR, 29% P FS =
OR, 3.367 S A 41%
(95% Cl, 2.17-5.22)° 'ﬁL_
—_— B sCR 40 T
]
80 1 ORR, 71%: R i
(95% Cl, 66-77)b 20 ;
0
Il VGPR 19A1|
< 60 - 0 . . . . . ' . . . . . . :
- PR 0 3 6 9 12 15 18 21 24 27 30 33 36 39
= ORR. 42%¢ patientsat risk Months since randomization
o (95% CI’ 3451 Ide-cel 254 206 177 153 131 1M 94 77 54 25 14 7 7 2
e . Standard regimens 132 76 43 34 31 21 18 12 9 6 5 3 2 1
o 40 4 5 ’
11
- OS ITT population Sensitivity analysis adjusted for crossovere
. 100~ Median (95% Cl) OS2 Hazard ratio® 100 Median (95% Cl) OS2 | Hazard ratio®
® 41.4(30.9-NR) mo HR 101 ® 41.4(30.9-NR) mo HR O 72
26 80 § 879 @BANRIMO|  oce €1, 0.73-1.40) 804 ® 23.4(17.9-NR)mo | (959 |, 0.49-1.01)
10
0 60 60
Ide-cel Standard regimens g . g N .
(n=254) (n=132) 8 - 8 SR
40 40
42% crossed over
20 204
CR & MRD neg (10-5 by NGS) —+— |de-cel —+— Standard regimens
e e e e I I e e S e S S e ]
35% VS 2% 00 '3 g é 1‘2 1‘5 1‘8 2'1 2‘4 2‘7 3‘0 3‘3 3‘6 3‘9 4‘2 4‘5 4‘8 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

\o

Hematologfa
Valdecilla
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Patients at risk Months since randomization

Ide-cel 254 240 223 208 190 175 169 161 143 103 75 48 44 30 13 4 0

Standard 132 128 120 114 103 91 81 75 59 45 32 24 18 11 4 3 0

132 126 118 93
regimens

Months since randomization

254 240 223 208 190 175 169 161 143 103 75 48 44 30 13 4 0

67 50 42 34 21 14 9 8 4 2 1 1 0

56% pts in the SOC arm crossed over to receive ide-cel

Rodriguez-Otero P, et al. N Engl J Med. 2023;388:1002-1014 & ASH 2023. A1028



Cartitude-4: Cilta-Cel vs SOC in 1-3 prior lines of therapy

SOCarm
Scre.enmg. o Randomization PVd or DPd?

Key Inclusion Criteria:
+ Age 218 years with MM 1:1
« 1-3 prior LOT (including randomization _. Lymphodepletio Day 1: Day 1-112:

PI+IMiID) } Bridging Day -7 to -5: Gil I Coll f

, PVd or Conditioning Cllizris ollect safety, Foll
+ Len-refractory Stratified by Apheresis DPdP R infusion efficacy, ollow-up
+ ECOG PS 0-1 + Choice of 21 cycle (3 days) (Target: 0.75x10°f - PK/PD data
] o PVd/DPd = Cv/El CAR+ T cells/kg) every 28 days

Key Exclusion criteria: Y
. Do + ISS stage .

Prior CAR-T or - Number of Cilta-cel arm

BCMA-targeting .

prior LOT
therapy
T-cell transduction and expansion
Start of study
treatment
Primary endpoint Secondary endpoints
. PFSP . Efficacy: 2CR, ORR, MRD negativity, OS
° Safety
° PROs

aPhysicians’ choice. *Time from randomization to disease progression/death.

BCMA, B-cell maturation antigen; CAR-T, chimeric antigen receptor T cell; cilta-cel, ciltacabtagene autoleucel; CR, complete response; DPd, daratumumab, pomalidomide, and dexamethasone; ECOG PS, Eastern
Cooperative Oncology Group Performance Score; IMiD, immunomodulatory drug; ISS, international staging system; Len, lenalidomidel; LOT, lines of therapy; MM, multiple myeloma; MRD, minimal residual disease;

ORR, overall response rate; OS, overall survival; PD, pharmacodynamics; Pl, proteasome inhibitor; PFS, progression-free survival; PK, pharmacokinetics; PRO, patient reported outcomes. PVd, pomalidomide,
bortezomib, and dexamethasone.

. @
E (& valdecilla: pivas q'm,

San Miguel, et al. N Engl J Med. 2023



Cartitude-4: Responses

Overall response rate*:!

15.9 months follow-up? | 33.6 months follow-up
100 !
84.6 : 84.6
(176/208) : (176/208)_
80 - 67.3
(142/211)
%60 A
2
c
2
-
&40
20 -
0 - - -
Cilta-cel Cilta-cel SOC
H sCR W CR m VGPR M PR

(As-treated population; 15.9-month follow-up)

Overall response rate*?

99.4

100 (175/176)

80
52
o &0 5CR:
£ ~ 86.4
2
40
o

20

o 3,4 -

Cilta-cel
B sCR CR ®WVGPR ®mPR

1. Mateos M-V, et al. IMS; September 25-28, 2024; Rio de Janeiro, Brazil.
2. San-Miguel J, et al. N Engl J Med. 2023;389:335-47
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Cartitude-4: Cilta-Cel in 15t relapses. MRD negativity

Overall MRD negativity?2

Time to MRD negativity (10-°)
M Cilta-cel

10-5 10-6 in evaluable patients
W soc 100+
| =)
OR: 133> | OR: 28.5° = o
P<0.0001 ‘ P<0.0001 5 i
100 _ | — g | Cilta-cel
OR: 7.6 89,0 i 85,6 S 80
"0 2 70-
o 80 P<0.0001 ! @
N 650 } P<0.0001 2 60
- ) | D
4(2 60 . i QE: 504
[ T 40-
(<)) | g
= 40 1 | 2 30 soc
® [ K
ol | 2 207
20 A | 2 1o === Cilta-cel
| P —SOC
0 - 0 6 2 15 24 30 3%
(n=208)(n=211) (n=145) (n=103) (n=208) (n=211) (n=139)(n=102) Time to initial MRD negativity (10-5)
ITT Evaluable for MRD¢ ITT Evaluable for MRD¢ (months from C1D1/cilta-cel)

* 69% of evaluable patients achieved MRD negativity (107%) by day 56 (ITT, 48%), rising to 86% (ITT, 60%) by 6 months post cilta-cel infusion

High rates of overall MRD negativity are rapidly achieved with cilta-cel, and

almost all cilta-cel patients negative at 10~ were also negative at 10-°

aAchievement of MRD negativity at any time after randomization and before next therapy. PStratified Cochran-Mantel-Haenszel test. °Evaluable samples were those that passed calibration and QC and included sufficient cells for
evaluation at the respective testing threshold.

cilta-cel, ciltacabtagene autoleucel; C1D1, cycle 1 day 1; ITT, intent-to-treat; MRD, minimal residual disease; OR, odds ratio; QC, quality control; SOC, standard of care.

Popat R. ASH 2024. A1032



Cartitude-4: Cilta-Cel in 15t relapses. Long term follow up

PFS (Primary endpoint)
o 100-% Median follow-up 33.6 months
(=]
K 30-month PFS
8 80 o
= e
2 le“LL
‘g 60 T M ——
AMMAA AAA A Cilta-
2 59.4%
2 40
o
=
2
20
% 25.7% © soc
= HR (95% CI): 0.29 (0.22-0.39); P<0.00013-¢
0 T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk months
Cilta-cel 208 177 172 165 157 150 145 136 132 129 11 65 29 13 5 0
SOC 211 176 133 116 96 80 74 65 61 52 47 25 12 1 1 0

% alive

No. atrisk
Cilta-cel

OS

Median follow-up 33.6 months

100
30-month OS
] i | 76.4%
90 AvA~s s ateemssmsnssssuasi 4 Cilta-cel
60—
soc
40
20
[ HR (95% CI): 0.55 (0.39-0.79); P=0.00092)
0 T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months
208 201 190 183 175 173 171 167 163 159 146 93 44 24 9 0
SOC 211 207 196 184 173 163 154 147 137 133 127 71 35 13 4 0

aConstant piecewise weighted log-rank test. "HR and 95% CI 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.

. d
E @\‘/a‘ld ecilla=: DIvAL q'm,

a og-rank test. P-value, 0.0009, crossed the prespecified boundary of 0.0108 as implemented by the Kim-
DeMets spending function with parameter=2. "Hazard ratio and 95% CI from a Cox proportional hazards

model with treatment as the sole explanatory variable.

Median follow-up 33.6 months

Mateos MV. IMS 2024



And any data on
Belantamab?




N= 494 RRMM pts after a median of 1PL.

Eligibility criteria

« Adults with MM

« 21 prior line of MM
therapy, and
documented PD
during or after their
most recent therapy

+ No prior treatment
with anti-BCMA

+ Not refractory to or
intolerant of
daratumumab or
bortezomib

1:1 Randomization

DREAMM-7: BelaVvd vs DVd in RRMM

Arm A (BVd)

Arm B (DVd)

Belamaf
IV 2.5 mg/kg q3w
+

Bortezomib 1.3 mg/m? SC on days 1.4,8,
and 11 of cycles 1-8
(21-day cycles)

+
Dexamethasone 20 mg on the day of, and
day ater bortezomibe in cycles 1-8

Daratumumab
IV 16 mg/kg cycles 1-3; qw and
cycles 4-8; q3w
+

Bortezomib 1.3 mg/m? SC on days 1.4,8,
and 11 of cycles 1-8
(21-day cycles)
+

Dexamethasone 20 mg on the day of, and
day after bortezomib in cycles 1-8

Belamaf
monotherapy
IV 2.5 mg/kg q3w

Daratumumab

monotherapy
IV 16 mg/kg cycle 9+ gdw

PFS (probability)

N
No.

0.8

0.6

0.4

0.2

0.0

at Risk
of Events)

52% of pts exposed to len and 35% Refr to len

18-months 2 ) P valued

<.00001

(95% Ci), mo 11.1-175) | (031-0.53)

Median
36.6 months

0123456 78 91011121314151617 1819202122 23 2425 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41
Time since randomization (months)

9 € 57 65 ¢ 9
116) (119) ( ( 8) (13 ) (144) (145) (148) (149) (15! 54) (15

BVd demonstrated a statistically significant and clinically meaningful IRC-assessed
PFS benefit with a median PFS that was 23 months longer than DVd (36.6 vs 13.4 months)

The study met all secondary end-points: ORR and CR rate (34% vs 17%) and MRD-ve rate (39% vs 17%), early benefit in OS as well as DoR

Safety profile is manageable. Ocular toxicity is present in 80% and 30% G3-4 according to CTCAE being blurred vision the most frequent. Dose

reductions and interruptions allowed to keep patients on study and only 9% of patients required to discontinue belamaf

E@Valdecilla

Invest

\o
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Mateos MV et al. ASCO plenary series 2024



DREAMM-7: BelaVd vs DVd in RRMM. OS

Treatment
GSK916 2.5 mg’kg + BOR/DEX
107 DARA + BOR/DEX
BVvd Dvd
a
e (N=243) (N=251)
%7 Events, n (%) 68 (28) 103 (41)
s 0S, median (95% CI), months® | NR (NR-NR) NR (41.0-NR)
“ 06
E HR (95% Cl)© 0.58 (0.43-0.79)
% P valued 00023
04
24-Month survival (95% CI), % | 79 (73-84) 67 (61-73)
92 36-Month survival (95% Cl), % | 74 (68-79) 60 (54-66)
” OS data have reached 34.6% maturity.
— 0 2 4 € 8 W 1 W 16 1B MWW D M X B N L M %X B & &£ 4 & & L D ,
(Number of Events) Time since Randomization (Months)
G$K916*BOR/DEX 20238 22227 22 218246 214 209207203 200 200 198 156 195 194 191 589137 985 183 130 178 177 177 175 74 174 172171 170167 166 165164 2160 157946126908 90 W W & B X 77 9 3 2 1 ©

0 0) & G081 BN RGHENGS 0608 38 50145 430 (5) S2D(E2) (54154 54055/ (57) 5550 50062 (53
251 245236 13431 T8 216212 207303 198 197 142187 462177 174 174 9691 57154154 150 143 146 144 144142 141 138137 136 138131 130 12711893 79 58 48 37 D B 2 23 € 3 1.0 0
DARA+BOR/DEX 1 3 DAGSN0)EBE 5 4 =

7178 @1E) @3HES) 35 i DA a5 304 03N 25

(360143 (47515515 62

Median OS was not reached. Predicted median OS with BVd is 84.1 months and 51.0 months with DVd.€

DVd in the CASTOR study resulted in a median OS of 49.6 months.?!

aTwo patients in the ITT population were randomized, not treated, rescreened, and rerandomized. They are counted as 4 unique patients in this output. ® Cls were estimated using the Brookmeyer-Crowley method. ¢ HRs were estimated using a Cox proportional hazards model stratified by the number of lines of prior
therapy (1 vs 2 or 3 vs 24), prior bortezomib (no vs yes), and R-ISS stage at screening (I vs Il or I1l), with a covariate of treatment. ¢ P value is from a 1-sided stratified log-rank test. At 171 actual events (48.2% OS information fraction), OS was declared significant if the P value was <.00112. ¢ Post hoc analysis was

performed with simulation to predict median OS values in each arm using the observed data at the interim analysis, with a 39.4-month median follow-up to extrapolate time to death in ongoing censored patients. Predicted median OS values are subject to change as data mature.
1. Sonneveld P, et al. J Clin Oncol. 2022;41(8):1600-1609.

o d .
E@Y@Ide‘c‘]\la““%ﬁ IDIVAL cracs 39.4 Months Median Follow-Up Hungria V et al. ASH 2024. A772



DREAMM-8: BelaPd vs PVd in RRMM

N= 302 RRMM pts after a median of 1PL. 100% of pts exposed to len and >75% Refr to len
25% prior anti-CD38
.

Belantamab mafodotin

Eligibility critaria N=302 [  2:5mikg IV (oycle 1) then 1.9 mgkg IV QAW from cycle 2 10 J 12 month Events, n (%) 62 {40) B0 (54}
Adults with MM c g onward = 8 months P
* ] = Median PFS (85% Cl), months  NR (206-NR)  12.7 (8.1-18.5)
21 prior E'“;I:h""” 2 E Pomalidomide 4 mg orally on days 1-21 (28-day cycles) > & 1% Median
therapy g LEN g y = 08 4
o [] Not reached HER (95% CI); P valus 0.52 (0.37-0.73); =.001
Documented PD £ Dexamethasone 40 mg® on days 1, 8, 15, and 22 E ®
during or after their % = 2 -
most recent therapy € Bortezomib ;5 5 06 - TR
No prior treatment g 1.3 mg/m? SC on days 1, 4, B, and 11 of cycles 1-8 then 5 ° *'H“:ht—m—_,. fram ’
with anti-BCMA or - days 1 and 8 (21-day cycles) ® H
pomalidomide; not « @ — & g 04 -
refractory/intolerant to Pomalidomide 4 mg orally on days 1-14 (21-day cycles) = Median
*
Dexamethasone 20 mg* on the day of and day after H 12.7 months T } I
bortezomib ﬁ 02 BPd
treatment (1vs 2 or 3 va 24) E o0 | — Fvd
'Wmmtwswm) - A e e e e B L B R
+ Prior anti-CD38 therapy (yes vs no) 01 2 3 45 6 7 8 9 1011121314 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 38
M. at risk Time since randomization, months
e, of events)
apa 155 143 135 130 125 122 117 113 111 100 107 102 07 03 & B0 77 75 72 67 64 S0 50 45 38 36 28 23 21 16 13 & 4 2 1 0 0 0 0 0
(0} (5) {10) (15} (19) (21) (26) (28) (30) (32) (34} (37) (41) (42Z) (47) (4T} (43) (50} (52} (53} (54) (56) (5B) (53] 61 (1) (B2) (B2) (62) (62) (62) (62) (62) (62) (E2) (62) (62) (62} (62) (62)
147 138 123 111 102 96 92 B3 75 6B 59 56 54 51 47 43 40 39 37 30 26 22 2 18 16 1B
Fyd (D} §4) {14) [23) (27) (33) [37) §45) 49) (52) (SO} (62) (E2) (64) (B8) (8B) (68) (BB) (70} (73) {78} {T7) {TT) (77) {T7) (77) m] \rs, m] tEO) \au, \au, \au, [am |su] \au; tED) |au| |su] |su]

ORR (77% vs 72%) and CR rate (40% vs 16%) and MRD-ve rate (32% vs 5%). Better PFS2 & DOR and positive OS trend for OS
Safety profile is manageable. Ocular toxicity is present in 89% and 43% G3-4 according to CTCAE being blurred vision in 79% & G3/4 17%.

Dose reductions and interruptions allowed to keep patients on study and only 9% of patients required to discontinue treatment

. . .
W@Y@‘d?mllamzﬁﬁ IDIVAL.‘},.M, Median Follow-up: 21.8 months Richardson PG et al. EHA 2024



Can we use Bispecifics earlier
INn the course of the disease?

MajesTec-3
1-3PL. Len & PI
n=560

Teclistamab + Dara
VS
DPd / DVd

MagnetisMM-5
21 PL. Len & Pl
n=580

Elranatamab
VS
DPd

Linker MM-3

2-4 PL. Len, Pl & anti-CD38
N=380

Linvoseltamab
VS
EloPd

Monumental-6
1-4 PL. Len & anti-CD38
N=795

Talque + Tecli
VS
Talquetamab + Pom
VS
EloPd / PVd




Treatment Possibilities at relapse

First Relapses
Len candidate Len non-candidate
Anti-CD38 Anti-CD38 Anti-CD38 Anti-CD38
candidate non-candidate candidate non-candidate

Dara-Vvd

Cilta-Cel Ide-Cel
Bela- vd/Pd

Ixa-Rd Sel-Vvd Elo-Pd

TCE +/- something (Dara, Pom, ...)
(Teclistamab / Elranatamab / Talquetamab)

» ®
E @\‘/a]d‘ecﬂl a5 IDIVAL q'm,




After 1 or 2 lines of therapy most patients have been
exposed (or are refractory) to PI, IMiDs, Anti-CD38 MoAD:
TCE or TCR

What is their outcome?

What can we offer them?



TCE pts: LocoMMotion & MoMMent

n=302 pts conducted in sites from Europe & US. PFS
Received prior treatment with a PI, IMID, and anti-CD38 mAb

Median (95% CI)

Pooled 4.6 (4.1-5.6)
204 LocoMMotion 4.6(3.9-5.6)

MoMMent 4.6 (3.4-9.0)

Pomalidomide Melphalan 601
Carfilzomib flufenamide
Daratumumab  |satuximab  Ide-cel Tedistamab

Participants progression free and alive, w
8
L

Panobinostat )
Elotuzumab Belantamab Cilta-cel
Ixazomib _ mafodotin Elranatamab
Selinexor Talquetamab o
ORR: 31.8%
Pre .
2019 0
.

~ oS 1007

LocoMMotion enrollment MoMMent enrollment
Aug 2019-0ct 2020 Nov 2021-jul 2022

?Representative of initial regulatory approval acrossthe US and EU.

Median (95% CI)

Pooled” 14.5(11.1-17.9)
LocoMMotion 13.8(10.8-17.0)

cilta-cel, ciltacabtagene autoleucel; ide-cel, idecabtagene vicleucel. i MoMMent NE (10.5-NE)

£ o
. MoMMent LocoM Motion Pooled = 145 m

=3

Pomalidomide-cyclophosphamide-dexamethasone 9(16.7) 35(14.1) 44(14.6) E

Carfilzomib-dexamethasone 5(9.3) 35(14.1) 40 (13.2) e

Pomalidomide-dexamethasone 5(9.3) 29(11.7) 34 (11.3) 2

Belantamab mafodotin 11 (20.4) 4(1.6) 15 (5.0)

Ixazomib-lenalidomide-dexamethasone V] 14 (5.6) 14 (4.6) 0 T T T T T T T T T T

Elotuzumab-pomalidomide-dexamethasone 3(5.6) 6(2.4) 9 (3.0) 0 3 5 9 12 15051?.“021 24 7 0 3 3%

Ide-cel 4(7.4) 0 4(1.3) )

Neo. at risk 302 259 210 156 116 98 82 & 55 31 16 3 O
*:0% of patients in any dataset

. L
E@Vﬂ]dCCl“auJ&ﬁgﬁgﬁ IDIVAL .}lﬁq Weisel K, et al. IMS 2023



EMA Approvals for TCE patients

» Teclistamab, Elranatamab, Talguetamab Ide-Cel & Cilta-Cel

+ 2 3 prior therapies including 1 PI, 1 IMID & 1 anti-CD38 MoAb (triple-exposed), and who have
demonstrated disease progression on the last therapy.

> Melflufen + Dex

« 2 3 prior lines of therapies & refractory to at least 1 PIl, 1 IMIiD & 1 anti-CD38 MoAb (triple-refractory),
and who have demonstrated disease progression on or after the last therapy.

» For patients with a prior ASCT, the time to progression should be at least 3 years from transplantation.

» Selinexor + Dex
* 2 4 prior therapies & refractory to at least 2 Pls, 2 IMiDs & 1 anti-CD38 MoAb (penta-refractory), and
who have demonstrated disease progression on the last therapy.

* Also Sel-Vvd in 2 1 prior line of therapy

E @Valdecﬂla #2:% IDIVAL \.,g



Bispecific antibodies or TCE (T cell engagers)

Alnuctamab

>

Anti-BCMA
Anti-GPRC5d
Anti-FcRH-5

Elranatamab ABBV-383

Low affinity CD3 binding
Favorable Safety Profile

Anti-BCMA (bivalent)'s

Cytotoxic T cell activation
' S
T

(e.g. Gr 1/2 CRS) Bivalent BCMA binding , > _/ Bivalent binding to BCMA for superior
\ Robust Efficacy ) potency, tumor targeting, and retention

(e.g., 79% ORR) > 4

Elranatamab ¢f% | Tumor cell ‘ ) 7.
killing N
N P/ Anti-CD3¢ (monovalent)'-*

Te C I Istam ab —____—"| Head-to-tail geometry of BCMA- and CD3-
I b ’ binding Fab domains using a flexible linker

T
sy sty
ottt
",

Sl lesss
£ 4l a8 22t
Hurtailn/Sesutsjuiss

— d

Linvoseltamab
REGN5458

Bcma W

targeteel gy coyre
‘binding binding

Silenced Fc tail
Convenient Dosing

(e.g., Q4wW)

Forimtamig
RG6234
RO7425781

High-avidity binding
to GPRC5D on
plasma cells

Anti-CD3 Fab

Heterodimeric FcyR-silent
| Fc's
No binding to FcyR to minimize infusion-
related reactions and binding to FcRn
retained for IgG-like PK

Cevostamab

Anti-FcRH5 Fab

region region

High-affinity
) ) binding to CD3
Silent Fc region to on T cells
extend half-life and

) o reduce toxicity
W @Val decilla:z: pivac .-
Hospital Universtano W 4 Valdecilla

human Ig64 human IgG:
(binds to Protein A) (does not bind to Protein A)




N=165 RRMM

80 ~

70
60
50
40

Patients (%)

30
20
10

Teclistamab: MajesTEC-1

5 (2-14) prior lines

B PR mVGPR mCR msCR
63.0% (104/165)

2CR:
39.4%
- >VGPR:
58.8%

All Treated

78% TCR

ORR: 63%

CRS: 72% (<1% G3); Infections: 76% (45% G3/4)

< ®
E @Y?‘Q?Cﬂl 2 IDIVAL \.,,,

« Responses were durable and deepened
over time

« Atdata cutoff, 67 of 104 responders
(64.4%) maintained their responses

Response: [l sck Ml cr Mverr MR M P0
End of treatment status: 4P Discontinued * Death

= Maintaining response X End of study
and on treatment

0

1 2 3 4 5 6 7 8 9 10 1 12 13
Months

Analysis cutoff date: March 16, 2022

100+
904

14 15 16 17 18 19 20 21 2 28 24 25 26

80- MPFS: 11.3 months

70

Percentage of Patients
w
o
1

104 Median, 11.3 mo (95% Cl, 8.8-17.1)

0 T T T T T

0 3 6 9 12 15

Months

No. at Risk 165 110 98 81 59 22

T T T 1

18 21 24 27

10 2 0 0

Moreau et al. N Engl J Med 2022;387:495-505.



RWE Teclistamab in USA

110 pts 76% penta-class refractory (vs 30% in MajesTEC-1); 35% prior BCMA

ORR =62% .... 2 VGPR: 51%, CR: 20% + CRS: 56%; G3/4 in 5%
ICANS: 11%; G3/4 5% (1 death)
Infections: 78 in 44 pts

Bacterial (48%), viral (45%) and fungal (6.7%)

Median time to best response 1.67 (0.19-5.91) months

- 0, . .
6-month PFS 52% 6-month OS 80% Impact of Primary IVIG prophylaxis
(95% Cl:42-64%) (95% ClI: 72-89%)
IVIG = No — Yes
Strata ~+ Al Stata G AN
All grades | | Grade 3+
100% 100%
g M 100% 1 Gray's test p=0.079 Gray's test p=0.030
g T 5%
:
£ 3 8 75%-
2 ¢ c
2 25% S 25% g
£ ©
* 0% £
0 3 [ 9 0 3 6 9 g 50% 1
Time from diagnosis, months Time from diagnosis, months ,g
Number at risk Number at risk E
Al 110 39 13 1 Al 110 55 18 2 8 25% 1
Outpatient step-up doses in 9 (9%) pts
For inpatients, the median duration of stay was 9 days 0% 1
0 3 6 9 0 3 6 9
Time from BsAb, months
. . N .
E@Valdecﬂla S IDIVAL - e Median follow up: 3.5 months Mohan. ASH 2023. A545
Hospital Universtano \ Valdecilla




MagnetisMM-1: Phase | Elranatamab in RRMM

Duration of Treatment and Best Overall Response for All Patients

| Prior BCMA-directed therapy ‘

Data cut-off was February 8, 2022.
* Prior anti-BCMA ADC. * Prior BCMA-targeted CAR-T. Swimmer plot depicts disease assessments relevant to first response, confirmation of response, deepening of response, and best response.

ADC=antibody drug conjugate; BCMA=B-cell maturation antigen; CAR-T=chimeric antigen receptor T-cell therapy; CR=complete response; IMWG=Intemational Myeloma Working Group; MR=minimal response; NE=not evaluable;
ORR=objective response rate; PD=prog ive di

Time from first dose (months)

- PR

PR=p

- - >
- - - - -
: : L] - - =
: t- L] L] L] -
. * » N - -
R P —— = - ORR 64% (35/55)
N T S e - = el » CR/sCR rate 35% (19/55)
w Far— * [ = .
2 — - s
8_ . “I - + + " l|4:'-11.'.|'|"::'=:| and del7p 1004
Iy — 'I‘ !“ - L] - - - - — -
[«H] * [ ] [ ] + + = 114016} and de1Tp I
5 sLh = % * - - * * .
= <CR .
4] d ' & L] L] L] . a0+
cR - ——— 1]
E & e —
= VOPR * * - - S 70
C PR * * * L] —_
MR i i - - =
8 e . x ® - 2% 1[4:74) ane del7p Z &0
U] st : .n- * - n . w
VGPR - * * - - g7 v SCR(255)
3 8 o h = -t * sCR g 50+ S
= & : & —aub b ) Ael17p + CR 3
TR Ee— . " VGPR g 40
& i * + 54% (7/13) of patients * PR s CR(9.1)
@ B with prior BCMA-directed ¢ Mk 307
:9:' . therapy achieved response . D 204 235)
e ¥ REL
o > Ongoing 104
bt B Switching to Q2W 0 PR(5.5)
ARRSRARSNRARES RARRE RAARS RARAS RARAS RARLE RARSS LERRE LALASNARAS LARS LALS REARAS LAARS SRS BAARS RS LARRE MULRE MRS LR ILARAN IASAN LARAR
0 1 2 3 4 5 5] 7 8 9 m n 2 13 14 15 1% 17 18 19 20 21 22 23 24 25 26

response; Q2W=twice weekly, REL=relapse; SCR=stringent complete response; SD=stable disease; VGPR=very good partial response

E@Valdccilla
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Elranatamab in RRMM. Phase | MagnetisMM-1

5 (2-22) Prior Lines 97% triple-class Ref. Penta-ref: 42%

ORR 61% (95% CI: 51.8-69.6%)

2 CR 35.0%; 2VGPR 56.1%

Cycle 1 Cycles 22 Cycles 27
2-step-up doses of
12 mg and 32 mg SC Hes ips
Week 1 (Days 1 and 4) || Week 2 ” Week 3 || Week 4 Week 1 || Week 2 ‘ Week 3 || Week 4 ‘ Week 3 || Week 4

Elranatamab For patients receiving at least 6 cycles and

achieving partial response or better with
respanses persisting for 22 months, the dosing

1
]
1
1
]
i
1
1
H | Week 1 ” Week 2
i
1
1
1
1
1
1
I interval will be changed to Q2W

MRD-negativity at the threshold of 10—-5 was achieved by 89.7% of those patients in CR/sCR (n=29)

Progression-free survival

§2, mMPFES 17.2 m
701
60
501
40
301
201

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

Probability, %

0 3 6 9 12 15 18 21 24 27 30
Months

No. 123 78 67 63 54 48 44 34 7 2 0

atrisk

Median Follow up 17.6 months

Overall survival

100—
90
801

< 707

260

3 501

540-

& 301
201
101

04 Median OS, 21.9 months (95% CI, 13.4-NE)

0 3 6 9 12 15 18 21 24 27 30 33
Months

NO. o3 106 92 84 74 67 61 53 n 3 2 0

at risk




e
RWE Elranatamab (BCMA-CD3 TCE). French compassionate use program

n=101 RRMM pts. Median age: 68 (62-75y). Median n® PL: 5 (1-7) TCR: 52.5%

ORR 51.5%; 2VGPR 42%
Safety profile

Duration of Response (DoR) Overall survival
Toxicities (%) Study Population
(N=101)
10 1y DOR : 48% (95% Cl: 31.1- 64) 10 1y OS : 41.9% (95% CI: 31.7-52.1) Cytokine release syndrome
median DOR : 11 mo (95% CI: 8-NA) median OS : 10.1 mo (95% CI: 6.79-13) Grade 1 35 (35%)
Grade 2 10 (10%)
08 1 Loy Grade3 0
Grade 4 0
06 _ 06 Grade 5
g
E E Immune effector cell-associated neurotoxicity
LA 04 syndrome 1(1%)
Grade 1 1(1%)
Grade 2 0
02 - 0.2 Grade3 0
Grade 4 1(1%)
Grade 5
00 ~ 0.0 ~
g ' X ) ! ’ ! v ’ ! J 2 ' 5 $ S S 2 y ' |Infections 50 (49%)
0 2 4 6 8 10 12 14 16 18 0 2 4 6 8 10 12 14 16 8 oo ere infection (grade = 3) 24 (24%)
Time from administration (months) - Time from administration (months)
Nr ot ruk L . - .
52 45 M 35 3 25 2 22 W 7 15 W 13 2 9 6 4 0 O 101 89 78 T3 68 %9 S 40 47 46 42 40 3 M 0 M 18 9 2 Intravenous immunoglobulin supplementation 51 (50%)

: L O
W@Yﬁld?c‘l]a‘mm IDIVAL icnaioe Mohty M et al. Poster presentation, EHA 2024. Poster 906

Valdecil




Monumental-1: Talquetamab (anti-GPRC5D). Long term results

0.4 mg/kg SCQW  (Phln=21; Ph2 n=122). EMD 23%,  HR-CA 31%, TCE 100%, TCR 74.1%
0.8 mg/kg SC Q2W  (Ph1 n=36; Ph2 n=109). EMD 25.5%, HR-CA 28.9%, TCE 100%, TCR 69%
Prior TCR (Ph1 n=17; Ph2 n=34). EMD 31.4%, HR-CA 40.9%, TCE 100%, TCR 84.3%. Prior CAR n=36 Prior BsAb n=18 (3 patients received both)
DOR by depth of response
100 - EPR EVGPR HECR HsCR
104 — PR — >VGPR —— 2R
74.1 ®
80 (106/143) 10679'1554 66.7 g 08
(107/154) (52/78) 2 oo
< 604 g 041
%) 3
& 2VGPR: E 024
401 55.1 38
0'0- T T T T T
20 ] A([r)isk ° .rlné?m * *
2PR 154 3 [
R bt ; :
) 0.4mg/kg 0.8 mg/kg Prior TCR w o
scaQw scQ2w 2VGPR 0 86 89 62 62
2CR 0 36 59
0.4 mg/kg SCQW mg/kg SC Q2W Prior TCR DOR in the Q2W cohort
=143) (n=154) (n=78) ; 100 ] g
n
mFU, mo 29.8 23.4 20.5 %0 4 “‘4—--..,,k
= *
mDOR (95% Cl), mo 9.5 (6.7-13.4) 17.5 (12.5-NE) N/AP 7 ol o et teein
S -
. . > o, § 1_
mDOR in pts with 2CR (35% | 50 ¢ (19 4_NE) NR (21.2-NE) N/A® : ] i
Cl), mo 2 !
| =1
mPES (95% Cl), mo 7.5 (5.7-9.4) 11.2 (8.4-14.6) 7.7 (4.1-14.5) ® e
24-mo OS rate (95% Cl), % 60.6 (51.7-68.4) 67.1(58.3-74.4) 57.3 (43.5-68.9) L e I e o e S m p e
0 3 6 9 12 15 18 21 24 27 30 33

Pts at risk
Bestresponse: PR 16 7 3 2 1 1 0 0 0 0 0 0
Best response: VGPR 29 24 21 14 7 6 5 4 0 0
Bestresponse: 2CR 62 61 59 56 50 46 39 24 9 4 3 1

" \o
E @Va]dem"aw“ IDIVAL rcratiogs Rasche L et al, poster presentation EHA 2024; #P915 o Bestresponse: P 4 Bestresponse: VGPR e Best response: 207

o
o
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Cilta-Cel in Multiple Myeloma: Cartitude-1

+ Achieving CR or sustained MRD negativity was associated with prolonged PFS
PFS by CR and sustained MRD negativity

30-mo PFS rate

All patients: 54.2%
Achieving CR: 66.8%
Sustained MRD negative: 74.9%

100 7
R 801
=
=
s 60 1
5]
=)

S 407
o
bl
o 207
0
0

No. at risk

All patients 97
Achieving CR® 76
Sustained (=12 mo) MRD negative® 26

12 15 18

3 6 9

94 85 77 74 67 64
76 75 71 69 63 61
26 26 26 26 22 18

21 24 27 30 33 36

PFS, months

63 60 54 44 25 13
60 57 51 42 25 13
m 9 2 1 1 0

39

42 45 48
1T 1 0
11 0
0 0 0

sPatients had =CR at any time during the study, assessed by computerized algorithm. ®Patients that were MRD evaluable had a baseline clone identified, sufficient follow-up for assessment, and =2 MRD-negative

assessments 12 months apart, with no MRD-positive samples in that interval.
cilta-cel, ciltacabtagene autoleucel; CR, complete response; MRD, minimal residual disease; mPFS, median progression-free survival; NE, not estimable, NR, not reached; PFS, progression-free survival sCR, stringent

complete response.

\o

52 IDIVAL ot
Valdecilla

Berdeja J. Lancet 2021 Jul 24;398(10297):314-324; Usmani ASC0O22 P8028 & Lin EHA22 P961

Lin. ASCO23 PD8009; Munshi. EHA23. S202



' [ —
lde-Cel in Multiple Myeloma: KarMMa-2

n=128. 6 (3 - 16) prior lines 84% triple-class refractory

100 - MmPFS by dose
Il CR/sCR and MRD-negative
1 MR CR/sCR and MRD not evaluable ORR=82%
80 1 M VGPR
ORR=69%
ES W PR No.of  Median
o 60 A CRR CAR+ TCells Events  (95% CI)
b ORR=50% ma
£ F 104 150x 108 3 28 (LO-NE)
2 40 - g oosd KA e 300 10° 58 5.8 (42-8.9)
O R —— 450% 106 31 121 (83-123)
(4 b — Total 92 2.8 (5.6-116)
20 | < 971
2 05
g o mPFS 12.1m
0 F oos @ 450x106
CAR+ T cells: 150 x 10°... 300 x 10°... 450 x 10°... Ide-cel Treated = 0l '
(N=128) 2 2] it = ARG
i 0
E 3 3§ P n B b kB B %
Main AEs Monthe
Mo. at Risk
Key AEs of interest, n (%) Any grade Grade 3/4 150108 4 2 1 1 1 1 1 1 1 1 1 Q@
300108 70 56 42 33 29 24 17 14 11 7 3 o
. 450105 54 44 40 3% M I ¥ 4 1 0 0
Infections 88 (69) 28 (22) Total 124 102 8 70 &4 56 35 19 I3 & 4 0
CRS 107 (84) 7 (5)
Neurotoxic effect 23 (18) 4 (3)

< ®
E@Yﬁlq‘eclll e |D|VA|.‘.;§;?, Munshi N Engl J Med. 2021 Feb 25;384(8):705-716



RWE Ide-Cel in Multiple Myeloma

n=821 pts. 66 years (29-90)

7 (4-21) prior lines

80% ORR: 73%
60% 25%
_ > VGPR

0% rate: 56%

31%
20%

0% -
Overall
mPR mVGPR mCR orsCR

Response data available in 810 patients.

Lymphodepletion Therapy

Flu/Cy 74%

Bendamustine 43%

Others 72%
Prior BCMA therapy

No Prior BCMA therapy 74%

Prior BCMA therapy 58%

” J
E @\\/@]\d‘ccﬂl a4k IDIVAL \m

26%
10%
25%

26%
16%

97% TCE & 60% PCE

1001 N of Subjects 801 1007
T N of censored 408 B
4 N of events 393
80 Median (85% Cl) 8.75 (7.76-10.46) 80
= A - T N of Subjects 820
- i e N of censored 593
E‘ g0 E‘ 60 Nofevents 227
a b o b
8 T
S 407 S 401
T i o 4
20 1 ; 1 i
| Median PFS: 9 months 204 Median OS. not reached
1 1 year estimate: 67%
0+ T T T T 0 “r T T T T
Months 0 3 6 9 12 Months 0 3 6 9 12
N at Risk N at Risk
All subjects 801 626 374 204 148 pj subjects 820 743 519 317 266
Progression—Free Survival Overall Survival C R S : 80%; GZ3 3 %
Age 60 - 69- »0:—4 Age 60 - 69~ r—o:—u 4 (O 50/) G5
><70- 1e | Adverse prognosis factors o ) Adverse prognosis factors . 0
>=70- e
Platelets <50,000- T —— , ICANS: 28%: G=3 5%
Time BCMA to Abecma <6mos- o ECOG »=21 ¥ * ' ’ -
>=6mos-  H—e—i Platelets <50,000- | ey 1 (O . l%) G5
High cytogenetic risk- 1—— ) y
Time BCMA to Abecma <6mos - I—e— . .
issstage 1 e : Clin. Sign. Infect.: 45%
- : >=6mos- : S e e e B
Plasma cells in BM >50%- e High cytogenetic risk- == Prolon g ed Cyto p enias
Extramedullary plasmacytomas- : —— 1SS Stage II- AP I N .
: .
Bendamustinevs Cye a1 e | 11% Neutropenia
Other chemo vs Cy + Flu- >—C:—| . :
ECOG >=2- [ S — Elevated LOH- |} ———t 24% Thrombocytop.
[} s . . ] ! .
Y Masandratio ¢ ! Hagard ratio. ¢

Sidana. ASH 23. A1027



e
RWE Cilta-Cel in Multiple Myeloma

n=143 64 years (30-79); EMD, 31%; PCL, 7%

80% received bridging therapy

2PR after bridging; 30%

6 (3-18) PL; prior BCMA, 12%; triple-refractory, 71%; penta-refractory, 34%

16% received lymphodepletion chemotherapy other than fludarabine + cyclophosphamide
57% of the patients did not meet CARTITUDE-1 trial eligibility due to comorbidities or prior BCMA therapy

ORR: 84%

2CR: 53%
PFS

-
(=
o

o
u
o

| 6-month PFS estimate: 79% 1

L 95% Cl: 72-86%

PFS probability
2

o
)
o

=
o
=)

RW safety of cilta-cel

| CARTITUDE-123 (N=97)

Characteristic Cilta-cel (N=143)

Any CRS*, n (%) 114 (80) 92 (95)
Grade 23 7 (5) 4 (4)
Any ICANS*, n (%) 24 (18) 16 (17)
Grade 2 3 8 (6) 2(2)
Any delayed NT, n (%) 17 (12) 12 (12)
Parkinsonism 2(1) 4 (4)
Bell’s/CN Palsy 9 (6) 2(2)
Other 6 (4) 6 (6)
Day of onset, median [IQR] 25 [21-32] 27 [16-73]
Delayed NT Resolution 6 (35) 6 (50)
Time to resolution (days), median [IQR] 58 [33-94] 75 [28-159]

Time (in months)

Number at risk

Al1 143 121 66 14

12

[ 3 6 9
Time (in months)

Median follow-up 5.8 months

E@Va]dccﬂla.g\

I Total of 22 deaths (15%) in SOC population: I

I = N=8 due to myeloma progression i

1= N=14(10%) due to NRM 1

1 = Gr5 CRS (N=3), concomitant CRS/infection (N=1), Gr5 ICANS (N=1), delayed NT (N=2), IEC- 1
associated HLH-like syndrome (N=1), and infections (N=6)

1. Hansen DK, et al. ASCO 2023 (Abstract no. 8012 — presentation);
2. Berdeja JG et al. Lancet 2021;398:1216; 3. Martin T, et al J Clin Oncol 2023;41:1265-1274.



Melflufen: PDC (Peptide-Drug Conjugate)

Multiple myeloma cell

¢ 0 Melfluten (melphalan flufenamide) is

highly lipophilic and readily diffuses
through the cell membrane
Merfiufen
6 (peptice-drug

conjugate)

Nucleus

e Once inside the myeloma cell, melfiufen
is cleaved by aminopeptidases to
release the alkylating payload

e The hydrophilic alkylating payload
remains entrapped within the cell

Increased diffusion of melflufen into the
cell is driven by a high concentration
gradient between the outside
environment and the inside of the cell

e Within the nucleus, the alkytating
payload induces DNA damage resulting
in cell death

1. Chauhan et al. (2013) Clin Cancer Res 19(11): 3019-303.
2. Mateos MV. J Clin Med. 2020 Sep 27;9(10):3120
3. Ocio EM. Expert Rev Clin Pharmacol. 2022 Apr;15(4):371-382

" 0
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Best Responses, %*

HORIZON trial

n= 154 5 (2-12) prior lines

"1 ORR 29%
501 1%
EMD
601 ORR
29%
40 = Ok CBR
24% 31%
204
24%
° ITT EMD
(N=157) (n=55)
mMPFS: 4.2 m

Hem. toxicity (thrombocytopenia)

Richardson PG. JCO 2020



Phase Il Ocean Study: Melflufen + Dex vs Pom-Dex

N=495 pts with RRMM. 3 (2-3) prior lines of therapy Post-hoc Analysis. OS by prior treatment group
100 — Melflufen group
% e Pomalidomidegmup . . - . -
< g0 Hazard ratio 079 (95% (1 0-64-098)logrark p=0.032* Figure 3. Overall Survival in (A) Patients Without ASCT or TTP >36 Months
2 . .
§ ol After ASCT and (B) Patients With TTP <36 Months After ASCT
g
€ 404 Events, Median  HR B Events, Median  HR
7 100 4 n[el (8% 00 months [35% CIF Poalust Wl n%l (% CIL months (B3 CIF pagluet
g
g 20 teuten + dex (NeS) 101 (10) 22 0 0B8 pae ! +ton ) T8 78] 15 § 6D
a Pomalidomide + dex (Wei48) 10 (58) 5 IET-118) + = + dan (Kel0T) ¥ a0 MIs-ENp
804 al
0 T T T T T T T T T T T T - -
0 3 6 9 12 15 18 21 24 27 30 33 36 & &
Number atrisk Time since randomisation (months) E &0 i a0
(number censored) 5
Melflufengroup 246 168 109 80 50 34 22 13 5 3 3 3 2 E
(0 (25 (32 (39) (53) (61) (66) (70) (77) (78) (78) (78) (79) i 40 40
Pomalidomidegroup 249 150 90 58 37 23 15 10 6 3 3 1 1 B ]
(0 (16) (26) (33) (41) (47) (49) (52) (56) (56) (56) (58) (58) g
204 L]
100 — Melflufen group
—— Pomalidomide group + Censared +Censored
80 Hazard ratio 1-10 (95% C1 0-85-1-44); log-rank p=0-47* I+ T
g 03 6912158 MIT033619424548 0 545706366 Q3 8 91215 18 I 24 27 30 33 36 30 42 45 48 51 54 57 60 63 65
£ 60 Time since randomization (months) Time since randomization (months)
H Patients at risk Patients at risk
= 4ol +daxidg 133 121 M0 83T 675750 4 WH 6433000 Mefluen + dexfon % 1M B BMRENES 3221000
g Pomalidomidesden M8 30T 3 BETE M GE BT E2AE M M T 12 7 4 3 1 0 0 0 0 Pomeldomidesrdeitl 9590 85 TI TIGASESIMBM0 M ZIE N T 5 3 2 2 210
204 Data cutoff date: February 3, 2023,
“HR fand associated 86% CI) and P-value are calculated using a Cox proportional hazards regression model. "Unstratified log-rank test.
ASCT, autolegous stem cell transplant; dex, dexamethasone; HE, hazard ratio; TTR, time to progression.
0. T T T T T T T T T T T T
o 3 6 9 12 15 18 21 24 27 30 33 36
Numberat risk Time sincetandgmisation (monte) Schjesvold et al. ASH 2023 P2018
(number censored)

Melflufengroup 246 223 192 160 119 91 70 53 34 20 17 11 6
0 () (8 (1) (46) (63) (75 (88) (104) (114) (116) (119) (123)

Pomalidomidegroup 249 225 196 157 129 95 75 53 31 24 18 7 3
© (7 (14 (33) (50) (74) (86) (102) (123) (127) (133) (139) (139)

Schjesvold et al. Lancet Haematol. 2022 Feb;9(2)-98-e110 EMA approved for MM pts who have received at least 3 prior lines of

' b therapy, refractory to PI, IMiDs, & anti-CD38 and >3 years after ASCT.
W (& valdecilla=: piv

Investigacion
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XPO1 inhibitor: Selinexor

First-in-Class, Oral Selective Inhibitor of Nuclear Export (SINE)4

Cell Membrane

Nuclear Pore Complex

+ Exportin 1 (XPOL1) is the major nuclear export protein for
* Tumor suppressor proteins (TSPs, e.g., p53, IkB and FOXO)
+ elF4E-bound oncoprotein mRNAs (e.g., c-Myc, Bcl-xL, cyclins)
* Glucocorticoid receptor (GR)

+ XPO1lis overexpressed in MM
+ High XPO1 levels enable cancer cells to escape TSP-mediated
cell cycle arrest and apoptosis

+ XPOLl1 levels correlate with poor prognosis and drug resistance

e Selinexor is an oral selective XPO1 inhibitor that:

» Reactivates multiple TSPs by preventing nuclear export

Glucocorticoid Receptor f

XPO1

* Inhibits oncoprotein translation

* Reactivates GR signaling in presence of dexamethasone

1. Gupta A, et al. Therapeutic targeting of nuclear export inhibition in lung cancer. J Thorac Oncol. 2017;12(9):1446-1450.

2.Sun Q, et al. Inhibiting cancer cell hallmark features through nuclear export inhibition. Signal Transduct Target Ther. 2016;1:16010.

3. Gandhi UH, et al. Clinical implications of targeting XPO1-mediated nuclear export in multiple myeloma. Clin Lymphoma Myeloma Leuk. 2018;18(5):335-345.
4. Gravina GL, et al. Nucleo-cytoplasmic transport as a therapeutic target of cancer. J Hematol Oncol. 2014;7:85.
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==
Selinexor plus dex (STORM study) in Penta-refractory MM
n=122 pts 7 (3-18) prior lines Penta refractory (bor, carf, len, pom & CD38 mADbS)

1.00+

ORR: 26% (6.5% VGPR (2 sCR))

:
.g: 0757 mPFS: 3.7 months
S
g os0
Median DOR: 4.4 months g
Median OS: 8.6 months % 051 ,
-g ooc 1 1 1 1 1 T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11
Months
122 85 51 33 19 12 10 6 3 3 3 2
Main AEs: Thromboc. (67%, 53% G3-4), anemia (46%, 28% G3-4), fatigue (68%; 21% G3-4) Chari, et al. NEJM 2019;381:727-38

Gl: nausea (67% 10% G3/4), anorexia 50%; 2% G3/4), weight loss (46%; 0% G3/4)

BOSTON: Selinexor-Vd Dimopoulos. ASCO 2020 +Kd Jakubowiak.BJH 2019 & Schiller. ASH 2022. P4516
+Ld White. ASH 2020 +Pd White. ASH 2021 +Dara-d Gasparetto. ASCO 2020 +DaraVd Rodriguez-Otero. ASH 2021

HR Cytogenetics Nooka, et al. ASH 2019 EMD Yee, et al. ASH 2019 prior Dara Lentz. ASH 2021 prior BCMA Beljevic. ASH 2021
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Percentage of patients

50 1

20 A1

10 1

Venetoclax (Bcl-2 inhibitor)

n=66 RRMM pts with 5 prior lines

Best Response

40% VS 6%

ORR 40%

Il sCR
Il CR
Il VGPR
Il PR

ORR 21%

ORR 6%

All patients
N =66

Non-t(11;14)
n=36

1(11;14)
n=230

Percentage not progressed

Time to Progression

100 4

75 4

50 4

25

0

=L {(11;14)

—L— Non-t(11;14)
t(11;14) 6.6
(3.9-10.2)

Non t(11;14) 1.9

0 2 4 6 8 10 12 14 16 18 20 22 24
Months since first dose

No.atrisk 30 20 19 17 13 7 2 1 1 1 1 1
No.atrisk 36 13 8 3 3 2 1

Main toxicities are mild Gl symptoms and Hem

Kumar, et al. Blood 2017



Phase Ill Bellini: Venetoclax-Bd vs Bd
t(11;14) or BCL2high

Non-t(11;14) or BCL2!ow

3 10 = 1.0-

g R g

= 0.8 - o+ -y g 0.8

v ™ 7

g 0.6+ T § 0.6

z &

2 04- .5 04-

g :

o ] Ven+Bd 2

2 O] — Poosad o 027 — ppotd

g + Censored 2 + Censored

o 00 : : : . ; ; ' ' y ' ' o 00 T T T T T T T T T T 1
0O 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33

Time (Months .
No. at Risk ( ) No. at Risk Time (Months)

54 46 36 3

24 19 15 13 12 6 1 0

PFS Ven+Bd Pbo+Bd PFS Ven+Bd Pbo+Bd
Median, months Not reached 9.9 Median, months 15.3 11.5
HR (95% CI) 0.30 (0.17, 0.53) HR (95% CI) 0.85 (0.56, 1.30)
P-value <0.001 P-value 0.451

PFS for t(11;14): 36.8 vs 9.3 (HR, 0.12 [95% CI, 0.03-0.44])

High BCL2 gene expression was determined by gPCR

E@Valdecilla.

\o
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Kumar, et al. Lancet Oncol 2020 & ASH 2021



Phase Il Canova: Venetoclax-d vs Pd in t(11;14) pts

N=263 t(11;14) RRMM pts 2.5 (2-8) prior lines of therapy. 96% Len Refr 37% Anti-CD38 Refr.

ORR: 62% vs 35%

PFS 21.2 vs 8.6 m (p=0.001)
. . 1004
TTNT VenDex PomDex
(P rimary en d poin t) Median (95% CI), months 21.2(15.8-27.2) 8.3 (6.3-10.8)
Stratified HR2 (95% ClI), P value® 0.546 (0.385-0.776), P=0.001
100 f 9.9 vs 5.8 m (p=0.237) _
IRC-assessed PFS VenDex PomDex E
Median (95% CI), months 9.9 (6.9-12.6) 5.8 (3.8-9.2) -
80+ Stratified HR? (95% CI), P value®  0.823 (0.596-1.136), P=0.237 £
-
g
2
L]
g
g

Progression-Free Survival, %

204
— VenDex
— PomDex
N + Censored
N 0 é\ 1‘0 ‘!I5 ZrG 2‘5 3’0 3‘5 4r0 4‘5
Months
— Venbex [ T A T R
—— PomDex
+ Censored
0 T T T T T T T T 1
0 5 10 15 20 25 30 35 40 45
Months
Patients at Risk i . i
VenDex 155 7 57 33 N ’ 5 4 1 0 Safety profile of VenDex was consistent with the known safety
profile of venetoclax, with no new safety signals observed
. L O mOS: 32.4vs 24.5m (HR 0.697 (0.472-1.029), P=0.067
Valdecilla =z IDIVAL s Mateos MV, et al. IMS 2023. OA 52




Current questions

» 1strelapseis well covered. Concern for post-DRd.
* Now Cilta-Cel available. Future: Belacomb. & TCE
» At subsequent relapses most patients are TCE or TCR
+ Several options approved
« Cilta-Cel & Ide-Cel
« Teclistamab, Elranatamab & Talquetamab
« Selinexor, Melflufen, Venetoclax
» Questions:
* Availability/Reimbursement?
« Car-Tvs TCE? ....... Sequencing?

+ Adapt treatment based on risk, response, safety & tolerability

B28 (&7 valdecillase:
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Pronostico y tratamiento de pacientes
con mieloma refractario
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