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Treatment options for patients with RRMM as early as second relapse:
EHA-EMN 2025 guidelines

Cilta-cel [I,A] Dara-Pd [I,A]
Isa-Pd [I,A]
BelaVd [I,A] DaraKd [I,A]
BelaPd [I,A] IsaKd [I,A]

3L, third-line; 4L, fourth-line; ADC, antibody-drug conjugate; B, belantamab mafodotin; BCMA, B-cell maturation antigen; BsAb, bispecific antibody; d, dexamethasone; Dara, daratumumab; Elo, elotuzumab; GPRC5D, G -protein coupled receptor class C group 5 member D; IMiD, immunomodulatory
drug; Isa, isatuximab; K, carfilzomib; mAb, monoclonal antibody; MoA, mechanism of action; P, pomalidomide; PI, proteasome in hibitor; R, lenalidomide; RRMM, relapsed/refractory multiple myeloma; Sel, selinexor; TCE, triple class-exposed; V, bortezomib.
1. Dimopoulos M, et al. Nat Rev Clin Oncol 2025;22:680-700.



MajesTEC-3: Tec-Dara improved PFS and OS vs DPd/DVd'-2

Median follow-up: 34.5 months'

587 pts, 100% len exposed (83% refractory), 5% Anti-CD38 exposed
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Month
No. at Risk onths No. at Risk Months
Tec-Dara 291 262 249 240 240 233 230 227 222 218 214 142 8 34 9 0 0 TecDara 291 272 259 252 249 247 246 243 239 232 227 160 100 40 9 0 0
DPdDVd 296 254 218 188 167 149 135 124 112 99 & & 26 14 3 1 0 DPDVd 296 285 274 265 250 235 229 221 218 208 190 127 66 33 5 1 0

Median PFS was NR for Tec-Dara vs 18.1 months for DPd/DVd
(HR, 0.17; 95% ClI, 0.12-0.23; p<0.0001)"

Median OS: NR in either treatment arm
(HR, 0.46; 95% Cl, 0.32-0.65; p<0.0001)":2

Cl, confidence interval; D/Dara, daratumumab; d, dexamethasone; HR, hazard ratio; NR, not reached; mo, month; OS, overall survival; P, pomalidomide; PFS, progression-free survival; Tec, teclistamab; V, bortezomib.
1. Costa LJ, et al. N Engl J Med. 2026;394:739-752; 2. Costa LJ, et al. N Engl J Med. 2026;394:739-752 (supplementary appendix).
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Tec-Dara for patients with high-risk MM: MajesTec-3 study

PFS by Expanded? Cytogenetic Risk
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HR, 0.12 (95% Cl, 0.04-0.30)
Expanded high risk: Tec-Dara, n=169; DPd/DVd, n=180
HR, 0.18 (95% Cl, 0.12-0.26)

& o-o-mo- o expanded std. risk

No. at risk
Tec-Dara, expanded std. risk 52
DPd/DVd, expanded std. risk 55
Tec-Dara, expanded high risk 169
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33 36 39 42 45 48
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PFS by Functional High-Risk

Estimated
36-mo PFS rate
i 89.9% Tec-Dara, not FHR
= S— after 1 prior LOT

FHR after 1 prior LOT: Tec-Dara, n=26; DPd/DVd, n=20
HR, 0.22 (95% Cl, 0.08-0.62)

Not FHR after 1 prior LOT: Tec-Dara, n=82; DPd/DVd, n=94
HR, 0.11 (95% CI, 0.05-0.23)

Tec-Dara, FHR after 1 prior LOT

77.3%

'---—G——.._cgme@% 35.9“’0

o - DPA/DVd, not FHR
& ®G = =0~ after 1 prior LOT

0

No. at risk
Tec-Dara, not FHR after 1PL 82
DPd/DVd, not FHR after 1PL 94
Tec-Dara, FHR after 1PL 26

3 6 9 12 15 18 21

78 78 7 7 T4 74 72
86 73 65 59 53 47 45
20 18 18 18 17 17 17

aExpanded standard risk: none of del(17p), t(4;14), t(14;16), amp(1g21), or gain(1g21). Expanded high risk: 21 of del(17p), t(4;14), t(14;16), amp(1g21), or gain(1g21).

24
Months

Al
39
17

27

70

16

30

69

16

33 36 39 42 45 48

46 30 15 3 0 0
24 13 7 2 1 0
8 6 2 1 0 0

Banerjee R. et al, EHA26
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MajesTEC-3: Tec-dara improved CR and MRD rates vs DPd/DVd

ORR: OR, 2.65 (95% CI, 1.68—4.18); P<0.0001
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Primary analysis set? Evaluable set¢ Primary analysis set? Evaluable setc

B Tec-Dara [l DPd/DVd

Costa L. et al, NEJM 2025



MajesTEC9: teclistamab monotherapy improved PFS and OS vs SOC
in RRMM exposed and refractory to lenalidomide and anti-CD38 Ab

Key inclusion criteria
* RRMM

» 1-3 prior LOTs including an anti-CD38 mAb y 80% |e n refra cto ry a nd 85%
and lenalidomide ai .
- ECOG PS score of 0-2 e Anti-CD38 refractory
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3 » o 0 p T T . Median, 8.2 months HR, 0.60 (95% Cl, 0.43-0.83); P=0.0020 i
a3 ,|Median follow-up:. 173 months ‘ ! . . ‘ . Median follow-up, 17.3 months X
0 3 6 9 12 15 18 pal 24 21 30 0 T T T T T g T r T 1
Months 0 3 6 9 12 15 18 21 24 27 30
No. at risk
o rTIZc 296 258 238 206 172 141 92 57 Pl 6 0 No. at risk Months
PVdKd 297 198 152 1 78 51 oy " 6 ) 0 Tec 296 280 263 237 185 159 107 66 33 1 0
PVd/Kd 297 264 243 210 172 137 91 54 25 8 0

2/3 of pts received CART/bispecific antibodies in subsequent lines of therapying the SOC arm

Mina R. et al ASCO2026; Touzeau C et al, NEJM 2026
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Teclistamab monotherapy improved responses and MRD negativity
vs SOC in RRMM

ITT analysis set Evaluable analysis set?
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Mina R. et al ASCO2026; Touzeau C et al, NEJM 2026



Safety profile of teclistamab
and teclistamab-daratumumab

Majestec-9

Tec (n=291) PVd/Kd (n=283)

Majestec-3

Tec-Dara (n=283 DPd/DVd (n=290
TEAE, n (%)* Any Grade Any Grade
grade 3/4 grade 3/4

Any grade | Grade 3/4 | Anygrade | Grade 3/4

TEAE, n (%)

Any TEAE 290(99.7) | 247(84.9) | 277(97.9) | 216(76.3) Any TEAE 283 (100) 269 (95.1) 290 (100) 280 (96.6)
Hematologic Hematologic
Neutropenia 182 (62.5) | 158(54.3) | 81 (28.6) 63 (22.3) Neutropenia 222 (78.4) 214 (75.6) 240 (82.8) 228 (78.6)
Anemia 110 (37.8) | 52(17.9) | 119(42.0) | 46 (16.3) Anemia 111 (39.2) 58 (20.5) 103 (35.5) 50 (17.2)
Thrombocytopenia 80 (27.5) 31(10.7) | 110(38.9) | 60(21.2) Thrombocytopenia 103 (36.4)  55(19.4) 126 (43.4) 68 (23.4)
Nonhematologic® Nonhematologic$
CRS 192 (66.0) 2(0.7) 0 0 Any infection 273 (96.5) 153 (54.1) 244 (84.1) 126 (43.4)
Diarrhea 124 (42.6) | 15(5.2) 72 (25.4) 4 (1.4) COVID-19 124 (43.8) 17(6.0) 97(33.4)  6(2.1)
Hypertension 20 (6.9) 13 (4.5) 51 (18.0) 32 (11.3) URTI 115(40.6)  12(4.2) 88 (30.3) 7(24)
- - Pneumonia 65(23.0) 47(16.6) 53(18.3) 43(14.8)
Any infection 241(82.8) | 121(41.6) | 193(68.2) | 82(29.0)
URTI 77 (26.5 7(2.4 58 (20.5 6 (2.1 CRe! 170/(60.1) 0
(26.5) 24) (20.5) (2.1) Diarrhea 147 (51.9) 10(3.5) 89(30.7) 7(2.4)
Pneumonia 64 (22.0) 42 (14.4) 43 (15.2) 30 (10.6)

Mina R. et al ASC0O2026; Touzeau C et al, NEJM 2026: Costa L. et al, NEJM 2025



MonumenTAL-3: Tal-D +/- Pom vs DPd
in RRMM for patients with = 1 prior line

'Rl
%
Pomalidomide — °
Increases cytokines

(eg, IL-2 and IFN-y)
POMALIDOMIDE

\_ enhances the immune microenvironment

(" DARATUMUMAB "\ More effective T cells
primes the immune system ’ ‘x{@‘ for Tal to redirec
CDBET Inhibits ™ '
cD38 7 & CD38+Tregs
Causes myeloma o(,, ; CD38
cell death Treg
Daratumumab
Favors
CD8+ T-cell recovery
and function
Enhances NK cells * Inhibits Tregs

Talquetamab
activates T cells and
redirects them to MM cells

via GPRC5D

cmi

Key inclusion criteria

+ Age 218 years

+ Measurable RRMM

+ 21 prior LOT including Len and a PI
+ ECOGPS0to2

Key exclusion criteria

* Refractory to anti-CD38 mAb

+ Prior GPRC5D, Pom, or T-cell redirecting
therapy within 3 months before randomization

1:1:1
randomization
N=864

4 Nov 2022 to
13 Mar 2025

864 pts, 2 prior lines (median), 85% len refractory, 11% dara exposed

Tal-DP
(n=287)

Mina R et al, NEJM2026
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Tal-dara and Tal-dara-poma improved PFS

compared to

Tal-DP vs DPd

< 24-mo progression-free survival
oy 81.3 (95% CI, 75.8-85.7)
> ot Tal-DP

5

HR for progression or death:
0.28 (95% ClI, 0.20-0.40)

Median, NR

1.2 (95% ClI, 44.8-57.1)

I

~u-uw—DPd
Median, 24.4 months

P<0.0001
0 3 6 9 12 15 18 21 24
Months
Ta-DP 287 266 255 240 229 218 212 169 116
DPd 290 249 223 198 175 158 146 113 81
— +— Tal-DP —a— DPd

74
44

DPd in RRMM

Tal-D vs DPd
100 24-mo progression-free survival

X
c 77.6 (95% CI, 71.7-82.5)
Q2 g0 - ﬂ__\
o ‘““—m._,* Median, NR
£ %7 N 51.2 (95% Cl, 44.8-57.1)
- b0 1. o Cl, O—of.
3 e DPd
g 40 1 Median, 24.4 months
o
E 20 {1 HR for progression or death:
S 0.33 (95% CI, 0.24-0.46)
3 P<0.0001
m 0 T T T T T T T T T T 1

0 3 6 9 12 15 18 21 24 27 30 33 36

Months
No. at risk
Tal-D 287 262 256 238 225 216 207 159 98 62 30 8 0
DPd 290 249 223 198 175 158 146 113 81 44 22 2 0
—+— Tal-D —=— DPd

Tal-DP and Tal-D significantly improved PFS vs DPd

Voorhees P. et al, EHA2026; Mina R et al, NEJM2026



Tal-dara and Tal-dara-poma improved OS
compared to SoC in RRMM

Tal-DP vs DPd

Tal-D vs DPd
100 - 24-mo overall survival 100 — 24-mo overall survival
ST .89 2 (95% Cl, 84.9-92.4) 187.9 (95% Cl, 83.0-91.5)
80 B “‘% relor 80 T : Tal-b
] 7 e T PO
DPd st DP(
179.1 (95% ClI, 73.7-83.6) 179.1 (95% ClI, 73.7-83.6)
° | X i
= 60 | 5 60 |
g : £ :
3 ; 2 ;
2 40 | S 40 A |
@ ! 7] i
20 ~ i 20 i
HR for death: 0.47 (95% CI, 0.30-0.73) HR for death: 0.51 (95% CI, 0.33-0.78)
P=0.0006 . P=0.0015
0 T T T T T T T f T T 1 0 T T T T T T T ; T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27r 30 33 36
. Months . Months
No. at risk No. at risk
Tal-DP 287 277 276 269 262 248 238 200 141 94 48 10 0 Tal-D 287 276 275 268 264 256 251 199 130 77 40 10 O
DPd 290 278 264 255 245 226 217 173 125 78 37 4 0 DPd 290 278 264 255 245 226 217 173 125 78 37 4 0

Tal-DP and Tal-D resulted in clinically meaningful OS improvement vs DPd, with >87% of patients alive at 2
years; P-values did not cross the prespecified boundary for superiority (0.0001)

Voorhees P. et al, EHA2026; Mina R et al, NEJM2026



Hematologic

Non-

hematologic

TEAE, n (%)

Safety profile of Talqguetamab-combinations

in the Monumental-3 trial

Tal-DP Tal-D DPd
(n=276) (n=274) (n=283)

Neutropenia (52.21) (72;.11) (:;.2) ) (ég.i) (522)
Anemia (293'63) 66 (23.9) (;5,71) 41 (15.0) (211'73) 45 (15.9)
Thrombocytopenia (j;z) 66 (23.9) | 93(33.9) | 36(13.1) (;gi) 39 (13.8)
Infections (g;g.) (31%) éf.i) 02 (s?:;) (jzzg)
Taste changes® (72;);) - (721(1).58) - 11 (3.9) -
Non-rash skin AE® (61:.12) 6(2.2) (61Z.Z3) 7 (2.6) 24 (8.5) 0
s e | 2 [ em | - | -
Nail-related AE¢ (512_52) 1(0.4) (5175.73) 1(0.4) 1(0.4) 0
Decreased weight (j;(;) 21 (7.6) (31353) 13 (4.7) 21 (7.4) 1(0.4)
Fatigue 83(30.1) 14 (5.1) 60 (21.9) 8(2.9) 69 (24.4) 9(3.2)

Voorhees P. et al, EHA2026; Mina R et al, NEJM2026

Tal-DP Tal-D
AE, n (%) (n=276) (n=274)
Taste changes® 201 (72.8) 205 (74.8)
Grade 3 or 4 - -
Leading to discontinuation of Tal 11 (4.0) 6(2.2)
Non-rash skin® 191 (69.2) 177 (64.6)
Grade 3 6 (2.2) 7 (2.6)
Leading to discontinuation of Tal 5(1.8) 2 (0.7)
Nail related® 155 (56.2) 157 (57.3)
Grade 3 1(0.4) 1(0.4)
Leading to discontinuation of Tal 3(1.1) 0
Rash-related? 105 (38.0) 107 (39.1)
Grade 3 5(1.8) 7 (2.6)
Leading to discontinuation of Tal 1(0.4) 2 (0.7)
Ataxia/balance disorders® 40 (14.5) 34 (12.4)
Grade 3 8(2.9) 6(2.2)
Leading to discontinuation of Tal 13 (4.7) 6(2.2)
Weight decreased 126 (45.7) 105 (38.3)
Grade 3 21 (7.6) 13 (4.7)
Leading to discontinuation of Tal 6(2.2) 5(1.8)




Treatment options for patients with RRMM as early as second
relapse

4 ) /" Teclistamab-daratumumab )

Cilta-cel [I,A]
Teclistamab
BelaVd [I,A]
BelaPd [I,A] Talquetamab-daratumumab +

\_ ) \_ pomalidomide )

4 )
Dara-Pd [I,A]
Isa-Pd [I,A]
DaraKd [I,A]
IsaKd [I,A]

3L, third-line; 4L, fourth-line; ADC, antibody-drug conjugate; B, belantamab mafodotin; BCMA, B-cell maturation antigen; BsAb, bispecific antibody; d, dexamethasone; Dara, daratumumab; Elo, elotuzumab; GPRC5D, G -protein coupled receptor class C group 5 member D; IMiD, immunomodulatory
drug; Isa, isatuximab; K, carfilzomib; mAb, monoclonal antibody; MoA, mechanism of action; P, pomalidomide; PI, proteasome in hibitor; R, lenalidomide; RRMM, relapsed/refractory multiple myeloma; Sel, selinexor; TCE, triple class-exposed; V, bortezomib.



Beyond T-cell redirecting therapy: Celmods

IMiD ¢ \ Faster and more complete target
: /-js‘ \b protein degradation
=450 ~ . y

& . e Direct MM cell cytotoxicity and
f activity in IMiD resistance

Cereblon (~20% in active state) Aiolos/
Ikaros
CELMoD * T/NK cell activation and mitigation
) of immune exhaustion
"ﬂ% /)?J ﬁ(‘:r'g/ Single enantiomer/substrate
‘(5\ !} ’£~ ' preference potentially minimizing

3 nonhematological effects
Cereblon (50%-100% in active state)

Mezigdomide-Kd vs Kd in RRMM: phase 3 SUCCESSOR-2 trial

N=479, prior therapies, 2 (median); 92% 3 —class exposed (IMiD, PI, anti-CD38); 8% BCMA exposed

Progression-free survival 100 ; ORR =sCR
J CR
90 80.2% VGPR
80 1 PR
Median PFS Hazard ratio 70 A 2 CR ORR
e 18.0 months HR 0.48 £ 60 4 26.7 53.4%
® 8.3months | (95%Cl, 0.36-0.63) = .
: 2o ' . R
= ‘2 0.5 8.9
5 : © 40 ’
o = Y a 33.3 2 VGPR o > VGPR
3 Lﬁ“‘w—% 30 - 60.1 : 30.9
] OB OBO—C—O—00 o MeziKd, .
< TS, 20 4 J
0'1 | Median follow-up: 10.6 months L 5 Kd 10 - 20.1 22.5
’ 0 3 6 9 12 15 18 21 24 27 30 33 0
No. at risk Time (months) MeziKd Kd
"Mezikd 288 250 197 133 81 47 27 19 11 6 2 0 (N = 288) (N=191)
Kd 191 134 90 59 31 15 8 3 1 0 0 0

Richardson PG et al, Lancet 2026



Conclusions

* BsAb, either monotherapy or in combinations, demonstrated to be superior to SOC therapy in early lines

* Tec and Tal + dara in dara-naive or exposed pts showed unprecedented MRD and PFS results, being the strongest
combinations at 1° relapse.

* Indouble refractory (CD38/Len) pts, teclistamab monotherapy improved PFS and OS - new SoC as 2° line;
* Tec-Talcombo (MonumenTAL-6) to come (PFS HR 0.11!)

« BCMA and GPRCS5D targeting offer distinct safety profile
* BsAb have an established, predictable and safe toxicity profile, with effective mitigation strategies (e.g. ppx tocilizumab, 1VIg)
* BsAb can be used in awide patient population, including old and frail, with consistent efficacy and safety profile.

* BsAb offer simple logistic and readiness to use also in the community setting.
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