* 3
x { POST-SAN DIEGO 2024
Novita dal Meeting della Societa Americana di Ematologia

Neaviel ezl igeinie)
AEERSOEIEIRVAMENCARE
cl Erpleiialae)izl

Bologna

Palazzo Re Enzo

13-15 Febbraio 2025

Angelo Michele Carella Paolo Corradini

Pier Luigi Zinzani Mauro Krampera
Fabrizio Pane
Adriano Venditti

Roberto Mina, MD

Terapia alla prima ricaduta nel MM

Universita degli studi di Torino



Disclosures of Name Surname

Research Speakers Advisory

Company name support Employee Consultant Stockholder bureau board Other

Janssen x X x

Sanofi X x

BMS X x

GSK X X
Takeda X
Amgen X
Pfizer X

Menarini Stem-
line



Frontline therapy

TE patients TIE patients
DVRd-ASCT-DR Anti-CD38-VRd / DRd
Len refractory Anti-CD38 + Len refractory
Anti-CD38 regimens Anti-CD38-free
regimens
Isa-Kd q
DVvd .
Seli-vd
Anti-CD38-free
regimens
Kd
PVd
Seli-vd

What treatment at relapse for triple-class exposed/refractory patients?




Treatment options at first relapse for
daratumumab and lenalidomide refractory patients

Kaplan-Meier estimate

Progression-free survival (%)

IKEMA: IsaKd vs Kd

HR 0.58 (95.4% Cl: 0.42-0.79)
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100 —— Daratumumab plus pomalidomide and dexamethasone group
90 —— Pomalidomide and dexamethasone group

30 HR 0-63 (95% Cl 0-47-0-85); two-sided p=0-0018
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Palumbo A et al, N Engl J Med 2016; Moreau P et al . Lancet 2021; Dimopoulous M et al, EHA 2021; Martin T et al, ASH 2020; Capra M et al, ASH 2020



L’era delle terapie anti-BCMA:
CAR T-cell, anticorpi bispecifici ed anticorpi coniugati




Frontline therapy

TE patients TIE patients
DVRd-ASCT-DR Anti-CD38-VRd / DRd
Len refractory Anti-CD38 + Len refractory
: : : BCMA-options Non-BCMA options
Anti-CD38 regimens BCMA-options
: Cilta-cel Kd
Isa-léd Cgta'cell Ide-cel Pvd
DPd | le-ce Bela-Pd Seli-vd
DV Bela-Pd Bela-Vd
Bela-Vvd
Anti-CD38-free
regimens
Kd
PVd
Seli-vd

What treatment at relapse for triple-class exposed/refractory patients?




CARTITUDE-4: Cilta-cel vs SoC in RRMM

Study design and baseline characteristics Progression-free and overall survival

PFS in the ITT population, 33.6 months median follow-up

SOCarm
Screening 100
Randomization PVd or DPd3a%
Key inclusion criteria:
< Age 218 years with MM 1:1 randomization 30-month PFS
 1-3 prior LOT (including ’ Bridgil DaviL DLl 80 + A
ging , ..
H Cilta-cel Collect safety, Ty
Pl +IMID) Stratified by: PVdor infusion ey U M
. . N a g A
Len refractory Choice of zgzdcle (Target: 0.75x106 PK/PD data B st W -
* ECOGPSO-1 :—“S\gd/tDPd 4 CAR+ T cells/kg) every 28 days 60 S
Key exclusion criteria: . Nu;ssfof A (3 7 M 5
- Prior CAR-T or e LT e Cilta-cel arm 2 MMAMA AAA A Citacel
BCMA-targeting therapy Apheresis ymphodep ! <
{start of study treatment) ' e\°
; ' 40

T-cell transduction and exoansion

) 20 25.7 O socC
ITT population ITT population HR (95% Cl), 0.29 (0.22-0.39); ’

Baseline characteristic Baseline characteristic P<0.0001®
Cilta-cel S0C Cilta-cel 0
» = (N=208] T T T T T T T T 1] T T T T 1
(N=208) (e 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Age, median (range), years 615 (27-78) 61.0 (35-80) Cytogenetic high risk, n (%)° 123(584) 132(629) Months
Male, (%) 116(554) 124(588) L) a2l B
White,n (%) 157 (755) 157 (744) ) 3(14) )
a 1(4;24) 30 (14.5) 30(143) . ] .
ECOGPSOor1, n (%) 207(995) 210(995) T = T 0S in the ITT population, 33.6 months median follow-up
gain/amp({lq 4 d
155 stage, n (%) 100 30-month OS
2 or more high-risk cytogenetic features 43(20.8) 49(23.3)
| 136 (65.4) 132 (62.6) )
del(17p), t(14;16), or t(4;14) 73(35.3) 69(32.9) so4 T . B 76.4
I 60(28.8) 65 (30.8) - A Cilta-cel
Triple-lass! exposed, n (%) 53(25.5) 55(26.1)
! e e Penta-drug? exposed, n (%) 14(6.7) 10(4.7) X 60
Bone marrow plasma cells 260%,°n (%) 42(20.4) 43(20.7) Refractorystatus, n (% ¢>;‘ 3% SOC
Presence of soft tissue plasmacytomas,? n (%) 44(21.2) 35(16.6) | Triple-classrefractory™ 30(144) 33(156) i 40—
Years since diagnosis, median (range) 3(03-18.1) 3.4(0.4-22.1) Bortezomib 55 (26.4) 48(227)
Prior LOT, median (range) 2(13) 2(13) Pomalidomide 8(38) 9(43) 20
1 prior LOT, n (%) 68(32.7) 68(32.2) | Daratumumab 48(23) 45(213) . HR (95% CI), 0.55 (0.39-0.79); P=0.0009"
20r3 prior LOT, n (%) 140(67.3) 143 (67.8) Any Pl 103 (495) 96 (45.5) 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Manthe

Dhakal, B, et al. ASCO 2023. LBA106; Mateos MV et al, IMS24



CARTITUDE-4 : Cilta-cel vs SoC in RRMM

MRD negativity rates

Overall MRD negativity? Time to MRD negativity (10~°)
M Cilta-cel 10-5 10-6 in evaluable patients
W soc | 2 1001
2"‘8 ;g-&" | OR: 28.5b .
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ITT Evaluable for MRD¢ ITT Evaluable for MRD¢ (months from C1D1/cilta-cel)

* 69% of evaluable patients achieved MRD negativity (1075) by day 56 (ITT, 48%), rising to 86% (ITT, 60%) by 6 months post cilta-cel infusion

Popat R. et al, ASH 2024



Patients, %

100 -

80

60 -

4 -

20 -

OR: 12.3
P<0.0001

82,1

25,2

Citacel  SOC
(n=145)  (n=103)

Evaluable for MRD.

CARTITUDE-4 : Cilta-cel vs SoC in RRMM

Sustained MRD negativity

PD/SST/death after MRD neg 2CR

821 Require additional sample confirmation?.

193 Il B Sustained MRD neg 2CR

25.2
i b
Sustained® 58

Sustained®

Citacel  SOC
(n=145)  (n=103)

Evaluable for MRD®

Patients, % (95% Cl)

30-month PFS rate

100 - 93,2

80 -

60 - 46,8

40 - ]

20 -

0 -

Sustained (212 months) MRD-positive/missing/
MRD-negative 2CR non-evaluable
(n=75) (n=79)

Popat R. et al, ASH 2024



CARTITUDE-4 : Cilta-cel vs SoC in RRMM

MRD negativity rates across subgroups Biological correlates of MRD status

CD4+ T,.ivc at apheresis? CD4+ T, at apheresis?

804
, 0dds ratio . 0dds ratio L =e0rs 60 —P=0.000606
€ Favor cilta-celarm  Favor SOCam > (959, ¢)) € Favor cilta-cel arm ~ Favor SOC arm (95% CI) = o =
© m . o
Age Cytogenetic risk at study entry g . S 20
<65 years m TI9(435-1393)  Highrisk! i« 1277 (6.96-23.4) Saf 3
65-75 years gl 5.86 (2.89—1 1 91) Standard risk |'.'| 340 (165—700) E E
Number of lines of prior therapy Refractory to § 20-] g 20 : e "
1 s 648(303-1384) PI+IMD M B3 (431-16.76) = — = N I
. . . i RN =T <
20r3 ' I 7.66 (4.40-13.34) At-GD35 +IMD g 13.23(3.62-48.32) 0 n=109 n=16 o] n=109 n=16
ISS staging® PI +ant-CD38 + IMID - 11.85 (2.39-58.82) Negative Positive Negative Positive
I f+f 6.90 (3.99-11.96) Last line of prior therapy o 7.44 (4.74-11.68)
I Fo 7.19(3.09-16.75) Prior exposure to
l 4+ 12.00 (1.76-81.74) Daratumumab < 25,00 (5.49-113.77) sBCMA at pre-infusion Crn”
Presence of soft tissue plasmacytomas Bortezomib fol 7.19 (4.58-11.30)
Yes - 2.52(0.90-7.03) Bortezomib and daratumumab  <—— 22,08 (4.81-10132) o — P=0.516 5 ___P=0.019
No o 969(585-1606)  Daranaive E. e
Tumor burden Yes o 6.36 (3.88-10.44) g?' E 4
Low Ty 7.01(3.94-12.45) < 2 I g
Intermediate - 5.13 (2.22-11.85) é : ';3, 3]
High ] 24.18 (4.81-121.63) s . L
L L e L Bl e L e g - g,% 2]
100 10 1 01001 100 10 1 0.1 0.01 ﬁé o i |
n=116 n=17 14 n=117 n=17
Neg;tive Pos%tive Neg;tive Positive

Popat R. et al, ASH 2024



DREAMM-7: BelaVd vs DVd in RRMM

Study design and baseline characteristics

Recruitment period

Treatment period
Until end of study, withdrawal of consent, PD, death, or
unacceptable toxicity

=13 months from FPI (May 7, 2020) to
LPI (June 28, 2021)

Cycles 1-8 Cycle 9+
Eligibility criteria Belamaf Belamaf =
: ; 2.5 me/kg IV a3 monothera 2

Age 218 years with MM -g me, Y G byghigibie q;:’V s :g
21 prior line of MM therapy c m§ bortezomib . S &
and documented PD during g i + £ :
or after the most recent o dexamethasone ‘é 3
therapy E = %
No prior treatment with s Daratumumab Daratumumab S 3
anti-BCMA c N 16 mg/kg IV cycles 1-3; aw and -
No disease refractory to or © -gg cycles 4-8; g3w nll::c;:hsraa[:’y S
intolerance of - (=] ~ + o ekl
daratumumab or — °"e:°m'
bortezomib dexamethasone

Stratification:

* Prior lines of treatment (1 vs 2 or 3 vs 24)
* R-ISS stage (I vs II/111)
* Prior bortezomib (yes vs no)

Baseline characteristics

ITT populationa

BVd (N=243) DVd (N=251)

Percentage of Patients Alive
and Progression-free

Age, median (range), years 65.0 (34-86) 64.0 (32-89)
Cytogenetic abnormalities, n (%)
High riskd 67 (28) 69 (27)
Standard riske 175 (72) 175 (70)
Prior lines of therapy
1 125 (51) 125 (50)
2o0r3 88 (36) 99 (39)
4+ 30 (12) 27 (11)
108 (81) 216 (8R)
Prior lenalidomide 127 (52) 130 (52)
Refractory to lenalidomide 79 (33) 87 (35)
Prior daratumumab 3(1) 4 (2)

Progression-free survival

Median follow-up: 28.8 months

BVd vs DVd: mPFS 36.6 vs 13.4 months

no. (%) mo

Bvd 91 (37) 44 (18) 108 (44) 36.6 (28.4-NR)
Dvd 158 (63) 41 (16) 52 (21) 13.4 (11.1-17.5)

Hazard ratio for disease progression or death, 0.41
(95% Cl, 0.31-0.53)
P<0.001

P

N
w

Bvd

Dvd

Months since Randomization

Mateos MV et al, NEJM2024; Mateos MV et al, IMS24



DREAMM-7: BelaVd vs DVd in RRMM

Responsed and MRD status Duration of response according to MRD
ORR: 83.1%
90 - (95% Cl, 77.8%-87.6%)
- ORR: 71.3% ;
70 A - 10 4 4 . } 1°°%| MRD-neg, (%) 60(24.7) 24(9.6)
* 2 CR: 35.8% :17.5% ' '
‘:-:‘60 g’ __’(95%CI,29.8%-42.2%) CR: 12.0 :|‘__’(295(°/i§| 113.70°/f-2/2.8%) - 0.8 -
c g
2 50 - g &
- 2 5 0.6
ik > VGPR: 66.3% |, 2VGPR: 46.2% 5%
30 - (95% Cl, 59.9%-72.2%) (95% Cl, 39.9%-52.6%) § !g,, 04 —
i = MRD-neg:, Non-MRD-neg?, :
- s 09 600 5(21) 5 (46) 153 (67) 3 = ,’:‘II"R’;_MMR:;;;;}W
107 PR: 16’9 04 :;:i;c‘:?mani T (’;‘*:“':“I")I T (N::‘j\‘:() T (I17-23I‘5.:°-I5) T (?'813:}33'4)' |: T T T 1T 1T 1T T 1T T 1T 1T 1T T T T 7T 17 1 1771 IT |Non-MRD-neg(M
0 4 | 0123 456 7 8 910111213 141516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41
BVd (N=243) DVd (N=251) Time since randomization, months
Bvd DVd
DI (N=243) (N=251)
Responses (95% Cl), % (BNV=dZ 43) ?N\Ldzs” Responders, n 202 179
DOR, median 40.8 17.8
(95% Cl), months® (30.5, NR) (13.8-23.6)
2 CR and MRD negativity 251 10.4
(sensitivity of 10-5)b (19.8-31.0) (6.9-14.8)
2 VGPR and MRD negativity 38.7 17.9
(sensitivity of 10-5) (32.5-45.1)  (13.4-23.2)

Hungria V. et al, ASH2024



DREAMM-7: BelaVd vs DVd in RRMM

PFS2 probabili

Progression-free survival 2 Overall survival
24 months 36 months
1.0 1.0
0,
7o 74%
0.8 0.8
0.6 § 0.6
.g 60%
BVd DVd =
o PFS2° (N=243) (N=251) ‘:' 0.4
Events, n (%) 93 (38) 126 (50) o 0OSa BVd Dvd
021 BVd (F;Ff)f/fbr]‘)efr:zﬂ NR (45.6-NR) 33.4 (26.7-44.9) 0.2 BVd HR (95% CI)° 0.58 (0.43-0.79)
0, d -
00 Dvd  HR(95%Cly 0.59 (0.45-0.77) o DVd P valued 100023
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52
e Time since randomization, months (No.of evonts) Time since randomization, months
BVd 243 230 219 212 206 196 190 184 182 173 168 163 159 157 155 149 145 141 137 130 100 73 48 26 12 3 1 BVd 243 232 222 216 209 203 200 196 194 189 185 180 177 175 174 171 167 165 162 157 126 90 58 33 17 3 1
(0) (9) (17) (23) (26) (36) (38) (42) (44) (50) (54) (57) (61) (63) (65) (70) (72) (76) (79) (85) (89) (89) (90) (92) (93) (93) (93) (0) (9) (16) (21) (25) (31) (32) (34) (36) (38) (42) (46) (49) (51) (52) (54) (56) (58) (60) (63) (65) (66) (67) (68) (68) (68) (68)
Dvd 251 232 225 208 195 181 172 162 156 149 139 133 128 121 113 110 107 100 95 89 70 40 23 16 6 2 0 Dvd 251 235 231 216 207 199 192 182 174 169 163 157 154 149 144 142 138 136 131 127 99 58 37 26 13 3 0
Y(0) (12) (15) (29) (38) (48) (56) (64) (70) (76) (85) (88) (92) (96) (104)(106)(109)(115)(119)(122)(124) (125)(125)(126) (126)(126) (126) (0) (13) (15) (28) (34) (40) (47) (55) (62) (66) (71) (75) (78) (81) (85) (85) (89) (90) (94) (95) (100)(102)(103)(103)(103)(103)(103)
First subsequent antimyeloma therapies/total receiving first Bvd Dvd
subsequent antimyeloma therapy in >10% in either arm, n/N (%)® (N=243) (N=251)
Any first subsequent antimyeloma therapies 87/243 (36) 130/251 (52)
Lenalidomide 17/87 (20) 40/130 (31)
Pomalidomide 26/87 (30) 25/130 (19)
Carfilzomib 15/87 (17) 39/130 (30)
Daratumumab 30/87 (35) 7/130 (5)
Isatuximab 16/87 (18) 0
Belantamab mafodotin 1/87 (1) 16/130 (12)

Hungria V. et al, ASH2024



DREAMM-8: BelaPd vs PVd in RRMM

Study design and baseline characteristics Progression-free survival

Recruitment period Treatment period
e St Until PD, death, unacceptable toxicity, end of study,
or withdrawal of consent

Eligibility criteri Belantamab mafodotin 3 1.0 A
BRI N=302 S| 25 me/kg IV (cycle 1) then 1.9 mg/kg IV Q4w from E
Adults with MM = Cydle 2onward c
21 prior line of MM o < o i) 12 months
Pomalidomide 4 mg orally on days 1-21 (28-day cycles) 3 H
therapy including LEN 2 E . y+ % d 7= o 0.8 - Y ALA
Documented PD s (-] Dexamethasone 40 mg: on days 1, 8, 15, and 22 a !
during or after their £ o H
most recent therapy -8 Bortezomib & 06 !
c
No prior treatment with © Y 1.3 mg/m2 SC on days 1, 4, 8, and 11 of cycles 1-8 then .g T
anti-BCMA or - = days 1 and 8 (21-day cycles) o !
pomalidomide; not - =y + o 04 1 '
refractory/intolerant to g Pomalidomide 4 mg orally on days 1-14 (21-day cycles) 2 :
bortezomib -g + = '
a Dexamethasone 20 mg? on the day of and c BPd ' ——— . .
day after bortezomib K} 0.2 4 i
£ i
Stratification®: g_ Pvd :
of treatment (1 vs 2 or 3 vs 24) ) ]
ior bortezomib (yes vs no) E 0.0 4 M
T

* Prior anti-CD38 therapy (yes vs no) — T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
012345678 91011121314151617 181920212223 24252627 2829 3031323334 3536373839
No. at risk Time since randomization, months
. (no. of events)
ITT populaﬂon BPd 155 143 135 130 125 122 117 113 111 109 107 102 97 93 82 80 77 75 72 67 64 59 50 45 38 36 28 23 21 16 13 8 4 2 1 0 0 0 0 O
(0) (5) (10) (15) (19) (21) (26) (28) (30) (32) (34) (37) (41) (42) (47) (47) (49) (50) (52) (53) (54) (56) (58) (59) (61) (61) (62) (62) (62) (62) (62) (62) (62) (62) (62) (62) (62) (62) (62) (62)

- - 147 138 123 111102 96 92 83 75 68 59 56 54 51 47 43 40 39 37 30 25 22 22 19 18 18 17 13 11 7 5 4 3 2 2 1 1 1 1 0
BPd (N_1 55) PVd (N_147) Pvd (0) (4) (14) (23) (27) (33) (37) (45) (49) (52) (59) (62) (62) (64) (66) (68) (68) (68) (70) (73) (76) (77) (77)(77) (77) (77) (78) (78) (79) (80) (80) (80) (80) (80) (80) (80) (80) (80) (80) (80)

Prior treatments, n (%)

Prior LOT
1 82 (53) 77 (52)
20r3 54 (35) 48 (33)
=4 19.(12) 22 (19) PFS BPd (N=155) PVd (N=147)

Prior treatment Expeses Ref’;"m’ Sposes Ref’;“m’ Events, n (%) 62 (40) 80 (54)

H o)

Prior proteasome inhibitor 140 (90) 40 (26) 136 (93) 35 (24) Median PFS (95% Cl), months NR (20.6-NR) 12.7 (9.1-18.5)
Bortezomib 134 (86) 16 (10) 130 (88) 8 (5) HR (95% Cl); P value 0.52 (0.37-0.73); <.001
Carfilzomib 34 (22) 18 (12) 37 (25) 23 (16)

Prior immunomodulatory drug? 155 (100) 127 (82) 147 (100) 111 (76)

Lenalidomide 155 (100) 125 (81) 147 (100) 111 (76)

Prior anti-CD38 monoclonal antibody® 38 (25) 35 (23) 42 (29) 36 (24)
Daratumumab 36 (23) 33 (21) 39 (27) 34 (23)
Isatuximab 2 (1) 2(1) 3(2) 2 (1)

Trudel S, et al. IMS 2024. Oral presentation OA-62; NEJM 2024
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DREAMM-8: BelaPd vs PVd as 2° line treatment

All 2L patients

12 months 18 months

Progression-free survival

Len-refractory 2L patients

Treatment
—— Belamaf + POM/DEX
—— POM + BOR/DEX

1.0

0.81

64%

0.6+

Proportion alive and progression free

12 months 18 months

Treatment
—— Belamaf + POM/DEX
—— POM + BOR/DEX

(95% CiI, 43%
51%-74%) (95% CI,
53%
(95% C|° 28%-57%)
54% 0.4+ 38%-67%)
(95% CI,
41%-66%) A
s . 021 prs BPd (n=66) _PVd (n=53
Events, n (%) 23 (35) 30 (57) —{—
Events, n (%) 25 (30) 34 (44) PFS, median (95% CI2)
PFS, median (95% CI2), months NR (NR-NR) 18.5(12.5-NR) monihs " NR(21.1-NR) 13.1 (9.1-19.8)
HR (95% CI) . 0.50 (0.30-0.89) . 00l HR(95%cipe 0.43 (0.25-0.75)
[TTTTTTTTTTTTTTTTTT TITTTTTTITTITTITTITIT T ) O B o N N It B S LSS B SBLSLSL.
01234567 8091011121314151617 18192021222324 252627 2829303132333435 01234567 891011121314151617181920212223242526272829303132333435

Time since randomization, months

Time since randomization, months

Beksac M, et al. ASH2024



Ocular toxicity associated with Belantamab-mafodotin combinations

20/200

Reprinted from Shi C, et al. J Vis. 2020;20(8):29. Copyright © 2020 The Authors.

DREAMM-7 DREAMM-8
Bilateral worsening of BCVA in patients with Bilateral worsening of BCVA 20/50 or worse® 20/200 or worse®
normal baseline
20/25 or better
Patients, n/N (%) 24/80 (30) 1/80 (1)
20/50 or worse? 20/200 or worse?
Patients, n/N (%) 84/242 (35) 5/242 (2) Time to :nset of first event, median 142.0 (28-423) 673.0
Time to onset of first event, median (range), days
79 (16-1320) 105 (47-304)
(range), days
Time to resolution of first event to Ti luti £ i
64 (8908 87 (22-194 ime to resolution of first event, 3
?_aselinef median (rangef),f days® ( ) ( ) median (range), days¢ 57.0{14-315) >70
|me‘ to improvement of first event, 22 (6-257) 19 (8-26)
medlan {range), days Fi Ived, n/N (%) 22/24 (92 1/1 (100
First event resolved, n/N (%)® 78/84 (93) 4/5 (80) irst event resolved, n/N (%) /24 (92) /1(100)
First event improved, n/N (%)¢ 81/84 (96) 5/5 (100)

Hungria V, et al. ASH24; Beksac M. et al, ASH24
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TRIMM-2

Key eligibility criteria

* RRMM per IMWG

+ 1-3 prior LOT, including a Pl and
lenalidomide

Moving bispecific antibodies forward: Majestec-2 study
Teclistamab + daratumumab + lenalidomide

Study design

N A

=== SUD followed by
0.72 mg/kg or
1.5 mg/kg SC QW¢

Tec®

I SUD followed by

0.72 mg/kg SC QWe

1800 mg SC

QW cycles 1-2
Q2W cycles 3-6
Q4Wcycles 27

20r4mg PO
starting C2

2 or4mg PO
starting C1D15

Baseline characteristics

Median age, years (range) 62 (35-74)
EMD, n (%) 0
High cytogenetic risk, n (%) 4 (26.7)
ISS stage, n (%)°

I 9 (56.3)

Il 5(31.3)

I 2 (12.5)
Prior SCT, n (%) 15 (88.2)
Median prior LOT, n (range) 1(1-4)
Prior anti-CD38, n (%)¢ 3(17.6)
Prior anti-BCMA, n (%) 0
Triple-class refractory, n (%)® 0

D'Souza A. et al ASH2024



Moving bispecific antibodies forward: Majestec-2 study

Responses Safety
100 9(?,;,1% Best response
I M sCR MajesTEC-2 (1-3 prior LOT)
80 BCR (n=17)
R o | 2R M VGPR Median follow-up, months (range) 16.2 (0.5-34.5)
5 64.7%
ko PR Any Grade Grade 3/4
B 40
L Neutropenia 15 (88.2) 15 (88.2)
20 Nonhematologic?
0 82 Cough 11 (64.7) 0
MajesTEC-2
(1-3 prior LOT) CRS 8 (47.1) 0
(=) Any infection 16 (94.1) 11 (64.7)
Upper respiratory tract infection 8(47.1) 0
B Tec 0.72 mg/kg + Dara 1800 mg + Pom 4 mg
Pneumonia 4 (23.5) 1(5.9)
MajesTEC-2 (1-3 prior LOT)? COVID-19 pneumonia 4 (23.5) 4 (23.5)
Median follow-up:
’6:;9;;‘?;%&: Hypogammaglobulinemia® 16 (94.1)

59.8% (31.2-79.7)

24-month PFS:
59.8% (31.2-79.7)

T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Months

D'Souza A. et al ASH2024



Conclusions

Patients with NDMM are likely to be triple-class exposed and become refractory to lenalidomide and
daratumumab after initial treatment, paving the way to anti-BCMA salvage strategies as early as 2° line:

Cilta-cel: deeper and sustained responses (MRD negativity)
CAR T-cell therapy and improved both PFS and OS as compared to standard
triplets 2 new SoC at 1° relapse.

Belantamab-mafodotin, in combination with bortezomib or
Antibody-drug conjugates pomalidomide improved MRD negaitivity rates, PFS and OS
(BelaVd) as compared to standard triplets; ocular toxicity
managable (best schedule for bela TBD)

] . ) ) Early use: improved % and depth of response as comapred to
Bispecific antibodies late lines; promising results in combination; continuous
administration vs fixed duration?
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