SANTORSOLA

New

Drugs

M’ﬁ ' Hematology

M u I ti p I e M ye I O m a President: Pier Luigi Zinzani

Bologna,
Shaji Kumar, MD Royal Hotel Carlton
Mark and Judy Mullins Professor of Hematological May 18-19-20, 2026
Malignancies
Mayo Clinic, Rochester, MN




newDrugsnHematology AR G

Disclosures of Name Surname

Company name Zif:;:r Employee Consultant Stockholder SEE::;S Advisory board Other
Amgen X
AbbVie X X X
Astra Zeneca X
BMS X X X
Kite/Arcellx X X
Roche-Genentech X X X

Sanofi X X X




newDrugsnHematology oL

Sodoku...and myeloma?

Sudoku is a logic-based number puzzle where

the goal is to fill a 9x9 grid with digits (1-9).

Each row, column, and 3x3 sub-grid must

\contain all the digits without any repetitions. Y
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Building blocks...adds up to same goal
I S S

IMiDs Lenalidomide, pomalidomide
2  Proteasome inhibitors  Bortezomib, carfilzomib, ixazomib
3  Anti-CD38 MoAb Daratumumab, isatuximab ‘
4  Anti-SLAMF7 MoAb Elotuzumab
5  Bispecific antibodies Teclistamab, elranatamab,
linvoseltamab, talquetamab
6 CART Idecel, ciltacel

ADC Belantamab
8  Chemotherapy Melphalan, Cytoxan, doxorubicin

: @
etoposide, cisplatin, bendamustine % ‘
9 ASCT HD melphalan and stem cells
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Myeloma Treatment Paradigm

scT
Eligible

Induction Consolidation » Maintenance

Diagnosis and Risk
Stratification
Refractory Disease

Induction followed by continuous therapy

SCT
Ineligible

Tumor
Burden
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What drives the treatment decisions?
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Newly Diagnosed MM-ASCT eligible
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PERSEUS - Daratumumab +VRd vs VRd

P <0.0001% Overall and sustained MRD-negativity rates®
Odds ratio, 3.13 (95% Cl, 2.11-4.65)
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PERSEUS - Progression Free Survival

Median follow-up: 47.5 months 48-month PES

= 100 Gregmagy I
s  84.3%
@ 50 . % D-VRd
& g - 167.7%
& pVRd
5 60 1 I
o I
e I
§ I
5o 40 A :
= I
= I
g 20 - :
2z HR, 0.42; 95% CI, 0.30-0.59; P <0.0001 !
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DETERMINATION: Role of ASCT

1.9 Median follow-up 76.0 months
H
H 0.8
3
w
< 2 064
2 2
2 P
o o
5 z
& 2 04-
-
o Events* - Median PFS, S-year PFS, % 'E
g no. (%) months (95% Cl) (95% ClI) o Events - no. (%) 5-year OS, % HR (adjusted CI*)
a
s i -~ RVd-alone 189 (52.9%) 46.2 (38.1-53.7) 41.5 (35.7-47.2) a5 =~ Rvd-alone 90 (25.2%) 79.2 1.10 (0.73 - 1.65)
[} £ £ =] = *
IS -~ RVA+ASCT 139 (38.1%) 67.5 (58.6-NR) 55.6 (49.4-61.3) -~ RVd+ASCT 88 (24.1%) 80.7 p=d.89
HR 1.53 (1.23-1.91),
p<0.0001
0 T T T T T T 0 T T T T T T T
0 12 24 36 48 60 72 0 12 24 36 48 60 72 84
Time from randomization (months) Time from randomization (months)
Patients at risk Patients at risk
RVd-alone 357 250 187 160 126 96 60 RVd-alone 357 332 313 285 258 214 143 88
RVd+ASCT 365 276 226 191 160 118 77 RVA+ASCT 365 353 324 300 275 228 165 95

Paul Richardson et al
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DETERMINATION - PFS by cytogenetic risk

. . 17.1 55.5 . 53.2 82.3
High-risk 0 Standard-risk o
HR 1.99 (95% CI 1.21-3.26) HR 1.38 (95% CI 1.07-1.79)
1.0+ 1.0
E Events —no. (%) g =
2 RVd-alone 37 (56.1) 2 Py,
2 084 e 2 08+ e
g =~ RVA+ASCT 28 (42.4) g ! g T
3 %
c c
Lo 0.6+ 2 0.6
" 0
8 £ £
g PSR e ?
5 044 5 044
g — 5
z . A ‘i ; Z -
3 024 + + + + Z 024 Events —no. (%)
§ Lg =+ RVd-alone 135 (50.4)
[ [ ~~ RVA+ASCT 102 (37.2)
0 T T T T T T T 0 T T T T T T T
0 12 24 36 48 60 72 84 0 12 24 36 48 60 72 84
Time from randomization (months) Time from randomization (months)
Patients at risk Patients at risk
RVd-alone 66 36 19 16 11 8 6 3 RVd-alone 268 197 156 134 109 83 50 34
RVd+ASCT 66 45 37 29 24 16 12 8 RVA+ASCT 274 212 175 151 126 94 58 29

Paul Richardson et al
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Lenalidomide maintenance

1.0 e,
Len Placebo
0.8 4
Age I\rears]' =59 - ] 372 375
=60 - —a— 233 228
-E_ Sex Male — 322 349
= 0.6 Female —- 283 254
=
E ISS staget 111 - - 411 439
o I - —a— 113 a0
= R CRq b—m—H 65 80
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(7] _
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E'D- f;; {prior to PR/SD% — 227 215
Ve . . T T T T
No.of | Median 05 | g igc0, o) maintenance) 0.25 05 1 2 4
0.2 4 Patients (85% CI)
Len 215/605 NR HR
maintenance, {NR to NR) 0.75 (0.63 to 0.90)
Favors Len | Favors Placebo/
Maintenance | Observation
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Daratumumab maintenance: Cassiopeia

100 100 :
g :
< H
s ian PFS: 2 80 H
£ goA Median PFS: not reached ® E VTd/DARA
g g :
= : © ' D-VTd/DARA
' (]
° s o N
2 i & 60 : D-VTd/OBS
g 601 E s :
& - ; 2 :
. ’ B g ’
a : 2 24 months: end of treatment
[ 40 : Median PFS: 46.7 months & . VTd/OBS
) : :
o : a :
s ; 5 2 Comparison ! HR (95% Cl) P value*
E : & VTd/DARA vs VTd/OBS 1 0.32(0.23-0.46) <0.0001
E 20 : 04 D-VTd/DARAvs D-VTd/OBS ; 1.02 (0.71-1.47)  0.9133
24 months: end of treatment | (') é 1'2 1'8 2'4 3'0 316 4'2 4'8
Progression-free survival (months)
0 L T T T T T T T T : T T T T T T T T 1 Patlents at r‘sk
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 B vacES SE St 4% dEE 43¢ @S o 45 ’
Patients at risk Progression-free survival (months) B VTUDARA 213 203 189 182 174 138 79 34 1
OBS 444 438 424 413 392 377 362 339 326 294 227 178 118 76 53 21 3 0 D-VTd/OBS 229 223 216 207 195 144 75 38 2
DARA 442 439 429 420 406 396 386 377 372 354 283 215 155 102 64 25 1 0 B D-VT/DARA 229 226 217 204 198 145 76 30 0

~—+— OBS —©— DARA
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Other quadruplets in induction pre-SCT

: Induction
Dara-VTd 65% 84% 65.1% 83.7 mos
Dara-KRd 88% 98% 81% 3yr ~ 80%
3 yr PES ~
- 0 - -
Isa-VRd 77% 8304

|Isa-KRd 84% 90% 82% NA
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Predicted PFS
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Estimated mPFS with best-fit projections:
Dara-VRd: 205 months (17.1 years),

range 158-255 months (13.1-21.3 years)
VRd: 87 months (7.3 years),

range 76-119 months

—— Dara-\VRd
exponential

120 180 240 200 ) 42U 480

Months
VRd = [ara-VRd VEd
exponential PERSEUS ITT PERSEUSITT
Sonneveld et al. EMN 2025; Abstract No. BO4
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Newly Diagnosed MM-ASCT ineligible
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MAIA - Daratumumab - Len-dex (DRd)

T-year OS rate

100 gy,
!
1004 |
I
1
80 — !
~ 80 1
& |
= _ , D-Rd
g 9\3 60 — | 53.1% Median:
5 60 @ 90.3 months
3 S -
< S 404
g 404 S
g ! Rd
g : Median:
& 994 = Daratumumab plus lenalidomide and dexamethasone 20 — | 64.1 months
= h?g'gogsj gfgigxf)”:g;' mic HR, 0.67; 95% Cl, 0.55-0.82 !
2 L Nominal P <0.0001 |
CO é '2 '8 ! IO '6 '2 '8 J 6‘ 6I6 0 T T T T T T T T T T T T T T T 1
L G %3 3 4 4 >4 0 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102108
0S (months)
No. at risk

D-Rd 368 346 338 328 3056 297 280 266 249 246 233 217 206 195 168 90 21 0 O
Rd 369 343 324 308 294 270 251 232 213 194 182 164 149 138 120 59 11 2 O

Facon et al, Lancet Oncol 2021; 22: 1582-96
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IMROZ - Progression Free Survival

162 PFS events: 84 (31.7%) in Isa-VRd; 78 (43.1%) in VRd*
— |sa-VRd
1.0 5 —  VRd

0.9 H .
Censor
0.8 — &0-mo PFS rate: 63.2%

0.7 - mPFS: NR

0.6
0.5

0.4
0.3 60-mo PFS rate: 45.2%

0.2 mPF5: 54.34 months
0.1 - (95% CI, 45.207 to NR)

0.0

HR, 0.596 (98.5% Cl, 0.406-0.876)

Kaplan—Meier estimate

Lag-rank P=0.0005"
|| || I I I I || || || || I I I

0 6 12 18 24 30 i6 42 48 54 &0 66 72
Time, months

Number at risk
lsa-WVRd 265 243 234 217 201 180 177 164 153 104 43 2 0
WRd 181 155 141 121 104 95 BD Bl 70 51 4] 2 0

o Faconcral ASCO 2024
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CEPHEUS - Progression free survival

100 - Median follow-up: 58.7 months

e 54-month PFS
28 |
m 80 e !
8 e ————_ 68.1%:
E!‘ *-.‘_ M
- L | D-VRd
= e S .
_E S——
= 49.5%
; ‘“] [ ]
2 + VRd
E
2
e 201
i HR, 0.57; 95% CI|, 0.41-0.79; P= 0.0005
0 . T T . T T T . 1 . .
0 G 12 18 24 30 36 42 45 54 60 (]3]
Months
Mo. at risk
O-VRd 147 180 i70 160 144 1di 136 132 122 115 33 a
Ed 198 174 157 143 131 123 105 98 ] 81 21 o

Usmani et al, IMS Annual Meeting, 2024
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Predicted PFS

PFS (observed and projections)

100
90 -
.g 80 Estimated mPFS with best-fit projections:
on | r | v § Dara-VRd: 100 months (8.3 years),
> 0] range 96-118 months (8 -10 years)
DIl R | vd E- 60 - VRd: 53 months (7.3 years),
E 50 4 range 52 - 54 months
D/l - R s
e)] 40 T
£
-2 30 .
g
0 20
2
10 -
0 T T T —T T = T T 1
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Months

DVRd-Log-normal DVRd-Gamma - DVRd-Generalized Gamma

VRd-Exponential

VRd-Gompertz VRd-Log-logistic VRd-Log-normal
VRd-Gamma VRd-Generalized Gamma s DVRd - CEPHEUS TIE s \/Rd - CEPHEUS TIE
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And we already a functional cure in some...

s 1,004 e [718S1and FISH SR [ Advanced ISS or FISH HR % of Patlents
1.009 [712004 -2008 [ 2009-2013 [ 2014 -2018 SEER s o == US General Population
g n = 57654 : e — <65 Years
> . 0.751 22265 Years
_ 0.75 N .E 17% of Patients
S \ 3
| o = 050
? 050 £
E . [3
5° ; 5 3%
0.254
0.25 o
HR 1.00 (Reference) " " & ”
HR 0.84 (95% CI 0.82 - 0.86, p < 0.001) MAYO | 2004 - 2008 . MAYO | 2009 - 2013 42% MAYO | 2014 - 2018
0.00- HRO.71(95% C1 0.69 -0.73, p < 0.001) 0,00 "=33 3% n =667 n=714
4 T T T T T T T T T T T T + T T T T T T X 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
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 01 2 3 45 6 7 8 9 1011 12 13 14 15 01 2 3 4 5 6 7 8 9 1011 01 2 3 4 5 6
Foll p after diagnosis in years Follow-up after diagnosis in years Follow-up after diagnosis in years
16088 12478 10557 9028 7742 6705 5807 S073 4455 3912 3459 2066 1535 887 367 o
oot ogt -l ol e el ST I T - % omomomoMomow oW owowos oy 7 o4 2o momomom oM %% omomon 42 %8 owoa w8
124 17 W1 WM 8 " 67 6 o %5 4 L) » " 5 1 26 198 185 170 153 1390 125 86 5 » 2 2 W M0 0 M6 M B 8
o F<] 8 5 H 0 81 44 202 14 149 3 W 58 R 15 6 1 W 2w M on2 e ks 2

F 24 M 8 B R N8B €6 4 I
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Individualizing the treatment approach

—

'R

Doublet

- -
maintenance
ASCT /
-if eligible
and
desired g ™
Single drug

maintenance
— \ y

( v~ How long?
Doublet
maintenance

~ J
DOUBLET _
[[add 3 drug if] / [ Single drug ]

QUADRUPLET

TRIPLET

tolerated) maintenance

© Shaji Kumar
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Trial

High risk MM -OPTIM

OPTIMUM  ——— Myeloma XI/+
100
Bridging Induction Consolidation 1 Consolidation 2 Maintenance
Max Max 6 cycles 6 Cycles 12 Cycles Until progression 80
2cycles (incl bridging) Start 100-120d post ASCT =
=
Dara-CVRd il V-HD-MEL Dara-VR g
s +ASCT g 60
Daratumumab iv 16 mg/kg (3
Cycle 182: Days 1,8, 15 L3 PRy Daratumumab sc Daratumumab sc ®
Cycle 3+: Da B Veorecn 20 mom 1800 mg Dey 1 1800 mg Day 1 e
b 8 = ay - Bortezomib s¢ 1.3 m Bortezomib sc 1.3 mg/m? w
C,ucphosiham\de’co 0 mg % Autologous Stem Cell Days 1, 8, 15, 22 Days 1, 8, 15° Days 1-21 E
SR Translantation Lenalidomide po 25 mg Lenalidomide po 25 @ 40
Bortezomib sc 1.3 mg/m = Day 0 > enalidomide po 25 mg n
Days 1, 4,8, 11* = i Days 1-21 Days 1-21 b
) Dexamethasone po 40 o
Lenalidomide po 25 mg 8 Bortezomib 1.3 m mg! e
Deye i Days -1, +5, +14," Day 1, 8, 15,22 &
Dexamethasone po 40 mg! E Weekly aft bt
Days 1. 4.8 11 o veekly after 20 PFS estimates (95% Cl) at 6, 12, 18, 24 and 30 months
Y 3 % haematopoietic recovery 28d cycles 28d cycles OPTIMUM 95.3(91.3,99.3) 81.9(74.5,89.2) 77 (68.8, 85.1)
21d cycles 87.7 (81.4,94) 77.9(70,85.9)
J Myeloma X+ 94.1(66.8, 08.3) 39.8(30.7, 48.9)
01
T T T T T
0 6 12 18 24 30 36 42 48 54
Months since registration/randomisation
Number at risk (number censored)
OPTIMUM 107 (0) 100 (2) 91(3) 84 (4) 79(5) 75(8) 59(22) 37 (44) 13(67) 0(79)
Myeloma XIi+ 120 (1) 110(3) 98 (3) 77 (3) 56 (5) 38(13) 27 (17) 20(21) 15(24) 9(29)
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Relapsed MM
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Approach to first relapse

"‘l . .
> Len maintenance : Len refractory/ Anti-CD38 sensitive
1
ASCT | - Dara/Len maintenance :
I
I Anti-CD38 refractory/ Len sensitive
- Btz/Len maintenance :
"
. ) 1
Anti-CD38 + Len Dex—> Dara/Len maintenance : Anti-CD38 + Len refractory
Anti-CD38 + VRd—> Dara/Len maintenance :
1
Btz Len Dex—> Len maintenance :
Len Dex—> Len maintenance : Anti-CD38 + Len sensitive
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Anti-CD38 combinations

Trial Design Median PFS Response
CANDOR D-Kdvs Kd 28.4 vs 15.2 mo; HR 0.64 ORR 84.3% vs 74.7%
IKEMA Isa-Kd vs Kd 35.7 vs 19.2 mo; HR 0.58 SCR/CR 44.1% vs 28.5%
ICARIA-MM  Isa-Pdvs Pd 11.5vs 6.5 mo; HR 0.596 ORR 60.4% vs 35.3%
APOLLO D-Pdvs Pd 12.4vs 6.9 mo; HR 0.63 ORR 68.9% vs 46.4%

D-Daratumumab, Isa-Isatuximab, K-Carfilzomib, d-dexamethasone
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CART

KarMMa, single-arm phase 2: ORR 73%; Median PFS ~ 8.6—8.8 mo;

RRMM; n=128 >CR 33% median OS ~ 24.8 mo.

KarMMa-3, phase 3; triple-class— Median PFS 13.8 mo vs 4.4 mo, HR 0.49.

ORR 71% vs 42%;

SpEEl RIR LG GED 2 [200ay CR 44% vs 5% Median OS 41.4 mo vs 37.9 mo (56%
regimens crossover to ide-cel).
CARTITUDE-1, phase 1b/2; RRMM; ORR 98%; Median PFS 34.9 mo
n=97 SCR ~ 83% median OS 60.7 mo
. RR 84.6%;
CARTITUDE-4, phase 3; ORR 84.6%; 30-mo PFS 59.4% vs 25.7%
lenalidomide-refractory RRMM after  >cRr 7319 vs . .
1-3 prior lines; cilta-cel vs PVA/IDPd 51 goy ST @5 Aa AT v 5528, 05 [RIR DU,



newDrugsnHematology AR G

CARTITUDE-1: Third of Patients Progression-Free for 25 Years

Overall population (N=97); median follow-up: 61.3 months

1001 PFS
G
E
E
©
S 75-
(O]
o
o
28 501
%)
8 +
(@] h—'ﬁ
e
o
o 251
c
o}
©
o

0 4

0 10 20 30 40 50 60 70

Months since cilta-cel infusion
Patients at risk 97 77 63 52 39 36 16 1
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Bispecific antibodies

—__ MajesTEC-1, RRMM;  ORR 63.0% Median DOR 24.0 mo; median PFS
n=165 >CR 46.1% 11.4 mo; median OS 22.2 mo

acya  MagnetisMM-3, ORR 61.0% 30-mo DOR 61.0%; median PFS 17.2
RRMM; n=123 >CR 37.4% mo; median OS 24.6 mo.

acya  LINKER-MML, ORR 71% Median DOR 29.4 mos; median PFS
RRMM; n=117 >CR 52% NR; median OS 31.4 mos
M TAL-1; :
R;r':/lul\r/?egél o ORR 74% q wk / Median PFS 7.5 mo q wk / 14.2 mo

GPRC5D DA MARG T 72% g2wk; g2wk; median OS NR; 12-mo OS

weekly n=143, 0.8

76% / 77%.
mg/kg q2wk n=145 >CR 34% / 39% 6% / 77%
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Teclistamab + Daratumumab

ORR: OR, 2.65 (95% ClI, 1.68-4.18), P<0.0001
2CR: OR, 9.56 (95% Cl, 6.47—-14.14); P<0.0001

T
100 - 89.0

Tec-Dara DPd/DVd

80 - (223/296) Median (range) time to first 1.2 1.2

70 4 response, months (0.9-25.0) (0.7-6.3)
X E0 | Median (range) time to first 6.9 6.9
2 2CR 2CR, months (1.0-34.5) | (1.5-18.8)
8 %1 2CR; svepr 331 | >VGPR Median (95% Cl) DOR, NE 23.5
5 404 818 86.6 57.1 months (NE-NE) | (19.8-29.9)

30 - 25.0 g N . 88.5 36.4

o - 36-month DOR, % (95% CI) | g37"05 ) | (28.9.43.9)

10 VGPR

" 24~ .8 18.2 PR

Tec-Dara ' DPd/DVd '

Costa et al, N Engl ) Med 2026;394:739-752, Mateos et al, ASH 2025
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Teclistamab + Daratumumab - PFS

—

o

o
|

80- w

Hazard ratio for disease progression or death,

without Disease Progression

-t
I

36-Mo progression-free survival
I
83.4 (95% Cl, 78.2-87.4)
I

Teclistamab—daratumumab

I
\\—, I
| I
e I
ol N T :
hr;,,\\ |

T 29.7 (95% Cl, 23.6-36.0)
40 e, e, :
r~‘~—+d‘--'t~liHM~r<tw )

“H-+——+—+ DPd or DVd

Percentage of Patients Surviving

20 0.17 (95% Cl, 0.12-0.23) I
P<0.001 i
O | | | | | | | | | | | : | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at Risk Months
Teclistamab—daratumumab 291 262 249 240 240 233 230 227 222 218 214 142 89 34 9 0 O
DPd or DVd 296 254 218 188 167 149 135 124 112 99 87 52 26 14 3 i 0

Costa et al, N Engl ) Med 2026
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Teclistamab + Daratumumab — Overall survival

36-Mo overall survival

100- !
N\k"*\b\ 83.3 (95% Cl, 78.3-87.2)
é’ 30- — . Teclistamab—daratumumab
< e !
2 I
< I
2 604 !
S | — + DPd or DVd
% 65.0 (95% Cl, 58.8-70.5)
g 40 i
8 i
{ = |
Q 1
g |
g = |
P<0.0001 i
i
0 T T T T T T T T T T T i T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at Risk Months
Teclistamab—daratumumab 291 272 259 252 249 247 246 243 239 232 227 160 100 40 9 0 O
DPd or DVd 296 285 274 265 250 235 229 221 218 208 190 127 66 33 5 1 0

Costa et al, N Engl ) Med 2026
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RedirectTT-1: Teclistamab + Talquetamab

* Open-label, phase Ib/Il dose escalation and expansion trial of teclistamab plus talquetamab in patients with R/R MM with
previous exposure to a PI, IMiD, and anti-CD38 mAb and refractory to last line of therapy

ORR
HBPR EVGPR ECR HEsCR 96.3%
1 e A TR |

80- Median f/u, mo (range) 13.4 (0.3-25.6) 8.1 (0.7-15.0)
—_ Median DoR, mo (95% ClI) NE (NE-NE) NE (NE-NE)
-;:% 60 - Median time to first response, mo (range) 1.97 (0-7.7) 1.48 (0-4.0)
§ Median time to best response, mo (range) 3.98 (1.1-15.7) 3.22 (1.4-10.7)
E 40+ Median PFS, mo (95% ClI) 20.9 (13.0-NE) NE (9.9-NE)

20 - 9-mo PFS, % (95% CI) 70.1 (58.0-79.4) 77.1 (50.8-90.5)

All Dose Levels Tec 3.0 mg/kg Q2W +
Tal 0.8 mg/kg Q2W

*Teclistamab 3.0 mg/kg Q2W + talquetamab 0.8 mg/kg Q2W.

Mateos. EAH 2023. Abstr $190. NCT04586426.
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JNJ-5322 Trispecific Antibody

BCMA/GPRCSD exposed BCMAJGPRCSD naive
100.0% 100.0%
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52 60.0 - (11/20)
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1
© 400
20.0
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BCMA targeted Antibody-Drug Conjugate: Belantamab

ADC

ADCC D
\ W 0.03 mg/kg

1
1
Receptor F}?g 1 m 0.06 mg/kg
SD : Patientongoing —> 0.12 mg/kg
PD
Missing I Patient completed 16 cycles * m 024 mgkg
Missing S 1 m 0.48 mg/kg
D 1
MMR* <1.92 mg/kg, n=21 ® ?gg mgﬁg
GSK2857916 M::::ﬂg | Cycles: I | Cycle 13: | ORR=9.5% | 3-40 mg/kg
y s SD increased to 048 increased to 0.96 m > mg/kg
\ ’ - i 2 o T 4.60 mg/k
[ZACHCLRI MU — Targetspecific g PD 1 | g/kg
N Antibody — Enhanced ADCC = PD |
K PR )
SD .
S S D
— Stable in — |
Linker circulation MR - VGPR—> /
sCR—>1 ~
VGPR—>
— MMAF (non cell PR—>
Drug PETMEELE il :_SD PR—> ! 23.4 mg/kg’ n=9
pgtentatnstatin —————— R ! ORR= 66.7%
VGPR—> :
PR —>
i ion: sp—> | ~
Mechanisms of Action: ! T T T T T T T T T T T T T T T T T 1
1. ADC mechanism 0O 20 40 60 80 100 120 140 160 180 200 220 240 260 280 300 320 340 360
2. ADCC mechanism :
3. Immunogenic cell death Study treatment duration (days)
4. BCMA receptor signalling ¥
inhibition

6 months
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Targeting BCMA:Belantamab combinations
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BOSTON Trial: Selinexor bortezomib Dex

1-00 oty 4y, —}— Selinexor, bortezomib, and dexamethasone
- —&- Bortezomib and dexamethasone

)
‘S 3
2
3T 050-
35
a9 Selinexor, bortezomib, and dexamethasone:

? 0-25- median 13-93 months (95% Cl 11.73-not evaluable)

= Bortezomib and dexamethasone: median 9-46 months (95% Cl 8-:11-10-78)

Hazard ratio 0.70 (95% Cl 0:53-0-93), p=0-0075
0 T T T 1 T T T 1

| | | | | | | | | | | | | | | | |
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26
Time (months)

Groscki et al, Lancet, 2020
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Venetoclax and t(11;14) Multiple Myeloma

Primary abnormalities

Trisomies (~45%)
Odd-numbered
chromosomes: 3,5, 7,9,
11, 15,19,and 21

£

No MOMP No MOMP MOMP

IgH translocations (~55%) 50 - ORR 60% M CR M VGPR HPR
Translocations involving the mCR 60+ g
IgH gene locus at 14q32 ORR 40% m VGPR

40 - % it 501 ORR 48%
Translocation;locus;gene g% Sl
t(4;14);4p16;FGFR3-MMSET S 30 - 2 404
1(14;16);16q23;:MAF = E’
1(14;20):20q12;MAFB 2 ORR 21% t 30
1(8;14);8q24;MAFA © 5o 2@
t(11;14);11q13;CCND1 ES = ®
(6;14);6p21; CCND3 ° o 20,

- 8% ORR 6% 10,

6%
0 i _ EETE
All patients t(11;14) Non-t(11;14) Phase(n1=2\cl'?n0ex Phase(n2=s\:)enDex
N=66 n=30 n=36
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Myeloma Treatment Paradigm

» - »
Induction followed by continuous therapy

SCT
Eligible

Diagnosis and Risk
Stratification
Refractory Disease

SCT
Ineligible

WIN|\O
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NN | —
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What about CART for newly diagnosed?

Response to induction therapy
v

¢ > | »
| £ ¢ »
¢ »
e * » 4 MRD positive
e » MRD negative
H ¢+ I » [ R
g . | & I : I vorr
» Hcr
| N » s
= H ¢ IR » 7] PD/relapse
H ¢ # Ongoing follow-up
H ¢ »
H »
| £ ¢ »
~ (| Ho I »
e ¢ »
H ¢ K L]
g 4 ¢ »

10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26
Time since GCO12F infusion, mo
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Adding bispecific for newly diagnosed MM

. Efficacy analysis set: all patients who received 21 dose of study treatment
Arm A: Tec (QW)-DR Arm Al: Tec (Q4W)-DR Arm B: Tec (Q4W)-DVR
100 (n=10) (n=20) (n=19)
] [ H3° 539 |
80 -
. MRD negative
60 A
Not tested
40 - B Not evaluable/
indeterminate
20 A NGF (10-5)
NGS (10-6)
O .

Cycle 3 Cycle 6 Cycle 6 Cycle 3 Cycle 6 Cycle 6 Cycle 3 Cycle 6 Cycle 6
10-5 10°5 1076 1075 10°5 1076 1075 105 1076
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CU RE? . MRD at 10°° by NGS

Stop Fx . Negative by functional imaging (PET-CT or WB-DWI MRI)

l . Sustained for 25 years without ongoing therapy
I 5 >
Year 1 : Year 2 Year3d Yeard Yoar 5

Serological E E E E

Complate !

m:upznsa. o o s 9 s e
Marrow MRD
negative at 1 1
(NGF or NGS) @ o s s @ 0
Functional

Imaging

Megative @ Nagaths If parformac @

Future

technalogy
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Future Directions

. Bispecific antibody combinations with PI, IMiDs and anti-CD38 MoABs are being

explored
. Tri-specific antibodies appear to have excellent efficacy
. Dual targeted and next generation CARTS with better efficacy and safety are in trials

. CELMODs (Iberdomide and mezigdomide) are in phase 3 trials — positive results

reported
. Small molecule drugs include protein degraders, bcl2 inhibitors, MMSET inhibitors

. Increasingly — the field is moving towards limited duration
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Thank you

_____

 kumar.shaji@mayo.edu
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