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NUOVE TERAPIE NEI LINFOMI B AGGRESSIVI
ENEL MIELOMA MULTIPLO

Il ruolo del trapianto autologo nell’era dei nuovi farmaci

REGIONE DEL VENETO
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Company name Zispe:;:th Employee Consultant Stockholder SEE:‘::JS A:\;i::jry Other
Janssen X X
Amgen X
Takeda
BMS X
Sanofi
GSK
Menarini X
Pfizer X
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ESMO 2021

Eligibility for ASCT

Induction

First option:
VRd [Il, B]
DaraVTD [I,A]

If first option is not available: VMP [, A]
Rd [, A]
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If first option is not available:

RV-MM-EMN441/RV-MM-PI-209

CDR/MPR
Vs
HDM-ASCT

IFM2009/DETERMINATION

VRD
Vs
HDM-ASCT

)

EMNO02-HO95

VMP
Vs
HDM-ASCT

)

FORTE

KRD
Vs
HDM-ASCT

)

Dimopoulos M.A. et al, Ann. Oncol, 2021
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N=529

42 vs 24 months
1.00 T N PD1 Deah
T
= X \ — MEL200-ASCT ~ 268 134 5
© \ — cc-R 261 176 7
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o e
5 0.25 A _—
<4
[\ %
000 | HRO053;95% Cl0.42-0.66; P<0.001
0 10 20 30 40 50 60
Months
MEL200-ASCT 268 239 205 160 127 45 3
CC+R 261 21 145 99 72 23 4

Numbers at risk

HDM-ASCT

CDR/MPR

1.00 -

0.75 A

0.50

Overall survival

0.25

0.00

MEL200-ASCT
CC+R

No mainteinance

R/RP mainteinance

N Death

oS
4-year 84% vs 70%
s . — MEL200-ASCT 268 40
e — CC+R 261 73
= -
HR 0.51; 95% Cl 0.35-0.76; P<0.001
0 10 20 30 40 50 60
Months
268 255 238 220 205 82 6
261 249 235 209 182 66 5

Numbers at risk

Gay F. et al Leukemia, 2017
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N=1503 EMNO02/HO95 HDM-ASCT vs Bortezomib+chemo

HDM-ASCT x1-2 VRD R mainteinance
=) @ o
VMP

R mainteinance

PFS 0s
57 vs 42 months 5 year 75.1% vs 71.6%
1004 —VMP 100 HR 0-90 (95% (1, 0.71-1-13);
——Autologous HSCT adjusted p=0-35
HR 073 (95% Cl, 0-62-0-85);
adjusted p=0-0001

~
v
1

754

Progression-free survival (%)
8
1
Overall survival (%)
8
1

254 25
0 T T ! ! y I o T T T T T T
0 12 24 36 48 60 72 0 2 24 26 48 60 7

Number at risk . P
(number censored) Time since initiation of treatment (months)
Autologous HSCT 702(0) 616 (17) 509 (24) 428(31) 334(59)  178(188) S n"‘:e"":"‘:;";‘;
VMP -
495(0) 401(13) 324(14) 266(2) 18539) 97 (104) Autologous HSCT 702 (0) 658 (16) 614 (24) 569 (36) 487 (78) 276 (268) .
VMP 495(0)  463(12) 430(20)  391(31)  331(62)  174(198) . Cavo M. et al Lancet Haematol, 2020
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*IFM 2009: 1 year

VRD x 3 HDM-ASCT VRD x 2 maintenance
R mainteinance * Determination: until
VRD x 3 VRD x 5 progression maintenance
IFM 2009 (n=700) Determination (n=722)
PFS 47 vs 35 months PFS 68 vs 46 months
100 1.0+
75 Transplantation 0.8
& Z 06 .
= Transplantati
% 50- g m ransplantation
= & 044 RVD Alone
& RVD alone o
254 P<0.001 0.2-]
0.0 T T T T T T 1
0 T T T T 0 12 24 36 43 60 72 34
0 12 2 36 48 Months since Randomization
Months of Follow-up No. at Risk
: Transplantation 365 276 226 191 160 18 77 42
RN\;"Da;Ig::k 350 - - 157 . RVD Alone 357 250 187 160 126 % 60 40
Transplantation 350 308 264 196 50

Attal M. et al, NEJM, 2017; Richardson P. et al, NEJIM 2022
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190 “:&\_\\ ——— RVD Alone
“‘\:\\\ Transplantation
B 1.0+
75 4 QIS Transplantation
- - 0.8
R 1
2
s 50 1 g 0.6 RVD Alone
= -]
d 2
& 04
254
P=0815
0.2
0 0.0 T T T T T T 1
T T 0 12 24 36 43 60 72 34
0 12 24 % *® o L “ 0 1w 120 Months since Randomization
Months of follow-up No. at Risk
N at rik Transplantation 365 353 324 300 275 228 165 95
RVD Alone 350 340 326 312 201 288 216 197 67 0 RVD Alone 357 332 313 285 258 214 143 38
Transplantation 350 330 315 208 279 2% 220 207 82 1 0
H H - 0, H o . o o
Trapianto di salvataggio=77% nel braccio Trapianto di salvataggio=28% nel braccio
VRD alone VRD alone

Perrot A. et al, ASH, 2020; Richardson P. et al, NEJIM 2022
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N=476 FORTE HDM-ASCT vs KRD
HDM-ASCT R mainteinance

w: ) @
e —
KCD x 4 HDM-ASCT KCD x 4 KR mainteinance
Pre-maintenance MRD negativity rates 12-month sustained MRD negativity rates
80% 80%
70% 70%
60°o P=NS 60% P=0.024
50% 50%
40% 40%
30% BKRA12 30% s KRd12
20% m KRd plus ASCT 20% m KRd plus ASCT
10% 10%
0% 0%
KRd12  KRd plus ASCT KRd12 KRd plus ASCT

Gay F. et al Lancet Oncol, 2021; Mina R. EHA, 2021
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N=476 HDM-ASCT vs KRD

HDM-ASCT Il KRD x 4

KRD x 8

R mainteinance

KR mainteinance

HDM-ASCT

PFS KRD+ ASCT vs KRD12

100 NR vs 55 months
Standard risk High risk Double hit
& (N=153) (N=243) (N=105)
= 757
2 1.007
2 g ?_:_\_‘—‘-\—\_ ).82 = s
2 g 075 \_‘_‘_\_‘_1 H g
& 50 T 3
< —— KRd plus ASCT & RO50 3 3
2 —KRd12 § o2 ) )
% x| — KCd plus ASCT £ i L
£ a KRd plus ASCT vs KCd plus ASCT: HR 054 (95% Cl 0-38-0.78); p=0-0008 o 0 2 ! o 23
KRd12 vs KCd plus ASCT: HR 0-88 (95% Cl 0-64-1.22); p=0-45 0 % < Moms” g0 L] b 10 O b o g 30 ol S 2 %
KRd plus ASCT vs KRd12: HR 0-61 (95% CI 0-43-0-88); p=0-0084
0 T T T T T 1 KRd_ASCT vs. KCd_ASCT: HR 0.44, p=0.04 KRd_ASCT vs. KCd_ASCT: HR 0.57, p=0.01 KRd_ASCT vs. KCd_ASCT: HR 0.49, p=0.03
Y 10 20 30 40 50 60 | KRd_AscCTvs. : HR 0.46, p=0.04 KRd_ASCT vs. : HR 0.6, p=0.04 KRd_ASCT vs. : HR 0.53, p=0.07
Time since first randomisation (months) Vs. KCd ASCT : HR 0.96, p=0.9 Vs. KCd ASCT: HR 0.95, p=0.8 Vs. KCd ASCT: HR 0.91, p=0.75
Number at risk
(number censored)

KRd plus ASCT 158 (0) 147 (1) 137(3) 129(4) 111(9) 61(51) 5(103)
KRd12 157 (0) 135 (6) 120 (6) 103 (7) 90(9) 51(39) 5(81)
KCd plus ASCT 159 (0) 137 (1) 115(3) 94(5) 80(8) 46(37) 6(76)

Gay F. et al Lancet Oncol, 2021; Mina R. EHA, 2021
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Singolo ASCT vs Tandem ASCT?
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N=508 GIMEMA MMY-3006

VTID x 3 HDM-ASCT x 2 VTD x 2

Dexa mainteinance

TDx 3 HDM-ASCT x 2 TDx 2

100

— TD group 100
— VTD group
904 90+
80 80
70 70
£ 60%
2 6o g 60
: 3
é © 41 months 60 months S 110 "‘°“"‘546%
g 34% S w1
3
g
30 30
20 e 20
10 10
HR 0-62 (95% C1 0-50-0.77); p<0-0001 X HR 0-68 (95% Cl 0.51-0-90): p-0-0068
T T T T T T T T T 1
0 0 0 24 36 28 60 72 A %6 108 20 12 24 36 48 60 72 84 96 108 120
Number at risk Nomber at risk Months
(number censored) (number censored)
TDgroup 238(0)  198(8)  165(9) 134(10)  97(12) 7415  62(6)  47(19)  40(19)  38(19)  26(3) TDgoup 238(0)  214(10)  203(11)  194(13)  74(17)  149(24) 131(27)  116(1)  102(34)  98(34)  74(124)
ViDgroup 236(0)  212(12)  187(16)  154(17)  126(18) 105(20)  93(20)  80(23)  73(24) 68(25)  47(93)

VIDgroup 236(0)  217(12)  201(16) 195(17)  179(18) 167(21)  156(22)  139(26)  132(30)  125(31)  91(151)

Tacchetti P. et al Lancet Haematol. 2020
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N=1503 EMNO02/HO95

HDM-ASCT x1-2 R mainteinance
VvCD
VMP R mainteinance
PFS 0s
5 year 53.5% vs 44.9% 5 year 80.3% vs 72.6%
100 ——Single HSCT 100+ HR 0-62 (95% Cl, 0-41-0-93);
——Double HSCT adjusted p-0-022
HR 074 (95% Cl, 0-56-0-98);
adjusted p-0-036
754
g 754
3 g
E 50 _3 50
§ E
g
i 8
g 254 25
0 0 T T T T T T
0 2 2|4 3|6 4|8 60 7'2 0 . 4 36 “ 6o &
Number at risk Time since initiation of treatment (months)
(number censored) } N:ember at I::I;
Double HSCT 210 (0) 192 (4) 167 145 (11 115 (19 68 (54 . number censo!
Single HSCT 209 (0) 181(5) 147 g; 124((3)) o7 516; 53 f54)) . Double HSCT 210 (0) 201(4) 189(8) 175(15) 159 (24) 100 (75) - Cavo M. et al Lancet
Single HSCT 209 (0) 195 (6) 182(8) 164 (10) 141(21) 85(72) - Haematol, 2020
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EMNO02/HO95

HDM-ASCT x1-2

VMP

N=1503

R mainteinance

VvCD

R mainteinance

. .k .
PFS in HR cytogenetic PFS in del17p
1.001
1.007
0.75 0751
2
5 £
Qo
_S 0.501 g
o 0 0.50
%) Q
w w
& &
0.254 025
*a/A. . ™ Double transplant == Double transplant
t(4;14), t(14,;16), del17p == Single transplant = Single transptant
HR: 0.59 (95% Cl, 0.34-1.03), p=0.062 HR: 0.24 (85% CI, 0.08-0.66), p=0.0060
0.001 2 0. o Cl, 0.09-0.66), p=0.!
0.001
0 12 24 36 48 60
Months 0 2 24 Montarfs ® °
Number at risk Number at risk
=- | 39 37 29 22 16 9
-le 2 i 13 6 -2 i h & ;
0 12 24 36 48 60 T T T T T T
Months ° 12 o 8 & Cavo M. et al Lancet Haematol, 2020
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N=758 STaMINA TRIAL

R mainteinance
HDM-ASCT VRD x 4 R mainteinance
HDM-ASCT R mainteinance
100

Auto/Auto Auto/RVD Auto/Maint
AR N=170 N=222 N=361

- -
b Y 5yr. 53.6% (46-61) 44.3% (37-50) 42.3% (37-47)
i .
80 ~ o 6Yr. 49.4% (41-57) 39.7% (33-46) 38.6% (33-43)
~ -
2 - N
! 60 - p=0.015 -
>
§ 7 o Sl
[
o

HR: t(4;14), t(14,16), t(14,20), del17p,
del13p, aneuploidy or 22

~ HiRisk 43.7% (33-58) 37.3% (26-48) 32% (24-40) 0.03

StdRisk 58.1% (48-67) 48.2% (40-56) 47.7%(41-54)  0.196
04
T T T T

"I‘IRAKREP\I‘JXE\} 12 24 36 48 60 72
SEANNEAND | PFS BENEFIT FOR AUTO/AUTO ARM; esp. in HR GROUP |

Hari P. et al, ASCO, 2020
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CASSIOPEIA

. Part 1: Induction/consolidation phase Part 2: Maintenance phase Follow-up phase .
I 1
Induction Consolidation Maintenance
D-VTd D-VTd DARA
Key eligibility D: 16 mg/kg IV QW Cycles 1-2, T D: 16 mg/kg IV Q2W = monotherapy Data captured during
fteria: = Q2W Cycles 3-4 98 \/: same as in induction < 16 mg/kg IV Q8W until follow-up phase:
CEenay = V:1.3 mg/m? SC Days 1,4, 8, 11 A T: same as in induction x5 PD . . .
S T-100 mg/day PO y =] (v v « Disease progression
« Transplant- = : g/day N d: 20 mg IV/PO s 8 then observation until PD) s |
eligible i d: 20-40 mg IV/PO s £E z MRD
£ p 23 S | - Second primary
NDMM E< €< 3 ) ioea
o s L 58 £ malignancies
EEI s = A 52 « Subsequent
- ECOG PS 8 VTd N VTd ag sed
02 i VTd administered as in B VTd administered as in 3 ) nd anticancer therapy
the D-VTd arm the D-VTd arm @ imum - 0s
4 cycles of 28 days 2 cycles of 28 days
Induction Consolidation Maintenance
- VRd VRd
> V:1.3 mg/m2 SC V:1.3 mg/m? SC
o Days1,4,8,11 = Days1,4,8,11 R :
K ligibilit: A R: 25 mg PO Days 1-21 < R: 25 mg PO Days 1-21 R:10 mg PO Days 1-28 until PD
LA LLL R o 40 mg PO/IV Days 1-4, 9-12 [l d: 20 mg PO/IV Days 1-4, 9-12
criteria b= %
o
- Transplant- k= D-VRd = D-VRd D-R R Continue
Gl ORI LBl DARA:1,800 mg SC® Wl DARA: 1,800 mg SC® Q2W DARA:1800mg  pleel DR
aoolcaiOveaiy §5 QW Cycles 1-2 =t SC®Qaw )
+ ECOGPS =2 ° Q2W Cycles 3-4 % VRd administered as in R:10 mg PO
£ %) the VRd group Days1-28 Restart
= VRd administered as in MRD DARA
the VRd group Minimum2y negative per criteria
4 cycles of 28 days 2 cycles of 28 days 28-day cycles
A
i int: c Stop DARA therapy Restart DARA therapy upon
Primary endpoint: PFS after 224 months of D-R maintenance for confirmed loss of CR
q 0 atients with 2CR and 12 months of without PD or
Key secondary endpoints: Overall 2CR rate,® overall MRD-negativity rate (10-5),4 0S P sustained MRD negativity (10-5) recurrence of MRD

Moreau P. et al, EHA, 2024; Sonneveld P. et al, EHA, 2024
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CASSIOPEIA

Median follow-up from first randomization: 80.1 months

Median time

100 4 to reach post-consolidation: Median follow-up:
100 9.7 months 47.5months 48-month PFS
1
c
80 2 ! o 1 543%
- =) 1 1 67.7%
& 60+ g 1
g 60 1 1
1 "SR D-VTd: median, 83.7 months 3 1 1
a 40 S I I
3 a0 ! !
VTd: median, 52.8 months 2 1 1
20 2 1 1
2 20 1 1
HR, 0.61; 95% Cl, 0.52-0.72; P <0.0001 2 : HR, 0.42;95% CI, 0.30-0.59; P <0.0001 1
1
o T T T T T T T T T T T T T T T 1 82 0 - 1
—r——r-r—-r-r-r—r—rr—r—r—r—r—r—_t—r-—
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 5
Time since first randomization
. . Months
) regardless of second randomization (months) No. at risk
Mootk 12 504 477 441 400 354 304 293 268 243 24 97 M 103 49 B 0 VRd 354 335 321 311 304 297 291 283 278 270 258 247 238 228 219 175 67 13 0
D-VTd 543 512 500 484 459 434 408 375 352 323 296 278 260 158 82 17 O D-VRd 355 345 335 329 327 322 318 316 313 309 305 302 299 295 286 226 90 11 0

Moreau P. et al, EHA, 2024; Sonneveld P. et al, EHA, 2024
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CASSIOPEIA*

72-month PFS

: D-VRd revised standard risk
1
1
: < VRd revised standard risk
: 'g D-VRd revised high risk
- 1 o 173 !l‘_
- 1 ) £ 92 604 Tee
~ rm g 57 0% D-VTd standard risk: 28 RRpmm0n R revised high risk
2 50 . . h median, 87.3 months S s
[ 7 1 g, | D _
& .. °sa, 1397%  D-VTdhigh risk: 3 40
404 o’ : median, 48.5 months ES
30 36.1%) e VT standard risk: 20+
204 ! median, 57.8 months
. . i 22.9% VTd high risk:
107 D-VTd std risk vs VTd std risk: HR, 0.60; P <0.0001 | median, 34.2 months OrTrTT T T T T T T T T T T T T T T T T T
g VTdhigh riskvs VTd high risk: HR, 0.68; 2004103 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 Months
Months No. at risk
No. at risk h .
VTd stdrisk 454 424 402 373 341 308 284 259 239 217 190 174 150 91 43 10 VRd revised standard risk 167 157 152 148 143 141 140 138 137 135 131 127 123 118 116 96 36

D-VRd revised standard risk 174 167 163 162 162 162 159 158 157 155 155 155 155 153 149 124 52
VRd revised highrisk 148 139 132 129 127 123 118 112 109 105 98 92 87 84 77 64 22
D-VRdrevised highrisk 130 127 121 117 115 111 110 109 107 105 101 99 96 94 90 76 31

VTdhighrisk 86 78 73 66 57 44 38 32 27 24 22 21 19 11 5 3
D-VTdstdrisk 460 437 427 416 397 379 359 329 311 288 265 248 231 140 76 15
D-VTdhighrisk 82 74 72 67 61 54 48 45 40 34 30 29 28 17 5 2

ocooo
N A~
[eleNele)

* HR=t(4;14) or dell7p

* % - . i
HR=t(4;14), del17p, gainlg or amplq Corre J. et al, IMS, 2024, Dimopulos M . et al, EHA, 2024
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MASTER TRIAL

Induction Consolidation Consolidation
— - - o Lenalidomide
Dara-KRd x 4 AHCT ~ | DaraKRdx4 _ ™ | Dara-KRd x4 __ " mMaintenance
Ne——— | =" \_ A
& ¥
274 MRD (-) > 2" MRD (-) e 2" MRD (-)
é é (<10%) é (<10%) é (<10°%)
3 2 = 3
©7 MRD assessment by NGS "MRD-SURE” -Treatment-free observation and MRD surveillance*
*24 and 72 weeks after completion of therapy
10 | 10 ,94%
88% , 2 ¢ s crwesi O HRCA
R ok OHBCA i 92‘}q eBSRE o s s oo
%08 il o8 | 1HRCA
' i ek, (e ; 75%E
HRCA=t(4;14); t(14,16), del17p, gainlq HO : § o6 :
H : 5
g 50% : 2+ HRCA % : 2+ HRCA
%o §or |
! |
E’ 02 : 0.2 I
< 1 |
P<0.001 1 P=0.004 |
o “O 12 24 !.!: 48 & O n'J 12 24 le a8 60
Months. Months
Number at risk Number at risk
O HRCA s3 49 47 40 12 0 OHRCA 53 49 48 42 13 0
1 HRCA 46 a5 40 28 7 0 1HRCA 46 45 43 0 E] 0
Costa LJ et al EHA' 2023 2 HRCA 24 21 15 7 1 ] 2HRCA 24 2 18 12 1 0
e 7’ 4
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N=50
HRCA= t(4;14); t(14,16),
dell7p

Survival probability
o o o
w ~ o
o w o

o

N

w
1

0.00

IFM-2018-04
Induction Stem cell Consolidation Maintenance
Dara-KRd x 6 collection Dara KRd x 4 Dara Len 2 years

Dara : 16 mg/kg IV Dara : 16 mg/kg IV D1 D15
D1,8,15,22 (cycle 1-2)
D1 D15 (Cycle 3 to 6) K : 56 mg/m2 IV D1, 8, 15
K : (20)36 mg/m2 IV Dara : 16 mg/kg IV every 8 weeks
D1-2, 8-9, 15-16 Mel 200 Len : 16 mg D1-21 Mel 200
Len : 26 mg D1-21 Len : 10 mg 21/28
Dex : 20 mg D1-2,8-9,15-16,22-23 Dex : 40 mg D1, 8, 15, 22
28-day cycles 28-day cycles
30 months PFS=81% 30 months 05=91%
1.00 4
2 0754
E
3
<)
o 0.50 1
£
=
& 0.25
0.00 1
12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Follow-up time (months) Follow-up time (months) Touzeau C. et al, Blood, 2024
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MIDAS TRIAL

Standard risk ) i
(MRD <10°) IsakRD X 6 Lenalidomide R ik
(3 years)
- @ &
A\ B\
[ ASCT + IsaKRD x 2 { Le"g"dO’?'de Arm B
years
IsakRD X 6 § g B
(28d cycles) -
s N B\
Stem cell collection ASCT + IsaKRD x 2 Isa - lgsgadr(s))mlde Arm C
(G»czf;f/r.cﬁﬁifor) B @ o ; < > <
High risk .
(MRD >10%) \ Tandem ASCT Isa - Iberdomide Arm D
Internatlonal (3 years)
@ Myeloma Society . Y N J

Perrot A. et al, IMS 2024
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FINO A CHE ETA’ PROPORRE ASCT?
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PFS

60-mo PFS
100 '
|
|
80 — 1
s |
@
8 I
g
5 60— 1
]
o
.5 ——————————————
g 1 D-Rd:
% median, 61.9 mo
S 40 I
2
2 Rd:
R median, 34.4 mo
20 — |
|
HR, 0.55; 95% Cl, 0.45-0.67; P <0.0001 I
1
0IIIIIIIlIIIIIIIlllIIIlIIII
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78
Months
No. at risk

Rd 369 333 307 280 255 237 220 205 196 179 172 156 147 134124114106 99 88 81 64 47 20 4 2 2 O
D-Rd 368 347 335 320 309 300 290 276 266 256 246 237 232 223 211 200 197 188177 165132 88 65 28 11 3 0

Patients (%)

80 —

60 —

40 —

20

0

HR, 0.67; 95% Cl, 0.55-0.82
Nominal P <0.0001

oS

T-year OS rate

D-Rd
53.1% Median:
90.3 months

Rd
Median:
64.1 months

No. at risk

1 1 1 T T T T T T T T T T T T T 1
0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102108

OS (months)

D-Rd 368 346 338 328 305 297 280 266 249 246 233 217 206 195 168 90 21 0 0
Rd 369 343 324 308 294 270 251 232 213 194 182 164 149 138 120 59 # 2 O

oa
“The ITT popuation Inchaded o cavdomtoes prtits.

aL T, it £ trest: MR, Mz s O comdence bnterval.

Kumar S. et al, ASH, 2022; Facon T. et al EHA, 2024
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PFS by age

D-Rd <70 years:
median, NR

assk D'Rd >70 to <75 years:
median, 61.9 mo

Rd <70 years:
median, 39.2 mo

60-mo PFS
100 +
§
S 804
g
o0
o
S 604
3
3 .
2 o o
S
w 404
[
S
c
2 204 <70years: gl
R HR, 0.35; 95% Cl, 0.21-0.56; P <0.0001 '
270 to <75 years: -
HR, 0.64; 95% Cl, 0.45-0.89; P = 0.0079 -
0 | I |

Months
No. at risk
Rd<70years 77 70 59 53 47 44 41 37 36 32 29 28 26 21 177 13 7 2
D-Rd<70years 78 72 71 69 67 64 62 61 59 57 54 49 49 47 45 38 19 10
Rd270to<75years 13111599 89 8 77 74 66 60 56 52 46 43 41 38 28 15 5
D-Rd 270to<75years 130127118110 106 100 95 91 83 84 81 77 73 64 59 48 33 18

TrTITrTrrrrrrrrr1 L,
0 4 8 1216202428 32 36 40 44 48 52 56 60 64 68 72 76 80

o - o -
cooo

OS by age

60-mo PFS

80

60

% surviving without progression

HR, 0.35; 95% Cl, 0.21-0.56; P <0.0001
270 to <75 years:
HR, 0.64; 95% Cl, 0.45-0.89; P = 0.0079

0

D-Rd <70 years:
median, NR

4m D-Rd 270 to <75 years:

40 34,.6'5’%: median, 61.9 mo
%no)--t- > year
media
20 4 <70 years: 28'7%5

Rd <70 years:
median, 39.2 mo

Months

No. at risk
Rd<70years 77 70 59 53 47 4 41 I B262
D-Rd<70years 78 72 71 € 67 64 62 61
Rd270to<75years 13111593 8 8 77 74 66

DRd270to<75years 130127118110 106 100 95 91
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Facon T. et al ASH, 2022
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Induction Continuous treatment
(4x 6-week cycles) (4-week cycles)

Primary endpoint:

c
o

Ti' NDMM ® Isa+VRd > Isa+ Rd Treatment until PD, PFS

<80 years E unacceptable

N=446 = PD? toxicities, patient Key secondary endpoints:
e VRd withdrawal CR rate, MRD- CR (NGS, 105)
&

rate, 2VGPR rate, OS

MRD (bone marrow aspirate) ™ N N N N N
In case of CR or VGPR At end of induction 12 mos 18 mos 24 mos 36 mos

CEPHEUS

VRd Rd _ _
Cycle 9+ Primary endpoint:
s BN V: 1.3 mg/m2 SC Days 1, 4, 8, 11 . Overall MRD
R: 25 mg PO Days 1-14 R: 25 mg PO Days 1-21 (=CR) negativity
d: 20 mg PO Days 1, 2,4, 5, 8,9, 11, 12 d: 40 mg PO Days 1, 8, 15, 22

Key secondary

endpoints:
DARA SC-VRd DARA SC-Rd - PFS
Cycle 9+ - Sustained MRD (=CR)
DARA: 1,800 mg SC QW Cycles 1-2, negativity (=12 months)
Q3W Cycles 3-8 DARA: 1,800 mg SC Q4W SCR rat

VRd: schedule as above Rd: schedule as above ¢ =URrae

- 0S
21-day cycles 28-day cycles
8 cycles of bortezomib treatment until disease progression

or unacceptable toxicity

Facon T. et al, NEJM, 2024; Usmani S. et al, IMS, 2024
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2CR rate
Best Overall Response . OR, 273 (95% Cl, 1.71-4.34)
100 4 ORR: 91.3% ORR: 92.3% P<0.0001
109 n CR 100 1
: H H VGPR %
. 80
2 m ®m PR =0
& H 2CR:
£ 5 ° 2CR: 61.6%
o 2 50 81.2%
® 2VGPR: £ w
o 82.9% 3w
20 253
10 1.7
0 44 6.1
D-VRd VRd
Isa-VRd VRd (n=197) (n=198)
2CR rate: P=0.01%; 2VGPR rate: OR (95% Cl): 1.729 (0.994-3.008) =sCR mCR “VGPR PR
R msCR =CR VGPR PR
MRD Rate (NGS," 10-%)
Primary endpoint Sustained MRD-negativity rate (10-%)
70 - B |sa-VRd Overall MRD-negativity rate (10-5) 212 months
= VRd
60
o 100 4 OR, 2.37 (95% Cl, 1.58-3.55); 100 4 OR, 2.63 (95% Cl, 1.73-4.00);
°\= = 0 P <0.0001 R g P <0.0001
£ & o £22% & 801 £22%
o e 70 4 60 _9 ~ 70 4
s S 604 2% o0
e 2 5 gt 48.7
s 201 39.4 S 2 50
T 40+ % 2 40 4
o
g 30 1 Z';" 30 26.3
MRD-ITT MRD-CR MRD- sustained S 201 &
for 212 months = 104 g 10
OR (95% Cl): OR (95% CI): 0 0
1.791 (1.221-2.627)*  1.803 (1.229-2.646) OR (95% Cl): D-VRd VRd D-VRd VRd
P=0.003" 2.729 (1.799-4.141)* (n=197) (n=198) (n=197) (n=198)

Facon T. et al, NEJM, 2024; Usmani S. et al, IMS, 2024
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162 PFS events: 84 (31.7%) in Isa-VRd; 78 (43.1%) in VRd" Median follow-up: 58.7 months

— 1 54-month PFS
-mont
° 1.0 4 5 mor:l
w® 097 8 80 !
E 0.8 - 60-mo PFS rate: 63.2% £ !
% 07 mPFS: NR g ol \'“’-\_.,,____h : D-VRd Median:
2 06 A 5 et 1 not reached
Y i TR 2 19,550
= 0.4 - HR, 0.596 (98.5% Cl, 0.406-0.876) g 2 40 =7 4+ YRd Median:
d 03 60-mo PFS rate: 45.2% £ ! 52.6 months
= 0.2 mPFS: 54.34 months % 204 :
Q : 00 N H
& 01 Logrank P0.0005" (95% Cl, 45.207 to NR) 3 HR, 0.57; 95% Cl, 0.41-0.79; P = 0.0005 |
00 B T T T T T T T T T T T T T 0 T T T T T T T T ! T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66
. Time, months Months
Number at risk No. at risk
Isa-VRd 265 243 234 217 201 190 177 164 153 104 43 2 0 D-VRd 197 180 170 160 149 140 136 132 122 15 33 0
VRd 181 155 141 121 104 96 89 81 70 51 20 2 0 VRd 198 174 157 143 131 123 105 98 88 81 21 0]

Facon T. et al, NEJM, 2024; Usmani S. et al, IMS, 2024
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TOSSICITA’ SECONDARIE A ASCT?

CRO Aviano (PN) - 9 ottobre 2024



Convegno Regionale SIE

GIMEMA MMY-3006

EMNO02/HO95

. OVERALL Transplantation VMP p-value
" VID ™ Poval 1493 20 405
S -value
(@=233) (@=218) I Patients with SPM, n (%) 86 (5.8) 42 (6.0) 31(6.3) 0.903
0-87 1-41 Haematologic malignancies 22(1.5) 12(1.7) 9(18) 0.748
All SPMs, incidence per 100/person-years (95% C10-49-1-44) (95% CI0-88-2-13) 0-26 Acute leukemias 7 3 4
I Al SMPs, n (%) 15(6) 2210) 017 | - b ; .
s ) ™ T yelodysplastic syndromes
- 2 2
_:‘[‘Dﬂs' 5 6 Incidence rate (x100pts-yr) 14 14 154 0875
-NHL 0 4 95CI (1.12-1.72) (1.05-1.95) (1.05-2.18)
Solid tumor, n (%) 11(5) 16 (M
-non-ski 8 12
i 3 4 Time to SPM development 55.6 54.50 52.50 0260
median (IQR) 33.5-66.2 40.45-63.98 37.95-62.70

Tacchetti P. et al Lancet Haematol. 2020 ; Cavo M. et al Lancet Haematol, 2020
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50K 4 . . . K
Wilcoxon, P = .67 Wilcoxon, P =.0005 15000 -
» . z
S 40K 4 8 RVD+HDM
o~ o=
b — .9 A 4 -—
= £ 10000 "
g 30K + . 2 ‘. =
—“— " . = ' A % a,
o 20K S 5000 - . - R
> - 7 < e
2 = L A et = ¢ RVD Alone
£ I g AR '
= - =2 o A< . o
= 10K + EE S . .
O T T T T
! ! ! ! 0 20 40 60
RVD RVD + HDM RVD RVD + HDM
Months
1.00 4 1.00 4
2 %
g =
® =
Z 0.75 b4 0.75
2050 ————— —————— 2 0501
B =
= [ =
g’ 025 ! g‘
= 025 | S 025
§ B
= ! €
g | 2
 oo0d P2 | % oo
o & 12 18 2 m 3% 0 12 2t % e 6 T2 8 %
Time in months Time in months
Number at risk Number at risk
8 <Median {12 1n 10 8 5 1 1 CR/sCR {100 91 8676 67 554836251510 2 0 0 0 0 O
@ >Median 4 11 9 7 5 3 0 0 Other Response 11141038882 73 64 59 514634251810 8 4 4 1
0 ] 12 18 24 30 36 0 12 24 36 48 60 72 84 9%
Samur M.K. Et al, Blood, 2023

Time in months Time in months

CRO Aviano (PN) - 9 ottobre 2024



Convegno Regionale SIE ?,'3

QUALE’ IL FUTURO DEL TRAPIANTO AUTOLOGO?
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MajesTEC-1

Progression-free survival Overall survival
100“ 100 T%
b
5 :
. g el
2 80 A 50
Cartitude 4 :
2
s 8
Bridging phase, patients in cilta-cel arm were Progression-free survival® $ 60| 7 g
receiving the same treatment as the SOC arm < %
S 2
10 Oga Week8  HR, 0.26 (95% CI, 0.18-0.38); £<0.0001b: 8 g
" . (Prespecified Protocol Analysis) g 5407
o (D) o
o . 2 NIV
> e - - "
2 80 — R s ol Median (95% CI) Median (95% CI)
20 B
: M‘ 'g Overall: 11.3 (8.8-16.4) 2 Overall: 21.9 (15.1-NE)
g \\9’3 M mPFS: not reached (95% Cl, 22.8-NE) & >CR: 26.9 (22.8-NE) 2CR: NE (NE-NE)
g gy A
g 60 — — AAM A AAA 0 T T T T T T T T T T 1 0 T T T T T T T T T T 1
< A 0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
k3 PFS, mo Overall survival, mo
g 40 No. at risk No. at risk
E‘) =2CR 75 75 73 70 64 62 54 45 17 5 1 1 0 2CR 75 75 75 74 71 70 65 62 23 8 3 1 0
s Overall 165 110 98 86 74 69 57 48 19 6 2 1 0 Overall 165 136 124 119 102 93 81 76 29 11 4 1 0
g 20 —e— 2CR  —a— Overall population —6— =CR —4— Overall population
5 -
5 .
o MagnetisMM-3
T T T T T T T T T T T 100_
0 3 6 9 12 15 18 21 24 27 30
No. at risk Progression-free survival, months 90 1
Cilta-celarm 208 177 172 166 146 94 45 22 9 1 0 804
socarm 211 176 133 116 88 46 20 4 1 0 0 = 70
-——A—— Cilta-cel arm —&—— soCarm E‘- 60
g 50 A
S 404
a 304
20
101 Median PFS, 17.2 months (35% Cl, 9.8-NE)
0_
T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30
Months
No. atrisk 123 78 67 63 54 48 44 34 7 2 0

San Miguel et al, NEJM, 2023; Van de Donk et al , ASCO, 2023; Tomasson M. et al, ASH, 2023
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EMN28/ CARTITUDE-6

Key eligibility

criteria:
*Newly diagnosed
Stratification factors = Patients
a) ISS staging « Eligible for
b) Cytogenetics initial ASCT
©) Age « Al risk
cytogenetics
*Sample Size:

~750

1:1 Randomization

D+VRd
4 cycles

D+VRd
6 cycles

D+VRd
2 cycles

‘ H

Follow-up
until PD

CRO Aviano (PN) - 9 ottobre 2024

Assessment of PFS

=

Long-term
follow-up for
survival,

subseq.
therapies &
SPMs

Dual Primary endpoints: Sustained MRD neg CR and PFS

Cook G. EHA, 2024
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CARTITUDE-5 (NTE fit)

Rd maintenance
2cydu (until PD)

'4
-
uﬂPD
g s 2 cydles ) follow-up for
< L %) )M)um«)) survival,
s ) 56 5 post subseq.
= | ochoress) mu""“""
L other.
° Assessment of PFS (Pri endj PFS|
e (Primary endpolnt: PFS) tela e AR
o« Stratification factors:
2) ReISS staging (1,11,111)
b) N;c{'r.\nspunt ligibiity
J A‘ﬁ <70y and transplant inclgitie due to comaridites ‘
- Age <7om 2nd transplant def .
*1 cyde of VRd allowed prior to envoliment <) R«mxommm(?vm vm)

BUVESTES:[-ipiase e (0 51500) MAGNETISMM-6: phase 3 (n = 580)

Key eligibility criteria:

* NDMM either
ineligible or not
intended for ASCT

Secondary endpoints: 28D cycle: E (RP3D dose) SC + Dara 1800 mg SC + Len (RP3D dose) PO
+ 20R

* 05

* ECOG PS status 0-2

Tal + DR

+ Sustained MRD-neg CR
* MRD-neg CR
* PFS2

Dual primary endpoints:
Tec+DR : :;S MRD- CR
ot EDR | ama 2 step-up priming dose of E SC: 12 mg, 32 mg then RP3D dose (D1-14);

$
3
€
o
?
2

28D cycle: Dara 1800 mg SC + Len 25 mg PO + Dex 40 mg'

« Safety
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 ASCT in prima linea rimane lo standard of care per il paziente TE (PFS)

* In casi selezionati si puo pensare a ASCT in recidiva (OS)

* |l tandem ASCT sembra garantire outcome migliori nell’alto rischio citogenetico =
ruolo del tandem ASCT meno chiaro nell’era delle quadruplette

* In pazienti eta >65 anni con comorbidita o che rifiutano ASCT si puo proporre D-RD (a
breve Isa-VRD/D-VRD?)

e Domande aperte?
- eta limite ASCT: 707, 657
- tossicita a lungo termine
- ruolo di CAR-T e bispecifici
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GRAZIE PER L’ATTENZIONE!
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