PUESTA AL DIA

HEMATOIOGIA
A& Clinica
201§ Universidad I- n [LO QUE DEBES ACTUALIZATE 48 HORAS
e, - ‘I H CONOCER PARA TU
vvvvvv 7 de Navarra - PRACTICA CLINICA]
| X EDCON

Consideraciones sobre la terapia de primera linea:
del mieloma multltiple

Albert Oriol

Institut Catala d’Oncologia
Josep Carreras Research Institute
Hospital Germans Trias i Pujol, Badalona



Tratamiento del mieloma, de la monoterapia a la combinacion de cuatro farmacos

Importancia de combinar distintos mecanismos de accion
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El objetivo principal del tratamiento de primera linea es la “curacion”.

Respuesta de la maxima profundidad y rapidez

MRD negativa es el objetivo inmediato

Clonas con diferentes caracteristicas al diagnostico
» Resistencia a farmacos.

« “Clonogenicidad”.

« Dinamica de replicacion.

Una respuesta rapida y profunda es la unica forma que tenemos de reducir la probabilidad de recaida.
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Estandar aprobado en paciente candidato a TASPE

Daratumumab + bortezomib + talidomida + dexametasona (Ensayo CASSIOPEA).

Key eligibility
criteria:

» Transplant-

eligible
NDMM
* 18-65 years
+ ECOG 0-2
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D-VTd
D: 16 mg/kg IV QW Cycles 1-2,
Q2W Cycles 3—4
V: 1.3 mg/m?SC Days 1, 4, 8, 11
T: 100 mg/day PO
d: 2040 mg IV/PO

VTd
VTd administered as in the
D-VTd arm

“ZPronuzr»a-H

4 cycles of 28 days

Consolidation

D-VTd
D: 16 mg/kg IV Q2W
V: 1.3 mg/m2SC Days 1, 4, 8, 11
T: 100 mg/day PO
d: 20 mg IV/PO

VTd
VTd administered as in the
D-VTd arm

2 cycles of 28 days

I

Stratification factors:

+ Site affiliation (IFM or HOVON)

« ISS disease stage (I, II, or Ill)
+ Cytogenetic risk status (high or standard/unknown risk)

Part 1

D-VTd, daratumumab, bortezomib, thalidomide, and dexamethasone: ECOG, Easter Cooperative Oncology Group; IFM, Intergroupe Francophone du Myélome: ISS, Intemational Staging System; HOVON, the Dutch-Beigian Cooperative Trial Group for Hematology-Oncology; IV, intravenous:
NDMM, newly diagnosed multiple myeloma: PO, oral; Q2W, every 2 weeks; QW. every week: SC, subcutaneous; VTd, bortezomib, thalidomide, and dexamethasone.

Estimated 18-month PFS rate:
93% D-VTd vs 85% VTd

HR, 0.47; 95% Cl, 0.33-0.67; P <0.0001

Median follow up:
18.8 months

100 ~pruany
(-4
9
»
w
¢ 80
°o
e
Q
5 60+
=]
=
=
3 40
oo
&
2
2 o
5 20
n
X
0
0
No. at risk
D-VTd 543
VTd 542

520
519

T T T 1 T 1

6 9 12 15 18 21

Months
501 492 442 346 261 185
497 475 413 319 233 163

T T T 1
24 27 30 33

122 61 14 0
104 50 14 0

SD/PD/NE PR VGPR BCR WsCR
100
90 1 2CR:
. 2CR: 26.0% 2CR:
38.8% | >cr: 38.5%
70 53.8%
&
§ &
'5 52.0
40 1 a6 a3
30 A 317
20 A
118
10 4 9.2 02 113
7.4 102
0 53 5.9
DVTd vTd D-VTd vTd
100 days after ASCT Clinical cutoff

Median follow-up 44.5 months

100 A
9
3
2 80
o
°
c
o
g 60
c
o
@
1]
g 40
2
Q
2
§ 204
k3
o
04

HR 0.58 (95% Cl 0.47-0.72)
P<0.0001

Median PFS: not reached

Combinacion de IMID, IP,
antiCD38 y dex estandar

de induccion previa a
TASPE

Median PFS: 51.5 months
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Moreau P, et al. Lancet




Induccion con cuatro farmacos en el paciente candidato a TASPE

Daratumumab + bortezomib + lenalidomida + dex Isatuximab + bortezomib + lenalidomida + dex
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Vigenci

adel TASPE

Beneficio en PFS, no en OS tras VRD/KRD.
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IFM 2009
e RVD Alone
Tranzsplantation
75 -
S0 <
25 =
=0 0001
o -
P
Manths of Tollow=ugp
Attal M, et al. N Engl J Med. 2017;376:1311-20.
DETERMINATION
L0+
0.2
0.6 T, o,
s Transplantation
" g i g

0.4 RV Al e

0.0 : : : T . | .
i} 12 24 36 48 4] 71 a4

Manths since Randamization

Richardson PG, et al. N Engl J Med. 2022;387:132-147.

100 — AP
Hb-h'::‘.""--. Auvtologous HSCT
..
m“'ﬂ- . Ty, HR 073 (95% CI, 0-62-0-85);
. -, T adusted p=0-0001
F 73 e T
= ——
= e, T
] et e
] — "-—...._“-ﬁ
b go -
& _""\-""v-..‘“ T
g T —
=
£ 25|
= T T T T T 1
W] 12 24 36 48 B0 72

Progression- free sus ival (%)

Cavo M, et al. Lancet Haematol. 2020;7:€456-e468.

100 e FORTE
T
T . |
I-\_L\__ - b,
75 —T -
- _| T _ II
. - ._
50 [ N
KRd plus ASECT
KRd12
| —KCd plus &5CT
= KRd plus ASCT vs KCd plus ASCT: HR 054 {95% C1 0-38-0.78); p=0.0008
KRd12 vsKCd plus ASCT: HR 0.88 (95% €1 0-64-1-22); p=0-45
KRd plus ASCT us KRd12: HR 0-61 (95% O 0-43-0-B8); p=0-0084
0
0 10 20 30 40 50 60

Time since first randomisation (months)

Gay F, et al. Lancet Oncol. 2021;22:1705-1720.

Sin datos de
PFS tras
induccion con
cuatro farmacos

Incremento en
proporcion de
MRDneg tras

cuadruplete



Consolidacion y mantenimiento

. . o . ) . . ey
Stamina trial 730/0 had a triple-drug regimen as initial therapy.
18% were in complete response at enroliment.
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Tratamiento en paciente “no candidato” a TASPE 0
Cuadruplete y reduccion posterior (len+antiCD38) o
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Adaptacion del tratamiento en el paciente fragil

Cuadrupletes en “vida real”

Bortezomib:
Carfilzomib:
Lenalidomida:
Anti-CD38:
Dexametasona:

neuropatia, hipotension, tox digestiva.
hipertension, insuficiencia cardiaca.

neutropenia, infecciones

Esquemas adaptados Benefit trial

Fragilidad / Vulnerabilidad
es multifactorial

Induction Cy1-12:
IsaVRd

N=270

s Arm A
Randomization1:1
Isa (V) 10 makg A&~ A

 Estado nutricional
« Estado cognitivo

R (PO) 25 mg
div)2omg * 1+ 4
V(SC)iamgim* & 4 A

Stratified by:
-Age: <75 and = 75yrs

D1 DB D15 D22 D28

N _ 1-21
r

tromboembolismo, neutropenia, toxicidad digestiva astenia.

agitacion, hiperglucemia, sarcopenia, alt metabdlicas.

M18 Primary objective
(MRD at 10-9)

Treatment Phase
until Cycle 18

Cycles 1 ¥ 18 — 4-week cycles/18 months.

Induction Cy13-18:
IsaVR

Isa (IV) 10 mg/kg
R0y 5m MK

V(SC)1.3mgim® 4

DI D8 Di5 D22 D28

Treatment Phase

cycles

Induction Cy 19-PD:
IsaR

Isa (V) 10 ma/kg

R (PO) 25 mg

T

Cycle 19 onwards — 4-week

D1 D8 D15 D22 D28

Survival
Follow up
Next treatment
SPM

)

Primary endpoint:
MRD

Key secondary
endpoints:

CR rate, MRD- CR
(NGS, 107) rate,
=VGPR rate, PFS,

. - Cytogenetic result by Induction Cy1-12: Induction Cy13—18: Induction Cy 19-PD: 0S8, AEs
» Soporte social FISH (Vodified Perrol IR s Discontinue based
. PD,
° Comorbldldades score) . DI D D15 D22 D28 B D1 DE D15 D2 D28 S D1 D8 D15 D22 D28 tuna;tepta?_lel
H H - Center Muz‘t:?::r-l-g::? ¢_¢ = " :“‘M?nj- mg hﬂ!’]- R (R0} 25 mg hm- areties, palien
o POIlfarmaC|a d(W)20mg 1 2 ~ withdrawal
. ., . T A —_—
° T . ™ , T
S ItuaCIO n fu nCIOn al MRD (bone marrow aspirate) In case of PR or better 12 months 18 months 24 months Yearly
« Sindromes geriatricos
Rest trial m Isa-VRd* Isa-VR Isa-R
Ti NOMM s (== X 6 cycles x 10 cycles
{M=51)
Week 1 Week 2 Week 3 Week 4
| | I |
+ g i
Isa (IV) 10 ma/kg* py D15
- i , T T T
Bortezomib (SC) 1.3 mg/m o1 D8 D15

Lenalidomide (FO) 25 mg Days 1-21

Leleu X, et al. Nat Medicine 2024;2235-41.

Askeland FB et al. Lancet Haematol 2025 Feb;12(2):e120-e127.




Adaptacion del tratamiento en el paciente fragil

Cuadrupletes en “vida real”

Bortezomib:
Carfilzomib:
Lenalidomida:
Anti-CD38:

neuropatia, hipotension, tox digestiva.

hipertension, insuficiencia cardiaca.

tromboembolismo, neutropenia, toxicidad digestiva astenia.
neutropenia, infecciones

Dexametasona: agitacion, hiperglucemia, sarcopenia, alt metabdlicas.
MRD rate (NGS)
) - [] IsaRd
M18 Primary objective
(MRD at 10-%) 60 - 53 . Isa—VRd
Benefit trial Tr:alm;;;ih‘asse Treatment Phase stlr:":':'p 5o 51
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o - Stratified by: er ,\ MR - rate,r‘.MRD— w2 7
» Estado nutricional -Age: <75 and = TSyrs Wes. ome & 50 v
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Soporte social . e e T N | ot |
° . - av)20mg P T ™ + _— _—
Comorbididades \ . h X S s 10 0 10
° POI Ifa rmacia MRD (bone marrow aspirate) In case of PR or better 12 months 18 months. 24 months Yearly 12 months 18 months
. . ., .
gl’tudacnon funCIP’r;a_I Median follow-up: 19 months
L]
indromes geriatricos _ - . ’ ORR: 100%
Rest trial Isa-VRd Isa-VR Isa-R 100 - B MRD- >CR
Sl X 2 cycles X 6 cycles x 10 cycles -
(N=51) 80 - 37.2 m>CR
Week 1 Week 2 Week 3 Week 4 —_ ‘ m VGPR
| l | | s 4
T T g 0 PR
Isa (IV) 10 ma/kg* py D15 &
o " " % 40
Bortezomib (SC) 1.3 mg/m?2 01 o8 D15 o
Lenalidomide (PO) 25 mg Days 1-21 20 m
0
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Leleu X, et al. Nat Medicine 2024;2235-41.

Askeland FB et al. Lancet Haematol 2025 Feb;12(2):e120-e127.




Adaptacion del tratamiento en el paciente fragil

Perfil de seguridad de los cuadrupletes en el paciente fragil

Isa-VRd VRd
(n=263) (n=181)

grade

Hematologic laboratory abnormalities

Neutropenia 230 (87.5) 143 (54.4) 145 (80.1) 67 (37.0)
Nonhematologic adverse events
Infections 240 (91.3) 118 (44.9) 157 (86.7) 69 (38.1)
Pneumonia 79 (30.0) 53 (20.2) 35(19.3) 23 (12.7)
Upper respiratory tract infection 90 (34.2) 2(0.8) 61 (33.7) 2(1.1)
Diarrhea 144 (54.8) 20 (7.6) 88 (48.6) 15 (8.3)
Peripheral sensory neuropathy 143 (54.4) 19 (7.2) 110 (60.8) 11 (6.1)
Cataract 100 (38.0) 41 (15.6) 46 (25.4) 20 (11.0)
Invasive second primary malignancies
Solid tumors 22 (8.4) 14 (5.3) 8 (4.4) 6 (3.3)
Hematologic 3(1.1) 1(0.4) 2(1.1) 2(1.1)

Principales efectos adversos, causa de
discontinuacion o muerte precoz.

Infecciones.
Prioritariamente de foco pulmonar.
Mas frecuentes durante tres primeros meses.

Facon T, et al. N Engl J Med. 2024;391:1597-16089.

Daratumumab plus lenalidomide and dexamethasone Lenalidomide and dexamethasone group

group (n=364) (n=365)
Grade 1-2 Grade 3 Grade 4 Grade 5 Grade 1-2 Grade 3 Grade 4 Grade 5

Haematalogical treatment-emergent adverse events

Anaemia 93 (26%) B0 (16%) 1(<1%) 0 71(19%) 79(22%) O 0

Thrombocytopenia 47 (13%) 23 (6%) 9 (2%) o 43 (12%) 23 (6%) 11 (3%) 0

L ek ria 31 Q%] 27 (10%:) 5 (1%} [i] 18 (55%) 20 (5% 3 (1%} i
I Neutropenia 26 (7%) 136.(37%)  61(17%) 0 30 (8%) g7(27%) 38(10%) O

[ymphopenia 12 (3%) 41 (11%) 19 (5%) 0 7 (2%) 35 (10%) B (2%) 0
Mon-haematological treatment-emergent adverse events

Diarrhoea 207 (57%) 32 (9%) 0 o 165 (45%) 22 (6%) 0 0

Constipation 151 (41%) 5{1%) 1(=1%) V] 135 (37%) 2 (1%) 0 ]

Arthralais O (e 11 (Za8] 1] (] 71 {1qa] B (7 i (]

Masopharyngitis 92 (25%) i ] o b6 (18%) ] 0 o
_Decreased appetite 90 (355 315 2 i 83(17%) 2 (15) 1fclsl 0

Upper respiratory tract infection 89 (24%) 6 (2%) ] o 50 (14%) 4 (1%) 0 o

Pyrexaa T6 (2450) T0 (35%) 0 ] L) T 200) 0 ]

Headache 75 (21%) 2(1%) 0 0 43{12%) 0 0 0

Pain in extremity 74 (20%) 6 (2%) ] o 57 (16%) 1(<1%) 0 o

Dizziness 74(20%) 4(1%) 0 0 64 {18%) 2(1%) 0 0

Vamiting 71(20%) 4(1%) 0 0 48 (13%) 2(1%) 0 0

Cataract 50 (14%) 40{11%) 0 0 43 (12%) 39(11%) O 0

Hypokalaemia 49 (13%) 41 (11%) 5 (1%) 0 34(9%) 28 (B%) B (2%) 0

Preumania 40 {11%) 62 (17%) 5 (1%) 3(1%) 27 (7%) 31 (8o%) 5 (1%) 3 (1%)
g gy E L) FAC R | AR ) ) T O Lo o )

Hyperghycaemia 25 (7%) 24 (7%) 41%) 0 14 {4%) 12 {3%) 2 {1%) 0

Pulmonary embolism o 23 (6%) 3 (1%) o 0 16 (4%) 3(1%) 1{=1%)
Second primary malignancy™ 74 (20%) - . - 46(13%)

Data are n (%). Grade 1-2 treatment-emergent adverse events that oocumed in 20% or maore of patients and grade 3, 4, and § treatment-emergent adverse events that
occurred in more than 5% of patients in either treatment growp are shown. Appendix pp 14-26 shows grade 1-2 treatment-emergent adverse events that ocowrred in 10% or
more of patients in either treatment group and all grade 3, 4, and 5 treatment-emengent adverse events. *Second primary malignancies were prespecified in the statistical

analysis plan as adverse events of dinical interest.

Table 3: Most common treatment-emergent adverse events in the safety population

Facon T, et al. N Eng J Med. 2019;380:2104-15.




Tratamiento de primera linea del mieloma multiple

Induccion
Anticuerpo anti-CD38 + Inhibidor del proteasoma + IMID + Corticoide
Daratumumab Bortezomib Thal Dexametasona

Isatuximab Carfilzomib Len




Tratamiento de primera linea del mieloma multiple

Tras la induccion

Anticuerpo anti-CD38 + Inhibidor del proteasoma + IMID + Corticoide
Daratumumab Bortezomib Thal Dexametasona
Isatuximab Carfilzomib Len

Fit for ASCT

Mel 200

Mantenimiento

Lenalidomida

(lenalidomida + antiCD38)




Tratamiento de primera linea del mieloma multiple

Tras la induccion

Anticuerpo anti-CD38 + Inhibidor del proteasoma + IMID + Corticoide
Daratumumab Bortezomib Thal Dexametasona
Isatuximab Carfilzomib Len

Fit for ASCT Fit

Not enough for ASCT
Mel 200
Tratamiento continuado

Lenalidomida + antiCD38

Mantenimiento

Lenalidomida
(lenalidomida + antiCD38)




Tratamiento de primera linea del mieloma multiple

Tras la induccion

Anticuerpo anti-CD38 + Inhibidor del proteasoma + IMID + Corticoide
Daratumumab Bortezomib Thal Dexametasona
Isatuximab Carfilzomib Len
Fit for ASCT Fit Not fit
Not enough for ASCT Poor tolerance
Mel 200
Tratamiento continuado Adjust for toxicity
Lenalidomida + ant|CD38 Btz related IMID related
neuropathy asthenia

. . Gl toxicity
Mantenimiento

Neutropenia
Lenalidomida Infections

(lenalidomida + antiCD38)




Pacientes de alto riesgo y ultra-alto riesgo (=2 HRCA)

Beneficio menos importante de los cuadrupletes

PERSEUS
Median Median
WN  PFS(mo)  n/N  PFS(mo) HR (95% CI)
Standard risk 25/264 NE 62/266 NE ot | 0.35 (0.22-0.56)
High risk 24176 NE 38/78 44.1 e 0.58 (0.36-0.99)
Revised standard risk 12/174 NE 361167 NE o | 0.29 (0.15-0.66)
Revised high risk 33/130 NE 627148 NE [y 0.53 (0.35-0.81)
Gain(1q21) 15/59 NE 26/71 NE —eH 0.62 (0.33-1.18)
Amp(1921) 6128 NE 17/36 487 —e—i 0.37 (0.15-0.94)
Gain(121) or amp(121) 21/87 NE 43107 NE (- 0.52 (0.31-0.88)
Isolated gain(1g21) 8/37 NE 15/47 NE —o—1 0.57 (0.24-1.36)
Isolated amp(1q21) 117 NE 9/23 NE <o—- ! 0.11(0.01-0.87)
1 revised HRCA 21/87 NE 43/110 NE oi! 0.47 (0.28-0.79)
22 revised HRCAS 12/33 NE 19/38 44.1 o 0.73 (0.35-1.50)
L B AL
0.1 1 10
Favors D-VRd Favors VRd
, R-1SS stage at study entry
Standard risk 48/254 68/234 | 0.58 (0.40 to 0.84); .004
C . . 1 lorll 67/234 NR (NR-NR)
ytogenetic risk i . |
High risk 25/58  27/66 : 1.09 (0.63 to 1.91); .755 n 16/29 45.602(21.027-NR)
: Cytogenetic risk at baseline
Normal 56/270 84/287 ——! 0.66 (0.47 to 0.93); .018 High 18/40 NR (30.259—NR)
LDH | _
High 22/61 17/42 —_— 0.69 (0.36 to 1.30);.247 ~ °tandard 61/207 NR (NR-NR)
, HRCAT and 1q21+*
Stagelll 13/27  9/26 , 1.25 (0.53 to 2.93); .608
! Yes 8/19 NR (22.998-NR)
R-ISS Stage Il 56/218 67/185 —_— 0.63 (0.44 to 0.90); .011 No 0/227 T
Stage| 7/77  22/98 | 0.36 (0.15 to 0.84); .019
Overall 78/331 101/329 i 0.70 (0.52 to 0.95); .02
VoD ab @ oo g N W P L]
AR A K U R R A .
A pesar de todo:
HR (95% CI)
Favors Isa-RVd  Favors RVd

Sonneveld P, et al. N Engl J

duraderas con cuadrupletes

13 (ASH 24 Update)

Mai EK, et al.J Clin . 2024 Dec 9:JC02402266.

65/157
12/21

14/34
62/140

9/15
65/157

59.663 (46.62-NR)
37.52 (4.6-NR)

NR (37.454-NR)
53.914 (43.006-NR)

37.52 (5.782-NR)
59.696 (45.864-NR)

I—.—%{
® |

<«

T T
0.5 1.0

Facon T, et al. ASCO 2024.

Isa-VRd better VRd better

0.551(0.391-0.776)
0.736 (0.347-1.561)

0.971(0.481-1.96)
0.517 (0.363-0.737)

0.491 (0.187-1.293)
0.604 (0.431-0.847)

Los pacientes de alto riesgo que responden tienen respuestas mas profundas y




Pacientes de alto riesgo y ultra-alto riesgo (=2 HRCA)

Beneficio menos importante de los cuadrupletes

 Consolidacion intensiva/extendida: ISKIA trial, MASTER trial

* Incorporar nuevos farmacos a la induccién:

 Belantamab DREAMM-9
« Talquetamab MONUMENTAL-2
 Teclistamab MAJESTEC-5

* |Incorporar nuevos farmacos tras induccion:

 Teclistamab MAJESTEC-4
 Elranatamab MAGNETISMM-6
e Cilta-cel CARTITUDE-6




Pacientes de alto riesgo funcional

Un grupo de pacientes al que es importante identificar

Progresion durante la induccion. _ _
Progresion durante los 12-18 meses de tratamiento continuo o 12-18 meses tras

100% TASPE
100-, ) o
o =10-15% ~ 8-10%
75% - X i M 100 gy
o
= 80+ ha Isatuximab-VRd g -
g 70 N "‘—**w
N e o s D-VRd
o 3 60 £5
< @ TR 70 VRd
P~ O 504 ------- - at
5 50% A & i% o
b=y < . 1 o
& s ! 38 so
a @ 30 ' 52
o ] ,‘,‘ne 40
%  20- Hazard ratio for progression or death, ! %E
& o] 0609859l 041-083) : £%
25% A 28% P<0.001 by log-rank test ! = 20
0 0 |6 12 18 2'4 3'0 3‘6 4'2 4I8 5'4 6‘0 6‘6 7|2 10- Hazard ratio for disease|progress|on or death, 0.42 (95% Cl, 0.30-0.59)
P=0.001
Y : : ; ;
3.8% 15% Months R EE R R
isk Months since Randomization
00/0 . No. a‘:‘ Ris No. at Risk
Isatuximab-VRd 265 243 234 217 201 190 177 164 153 104 43 2 0 DVRd 355 345 335 329 327 322 318 316 313 309 305 302 299 295 286 226 90 11 0
VRd alone 181 155 141 121 104 96 89 31 70 51 20 2 0 VRd 354 335 321 311 304 297 291 283 278 270 258 247 238 228 219 175 67 13 0

VRD KRD Other Quadruplet

Group ® VGPR/CR EH PR HE MR M Primary refractory _ _ _
* 30% of patients presenting early progression lack HRCAs or

Mayo Clinic Registry. Retrospective, unicentric. traditional risk factors * Soekojo CY, et al. Blood Cancer Journal 2022;12:24
1127 patients

1086 evaluated for hematologic responses after 4-6 cycles

Charalampous C, et al Blood Adv 2023;7:4371-80. Facon T, et al. N Engl J Med. 2024 Oct 31;391(17):1597-1609. Sonneveld P, et al .N Engl J Med. 2024 Jan 25;390(4):301-313.



Strata

Pacientes de alto riesgo funcional

Un grupo de pacientes al que es importante identificar

30% of patients presenting early progression lack HRCAs or traditional

OS 6 mo landmark

1.00 4 1086 pts evaluated after 4 to 6 cycles.
6.7% (73) had primary refractory disease
0.75 4
& 050 mm-mmmmm oo e el
] 1
L] 1
I ]
I ]
I ]
0.25 o ! !
P<.0001 ! :
: |
I ]
0.00 4 ! !
0 12 24 36 48 60 72 B4 096 108 120 132 144 1568
MNumber at risk Time in months
Primary refractory 70 59 48 37 24 14 9 3 1 1 0 0 0 0
0 12 24 36 48 60 72 84 96 108 120 132 144 156

Strata == Primary refractory

Soekojo CY, et al. Blood Cancer Journal 2022;12:24

Time in months

Primary responder

Overall survival (%)

Charalampous C, et al Blood Adv 2023;7:4371-80.

risk factors

OS from ASCT

(8)
100 W““'

- N

80 \

Overall survival by relapse group

70 \_"t

i \

50 "t\

*
40 .
w \\

Mectian OS (95% Gl
20 <12m 26, [21.28)
212 m 91, [85, NR]

T
0 12 24 36 48 60 72 84 96

Months since HDM given
Number at risk (number censored)
<12m 174 (0) 130(2) 88 (6) 50 (15) 29 (22) 20 (26) 10(35)
=12m 1175(0) 1145(22)  1110(37)  934(148) 737(283) 487 (478) 240 (689)

2(41)
53(855)

0(43)
2(900)

Myeloma XI trial.

= standard-risk cytogenetic/no early relapse

e standard-risk cytogenetic/early relapse

= == high-risk cytogenetic/no early relapse
= == high-risk cytogenetic/early relapse

0.75 1.00
1 1

Overall Survival
0.50
1

'}
[
o | Groups HR [95%Cl) P-values (Wald) L T
"
2.32[1.78-3.03] <0.001 \
5.72 [4.53-7.23) <0.001 [ - L
10.04[7.62-1322) <0.001 | (P —
o
q -
o T T T T T T T T T T T
0 18 30 42 54 66 78 90 102 114 126
108
Months since initiation of treatment
lo. at risk
0(802) 1560 1560 1203 923 678 480 340 252 153 80 %
268 268 205 143 100 67 51 32 16 9 5
222 22 142 89 54 33 23 16 9 6 2
91 91 47 29 20 13 1 6 2 1 1

N=2627 pts

Median OS 2 to 3 years in early relapsers

Bygrave C, et al. Br J Haematol 2021;193:551-555

Hulin C, et al. Haematologica 2020;

IFM trials, 2004-2018.

105:e480



Conclusiones

Lo que se os teneis que llevar a casa

« Tratamiento de primera linea del mieloma: combinaciéon de anti-CD38, IP, IMID y corticoide.
* Objetivo: una respuesta profunda y temprana (MRD neg).

» Melfalan alta dosis: mejora tasa de respuestas, mejora la PFS (ya no la OS).
« Tandem-TPH, consolidaciones: mejoran la respuesta, PFS en pacientes seleccionados (no OS).

« Mantenimiento: estandar post-TPH lenalidomida (dara o isa+len posiblemente mejor)
» Sitratamiento continuado sin TPH =>» anti-CD38 + len tras cuadruplete.

Dara-VRD
Isa-VRD

Mel200

Len
(len+MoADb)




Conclusiones

Lo que se os teneis que llevar a casa

» Retos en el futuro préoximo:

« Tratamientos complejos = Importancia de un manejo adecuado en el paciente fragil.
« Tratamiento aun muy mejorable particularmente en ultra alto riesgo. ; Como?
« Mayor intensidad =» Maxima respuesta = Eventualmente tratamiento limitado. s Quién y Cuando?
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