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INTRODUCCION
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INTRODUCCION

*n 8098 Association of MRD negativity with PFS by disease settings —— MRDnegative —— MRD positive
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0 12 24 36 48 60 72 84 a6 108 120 132 144
Time, months Time, months
- No. of patients OS hazard ratio (95% CI) p value
NDMM transplant eligible 2250 —— | 0-50 (0-42-0-59) p<0-001
I
Disease setting NDMM transplant ineligible 1268 —— | 0-40(0-31-0-51) p<0-001
o RRMM 1026 —m—— | 0-28 (0-18-0-45) p<0-001
1
§ 104 1251 — 0-50 (0-43—0-60) <0-001
'.2 504 P<0.001 MRD sensitivity threshold® ‘[ 10° 2630 —i— 0-39 (0-31-0-49) <0-001
g . S 10°® 506 ——— 0-26 (0-12-0-51) <0-001
© S igh-ri
1 High-risk® 349 —-.— 0-66 (0-46—-0-94) 0-01
L <10 ‘j Cytogenetic risk { s
25| e 12 Standard-risk! 203 —-— 0-85 (0-55—-0-77) 0-001
10-107 =K
E10‘5—10*’E = MFC® 694 _— 0-48 (0-31—0-73) <0-001
=104 Method of MRD assessment <|: NGS 2175 —— 0-34 (0-26—0-45) <0-001
5 . . . . PCR 182 - 0-47 (0-27-0-81) 0-01
0 12 24 36 48 Depth of dinical response CR or better’ 104 - 0-25 (0-10-0-60) <0-001
Time since MRD assessment (months) at the time of MRD measurement | yGpR or better 490 —- 0-41 (0-27-0-62) <0-001
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Blood 2018; 132: 245664 Blood Adv 2020;4: 5988-99



INTRODUCCION

= Muchos pacientes reciben so6lo una linea de terapia
Table 4 Attrition rates by LOT

LOT Frequency, Attrition, Deaths, n No subsequent treatment in Subsequent
N % (%) follow-up, n (%) treatment, n (%)

Analisis mundo real tratamientos

Non-transplant

122062 - 2841 (129) 9716 (44.0) 9505 (43.1) con daratumumab (n 299)

2 9505 56.9 1155 (12.2) 3168 (33.3) 5182 (54.5) ---

3 5182 455 636 (123) 1575 (30.3) 2971 (57.3)

4 2971 42.7 364 (123) 901 (30.3) 1706 (57.4) 100% 788%  65.2%

5 1706 426 209 (123) 508 (29.8) 989 (58.0) S 2 2
Transplant

1 2763 - 36 (1.3) 543 (19.6) 2184 (79.0) Tasas de desgaste: VGPR+ 73,|% 57,6% 40,7%

2 2184 210 60 (2.7) 613 (28.1) 1511 (69.2) 39-68%

31511 308 63 (42) 494 (327) 954 (63.1) (optimistas: 7. SLPla 90% 75% 53%

4 954 36.9 60 (6.3) 276 (28.9) 618 (64.8) °

5 618 35.2 49 (7.9) 0 (29.1) 389 (62.9) I9A)

LOT Line of therapy, SD Standard deviation

= Las respuestas (y su duracion) disminuyen progresivamente con cada linea

.. . . , BMC Cancer . 2020;20(1):1087
-> Objetivo: lograr la mejor respuesta con la primera linea Br ] Haematol 2016;175(2):252-264
Blood Cancer | 2023;13(1):111
BMC Cancer 2021;21:1207



ESTUDIOS MAS RELEVANTES

CANDIDATOS ATPH




CASSIOPEIA

Sc i o . O
28 dayd) = Fase 3. Mediana 59a; 15% ISS IlI; 15% citogenética alto R
!
Control Group Daratumumab Group D-VTd (n=543) VTd (n=542) p value*
1085 Overall response
Percentage (95% CI 2.6%(90-1-947)  89.9%(87:0-923) 011
VTd DARA + VTd R ge (95%(l) 92:6%(90-1-947)  89:9% (87-0-92:3)
4 cycles 542 543 4 cycles Response
B : : Stringent complete response 157 (29%) 110 (20%) 00010 — Todos subgrupos salvo:
art1 Stem cell mobilisation, conditioning, and transplant
I I Complete response or better 211(39%) 141 (26%) <0:0001 1SS Il (29 Vs 27%) y
VTd DARA + VTd e MRD'negative status(lo")’r Alto R Cit. (24 \'S 28%)
2 cycles 2 cycles MRD negative regardless of response 346 (64%) 236 (44%) <0-0001
428 458
Patients with PR or better
VTd D-VTd Odds Ratio (95% Cl)
= Subgroup Minimal residual disease negative, n (%)
ISS disease stage '
| 103 (45.2) 137 (67.2) e 2.48 (1.68-3.67)
I 96 (41.2) 155 (60.8) e 2.21(1.54-3.18)
P DARA Q8W 1] 37 (45.7) 54 (64.3) s 2.14(1.15-4.00)
art 2 . . . o '
. : until PD Cytogenetic profile at trial entry '
Observation until PD (maximum of 2 years | Maintenance Phase High risk 38 (44.2) 49 (59.8) - 1.8 (1.02-3.46)
(maximum of 2 years) |444 followed by Standard risk 197 (43.4) 296 (64.3) . 2.35(1.80-3.07)
observation until PD) AL e ) e
l l 1 10 100
- >
VTd Better D-VTd Bett
Follow-up patad s incet 2019; 394 29-38

Lancet Oncol 2021;22:1378-90



Patients progression-free and alive (%)

CASSIOPEIA

FU 44,5m
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Lancet 2019; 394: 29-38
Lancet Oncol 2021;22:1378-90



GRIFFIN

n 207

Key eligibility
criteria:

*Transplant-
eligible NDMM
*18-70 years

of age
*ECOG PS

score 0-2
=CrCl 230

mL/min®

1:1 randomization

Induction:
Cycles 1-4

D-RVd
D: 16 mg/kg IV Days 1, 8, 15
R: 25 mg PO Days 1-14
V: 1.3 mg/m?SCDays 1,4, 8, 11
d:20mg PO Days 1, 2, 8,9, 15, 16

- 2P roOa2>d3@3

21-day cycles A

Consolidation:
Cycles 5-6° Cycles 7-32¢

D-R

D-RVd
D: 16 mg/kg IV Day 1
R: 25 mg PO Days 1-14
V:1.3mg/m?SCDays 1,4,8,11
d:20mgPODays 1, 2, 8,9, 15, 16

Q4W or Q8W*
Cycles 7-9;

Cycles 10+

Maintenance:

D: 16 mg/kg IV Day 1
R: 10 mg PO Days 1-21

15 mg PO Days 1-21

28-day cycles

21-day cycles

Il Stringent complete response [l Complete response [l Very good partial response
[ Partial response [ Stable disease, progressive disease, or not evaluable

E¥2d | Complete

response
or better,
2%
oo | >
8% | 1%
2

EX2Y | Complete
response

or better,
10% [ [P

19%

8%

T
End of post-autologous
HSCT consolidation*

End of post-autologous
HSCT consolidation*

D-RVd group

RVd group

Patients with MRD negativity, %

Fase 2. Mediana 60a (14% ISS lll, 15% alto R)
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.

End of  End of post-ASCT Final

induction  consolidation analysis
D-Rvd
B 10" threshold M 1078 threshold

Endof  End of post-ASCT ~ Final

induction  consolidation analysis
RVd
#1105 threshold I 10 threshold

Lancet Haematol 2023;10(10):e825-37



GRIFFIN

Progression-free survival (%)

FU 49,6m
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PERSEUS

Induction
n 709
s,
()]
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S (]
Keyeligibility 2z 5
criteria c h
+ Transplant- B G
cligihleNDMM N 1800 me Z
. pg§18-70years £ DAS@ gﬁ?eos%zso E
+ ECOGPS <2 0 Q2W Cycles 3-4
5
‘s @l VRdadministeredasin
" the VRdgroup
4 cydesof 28days
MRD negativity (10-5)

MRD-negativityrate, %

D-VRd VRd D-VRd VRd
(n=355) (n=354) (n=355) (n=354)
Post-consolidation Overall

Sostenida >12m: 64,8 vs 29,7%

Consolidation

V: 1.3 mg/m25C

Days1,4,8,11
R: 25?{@ PO Bays 1-21 R: 10 mg PO Days 1-28 until PD ' D-VRd VRd
d: 40 mg PO/IV Days 14,912 Variable (N=355) (N=354) P Value*
e 0 0 & i —
D-VRd DR S Overall response — no. (% [95% Cl]) 343 (96.6[94.2-98.2]) 332 (93.8 [90.7-96.1))
DARA 1,800 mg SCt Q2W DARA 1,800 mg D-R . 0
o sed ) e s Response — no. (%)
the\fRdngl,sr =i i 1[)06;"51 pz% Stringent complete response 246 (69.3) 158 (44.6) —
ne’;gn DAlI!)ll\m;Eody Complete response or better — no. (%) 312 (87.9) 248 (70.1) <0.001
2 cydesof 28days 28-daycydes
MRD negativity (10-5) VRd D-VRd
100 - no. of patients with minimal residual 0dds Ratio
90 A33% Subgroup disease negativity/total no. (%) (95% CI)*
e ISS staging :
| 88/178 (49.4) 146/186 (78.5) X e 3.73 (2.36-5.89)
[ 58/125 (46.4) 84/114 (73.7) V=] 3.23 (1.87-5.58)
1] 21/50 (42.0) 37/55 (67.3) ' —e—  2.84(1.28-6.29)
Cytogenetic risk :
Standard risk 128/266 (48.1)  204/264 (77.3) ' Hed  367(252-533)
High risk 37/78 (47.4) 52/76 (68.4) ' —e— 2.40 (1.24-4.63)
DVRd  VRd DVRd  VRd Indeterminate 3/10 (30.0) 11/15(73.3) | P> 6.42 (1.09-37.73)
(n:355) (n=354) (n=355) (I'I=354) T T 1 llllll‘ T 1 |ll|l|'|-
Post-consolidation Overall 0.1 1

Maintenance

R

= Fase 3. Mediana 65a (15% ISS Ill, 22% alto R)

10

VRd Better D-VRd Better
N Engl ] Med 2024;390:301-13
ASH 2023, LBA



PERSEUS

FU 47,5m
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30

Percentage of Patients Surviving
without Disease Progression

20

10+

0

Hazard ratio for disease progression or death, 0.42 (95% Cl, 0.30-0.59
P<0.001

D-VRd

0

i
a

— T 1T T T T T T T T 1 1
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Months since Randomization

100

80

60

40 +

Overall Survival (%)

20

Muertes: 34 (9,6%) vs 44 (12,4%)

D-VRd
VRd

0T T T T T T T T T 1T T 711
0 3 6 9121518 21 24 27 30 33 36 39 42 45 48 51 54 57

Months Since Randomization

| D I

*Rama mantenimiento DR-> 64,3% han suspendido D

N Engl ] Med 2024;390:301-13



OTROS RANDOMIZADOS EN CANDIDATOS ATPH

= GMMG-HDY7 (fase 3).n 660, 59a; 19% alto R
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—> Post induccion

-~ VGPR+ 77 vs 61%
-~ VGPR+EMR-:47 vs 32%

Lancet Haematol 2022;9:e810-21

ISKIA (fase 3).n 302,61a; 19% alto R

Post-ASCT consolidation
Four 28-day cycles

Induction
Four 28-day cycles

Light consolidation
Twelve 28-day cycles

G-CSF

4x Isa-KRd

MEL200-ASCT
MEL
4x Isa-KRd Isa-KRd
ASCT

Post-consolidation MRD negativity by NGS

Subgroup analysis by cytogenetic risk

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

Patients (%)

NGS, 103 NGS, 106
100%
., 90%
o 78% 779 79
72% . . £0% 69% <
65% 70% 65%
53% o0% 539
2 e 48% 2

40%

30% 27%
20%
10%
0%

0 HRCA 1HRCA 2+ HRCA 0 HRCA 1HRCA 2+ HRCA

ulsa-KRd KRd ulsa-KRd KRd

Blood 2023;142(suppl 1):4
ASH 2023, Plenary session



DARATUMUMAB + CYBORD (EN MM)

SENETIN 39 NDMMTE | 48 NDMM NTE | 14 RRMM [ It

% surviving without progression

LYRA (fase 2 una rama); FU 35,7m

24-month 36-month
PFS rate PFS rate
100"% o 1 1
e Sy T 89.0% | I
"--,.‘ - IEIEGEE S0E- -0E -
o1 | L |
80— -, I : 726%|
L &y gy v ey --g - NDMM non-transplan
72.6.');.;q 'ﬁ
| 69.3% |
___________ |_ [ S — I_ -
40— ! I
| |
| |
20 ' |
| |
| |
0 T T T T T T 1T 11T
0 3 6 9 12 15 18 21 24 27 30 33 36 39

Months

NDMM transplant

% surviving without progression

A. NDMM transplant
(n=39)
ORR: 92% ORR: 97%
ORR: 79%
o 707
E a5 >VGPR: 59.0 >VGPR: >VGPR:
2 50 35 1 aa% 64% 82%
R 40+
= 30+ 333
20
349
101 e 15.4
0 T ————— 1
End of cycle 4 End of induction End of study
(Al NDMM, 1 = 86) (n=39) (n=239)
PR VGPR
24-month 36-month
PFS rate PFS rate
100 —ohbly— = === === A- - — MR & - 18 - -08- - - - - MA NDMM non-transplant >CR
F 100.0% | :100.0% |
| * -G &4 NDMM transplant >CR
87.5%
80 |
60 : NDMM non-transplant <VGPR
___________ = = = = -
I 51.2% I NDMM transplant <VGPR
40—
| |
| |
20 I I
| |
| |
0 T T T T T T T T Tt
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Months

B. NDMM non-transplant
(n=47)
138 7  ORR 79% ORR: 83% ORR: 83%
80 >CR:
m—— (70 {

o 70
S~
o 604 2VGPR:
£ 5 395 [ g9,
T 401

30 4

201 349

18 ] 19.1 128

End of cycle 4 End of induction End of study
(Al NDMM, n = 86) (n=47) (n=47)

W CR M sCR

Leuk Lymphoma 2022;63(10):2383-92



ESTUDIOS MAS RELEVANTES

NO CANDIDATOS A TPH (INCLUSION ANTI-CD38 EN [?)




ALCYONE

VMP x 9 cycles (n = 356) = Fase 3 - E .
o Bortezomib: 1 3 mg/m? SC | p<0-0001
Cycle 1: twi ki > 1
% ciz/gs 2—9'(;::;:1@ = 7la (40-93) "y 80 ! 36,4 vs 19,3m
= Melphalan 9 mg/m? PO on Days 1-4 = 1
= Prednisone 60 mg/m? PO on Days 14 g :
5 = FU 40,Im 5 604 '50.7
£ D-VMP x 9 cycles (n = 350) D § -
L] Cycles 10+ 5 40 1
= Daratumumab: 16 mg/kg IV @ 1
Cycle 1 k! v 1
= Bivics 0 overy aours tooolo g - I
g + Every |
4 weeks: 1
Same VMP schedule until PD 0 T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
100 :
D-VMP group (n=350) VMP group (n=356)  pvalue 80 !
Overall response (%; 95% CI) 318(90-9%;873-937)  263(73:9%;69-0-78-4) <0-0001 = Fip:
Complete response or better 160 (46%) 90 (25%) <0:0001 E E
. T 40- -
Stringent complete response 81(23%) 28 (8%) g !
Negative status for minimal residual disease 99 (28%) 25 (7%) <0-0001 L - | HR060(95% C1046-080)
— VMP I p=0-0003
0 T T T T f

*No fragiles: SLP 45,7 vs 19,Im / SG 83,6% vs 74,5% B e el ol o L I

L. N Engl ] Med 2018;378(6):518-528 Clin Lymphoma Myeloma Leuk
% . o, (o)
Fragiles: SLP 32,9 vs 19,5m / SG 71,4% vs 59% Lancet 2020;395(10218):132-141  2021;21(1 1):785-798



D-Rd (n = 368)

Daratumumab (16 mg/kg IV)?
mad Cycles 1-2: QW
Cycles 3-6: Q2W |
Cycles 7+: Q4W until PD
R: 25 mg PO daily on Days 1-21 until PD
d: 40 mg® PO or IV weekly until PD

Random|zation

11

Rd (n = 369)

R: 25 mg PO daily on Days 1-21 until PD
d: 40 mg® PO or IV weekly until PD

73a
= FU 64,5m

Daratumumab plus Lenalidomide and p value
lenalidomide and dexamethasone group
dexamethasonegroup  (n=369)
(n=368)
Overall response 342 (92:9%; 89-8-953)  301(81:6%;77-2-85-4) <0-0001
Complete responseor 188 (51%) 111 (30%) <0-0001
better
Stringent complete 130 (35%) 56 (15%) <0-0001
response
Negative status for 114 (31%) 38 (10%) <0-0001
minimal residval
disease*™

% surviving without progression

60-month PFS 60-month 0S
100 4 ; 100 :
807 : o) | D-Rd
e S S21% 619mo £ 607 ool 536% W
" . ; 5 '""""""""""‘j‘l‘\ig;"
%0--0% 1 29.6% R 40 i E‘;
20 Rd: 20 : Rd:
HR, 0.55: 95% Cl. 0.45-0.67: P<0.0001 ' ecan ' median
N e e i j T f sl ?4-]4 o . HR, 0.66; 95% Cl, 0.53-0.83; P=0.0003 65.5mo
0: 8 & 912151621124.273083 5630424548 51 545760 6IB6E0 T2 T510 0 é Eli SIJ112115118211 2142]73103133I63194124':54185]15145I76106]36]66197127l5718
Months Months
*No fragiles: SLP HR 0,48
*Fragiles: SLP HR 0,62
D-Rd Rd
Median Median
PFS (mo) PFS (mo) HR (95% CI)

Age 275 years 54.3 314 o : 0.59 (0.44-0.79)

ISS stage Il 42.4 24.2 —e— 0.61(0.43-0.86)

Renal insufficiency (CrCl <60 mL/min)  56.7 29.7 e— : 0.55 (0.41-0.75)

High cytogenetic risk® 45.3 29.6 —e—ii 0.57 (0.34-0.96)

- e
0.1 05 1.0 Lancet Oncol 2021;22(11):1582-1596

—— —
Favors D-Rd Favors Rd

Blood 2022:140(Suppl 1): 7297-7300
Leukemia 2022;36(4):1066-1077
Hemasphere 2023;7(Suppl): 14-15
Blood 2022:140(Suppl 1): 10150-3



DURACION DEL ANTI-CD38




CASSIOPEIA, SEGUNDA RANDOMIZACION

FU 35,4m desde segunda R

100+ 100

80 80

=<
R =
3
. o] ¢ w-
v 1
9 =
)i 2 ' Dy
2 404 9 - '
g 5 40 End of treatment !
cgn 2 1 1
o = 1
- I " .
N | B : VTd'OBS Mediana 33,6m
— Observation only ) 20 = I
— Daratumumab = Comparison 1 HR (95% CI) p value*
HRO53 (95% C10-42-068);p<0.0001 NR vs 46,7m = VTd'DARA vs VTd/OBS 10-32(0-23-0-46)  <0-0001
0 T T T T T T T T T T T T T T T T 1 D-VTd'DARA vs D-VTd/OBS ; 1-02(0-71-1-47) 0-9133
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 r | . } . . r .
Time since second randomisation (months) 0 6 12 18 24 30 36 42 48

Progression-free survival (months)

- Si usamos daratumumab en induccion, no se observa beneficio de mantenimiento
...Por lo tanto, su uso podria ser breve

Lancet 2019; 394: 29-38
Lancet Oncol 2021;22:1378-90



MASTER

Induction Consolidation Consolidation F 2 N I I 8
—_— L. | | Lenalidomide || .
Dara-KRd x 4 AHCT - = | para-KRdx4 ~— as€ 4,

| Dara-KRd x 4 Maintenance

o ¢ lpwon  © |wwon  ® |ewon @ 43% 0 HRCA,37% | HRCA, 20% 2+ HRCA

91; g (<10) g (<10) g (<107%)

> = : = = FU 42,2m (32,7m desde inicio observacion)
%2 MRD assessment by NGS _ Treatment-free observation and MRD surveillance* 100~

80%

80—

60 -

T SLpa [sG3a

0 HRCA 88% 94%
| HRCA 80% 94%

40-

20

Progression-free survival (%)

1 HRCA vs 0 HRCAs: HR 1-85 (95% C10-62-5-52); p=0-27

2 H RCA 50% 75% . 2+ HRCAs vs 0 HRCAs: HR 4-67l(95% C11-47-14-80); p=0-0088

0 12 24 36 48 60
Time (months)
—=>71% entraron a observacion sin tratamiento ... desde suspension (SG2a 97/93/100%)
(66/82/63%)
Postinduction Post-AHCT MRD-Directed
(n=118) (n=118) Consolidation
(n=118)
B MRD-negative (< 10) B MRD <10 J Clin Oncol 2021;40(25):2901-12

Lancet Haematol 2023;10(1 1):E890-901



OTROS ANALISIS CLAVE PARA DECIDIR




EVENTOS ADVERSOS

Neutropenia G3+

Infecciones G3+

CASSIOPEIA CASSIOPEIA .
GRIFFIN e —— GRIFFIN .
ALCYONE ALCYONE s
U — MAIA
0 20 40 60 80 100 0 20 40 60 80 100
m Control ® Daratumumab H Control m Daratumumab

Infecciones cualquier grado Descontinuacion por EA

CASSIOPEIA CASSIOPEA B
GRIFFIN | — GRIFFIN [
ALCY ONE ALCYONE g™
MAlA |y MAIA
0 20 40 60 80 100 0 20 40 60 80 100 tZEEEI ZH(iL?;:tiTZZO'Z_BB;?O(I0):e825-37
m Control mDaratumumab m Control m Daratumumab N Engl ] Med 2018;378(6):518-528

Lancet Oncol 2021;22(11):1582-1596



CALIDAD DEVIDA

= CASSIOPEIA =  GRIFFIN

Patients, %

Post-consolidation scores Global health status:D-RVd == RVd = o- Pain: D-RVd — RVd —
30 1 . . . H . - - am - e
D-VTd group VTd group p value* o 26 - Phy5|ca| functlonlng: D-RVd --RVd - - i _ 3 51 o Fatlgue' D-Rvd Rvd
a A E - I -- . ‘ :
] ‘ 3 £ ol ‘ ‘ 1
EORTCQLQ-C30 g iz ' , ’,/‘“\\ i g S 5] @ BTN G5 PostASCT M.
Global health status 97 (74t0119)t 87(65t0110)t 045 % - SRR DT SPL L o 1 R R e e o e S L
0 ~~J
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S ¢l === - 2 % 2/
Cognitive -50(-7-6t0 -2-4) -7:9(-10-6t0 -53) 0036 c ) 5-25- [—=""1
5 .
Pain -233(-26.6t0 -20.0)t -19.7(-23-0t0-16:3)t  0.042 g 2 é (J ﬂé -30 4
Constipation -32(-73t009) 18(-24t06.0) 0025 q 5] @ ® r 8 P::;ﬁ.? M§ ME M MG X .45
Table 2: Change from baseline in patient-reported outcome instrument scores 10 -40 - .
Time Time
= ALCYONE = MAIA
.E 124 c Cycle 3 Cycle 6 Cycle 9 Cycle 12
23 82 84 § 838 -4
@ L 8 64 ] Qs
ES g ES -8
&g 81 45t 70 g 2o -11.0
%; 4 56 sa| | 8 ﬂg’,z 127 141 s s
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gé 0 1 ég 2 D R R ’ N ) -20.1
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Lancet Haematol 2020;7(12):e874-e883

238858833888

Physical
functioning

Role
functioning

Emotional
functioning

Soclal
functioning

Cognitive
functioning

Pain

Blood. 2022;140(suppl_1I):1146-1149

BMC Cancer 2021;21(1):659
J Clin Oncol 2021;39(3):227-237
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IMPACTO DE DARATUMUMAB EN TPH

o D-KRd D-RVd RvVd
3
RESULTS D-KRd D-RVd RVd - 6.0 x 10° 8.3 x 10° 9.4 x 10°
" ) Median CD34- CD34+ CD34*
No. mobilized patients 116 patients 95 patients 80 patients stem cell yield cells/kg cells/kg cells/kg
Time from end of o
: . e
gg:?c':“ m{fﬁ’i’zﬁ%n % days 27 days 24 days = 3.2 x 10° 42x10° | 4.8 x 10°
and collection Median - cells/kg cells/kg cells/kg
stem ce
transplanted
c/o Who rm'ved plenxafor 97°_ _ 55‘,/- sp
(upfront or rescue use) ...
% of mobilized patients | .., - Median time 12 days 12 days 12 days
completing ASCT g to neutrophil
recovery

= CASSIOPEIA:

10 o PERSEUS:
. o 8
Plerixafor(%) F 6
6 4 Rec. Hematopoyética (d) _
, 2 0 5 0 15
0 20 40 60 80 100
0 Transplant Cell Ther 2023;29(3):174.el-10
mD-VId mVTd 0 CD34 (x 10e6/Kg) Haematologica 2021;106(8):2257-2260
CD34 (x 10e6/Kg) N Engl ] Med 2024;390:301-13

mD-VRd = VRd Leuk Lymphoma 2022:63(10):2383-92



¢Y SIRVE EN ALTO RIESGO!?

= PMetanalisis mas actualizado

Log Hazard ratio
(hazard (95% Cl) 1V,
Source ratio) random
Newly diagnosed high-risk multiple myeloma
ALCYONE,1 2018 -0.2485 0.78(0.43-1.42)
CASSIOPEIA,'2 2019 -0.4005 0.67(0.35-1.28)
MAIA, 13 2019 -0.5621 0.57(0.32-1.03)
Subtotal 0.67 (0.47-0.95)

Heterogeneity: v?=0.00; x3=0.54; P=.76; 1?=0%
Overall effect: z=2.25; P=.02
Relapsed or refractory high-risk multiple myeloma

CANDOR, ¢ 2019 -0.5447
CASTOR,19 2019 -0.8916
POLLUX,'82019 -0.9943
Subtotal

Heterogeneity: 1?=0.00; x$=0.93; P=.63; 1?=0%
Overall effect: z=3.98; P<.001

0.58 (0.30-1.12)
0.41(0.21-0.80)
0.37(0.18-0.76)
0.45(0.30-0.67)

0.1

Favors
control

Favors
daratumumab

1 10
Hazard ratio (95% CI) IV, random

Log
(hazard

Source ratio)

Hazard ratio
(95% CI) IV,
random

Newly diagnosed standard-risk multiple myeloma

ALCYONE,!1 2018 -0.9416
CASSIOPEIA,12 2019 -0.8916
MAIA, 13 2019 -0.6931
Subtotal

Heterogeneity: 1?=0.00; x$=1.45; P=.48; 2= 0%
Overall effect: z=8.35; P<.001
Relapsed or refractory standard-risk multiple myeloma

CANDOR,'6 2019 -0.5978
CASTOR,19 2019 -1.3471
POLLUX,'€ 2019 -0.8675
Subtotal

Heterogeneity: 1?=0.08; x3=6.19; P=.05; 12=68%
Overall effect: z=4.83; P<.001

0.39(0.28-0.54)
0.41(0.26-0.65)
0.50(0.38-0.65)

0.45(0.37-0.54)

0.55(0.31-0.98)
0.26 (0.18-0.38)
0.42(0.32-0.55)
0.38(0.26-0.56)

0.1

Favors
control

Favors
daratumumab

1 10
Hazard ratio (95% CI) IV, random

JAMA Oncol 2020;6(11):1759-1765



% of Subjects Progression-free and Alive

¢Y SIRVE EN ALTO RIESGO!?

= MAIA+ALCYONE

100 .
|
: = PERSEUS
[}
[}
80 : Disease Progression Hazard Ratio for Disease Progression
! Subgroup or Death or Death (95% Cl)
1 D-VRd VRd
\ no. of events/total no. of patients
60 ! ISS disease stage .
! | 18/186  35/178 —o— 0.46 (0.26-0.81)
: " [l 19/114 43/125 —e— | 0.37 (0.22-0.64)
- I 13/55 25/50 —eo— 0.42 (0.22-0.83)
40 e Cytogenetic risk !
! Standard 25/264  62/266 o | 0.35 (0.22-0.56)
: G High 24/76 38/78 Ho— 0.59 (0.36-0.99)
Control II9 T T T T T Irrr T T T T ITTT1] 1
! 0.1 1.0 10.0
20+ - -
I D-VRd Better VRd Better
I
[}
o4 HR 0,59 (0,41-0,85) :I

T T I T I I I | I I LI T I T T

0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57

Progression-free Survival (months) Oncologist 2022;27(7):e589-e596
N Engl ] Med 2024;390:301-13



S| LO IMPORTANTE ES LOGRAR EMR-...

;/IMPORTA CON QUE LO LOGRO?

Figure: Landmark PFS analysis of pts progression-free at 1 year post-induction for pts who achieved 1 year sustained

MRD negativity and pts who did not by treatment group
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= CASSIOPEIA
= EMR- sostenida la :50,1% vs 30,1%

100
S Dara groups,
2 80 A
S T el R s Groups HR (95% C) P
g. Dara groups, MRD neg
= 604 Vs 0.51(0.280.92) 0253
_g Control groups, MRD neq
= 40 Dara groups, MRD neg
=2 Vs 0.21(0.14.0.30) <.0001
= Dara groups, MRD pos
=
2z 201 Control groups,  Daragroups, MRD neg
Control groups, MRD pos
0 I I 1 1 I 1 1 1 1
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Months

= Combinado MAIA/ALCYONE

= EMR-:27,9% vs 8,1%

= Sostenidala: 12,4% vs 2,6%

Blood 2021;138(Suppl 1):82
Blood 2022; 139: 492-501



;Y S| GUARDAMOS DARATUMUMAB PARA DESPUES?

= Analisis costo-efectividad, horizonte 10 anos prva IRV

,
Modelo Markov usando EMR para predecir SLP AscT

!
= Basado en CASSIOPEIA y GRIFFIN DRVd RV

D-Rvd v '

MRD+ MRD-
100,000,000 \ — DRV 100,000,000 | oy S maintenance maintenance >
5.43 QALYs 90,000,000 ' —Rvd 90,000,000 4 v \f‘
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3 Bic
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5,67 vs 542 QALY QALYs over 10 years.

$673919 vs 746903 Blood 2022;140(6):594-607



;Y S| GUARDAMOS DARATUMUMAB PARA DESPUES?

® Modelo en no candidatos considerando Base Case Sensitivity Analysis
(58.8% attrition rate) (27.2% attrition rate)
tasas de desgaste
oo oA | VRdindL, | Rdintt, |09 ML | vRdiniL, | RdiniL,
S0 "| DARA-in2L | DARA-in2L 5 DARA-in2L | DARA-in2L
08, years 7.6(6.75-8.83) | 51(442-6.33) | 4.1(3.33-5.33) | 9.1(8.00-10.50) | 6.7 (5.92-7.92) | 5.7 (4.83-7.00)
Incremental (D-Rd vs o i X

VRd or Rd), years 25(1.00-3.75) | 3.5(1.92-4.92) 24(0.75-4.00) | 3.4(1.67-5.08)

5-year survival rate, % 62.6 (56.7-73.3) | 51.0(47.3-60.2) | 44.1(40.1-53.2) | 69.9 (62.8-80.1) | 60.7 (55.5-70.3) | 54.9 (49.4-65.3)

A 10-year survival rate, % | 41.8 (39.8-45.0) | 206 (27.3-33.0) | 22.8(20.5-262) | 46.7 (43.1-52.3) | 35.4 (315-40.6) | 28.6 (24.4-34.1)

Attrition rates

carfilzomib-based
regimen

1.0
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Blood 2021;138:118-120

Oncologist 2023; 28(5): e263—e269




CASO CLINICO

SPE 1gG gA IgM X A

= Hb95

® Funcidn renal N
= CaN

= B2M/albdmina N
= LDHN

60 anos

t(11;14)(q13;932)

= MM riesgo estandar (R-ISS 1), candidata aTPH

Atlas of Haematological Cytology 2016
Bioquim Patol Clin 2015, 79(1)
ASH Image Bank



DEBERIAMOS USAR CUADRUPLETE / INCLUIR ANTI-CD38 EN
PRIMERA LINEA PORQUE:

. . Se traduce en . . En varios estudjos
Permite lograr respuestas mas ‘ Mayor sobrevida libre de Mayor sobrevida global
profundas / EMR(-) sostenida progresion

(En otros aun falta seguimiento)

Beneficio en todos:
Riesgo bajo (mas beneficiado) No limita la posibilidad de TPH
Riesgo alto (mas necesitado)

Mejor usarlo al principio que
guardarlo para después:
-Mas respuesta
-Mas sobrevida
-Podria ser costo-efectivo
-Si no, quizas después no haya

Balance riesgo/beneficio otra oportunidad

Mejor calidad de vida favorable




AL USAR ANTI-CD38 EN PRIMERA LINEA:

Duracion breve, no en mantenimiento

* Contiene costos; opcion reutilizar

Profilaxis infecciones

Acceso a EECC

* Para los pocos pacientes que fallen



