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La rivoluzione terapeutica nel linfoma e nel mieloma

Key Issues

» Meaning of Advanced Disease in 2026

» Valuable therapeutic options from third line on
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La rivoluzione terapeutica nel linfoma e nel mieloma

At second or subsequent relapse

Third or fourth line of Patients treated with or Patients treated with or
treatment for patients refractory to proteasome refractory to proteasome
according to prior lines inhibitor, immunomodula- inhibitor, immunomodula-
of therapy (mainly tory agent and anti-CD38 tory agent, anti-CD38
proteasome inhibitor, and antibody antibody, and CAR T cells
treated with or refractory or ADC
to lenalidomide) l

e Cilta-cel [I1, A] BCMA-targeted GPRC5D-targeted Clinical trials

« Ide-cel [I1, A] therapy therapy

= BelaPd [I, A] e CAR T cells (cilta-cel - Bispecific antibody

B DaradPE] [l.]A] and ide-cel) at third (talquetamab) [II, B]

e IsaPd [l A or fourth line [I, A]; or BCMA-t ted

» EloPd I, A] after fourth line [Il, B] therapyarge

= Belavd [I, A] = Bispecific antibodies - Bispecific antibodies

(teclistamab,
elranatamab and
linvoseltamab) [Il, B]

(teclistamab,
elranatamab and

Other regimens to
consider if not given

before linvoseltamab) [Il, B]
= DaraKd [I. A] = ADC (BelaPd) [i. Al Other regimens

e IsaKd [I, A] GPRCS5D-targeted - Melflufen [I, B]

e Daravd [I, A] therapy « Seld [I1, B] T

e KA I, A] « Bispecific antibody 2

« Selvd [I, A] (talguetamab) [II, B]

Other regimens
« Melflufen [I, B]
« Seld [Il, B]

Dimopulos et al. Nat rev Clin Oncol, 2025
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Third Line: to be or not to be?

Measurement Window: Claims Data

12-Month Baseline Follow-Up Period
Minimum 2-Year Measures Measures
Washout. Perlc.:d +* Baseline <* Treatment patterns
No MM dlagnOSIS Incident VIM Diagnosis characteristics +* HCRU & costs
No treatment for MM 1L — 2L Therapy ** HCRU & costs <+ Time-to-event outcomes

Y

01/2010 01/2011 01/2012 01/2013 01/2014 01/2015 01/2016 01/2017 01/2018 01/2019 01/2020 12/2020

First MM Index Date:
diagnosis 3L Therapy Initiation
:..oocaoaoﬁa‘.oouoboo.douooo.ao..o g 'tooooo-coo-o-oncoc.oo-okﬁmm:—e
“Washout” prior to the first MM diagnosis Measures Inclusion Period

*» Treatment patterns Treatment patterns (until 12/2020)
Outcomes (until 12/2019)

Lehne et al., Eur J Hematol., 2024
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Sex, n (%)
Female
Age groups at index date, n (%)
<65 years
65-74 years
275 years

Median age at index date (range), years

Median time since diagnosis (range), years®

Charlson Comorbidity Index score
Median (range)

Select comorbidities, n (%)°
Cardiovascular disease
Renal disease
Ocular diseases
Congestive heart failure
Diabetes mellitus
Polyneuropathy
Chronic pulmonary disease
Extramedullary disease

ISS stage, n (%)

I
Il
I

Unknown

Germany (n = 276)

137 (49.6)

69 (25.0)

65 (23.6)
142 (51.4)
75 (33-91)
2.7(0.4-7.4)

6 (2-16)

153 (55.4)
149 (54.0)
132 (47.8)
113 (40.9)
102 (37.0)
72(26.1)
65 (23.6)
8(2.9)

NA
NA
NA
NA
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Italy (n = 289)

148 (51.2)

66 (22.8)
90(31.1)
133 (46.0)
73 (39-95)

2.1(0.3-6.7)

NA
NA
NA
NA

UK (n = 401)

212 (52.9)

123 (30.7)
124 (30.9)
154 (38.4)

71 (42-88)
3.4 (0.4-15.3)

11 (2.7)

18 (4.5)

94 (23.4)
278 (69.3)

France (n = 527)

242 (45.9)

129 (24.5)
182 (34.5)
216 (41.0)

72 (36-93)
4.9(0.2-20.2)

33(6.3)

83(15.7)

43(8.2)
368 (69.8)

Spain (n = 372)

172 (46.2)

107 (28.8)
155(41.7)
110(29.6)

70(36-102)
3.8(0.3-27)

68 (18.3)
94 (25.3)
115(30.9)
95(25.5)

CRARB criteria, n (%)°
Hypercalcemia (C)
Renal dysfunction (R)
Anemia (A)

Bone disease (B)
Unknown

M-protein type, n (%)
lgG
Non-IgG
Unknown

Prior MM treatments in 1L or 2L, n (%)
Pl

Bortezomib
Carfilzomib
Ixazomib
IMID
Lenalidomide
Pomalidomide
Thalidomide
Anti-CD38 mAb

Daratumumab

Third line: pts features

NA
NA
NA
NA
NA

NA
NA
NA

264 (95.7)
261 (94.6)
39 (14.1)
4(14)
154 (55.8)
148 (53.6)
8(29)

<3
30(10.9)
30(10.9)

NA
NA
NA
NA
NA

NA
NA
NA

151(52.2)
143 (49.5)
15(5.2)
<3
213(73.7)
162 (56.1)
9(31)
79(27.3)
13(4.5)
13 (4.5)

91(22.7)
54 (13.5)
187 (46.6)
100 (24.9)
78 (19.5)

208 (51.9)
107 (26.7)
86 (21.4)

392 (97.8)
385 (96.0)
7(1.7)
28 (7.0)
374 (93.3)
88 (21.9)
1(0.2)
310 (77.3)
124 (30.9)
124 (30.9)

57(10.8)
49 (9.3)
157 (29.8)
156 (29.6)
202 (38.3)

310(58.8)
107 (20.3)
110(20.9)

467 (88.6)
464 (88.0)
34(6.5)
19(3.6)
488 (92.6)
442 (83.9)

9(17)
249 (47.2)
15(2.8)
15(2.8)

58 (15.6)
73(19.6)
183(49.2)
172 (46.2)
67 (18.0)

197(530)
113(304)
62(16.7)

348 (93.5)
347 (93.3)
29(7.8)
3(0.8)
307 (82.5)
271(728)
3(0.8)
94(253)
34(9.1)
34(9.1)

Lehne et al., Eur J Hematol., 2024
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Imid exposure/refractoriness

Germany (n=276) ~ Italy(n=289)  UK(n=401)  France(n="527)  Spain(n=372)

LEN + Pl exposed and POM naive 135 (48.9) 61(21.1) 84(209) 377(71.5) 250(672)
Double-class exposed" 144 (52) 9(33.2) 265 (66.1) 414(78.6) 256(688)
Triple-class exposed® 15(5.4) 8(28) 112 279) 15(28) 32(8.6)

Stem cell transplant

75(212) 43(149) 168 (41.9) 233(44.2) 151(409)

Lehne et al., Eur J Hematol., 2023
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Imid exposure/refractoriness

3L Agents and Classes in Patients With RRMM, %

[A] Germany : [B] Italy ! [C] UK ! [D] France : [E] Spain

E (n=276)° E (n=289)° E His (n=204) and New (n=197)¢ E His (n=398) and New (n=129)¢ ' His (n=239) and New (n=133)° E
| i | 97.0% i | i
| | 92.2% |
: ' : 71.1% : :
: i : _ | 68.6% /0-3% 5
| | 64.4% | ; 62.3% :
. 55.8%" ' | 20.9%

| 234% 51.9% .

50.4%

: 44.6% - :

|
s I
32.6% | 784% Galce | |
|
' | | 27.6%
i i '
: ! 15.1% ELRXGA |
| [ |
-' 7.6% |
| I
: 4.4% oy | 15.1%
: 4.4% 5.6% N
AnyPl AnyIMID AnymAb AnyPl AnyIMiD AnymAb His New His New His New His New His New His New His New His New His New
Any Pl Any IMiD Any mAb Any Pl Any IMiD Any mAb Any Pl Any IMiD Any mAb
[l Bortezomib B carfilzomib B paratumumab B cElotuzumab B 1satuximab Ixazomib Lenalidomide [ Pomalidomide B Thalidomide

Lehne et al., Eur J Hematol., 2023
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Imid exposure/refractoriness

TABLE 2 Most common 3L treatment regimens in patients with RRMM in Germany and Italy (2016-2020) and the UK, France, and Spain (2016-2018 [historical] and 2019-2021 [new]).

Most common 3L treatment regimens (210 patients), n (%)*

Germany (n = 276)_

LEN-d
CFZ-LEN (d)®
CFZ-d
DAR-LEN (xd)”
LEN

DAR-BTZ (d)*
DAR

POM (zd)*
BTZ-d

35 (12.7)

27 (9.8)
22 (8.0)
22 (8.0)
18 (6.5)
18 (6.5)
11 (4.0)
11 (4.0)
10 (3.6)

Italy (n = 289),

LEN-d

POM (xd)”

LEN

MEL + steroids
DAR-LEN (+d)”
CFZ-LEN (xd)®
LEN + steroids®

52 (18.0) LEN-d

27 (9.3)
27 (9.3)
15 (5.2)
11 (3.8)
10 (3.4)

UK (n = 401)° France (n = 52%)° Spain (n = 372)°
His (n = 204) New (n = 197) His (n = 398) New (n = 129) His (n = 239) New (n = 133)
74 (36.3) IXA-LEN-d 133(67.5) POM-d 135 (33.9) POM-d 22(17.1) LEN-d 47(19.7) DAR-BTZ-d 20(15.0)
35(12.1) IXA-LEN-d 64 (31.4) POM-d 29(14.7) LEN-d 50 (12.6) ISA-POM-d 16(124) POM-d 34 (14.2) POM-CTX-d 19(14.3)
POM-d 22 (10.8) LEN-d 12(6.1) POM-CTX-d 27(6.8) DAR-d 14 (10.9) DAR 25(10.5) DAR-LEN-d 15(11.3)
CTX-LEN-d 15(74) ISA-POM-d 11(56) DAR-d 22 (5.5 DAR-LEN-d 14(10.9) POM-CTX-d 18(7.5) CFZ-LEN-d 14(10.5)
CFZ-LEN-d 19 (4.8) CFzZ 11(4.6) POM-d 14 (10.5)
DAR 17 (4.3) CFZ-LEN-d 11(46) CFZ-d 10(7.5)
BTZ-CTX-d 15(3.8) CFZ-d 10(4.2) DAR 10(7.5)
BEN 13 (3.3)
BTZ-BEN-d 13 (3.3)
DAR-POM-d 12 (3.0)
BTZ-d 11 (2.8)
IXA-LEN-d 11 (2.8)
BEN-d 10 (2.5)

Lehne et al., Eur J Hematol., 2023
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The MM patient at third line: 2020-2025

» Lena refractory
» Pl exposed/refractory (Bzb/K)

» Anti CD38 exposed/refractory

» BCMA targeting naive

» Valuable therapeutic options to save BCMA targeting:
pom based regimens; selinexor
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Elotuzumab-pomalidomide in RW

Table 3. Prognostic survival scoring systems

Progression risk score for daratumumab-refractory patients (PRSp.rar)

Prognostic factors Points
ISS I1I-11I 1
Daratumumab at last therapy 1
Symptomatic relapse dl

Low-risk: score O; intermediate-risk: score 1; high-risk: score 2; very high-
risk: score 3

Survival risk score for daratumumab-refractory patients (SRS, ar)

Prognostic factors Points
Hb <10.6 g/dI 2
ISS [1-11] 2
Symptomatic relapse 3
Refractory disease 2

Low-risk: score O; intermediate-risk: scores 2-4; high-risk: score 5; very high-
risk: scores 6-7

Martino EA et al., ESMO open, 2025
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Elotuzumab-pomalidomide in RW
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Variable

Age at baseline - years
Age at PCd nitation - ears
ender—n (%)

Female

Male
Prior lings of reatment -

TDM-ASCT-n (%)
yionenetics at baseline - ‘%)
HigP-isk
Expanded nigh-Tisk

Cyclofosfamide-pomalidomide in RW

Al patiens (n=45

5 4590 Variable
) e

PHased
178 Ant-CD38 mil
25[[:325-? g et
1533 g:h“-BGMA

bl

7(156)
1311)

All patients (n=15)
i
T(156
T(156
[
1)
1)

Frs ng herapy -1 (o)
PHased

-+ e-Dase

en-iase
Ant-CO38 mén
Chemotherany

Pror me of therany - ()
PHLen-Dased

Stathoupulos et al., Clin Lymph and Myel , 2025
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Cyclofosfamide-pomalidomide in RW

PFS of patients on PCd A OS of patients on PCd B
2 1.00° 1.00-
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- N
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. | 0 . H
c ( - T Er—
0 ' \ -
@ 0.25- ! 9 0.25- :
- : o I
o | |
e | |
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Stathoupulos et al., Clin Lymph and Myel , 2025
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Cyclofosfamide-pomalidomide in RW

PFS by High-risk cytogenetics

Cytogenetics
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- Cyclofosfamide-pomalidomide in RW .

Subgroup analysis of PFS (Univariate HRs)

!
Age >65 at PCd initiation F : g i
I
'
!
Prior lines of therapy >3 } : L= 2 i

!
|
|
Prior HDM-ASCT H@—|
|
o |
= I
O . . . .

> High-risk cytogenetics = % i
= |
) |
i

Expanded high-risk cytogenetics : ) & 1
|
|
i
amp(1g21) presence : } @ i
|
i
|
Len-based prior to PCd l'-——'". i
|
|
O 2 4 6 8

Hazard Ratio (HR) |
Stathoupulos et al., Clin Lymph and Myel , 2025
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| Selinexor based triplets in RW (US Flatiron health database) _

Characteristic, 1 (%) Overall Anti-CDSE: mADb Tn?al'ment I].II'l]IIE diately Prior to
(n =112) Selinexor-Triplet Regimen (n = 33)
Previous therapy exposures
Bortezomib 107 (96) 28 (85)
Carfilzomib 86 (77) 23 (70)
Ixazomib 31 (28) 8 (24)
Daratumumab 105 (94) 32 (97)
Isatuximab 5 (4.5) 2(6)
Elotuzumab 27 (24) 6 (18)
Lenalidomide 109 (97) 32 (97)
Pomahidomide 93 (83) 24 (73)
Thalhdomide 5(4.5) 0 (0)
Autologous Hematopoietic Stem
Cell Transplant
Prior transplant 62 (55) 16 (48)
No prior transplant 50 (45) 17 (52)

Whiteley et al., Curr Oncol , 2025
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- Selinexor based triplets in RW .

Characteristic, 7 (%) Overall Anti-CD38 mADb Treatment Immediately Prior to
o : (n=112) Selinexor-Triplet Regimen (# = 33)
Cytogenic risk
High 29 (26) 12 (38)
Standard 39 (35) 9 (28)
Unknown 39 (35) 11 (34)
Index LOT line number
<3L 7 (6.3) 5 (15)
4L 17 (15) 9 (27)
5L 31 (28) 14 (42)
6L 11 (9.8) 2 (6)
7L 18 (16) 1(3)
=>8L 28 (25) 2 (6)
Index LOT regimen
Xvd 53 (47) 12 (36)
XKd 28 (25) 7 (21)
XDd 11 (9.8) 5(15)
XPd 20 (18) 9 (27)

Whiteley et al., Curr Oncol , 2025
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L Selinexor based triplets in RW .

Oveall ~ 100mg  80mg 60 mg 40 mg
m=77)  W=24) (=2 =2) (=4

Had change in prescribed dose, n, (%) 22(29) 14 (58) 7(32) 1(37) 0(0)

Selinexor Regimen, (%)

XVd NE) N RE) 6w 1Y)
XKd B 14) 83 8B0)  1(%)
XDd 700 () 145 204 1
XPd BE) 00 145 n@) 1)

Whiteley et al., Curr Oncol , 2025
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. Selinexor based triplets in RW: outcomes I
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Whiteley et al., Curr Oncol , 2025
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The MM patient at fourth line: time for BCMA or GPRC5d

» BCMA targeting: ciltacel, idecel

» BCMA targeting: teclistamab, elranatamab

» GPRCA&d targeting: talquetamab
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Ciltacel vs ldecel in RW

bh—cond Cilta-cal Extramedullary disease, no. (3] 47 (29) 20 {48) 0.03
Characteristic {n=14&32) {n=42) o
Plasma cell leukemia, no. (%) 7 (4) 0 0.19
Ape . median (mRnge) &1 (28-83) &1 (24-B4) 0.32
Sex. no. (%) 0.08 High-risk cytogenetics, no. (%) 76 (52 14 (52) .24
hale 1046 (65) 21 {s50) Lirk noswemn 17 11
Female 5& (35) 21 {s50)
Prior transplantation, no. (%) 0.03
Race /Ethnidty. no. (5%) 0.35
Non-Hispanic White 150 (93) 42 (100} Autologous 145 (90) 42 (100)
MNon- Hispanic Black 4 (2) 0 Allogeneic 11 {7) 0
Hispanic 5 (3) o Prior lines of therapy, no. (%) & (3-14) & (4-10) 0.41
Other 3(2) o
BCOMG, no. (%) 0.11 Refractory status, no. (%)
O 52 (32) & (14) Triple-class 104 (64) 29 I467) 1rr
1 90 (54) 70 (71) Ferta 58 (34) 10 (24) 020
2 18 {11) & (14)
| Prior anti-BCMA exposure, no. (%) 18 {11) 4 (10) 0.77
3 211 0
RASS. no. (%) 0.35 Time between diagnosis and infusion 7.4 02-27.4 69 (0.2-239) 053
| o— . in years, median {range)
I B4 (55) 27 54) Time between apheresis and infusion 47 (28-190) &8 (33-139) <001
. 35 (23 10 (24) in days, median (range]
Link nown 10 4 Follow-up in months, median (95% ) 125 {117-133) 8.9 (6.4-11.3) <0.001

Merz et al., Hemasphere , 2025
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Ciltacel vs ldecel in RW

100%
80%
60%
40%
20%

0%

|de-cel Cilta-cel Ide-cel Cilta-cel
Day 30 Day 90
ECR mVGPR =mPR m<PR

Merz et al., Hemasphere , 2025
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Ciltacel vs ldecel in RW

100% -

5% -
)
&50%-

20% -

0% -

)

Ciltacel

|decel

100 %

79%

350%

20% =

0% -

Ciltacel

ldecel

N at riek

Time since infusion in months

12

No at rigk
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Ciltacel vs ldecel in RW

(A) 100 -
de-cel Cilta-cel
5% =
E 50% -
Z
20% -
0% -
| | | | | | |
0 9 4 B 8 10 1 » Relapse/progression  » Infection, shock  # HLH *Relapse/progression Infection, shock  » HLH

From CAR-T in months
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Ciltacel vs ldecel in RW

Napoli, Royal Hotel Continental « 14-15 Maggio 2026

Subgroup Favors cilta-cel Favors ide-cel
Sex = =
Male 032 (O 33-0.78) .
Female O.244 (0.08-0.71) = = :
=5 O. 10 (0O.03-0.39) =
S5 or more 087 (0.43-1.73)
ECOG
O-1 0O 29 (0O.14-0.62) .
2-3 O. 22 (0.04-1.35) = = :
R-ISS
I O. 17 (0O.01-2.49) = - :
11 0.25 (0.10-0.63) = -
11 O.ac6 (O.17-1.21) + E =
No O. 17 (0O.05-0.65) = - 3
Yes 0.34 (0.15-0.73) [
High-risk cytogenetics
No O 10 (D001 -0.65) =
Yes O a2 (0.21-0.85) :
Refractoriness
Tripleclass O0.33 (0.16-0.68)
FPenta O. 15 (0.02-0.96) = =
AnNnti-BECMA exposure
No O0.32 (0.16-0.64)
Yes O.1a4 (0.01-1.96) = - 2
T otal O0.32 (0.25-0.422) : — o l ; ,
©:- -5 1 o =

Risk ratio and 95% . confidence interval

Merz et al., Hemasphere , 2025




Ciltacel vs Idecel iIn RW

Product B8 Ide-cel B8 Cilta-cel

14

28

Pes 0.76
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1000 2= e o
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.... ® .
1 - o ) o o ™
ide-cel Ciltaccel ide-cel Cilta-cal de-cel Cilta-cel
(A) Responder @8 >PR #8 PRor less Responder @ >PR ®8 PRorless
7 14 28 7 14 28
p=036 3 p=0.003 . P=0.0055 ~
10000 - — p =007
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Ciltacel vs Idecel iIn RW
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Characteristics
Median age - yr (range)
=75 yr, (%)
Gender, (%)
Female
Male
Race, no. (%)
White
Black
Asian
Other/unknown
Ethnicity - no. (%)
NonLatinX
LatinX
Unknown

ECOG Performance Status—no./total no. (%)

0
1
2
3

Stage (ISS) - no./total no. (%)

Isotype MM - no./total no. (%)

IgG

IgA

Light chain only
Other

TEC (N =210)
67 (33-91)
49 (23.3)

93 (44.3)
117 (55.7)

156 (74.3)
19 (9.0)
19 (9.0)
16 (7.6)

162 (77.1)
23 (11.0)
25 (11.9)

21/130 (16.2)
74/130 (56.9)
24/130 (18.5)
11/130 (8.5)

47/124 (37.9)
39/124 (31.5)
38/124 (30.6)

99/204 (48.5)
50/204 (24.5)
51/204 (25.0)
4/204 (2.0)

Teclistamab in RW (US, UK, Gr, Sp, Ca)

Cytogenetic risk category - no./total no. (%)
Standard-risk
High risk®
Missing
Presence of EMD" - no./total no. (%)
CrCl <30 ml/min - no./total no. (%)
Time from diagnosis to first TEC dose (range), yr
Median prior lines of therapy (range)
Refractory status—no./total no. (%)
Triple-class refractory®
Penta-drug refractory®
Prior BCMA exposure - no./total no. (%)
CAR T alone
ADC alone
BsAb alone
ADC+BCMA CART
ADC + BCMA CAR T+ bsAb
Prior GPRC5D exposure - no./total no. (%)

Received > 1 BCMA, GPRC5D, and/or other T-cell
engaging therapies - no. (%)

MajesTEC-1 ineligible - no./total no. (%)

82/164 (50.0)
82/164 (50.0)
46

37/126 (29.4)
26/209 (12.4)
6.1 (0.6-29.2)
6 (1-20)

138/167 (82.6)
71/161 (44.1)
92/210 (43.8)
42/92 (45.7)
27/92 (29.3)
6/92 (6.5)
16/92 (17.4)
1/92 (1.1)
9/197 (4.6)

27 (12.9)

149/199 (71.0)

Tan et al., Blood Cancer J , 2025
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100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

Best Overall Response Rate

12.2%

All Patients
(N=188)

PR mVGPR =CR msCR

Teclistamab in RW

B

Subgroup
Age
=75
=ro
Cytogenetic risk
Standard risk
High risk
Linkmnown risk
FPenta-refractory disease
']
Yes
Linkrmonwem
Baselinre EMD
Pl
Yeas
Unkrowrm

Prior BCOCMNA exposure

BCMA~directed therapy naive
FPrior BCMA~directed therapy exposurea

Prior BCMA agent(s)
CART alone
ADC alone
EsAb alone

=2 BCMA~directed agents
Crcl at start of tec (milfrmir)

=30
=30

FPlatelet cournt at start of tec (x10°/L)

== 50
=50
MajesTEC-1 eligibility
Ineligible
Eliginle
Linkmonsem

a1

M H H-

3

161

133
.

Stathoupulos et al., Clin Lymph and Myel , 2025

Response (%)

o8 (65, 8%)
28 (71.89%)

49 (72.19%)
48 (60.8%%)
29 (70.7%%)

16 (19.89%)
37 (56.97%)
24 (S7.1%4)

B0 (74, 19%6)
21 (BT, 795)
A5 (59, 2%%6)

T7 (74,006)
49 (58.3%%)

23 (57.5%%)
17 (73, 97%)
2 (40.0°%6)

7T (43.8%%6)

16 (B6. 7a)

110 (&7, 195)

12 {44, 49%5)

114 (70, 8%%6)

7O (59.4%4)
42 (89,49%%)

5 (62.5%%)

Napoli, Royal Hotel Continental « 14-15 Maggio 2026

4

OR (95%: CIl)

1.32 (0.62 to 2.98)

0.60 (0.30 to 1.20)

0,84 (0,490 to 2,24)

033 (0,15 to 0.67)
0,33 (0,14 to 0,74)

0. 74 (0,30 1o 1.868)
0. 51 {(0.26 to 0.99)

0.49 (0.26 to 0.91)

2,09 (0.70 to 6.83)
0. 49 (0.06 to 3.29)

0.57 (0.17 to 1.84)

1,02 (0,39 to 2,47)

=S.03 (1.32 1o 7.09)

574 (2,32 to 17.43)
1.14 {0.27 to 5.74)




Teclistamab In
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_ Teclistamab in RW _
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_ Teclistamab in RW
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.| Teclistamab in RW (France EAP- 2022/2023)

Characteristics

iIFM 2024-09

MajesTEC-1

N=303 N=165
Age in yvears, median (range) 0O (37-88) 54 (33-84)
=75 years, N (9c) 90 (29.7) 294 (14.4)
Sex, N (2e)
Male 151 (49.9) 96 (58.2)
Female 152 (50.1) 69 (41.8)
Median prior lines of therapy (range) 4 (2-11) S (2-14)

Previous autologous transplant, N (9c)

171 (56.4)

135 (81.8)

ImiD, N (25)

exposed 302 (99.7) 165 (100)

refractory 208 (68.6) 152 (92.1)
Pl. N (2%)

exposed S03 (100) 165 (100)

refractory 194 (64) 142 (86.1)
AnNti-CD38 monoclonal antibody, N (9c)

exposed 295 (97.4) 165 (100)

refractory 165 (54.5) 148 (89.7)
BCMA exposed, N (9c) 41 (13.6) O
ECOG PS =2 at the initiation of teclistamab, N (Sc) 26 (8.5) O
Severe renal failure at the initiation of teclistamab, N (9) S0 (9.9) O
Ineligibility to MajesTEC-1, N (29c) 140 (46.2) O

High-risk cytogenetics, N (9c)

del(17p) 34179 (19) 23/148 (15.5)
del{17p) and/or TF53 mutation S4/179 (30.2) MNA
t(4:14) 27/188 (14.3) 16/148 (10.8)
tH(14:16) 4/97 (4) 4/148 (2.7)
Circulating plasma cells, N (9%) 39 (13.8) MNLA
EMD, N (9c) 34 (11.8) 28 (17)
PMD, N (2c) 0 (25.5) MNLA

Median follow-up in months (IQR)

11.9 (9.2-14_8)

22 then 30.4

Perrot et al., Haematologica , 2025

Napoli, Royal Hotel Continental « 14-15 Maggio 2026




Teclistamab in RW
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La rivoluzione terapeutica nel linfoma e nel mieloma

FIRST RESULTS OF REALITEC-2: SECOND COHORT OF REALITEC, AN
INTERNATIONAL OBSERVATIONAL RETROSPECTIVE STUDY OF TECLISTAMAB IN
PATIENTS WITH RELAPSED/REFRACTORY MULTIPLE MYELOMA IN ROUTINE

CLINICAL PRACTICE

R. Popat’, K. Uttervall’, K. M. Kortim’, H. Magen', M. Hansson’, T. Shragai’, E. Terpos’, C. T. Hansen’, S.
Manier’"’, H. Gregersen', @.M. Ottestad", C. Touzeau", E. Hatjiharissi'""”’, S. L. Farmer", E. Katodritou", E.
Spanoudakis'’, M. @. Vase", C. Liberatore™*, M. Papathanasiou™, M. K. Angelopoulou’”, E. Clavero™, R. Kittus®,
P. Smirnov”, P. Hu”, D. Santra”, C. Albrecht”, E. Rubio-Azpeitia™, A. Perrot™ on behalf of all the Realitec-2
Investigators

Popat et al., IMS , 2026

Napoli, Royal Hotel Continental « 14-15 Maggio 2026



L Realitec-2

260 pts; Median age 68y (range 40-100) 27% >75y
HR Cytogenetics 36%
EMD 11%
Median prior LOT: 4 (2-14); 31%: 3 or <
24% triple; 7.3 % penta refractory 16% previous BCMA
ORR: 66.5% >/= VGPR: 54.6%
Median time to first response: 1.8 months Median time to best response: 3.6 months
Median DOR: NR Median PFS: 15 months; Median OS: NR
Infections: any grade 62%; 3-4: 26.5% CRS: any grade 55%; 3-4: 1-2%
Anemia: any grade 30%: 3-4: 18.1 Neutropenia: 27%; 3-4: 18%
Thrombocytopenia: any grade 16%; 3-4: 15% Treatment discontinuation due to AE: 10%

Popat et al., IMS , 2026

Napoli, Royal Hotel Continental « 14-15 Maggio 2026



La rivoluzione terapeutica nel linfoma e nel mieloma

Elranatamab in RW (US MM Immunotherapy Consortium)

True EMD

=50% BMPCs

Oligo or non-secretory

21 HRCA

High-risk cytogenetic abnormality at any time

del(17p)
t(4;14)
t(14;16)

gain/amp(1q)

amp(1q)

Prior LOTs
Prior ASCT

Prior CAR-T

28 (22%) Refractory status

15 (18%) Bortezomib refractory
12 (9.4%) Lenalidomide refractory
85 (69%) Pomalidomide refractory

Anti-CD38 refractory
Triple refractory

31 (25%)
Penta refractory
17 (13%) o _
rior BCMA-directed therapy

8 (6.3%)

Most recent BCMA
70 (56%) CAR-T
2 (7.9%) TCE
6.00 {4.'[]0.. Eﬂﬂ} ADC
66 (51%) Trial eligible
54 (42%) Received full dose

Portuguese et al., Blood Cancer J , 2026

Napoli, Royal Hotel Continental « 14-15 Maggio 2026

87 (67%)
110 (85%)
96 (74%)
116 (89%)
118 (91%)
64 (49%)
64 (49%)

54 (84%)
6 (9.4%)
4 (6.3%)
28 (22%)
121 (93%)




Elranatamab in RW
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Elranatamab in RW

ECOG 2+

Prior LOTs

Prior BCMA

True EMD

Baseline Hgb

Baseline LDH

0.1 0.3 1.0 3.0
Adjusted hazard ratios

Portuguese et al., Blood Cancer J , 2026

Napoli, Royal Hotel Continental « 14-15 Maggio 2026
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Portuguese et al., Blood Cancer J , 2026

Napoli, Royal Hotel Continental « 14-15 Maggio 2026



Talqguetamab in RW (US Flatiron Health database)

MonumenTAL-1 All-Treated Analysis Set

MonumenTAL-1 patients (N = 297)
Key trial eligibility criteria:

« Triple-class exposed

» Received =3 prior LOT

« ECOG PS score =2

* eGFR =40 mL/min/1.73 m?

« Hemoglobin =28 g/dL

* Progression on or within 12 months of most recent

LOT or progressed in prior 6 months and refractory
or non-responsive to most recent LOT

= No prior treatment with T-cell redirection therapies,
such as CAR-T cells or bispecific antibodies

Flatiron Health Research Database RW Cohort

Patients in the Flatiron Health multiple myeloma cohort registry
(N =13,320)

v

Patients who were triple-class exposed
(n = 2690)

+

Patients who received =21 treatment after triple-class exposure
(n =1268)

v

RW patients (n = 629; N___. = 1169 eligible LOT)
Key trial eligibility criteria:

Received =3 prior LOT
ECOG PS score <2

eGFR 240 mL/min/1.73 m?
Hemoglobin =8 g/dL

Progression on or within 12 months of most recent LOT or
progressed in prior 6 months and refractory or nonresponsive to
most recent LOT

No prior treatment with T-cell redirection therapies, such as
CAR-T cells or bispecific antibodies

l i l
Patients treated with talguetamab Patients treated with talquetamab T —
g o O ofglg@eiv:sc g Mai:)\aanal sis: n = 629; N > 1169 eli iblZ:- LOTy
Main analysis: n = 143 Main analysis: n = 154 Ye: = Tns 9
USPIl-aligned subgroup analysis: USPIl-aligned subgroup analysis: USPIl-aligned subgroup analysis:
n=100 n =90 n =463; N_,, = 891 eligible LOT

Ye et al., Clin Lymph Myeloma , 2026

Napoli, Royal Hotel Continental « 14-15 Maggio 2026




L Talquetamab in RW

Treatment Regimen, n (%) N—=1169
Daratumumab (== hyaluronidase-fihj), pomalidomide, dexamethasone 62 (5.3)
Elotuzumab, pomalidomide, dexamethasone ob (4.8)
Clinical study drug® 43 (3.7)
Carfilzomib, dexamethasone 42 (3.6)
Carfilzomib, cyclophosphamide, dexamethasone 36 (3.1)
Carfilzomib, pomalidomide, dexamethasone 32 (2.7)
Daratumumab (2= hyaluronidase-fihj), carfilzomib, dexamethasone 2f (2.3)
Belantamab mafodotin-blmtf 23 (2.0)
Bortezomib, selinexor, dexamethasone 23 (2.0)
Elotuzumab, lenalidomide, dexamethasone 22 (1.9)
Daratumumab, dexamethasone 21 (1.8)
Selinexor, dexamethasone 21 (1.8)
Daratumumab, lenalidomide, dexamethasone 19 (1.6)
Pomalidomide, dexamethasone 19 (1.6)
Clinical study drug®, dexamethasone 18 (1.5)
Daratumumab, bortezomib, dexamethasone 18 (1.9)
Dexamethasone 15 (1.3)
Isatuximab-irfc, pomalidomide, dexamethasone 14 (1.2)
Pomalidomide 13 (1.1)
Bortezomib, cyclophosphamide, dexamethasone 12 (1.0)
Daratumumab, bortezomib, pomalidomide, dexamethasone 12 (1.0)
Isatuximab-irfc, carfilzomib, dexamethasone 12 (1.0)
Ixazomib, cyclophosphamide, dexamethasone 12 (1.0)

Ye et al., Clin Lymph Myeloma , 2026
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Talquetamab in RW

Variable, % Observed (Unweighted) Primary Analysis Fully Adjusted Analysis
(Weighted) (Weighted)
MonumenTAL-1, RW Cohort SMD RW Cohort, SMD RW Cohort, SMD
n — 143 n — 1169 Weighted Patient Weighted Patient
Counts® n — 514 Counts® n — 388

Refractory statusP

Triple® 44.8 39.2 0.11 45.3 —0.01 45.3 —0.01

Penta® 31.5 29.9 0.04 31.4 0.00 31.1 0.01

Others 23.8 31.0 —0.16 23.3 0.01 23.6 0.00
Time to progression on last LOT

= 4 months 62.2 52.8 0.19 60.7 0.03 61.3 0.02
Cytogenetic profile

High-risk® 28.7 21.6 0.16 25.9 0.06 24.8 0.09

Standard-risk 63.6 55.5 017 66.1 —0.05 67.2 —0.07

Unknown 7.7 22.9 —0.43 7.9 —0.01 8.0 —0.01
ISS stage

I 43.4 38.5 0.10 43.0 0.01 43 .4 —0.00

1 37.1 322 0.10 3r.r —0.01 37.0 0.00

I 19.6 29.3 —0.23 19.3 0.01 19.6 —0.00
Number of prior LOT

> 4 95.2 55.0 0.0 6.3 —0.02 56.1 —0.02
Years since diagnosis

=6 55.2 24.4 0.66 54.2 0.02 53.6 0.04
Age (years)

= 65 45.5 37.2 017 46.5 —0.02 46.8 —0.03

65-74 39.9 33.5 0.13 38.3 0.03 379 0.04

=D 14.7 29.3 —0.36 152 —0.01 § §ide —0.02
Hemoglobin (g/dL)

> 12 23.1 29.2 —0.14 23.6 —0.01 24.0 —0.02
Prior stem cell transplant

Yes 79.0 57.4 0.48 N/A N/A 79.2 —0.00

Ye et al., Clin Lymph Myeloma , 2026
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ECOG PS
0
1
2
Race
White
Black/African American
Not reported/other
Sex
Male
Type of multiple myeloma
lgG
Light chain
Other

La rivoluzione terapeutica nel linfoma e nel mieloma

30.8
60.1
9.1

89.5
8.4
2.1

54.5

53.1

29.4
17.5

Talquetamab in RW

21.5
56.8
15.7

2.2
11.1
16.7

51.2

08.4

16.7
24.9

0.07
0.07
—0.20

0.45
—0.09
—0.52

0.07

—0.11

0.30
—0.18

N/A

N/A

N/A

N/A

31.8
59.1
N/A 9.0

89.5
8.4
N/A 2.1

N/A 50.4
50.4

213
N/A 17.3

—0.02
0.02
0.00

0.00
—0.00
0.00

—0.02

—0.05

0.05
0.00

Ye et al., Clin Lymph Myeloma , 2026
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Talquetamab in RW: outcomes .

A PFS TINT 0S
100 Talquetamab QW RW 100 Talquetamab QW RW 100 Talquetamab QW RW
n=143 n=1169 n=143 n=1169 n=143 n=1169
PFS, median (95% CI) 75(57:04)  48(4058) TINT, median (95% Cl) 9.1 (78:114)  51(4558) 08, median (95% CI) 34.0 256:NE) 165 (13.2:206)
HR (95% Cl) 0,56 (0.53-0.82) HR (95% CI) 0.67(0.47-0.69) HR (95% Cl) 0.56 (0.42:0.74)
75 J P value <0.001 754 P value <N 001 754 Pvalue <0 001
— Talauetamab — Talquetamab
. -Wuna justed 9 -Rvaunad]usted
.\. — RW-ATT '°_ — RW-ATT X
& 50 . - 50. ................................................................................................. 8- 50.., ..................................................................... E ............
B 5 § |
%54 i 25{ 201 } i
5 ~ Talquetamap
5 — RW unadjusted :
5 ~RWATT ;
| +—r— l+——r 7
0 10 20 30 4() ) 10 20 30 40 0 10 20 30 40
o Months N Months o Months

Ye et al., Clin Lymph Myeloma , 2026
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Melfuflen in RW I

Characteristic N=17 Refractoriness to specific drugs, i (%)
Female, n (%) 8 (47) Lenalidomide 14 (82)
Median age, yvears (range) 71 (59-84) Pomalidomide 15 (88)
65—74years, n (%) 6 (35) Bortezomib 10 (59)
=75 years, n (%) 7 (41) Carfilzomib 12(71)
ECOG 0, n (%) 14 (82) Anti-CD38 17 (100)
ECOG 1, n (%) 3 (18) Exposure to anti-BCM A therapies, n (%) 5(29)
Cytogenetics abnormalities, n (%) Refractoriness to anti-BCM A therapies 5(29)
High-risk® 7 (41) Belantamab mafodotin 3(18)
Standard risk 3 (18) Belantamab mafodotin and teclistamab 1 (6)
MA 7 (41) Ide-cel and teclistamab 1 (6)
EMD, 1 (%) 1(6) Exposure to anti-GPRCS5D BsAbDb, i (%) 1{6)
Median time from diagnosis to treatment, 6(1-23) Refractoriness to anti-GPRCSD, n (%) 1(6)
years (range) Median creatinine clearance, mL/min (range) 69 (11-97)
Median n. of prior treatments (range) 4 (2-11)* > 45mL/min < 60mL/min, n (%) 3 (18)
Prior ASCT, rn (%) 5(29) mL.,/min 3(18)
Double-class refractory, i (%) 17 {100)
Triple-class exposed, n (%) 17 (100)
Triple-class refractory, i (%) 15 (88)
Penta-class refractory, rn (%) 7 (41)

Mancuso et al., Eur J Hematol , 2026
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Melfuflen in RW
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Melfuflen in RW

. T

All grades Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

Hematologic toxicities

Anemia, n (%) 9(53) 1(6) 2(12) 6(35) — —

Neutropenia, n (%) 10 (59) 1(6) — 5(29) 4(24) —

Thrombocytopenia, n (%) 11 (65) 1(6) 1(6) 3(18) 6 (35) —
Nonhematologic toxicities

Fatigue, n (%) 12(71) 7 (41) 4 (24) 1(6) — —

Nausea, n (%) 4 (24) 4(24) — — — —

Vomiting, n (%) 1(6) 1(6) —_ —_ — —

Diarrhea, n (%) — — — — —_ _

Infections, n (%) 7 (41) 1(6) 2(12) 3(18) — 1(6)

SPM, n (%)

Mancuso et al

., EUr J Hematol , 2026

Napoli, Royal Hotel Continental « 14-15 Maggio 2026



L Take Home Messages .

» Third Line therapy lacks efficacy as compared to previous and
subsequent available options

» BCMA targeting: Cilta > Ide. RW data seems to overlap trials

» Bispecifics efficacy likely correlated to overall response and
fitness obtained in third line

> |Innovative chemobased solutions to be considered in the
evolving scenario

Napoli, Royal Hotel Continental « 14-15 Maggio 2026
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