
Ruolo e timing dei bispecifici
DR. GREGORIO BARILA’

U.O.C. Ematologia
Ospedale San Bortolo (Vicenza)



Disclosures of Gregorio Barilà

Company name
Research
support Employee Consultant Stockholder Speakers bureau Advisory board Other

Johnson & Johnson X X X

Amgen X

Pfizer X X X

BMS X

Sanofi X X X

Menarini Stemline X X



Weisel K. et al, IMS, 2023

• 100% pazienti triplo-esposti
• 75.3% triplo refrattari
• Mediana di precedenti linee di terapia=4

PROGNOSI DEI PAZIENTI TCE/TCR
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LINEE GUIDA EHA/EMN

Dimopoulos M.A. et al, Nat Rev Oncol. 2025



TECLISTAMAB /MAJESTEC-1

Popat R. et al, IMS, 2024

Characteristic N=165
Age (years), median (range) 64 (33–84)
Male, n (%) 96 (58.2)
Race, n (%)

White 134 (81.2)
Black/African American 21 (12.7)
Asian 3 (1.8)
Other 7 (4.2)

EMD,a n (%) 28 (17.0)
High-risk cytogenetics, n/N (%) 38/148 (25.7)
ISS stage, n/N (%)

I 85/162 (52.5)
II 57/162 (35.2)
III 20/162 (12.3)

Time since diagnosis (years), median (range) 6.0 (0.8–22.7)
Number of prior LOT, median (range) 5 (2–14)
Prior stem cell transplant, n (%) 135 (81.8)
Exposure status, n (%)

Triple-classb 165 (100)
Penta-drugc 116 (70.3)

Refractory status, n (%)
Anti-CD38 mAb 148 (89.7)
Triple-classb 128 (77.6)
Penta-drugc 50 (30.3)



Popat R. et al, IMS, 2024; Van de Donk N et al, ASCO, 2023

TECLISTAMAB /MAJESTEC-1
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ELRANATAMAB /MAGNETISMM-1

Lesokhin A. et al, Nat. Med., 2023
MRD negativity 91% (10-5)*



ELRANATAMAB /MAGNETISMM-1

Tomasson M. et al, Hemasphere 2024



Bumma N. et al, JCO, 2024

LINVOSELTAMAB/LINKER-MM1



LINVOSELTAMAB/LINKER-MM1

Bumma N. et al, JCO, 2024



TALQUETAMAB/MONUMENTAL-1

Touzeau C. et al, ASH 2023; Chari A. et al, Lancet Haematol, 2025

0.4 mg/kg SC QW and
0.8 mg/kg SC Q2W 

(n=162)
Characteristic

64.5 (42–81)Age (years), median (range)

93 (57.4)Male, n (%)

48 (29.6)Extramedullary plasmacytomas ≥1,a n (%)

38 (27.5)High-risk cytogenetics,b n (%)

5 (2–17)Prior LOT, median (range)

Exposure status, n (%)

162 (100)Triple-classc

117 (72.2)Penta-drugd

20 (12.3)Belantamab

Refractory status, n (%)

122 (75.3)Triple-classc

47 (29.0)Penta-drugd

154 (95.1)To last prior LOT



Touzeau C. et al, ASH 2023; Chari A. et al, Lancet Haematol, 2025

TALQUETAMAB/MONUMENTAL-1

PFS

DOR

mPFS=7.5 months

mPFS=11.2 months mPFS=7.7 months

mDOR=9.5 months

mDOR=16.9 months



CILTACEL IDECEL

Cohen AD. et al, Blood, 2023; Ferreri CJ et al, BCJ, 2023

ANTI-BCMA CAR-T AFTER ANTI BCMA TREATMENT



TALQUETAMAB- BRIDGING THERAPY

Dhakal B. et al, Blood, 2025



ANTI-BCMA BsAb AFTER ANTI-BCMA TREATMENT

Touzeau C. et al Blood, 2022; 
Nooka AJ. et al, ASCO, 2023



TALQUETAMAB AFTER ANTI-BCMA TREATMENT
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Jakubowiak A.J. et al ASH, 2023

Eligibility criteria

Phase 1: 
• Measurable MM
• Intolerant to or progressed 

on established therapies
• ECOG PS ≤1 

Phase 2:
• Measurable MM
• ≥3 prior LOT (≥1 PI, ≥1 IMiD, 

and ≥1 anti-CD38 mAb)
• ECOG PS ≤2

TCR naive:
0.4 mg/kg SC QW

Prior TCR:
0.4 mg/kg SC QW or 
0.8 mg/kg SC Q2W

TCR naive:
0.8 mg/kg SC Q2W

Prior BCMA ADC 
allowed

(n=143)

Prior BCMA ADC, 
CAR-T, and/or BsAb 

allowed

(n=70)

Prior BCMA ADC
allowed

(n=154)



DEBULKING PRE-BISPECIFICO

Chalopin T. et al, BCJ, 2025
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TAL+DARA±POMA/TRIMM-2
Talb

SUD followed by 
0.4 mg/kg SC QW or
0.8 mg/kg SC Q2W
May change schedule 
from QW to Q2W after 

cycle 4 if in PR and from 
Q2W to Q4W after cycle 8 

if in VGPR

Pom
2 mg PO

Starting cycle 2

May be reduced 
in response to

hematologic AEs

+ +Key eligibility criteria

• MM per IMWG 
• ≥3 prior LOTa or double 

refractory to PI and IMiD
• Permitted:

• Anti-CD38 mAb >90 days 
and IMiD >7 days prior

• Refractory to anti-CD38 
mAb

• Prior bispecific antibody 
or CAR-T exposure Key objectives

• Safety and antitumor activity

Bahilis N. et al, EHA, 2023; Bahilis N. et al, IMS, 2024

Tal 0.8 mg/kg 
Q2W

+ dara + pom
(n=59)

Tal 0.4 mg/kg 
QW

+ dara + pom
(n=18)

Characteristic 

6 (1–17)6 (3–11)Prior LOT (n), median (range)

50 (84.7)16 (88.9)Prior stem cell transplantation, n (%)

55 (93.2)
59 (100.0)
55 (93.2)
41 (69.5)
40 (67.8)
19 (32.2)
17 (28.8)
12 (20.3)

17 (94.4)
18 (100.0)
17 (94.4)
12 (66.7)
13 (72.2)
5 (27.8)
6 (33.3)
3 (16.7)

Prior therapies, n (%)
Anti-CD38
IMiD
Triple classd

Penta druge

BCMA-targeted therapy
CAR-T
Bispecific antibodyf

ADC

49 (83.1)
45 (76.3)
45 (76.3)
20 (33.9)
22 (37.3)
53 (89.8)

15 (83.3)
13 (72.2)
15 (83.3)
4 (22.2)
7 (38.9)

17 (94.4)

Refractory status, n (%)
Anti-CD38g

Pom
Triple classd

Penta druge

Any prior bispecific antibody
To last line of therapy



TAL+DARA±POMA/TRIMM-2

Bahilis N. et al, EHA, 2023; Bahilis N. et al, IMS, 2024
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No. at risk

Tal 0.8 mg/kg Q2W
+ dara + pom

(n=59)

Tal 0.4 mg/kg QW
+ dara + pom

(n=18)
Parameter 

17.5 
(0.2–37.7)

15.8 
(3.2–37.9)

Median (range) 
follow-up, months

20.3 
(7.9–NE)

15.4 
(11.5–27.5)

Median PFS, months 
(95% CI) 

61.1 
(47.1–72.4)

62.7 
(35.1–81.3)

12-month PFS, %
(95% CI) 



REDIRECTT-1

Cohen YC et al, IMS, 2024

Tal 0.8 mg/kg + tec 3.0 mg/kg Q2W
(dose level 5)

Phase 1 dose escalation

RP2R

Tal 0.2 mg/kg + tec 0.75 mg/kg QW
(dose level 1)

Tal 0.2 mg/kg + tec 1.5 mg/kg QW
(dose level 2)

Tal 0.4 mg/kg + tec 1.5 mg/kg QW
(dose level 3)

Tal 0.8 mg/kg + tec 1.5 mg/kg Q2W
(dose level 4)

+ Step-up 
dosing

All doses 
(N=94)

RP2R 
(n=44)Characteristic 

4.0 (1–11)4.0 (2–10)Median prior LOT, n (range)

18 (19.1)
4 (4.3) 
7 (7.4)

27 (28.7)
94 (100.0)
61 (64.9)

5 (11.4)
2 (4.5)
2 (4.5)
9 (20.5)

44 (100.0)
28 (63.6)

Exposure status, n (%)
Belantamab mafodotin
CAR-T therapyd

Bispecific antibodye

Any BCMA-directed therapy
Triple-class
Penta-drug

85 (90.4)
91 (96.8)
93 (98.9)
81 (86.2)
31 (33.0)
87 (92.6)

41 (93.2)
41 (93.2)
43 (97.7)
37 (84.1)
13 (29.5)
39 (88.6)

Refractory status, n (%)
Proteasome inhibitor
Immunomodulatory drug
Anti-CD38
Triple-class
Penta-drug
To last line of therapy

2,3 4,0
12,5

25,0
28,0

27,8

25,0

22,7
20,0 22,2

12,5

29,5 24,0

11,1 6,3
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REDIRECTT-1- Phase 2

Kumar S.et al, EHA, 2025



REDIRECTT-1- Phase 2

Kumar S.et al, EHA, 2025
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<6 months2
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BCMA+

myeloma cell

GPRC5D+

myeloma cell

T-cell activation
(CD69, CD25)

Cytokine secretion
(IFN-γ, IL-2, TNF-α)

Perforin/granzymes
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cell death

Popat R. et al, EHA, 2025

TRISPECIFICO ANTI-CD3/BCMA/GPR5D



Popat R. et al, EHA, 2025

TRISPECIFICO ANTI-CD3/BCMA/GPR5D



TEC-DR/TAL-DR : MAJESTEC-7

Touzeau C. et al, ASCO, 2024



ELRA-DRD /MAGNETISMM-6

Dimopoulos MA et al, EHA, 2025 



Arm A (n=10):  
Tec (1.5 mg/kg QW)-DR 

Arm A1 (n=20):  
Tec (3 mg/kg Q4W)-DR

Arm B (n=19):  
Tec (3 mg/kg Q4W)-DVR

Induction (6 × 28-day cycles)aKey eligibility 
criteria:

• TE NDMM
• ECOG PS score 

of 0-2
• Aged 18-70 years

Primary endpoints:
• AEs, SAEs

Select secondary 
endpoints:
• MRD negativity 

(10–5 and 10–6)
• ORR
• ≥CR
• ≥VGPR
• Stem cell yield

H
D

T 
+ 

A
S

C
T

Tec-Dd

Maintenanceb,c (× 18 cycles)

C6C5C4C3C2C1

MRD MRD

MRD 10–5 via NGF

MRD 10–6 via NGS

MAJESTEC-5/ GMMG-HD10/DSMM-XX

MRD: 10-6 (NGS) 

Raab MS et al, IMS, 2025



MAJESTEC-4/EMN30
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Cohort 1:
Tec (QW à Q4W)-Len (N=32)
Median follow-up: 21.1 mo

Cohort 2:
Tec (Q4W)-Len (N=32)

Median follow-up: 9.2 mo

Cohort 3: 
Tec (Q4W) (N=30)

Median follow-up: 9.2 mo

sCR
CR
VGPR
PR

37.6% 100% à 25.0% 90.6% à 33.3% 93.3% à≥CR rate

Zamagni E. et al, ASH, 2024



CONCLUSIONI

• Anticorpi bispecifici rappresentano insieme ai CAR-T la terapia di prima scelta nei pazienti
TCE/TCR

• Importante un sequencing adeguato
- Talà CAR-T anti BCMA
- BsAbà BsAb (adeguato intervallo libero)

• Futuro degli anticorpi bispecifici:
- studi di combinazioneà TEC+TAL, anticorpi trispecifici
- terapia di prima linea (mantenimento)


