
The big debate: 
CAR-T vs bispecifici nei LNH B cell

aggressivi ed indolenti 
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2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 2025

NHL 773 790 779 789 765 768 811 696 725 556 496

Follicular 102 73 93 105 115 108 99 84 73 46 38

LBCL 347 366 381 349 353 360 368 269 295 200 190

Mantle 162 160 144 161 147 158 190 190 200 176 131

others 162 191 161 174 150 142 154 153 157 134 137
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Autologo: variazione percentuale per tipo di linfoma tra il 2020 e il 2025



2025: CAR-T procedures by disease

Disease Lymphoma
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CAR-T procedures by year (n=2515) 
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2024 vs 2025: + 14%
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23 centri meno di 10 CAR-T in un anno



CD19-Targeted CAR T-Cell as SoC 2L Therapy of LBCL



Liso-cel continued to demonstrate high PFS rates over SOC 
in 2L, with median PFS not reached in the liso-cel arm

9
NA, not available.

Liso-cel 2L

(n = 92)

SOC

(n = 92)

48-month rate

(95% CI)
52.2%

(41.5—62.8)

NA
(NA—NA)

Median (95% CI) 
follow-up

49.4 months
(48.7—50.3)

33.2 months 
(32.9—33.6)6.2 mo (4.3—8.6)

NR (12.6—NR)
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Kamdar M, et al. ASH 2025. Poster number 3710

3-year follow-up results from TRANSFORM
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• NR: not reached
Westin JR, et al. N Engl J Med 2023; 389: 148–157. 1

0

Axi-cel significantly improved overall survival vs. SoC, and median 

OS was not reached at 47.2 months’ median follow-up

mFU: 47.2 months

OS: axi-cel (n=180) 

vs. SoC (n=179)

p=0.03

ZUMA-7

ZUMA-7 - Curative Potential in 2L - Axi-Cel is the first CART product with a statistically
significant OS benefit
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Axi-cel efficacy in transplant eligible an ineligible pts: combined results from ZUMA 7 and ALYCANTE
CAR-T efficacy is confirmed also in 2L DLBCL inelegible patients

Adapted from Houot et al.  presented at ASH 2025, abs#7583

Endpoint Pooled (%) ZUMA-7 (%) ALYCANTE (%)

CMR, mese 3 55,6 51,2 67,7

ORR, mese 12 46,0 46,5 46,0

DOR, mese 12 61,6 60,8 62,1

EFS, mese 24 45,2 45,2 44,6

PFS, mese 24 47,6 46,7 46,8

OS, mese 24 64,9 62,8 70,8

• Efficacy analysis included 178 and 69 leukapheresed patients from ZUMA7 and ALYCANTE 
of which 170 (on 178) and 62 (on 69) received axi-cel 

• Axi-cel delivers similar outcomes regardless of ASCT-eligibility in second line R/R LBCL



ZUMA-1: curative potential with axi-cel in 3L+ R/R DLBCL

2L: second line; 3L+: third line or later; DLBCL: diffuse large B-cell lymphoma; LREFS: lymphoma-related event-free survival; mFU: median follow-up; 
ORR: objective response rate; OS: overall survival; R/R: relapsed/refractory; Y: year.
1. Neelapu SS, et al. Blood. 2023;141:2307–2315; 2. Neelapu SS, et al. ASH 2023 (Abstract 4864; poster).

curative 
potential in 3L+ R/R DLBCL

Approx.

4/5
patients who responded 
and are alive at 5 years after 
axi-cel are potentially 
cured.

Axi-cel
patients

(%)

Time 
(months)

mFU: 63.1 months

Exploratory, long-term 
survival assessment of 
axi-cel in patients with 
R/R DLBCL (N=101)1,2

Primary endpoint: 
ORR = 83%1

ZUMA-1 3L+



ZUMA1: Duration of Complete Response (DoCR)

• Adapted  Neelapu et al. Blood 2023 and Suppl Mat.

Duration of Response by Complete Response at or After Week 4 Postinfusion

This figure shows Kaplan-Meier estimates of DOR in treated patients with LBCL (n=101) in Cohorts 1 and 2 of phase 2 who had a
complete response to axi-cel, either at the week 4 disease assessment or afterward. Axi-cel, axicabtagene ciloleucel; CR,
complete response; DOR, duration of response; LBCL, large B-cell lymphoma; NE, not estimable.



• 2L axi-cel delivered high rates of survival, with 54.6% 
of patients alive at 4 years

QoL recovery was faster for patients receiving axi-cel vs. SoC treatment

Prespecified MMRM analysis including variables for treatment, time, and treatment by time interaction (primary analysis) 

and controlled for response to 1L therapy (primary refractory, relapse ≤6 months vs. >6 and ≤12 months of 1L therapy) and 

age-adjusted IPI (0–1 vs. 2–3)

1L: first-line; 2L: second-line; ASCT: autologous system cell transplantation; EORTC QLQ-C30: European Organisation for 

Research and Treatment of Cancer Quality of Li fe Questionnaire-Core 30; HDCT: high-dose chemotherapy; IPI: International 

Prognostic Index; mFU: median follow-up; MID: minimally important difference; MMRM: mixed model for repeated 

measures; QoL: qual ity of life; R/R LBCL: relapsed or refractory large B-cell lymphoma; SoC: standard of care.

Elsawy M, et al. Blood 2022; 140:2248–2260.

mFU: 24.9 months

Phase 3, randomised, 

multicentre trial of 

axi-cel vs. SoC (chemo 

+ HDCT ± ASCT) as 2L 

treatment in patients 

with R/R LBCL (N=359)

EORTC QLQ-C30 

(prespecified secondary 

outcome):

Axi-cel vs. SoC 

(N=296)

*p<0.05

ZUMA-7 2L
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SoC time to recovery

Axi-cel time to recovery

*
* SoC

Axi-cel

Axi-cel 165 163 146 110 88 79 67

SoC 130 125 62 56 40 33 26

EORTC QLQ-C30 

Global health status/QoL

Estimate (95% CI)

SoC time to recovery

Axi-cel time to recovery

*
*

164 163 146 109 88 79 67

131 126 64 56 40 33 26

EORTC QLQ-C30 

Physical functioning

Estimate (95% CI)

SoC

Axi-cel
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CIBMTR US

Lee et al. ASH2024

In this large real world study where 446 pts had been treated with axi-cel as 2L, about half of
patients (52%) would have been ineligible for ZUMA-7.
Despite a broader patient population beyond the ZUMA-7 trial, effectiveness and safety outcomes
at median follow-up of 12 months were consistent with those observed in ZUMA-7

N = 446 pts

48% ZUMA7-eligible

49% ZUMA7-inelegible

mFU: 12.0 mo

April 2022 - July 2023

US CIBMTR RW

o Among all patients, the 12-month EFS rate was 53%
o 12-month  EFS: 48% in ZUMA-7 ineligible patients
o 12-month  EFS : 58% in ZUMA-7 eligible patients

o Among all patients, the 12-month EFS rate was 53%
o 12-month  OS: 62% in ZUMA-7 ineligible patients
o 12-month  OS : 80% in ZUMA-7 eligible patients

Real World Data confirm pivotal outcomes for CAR-T in 2L 



Real-world outcomes for lisocabtagene maraleucel in patients with 
relapsed or refractory large B-cell lymphoma

Crombie JL,.et al Blood. 2026 Mar 3



Oluwole OO, et al.. Blood Cancer J. 2024 ( Adapted)



Oluwole OO, et al.. Blood Cancer J. 2024 ( Adapted)





16 trial con 1347 pazienti con DLBCL r/r trattati in ≥3L

Kim et al. (Blood 2024; 144:629-638), 



Kim et al. (Blood 2024; 144:629-638), 



Kim et al. (Blood 2024; 144:629-638)



Kim et al. (Blood 2024; 144:629-638)



Kim et al. (Blood 2024; 144:629-638) 



Cosa abbiamo: la meta-analisi Kim et al., Blood 2024

• CR rate poolato: 0.51 (95% CI 0.46-0.56) per CAR-T vs 0.36 (0.29-0.43) per bispecifici (p<0.01)

• PFS a 1 anno: 0.45 per CAR-T vs 0.37 per bispecifici (p=0.02)

• CRS G≥3 e ICANS G≥3 significativamente più frequenti nel braccio CAR-T.

Limiti metodologici

• eterogeneità delle popolazioni (diverso numero di linee pregresse, proporzione di double-hit, bridging

diversity)

• follow-up diverso tra i trial dei due gruppi, 

• la maggioranza dei pazienti nei bracci bispecifici erano già stati esposti a CAR-T

• La multivariata ha confermato la superiorità del CAR-T con aggiustamento per proporzione di DHL, e la 

superiorità persisteva anche nel sottogruppo CAR-T naïve nel braccio bispecifici (CR 0.37, 0.32-0.43).
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Every 2 weeks for 24 weeks

85%
Patients
discontinued2

How many patients completed epcoritamab monotherapy in the 3L 
clinical trial?
• Dose 

expansion 
cohort of 
EPCORE 
NHL-1:1

• mFU: 30.6 months2

• Phase 1/2, 
single-arm, 
open-label 
trial of 
epcoritamab
in patients 
with R/R 
LBCL and ≥2 
prior 
therapies 
(N=157)1

• aDecision due to investigator assessment that maximum clinical benefit was obtained.
• 3L: third-line; AE: adverse event; mFU: median follow-up; PD: progressive disease; PR: partial response; 

R/R LBCL: relapsed/refractory large B-cell lymphoma. 
• 1. Thieblemont C, et al. J Clin Oncol. 2023;41:2238–2247; 2. Karimi Y, et al. ASCO 2024; Abstract 7039 (poster presentation).

• Epcoritamab treatment continues until disease progression, 

• at 30.6 months mFU, 85% of patients had discontinued

Weeks

Cycle
4 weeks

Epcoritamab
subcutaneous

injection

Until disease 
progression

1 2 3

Once a week for 12 weeks

10

Monthly

Reasons for 

discontinuation2

▸PD: n=90

▸AE: n=23
▸Allo-transplantation: n=7

▸Subject withdrawal: n=6
▸Maximum clinical benefit:a n=1

▸Other: n=6

‡

d15 Time to full dose

d40 Time to response



How many patients completed glofitamab monotherapy in 
the 3L clinical trial?

• Dose 
expansion 
cohort of 
NP30179:

• Phase 2, open-
label, 
interventional 
trial of 
glofitamab
monotherapy 
in patients 
with R/R LBCL 
and ≥2 prior 
therapies 
(N=155)a

• aOne patient was enrolled in error (was not screened) and did not receive study treatment. bInpatient infusion 
occurs once every 7 days in Cycle 1. cCombined treatment group including patients who had received either 
corticosteroid or dexamethasone pretreatment.

• 3L, third-line; AE: adverse event; mFU: median follow-up; PD: progressive disease; 
R/R LBCL: relapsed/refractory large B-cell lymphoma; SUD, step-up dosing. 

• 1. Dickinson MJ, et al. N Engl J Med. 2022; 387:2220–2231 (incl. suppl. appendix).  

• Treatment with glofitamab continues for up to ~8.5 months, 
in the clinical trial only one in four patients completed 
treatment

2 3 4 5 6 7 8 9 10 11 12

1 1 1 1 1 1 1 1 1 1 1

Glofitamab Glofitamab Glofitamab Glofitamab Glofitamab Glofitamab Glofitamab Glofitamab Glofitamab Glofitamab Glofitamab

Day

Cycle
21 days

Intravenous
infusion 

▸PD: n=63

▸Death: n=10
▸AE: n=11

▸Physician decision: n=9

▸Subject withdrawal: n=5

▸Other: n=9
▸Protocol deviation: n=1

Reasons for 

discontinuationb

70%
Patients
discontinuedc

1

1b

8 15

Glofitamab (SUD)

Glofitamab (SUD)

Obinutuzumab

‡

d21

d42

Time to full dose

Time to best response



Dati RW in 3L+ 
(Epcoritamab – Glofitamab)



How do the real-world BsAbs effectiveness compare vs clinical trials?

• NP30179 mFU: 32 
monthsa

• Phase 2 trial of 
glofitamab monotherapy 
(N=155)1,b

• REALBiTE RWE mFU: 5 
months

• Retrospective multicentre 
study of epcoritamab
(n=139) and glofitamab
(n=70)2

• UK RWE mFU: 9.9 
months

• Retrospective analysis of 
glofitamab (n=217) and 
epcoritamab (n=113); 
(N=330)3

• CUBIC mFU: 5.6 months 
Retrospective analysis of 
glofitamab (N=69)4

• CUP Germany, Austria, 
Switzerland mFU: 5 
months

• Retrospective analysis of 
glofitamab (N=70)5

• EPCORE NHL-1 mFU: 20 
monthsa

• Phase 1/2 trial of 
epcoritamab (N=157)6

• CUBIC mFU 12.9 months 
Retrospective analysis of 
epcoritamab (N=54)7

• R espo nse s cann ot  be d ire ctl y com pa red  acr oss c linica l tr ials  d ue  t o d iff ere nce s i n stu dy d esign  a nd  p at ient  po pu lat ion . 
aDose expa nsion  c ohor t; bOne pa tient  was enr olled  i n err or (wa s not sc ree ned)  a nd did  n ot r eceive  s tudy t rea tme nt.  
c>2  c ycles of  glof itam ab or  epco rita mab .3

• 2L:  s econ d-line ; 3L: th ird-line ; Bs Ab: bisp ecifi c ant ibody; CR : co mple te re spon se; CUP: co mpa ssiona te us e pat ient p rogr am;  mF U: m edian  f ollow-up ; ORR : over all re spon se rat e; R-Gem Ox: ri tuxim ab-gem cita bine -oxali platin ; R/ R LB CL: re lapsed /re fra cto ry large  B-ce ll l ym pho ma.
• 1. Hu tchin gs M, et  al. AS H 2023 ; (Ab str act 4 33, or al);  2 . Br ooks TR , et  al. AS H 2024 ; (Ab str act 1 11);  3 . Haynes E , et  al. ICML 20 25; ( Abst rac t 326 , post er) ; 4. Sh ouse G, et  al. ICML 20 25; ( Abst rac t 671 ); 5. Sh umilo v E, et  al. Bl ood A dv. 20 25; 9: 3865 –38 77; 6.  Ka rim i Y , et  al. AS CO 202 3; (A bstr act  7 525,  post er);  7 . Bo ck AM , et  al. ICML 20 25; ( Abst rac t 667 ).

• With a broader patient population, real world data suggests lower CR rates with 
glofitamab and epcoritamab in R/R LBCL compared with clinical trials

EPCORE NHL-1 

(N=157)6
39
CR

63
ORR

NP30179 

(N=155)1
40
CR

52
ORR

Glofitamab (%)

REALBiTE

(n=70)2

25
CR

53
ORR

REALBiTE

(n=139)2

23
CR

49
ORR

BsAbs trials + RW 3L+

Epcoritamab (%)

UK RWE  

(n=166)3c

31
CR

55
ORR

UK RWE 

(n=59)3c

31
CR

53
ORR

CUBIC 

(n=69)4

32
CR

52
ORR

CUBIC 

(n=54)7

28
CR

46
ORR

CUP 

(n=70)5

27
CR

47
ORR



Blood Adv (2025) 9 (23): 6063–6075.



DLBCL — Quando CAR-T, Quando Bispecifici: Guida Clinica

Scenario / Paziente →  CAR-T →  Bispecifici Nota

Fit, ≥2L, centro JACIE, malattia stabile
PRIMA SCELTA

axi-cel o liso-cel
Alternativa se non

eligibile

CR+OS superiore. Plateau 
documentato. Bridging 
accettabile.

High-risk early relapse (< 12m da 1L) o 
refrattario a R-CHOP

PREFERITO
liso-cel/axi-cel in 2L

Solo se non
eleggibile CAR-T

TRANSFORM: EFS 1yr 44% 
vs 24% SoC. liso-cel 
approvato in 2L.

Malattia rapidly progressive
non permette bridging 4-8 sett.

Non praticabile
(lead-time troppo lungo)

PRIMA SCELTA
Risposta rapida C1-2

Epcoritamab/glofitamab: 
risposta in 4-6 settimane. 
Ponte verso CAR-T.

Anziano ≥70aa o comorbidità
(cardiaca, neurologica, cognitiva)

ICANS 10-32%
rischio inaccettabile

PRIMA SCELTA
ICAN <2%, ambulat.

Profilo tossicità favorevole. 
No requisito caregiver. 
Setting spoke.

PS ECOG ≥2 o fragilità
non candidabile a ricovero

Non eleggibile
standard

PRIMA SCELTA
Trial registrativi bispec 
includono PS2. Step-up 
ambulatoriale.

≥3L post-2 linee compreso
CAR-T failure

Già eseguito o
non ripetibile

PRIMA SCELTA
ORR ~30-40%

Nessuna cross-resistenza 
completa. Attività 
preservata post-CD19 CAR-
T.

Bridging verso CAR-T durante
attesa manifattura

In attesa
OPZIONE

come bridge

Dati rassicuranti su CD19 
downregulation (<5% 
impatto clinico).

Double-hit/triple-hit lymphoma
(MYC + BCL2/BCL6)

PREFERITO
CR rate documentato

Attivo ma dati limitati
in DHL

Meta-regressione Kim 2024: 
vantaggio CAR-T persiste in 
DHL.

No accesso a centro JACIE
o in area geograficamente remota

Non disponibile
praticamente

UNICA OPZIONE
praticabile

Bispec erogabili in centri 
spoke. Riduzione gap di 
accesso.

NCCN v2.2024: axi-cel/liso-cel raccomandati in 2L DLBCL HR; epcoritamab/glofitamab in ≥3L · No head-to-head RCT disponibile



STARGLO trial in 2L+
e sottopopolazioni



• aRelapsed disease: recurrence following a response that lasted ≥6 months after completion of the last l ine of therapy; refractory disease: disease that did not respond to, or that progressed <6 months after completion of the last line of therapy. bGemcitabine 1000 mg/m2 and oxaliplatin 100 mg/m2. 
In Cycle 1, obinutuzumab pre-treatment was administered on Day 1, GemOx on Day 2, followed by Glofit 2.5 mg on Day 8 and Glofit 10 mg on Day 15. In Cycles 2-8, Glofit 30 mg and GemOx were administered on Day 1. cRituximab 375 mg/m2. 

STARGLO: Glofitamab plus gemcitabine and oxaliplatin (Glofit-GemOx) in patients with 
R/R DLBCL

Key eligibility criteria

• R/R DLBCL NOS 

after ≥1 prior 

systemic therapy

• Patients with one 
prior line must be 

transplant ineligible 

• ECOG PS 0–2

Stratification factors

• Relapsed vs 

refractory diseasea

• 1 vs ≥2 prior lines of 

therapy

R 2:1

R-GemOxc (n=91)

Administered on 

Day 1 of each cycle 

Glofitamab

30 mg 

administered 

on Day 1 

of each cycle

Cycles 1–8

(21-day cycles)

Cycles 9–12

Glofit-GemOxb (n=183)

Step-up dosing in 

Cycle 1, 30 mg 

administered on 

Day 1 from Cycle 2 

onwards

Characteristic, n (%) unless otherwise 
stated

R-GemOx
n=91

Glofit-GemOx 
n=183

Median age (range) 69 (20–84) 68 (22–88)
Age ≥65 years 57 (62.6) 116 (63.4)

Race

Asian 51 (56) 86 (47.0)
White 33 (36.3) 82 (44.8)
Black or African American 1 (1.1) 2 (1.1)
Unknown 6 (6.6) 13 (7.1)

Number of prior lines of therapy: 1 / ≥2 57 (62.6) / 34 (37.4) 115 (62.8) / 68 (37.2)
R/R status to last therapy: relapsed / 
refractory 37 (40.7) / 54 (59.3) 71 (38.8) / 112 (61.2)

Primary refractory 47 (51.6) 106 (57.9)

ECOG PS: 0 or 1 / 2 (n=88)
80 (90.9) / 8 (9.1)

(n=180)
160 (88.9) / 20 (11.1)

Bulky disease (≥10 cm)
(n=90)

14 (15.6)
(n=183)

23 (12.6)
Prior CAR T-cell therapy 8 (8.8) 14 (7.7)

Abramson J, et al. ASCO 2025 (Abstract 7015; poster presentation)

Study design Baseline patient characteristics

Some high-risk patients, such as those with HGBCL, DH and TH LBCL, were excluded from the study

PRIMARY REFRACTORY disease was defined as disease that did not respond to, or that progressed within 

6 months after completing therapy



Estratto criteri di inclusione STARGLO trial

Supplement to: Abramson JS, Ku M, Hertzberg M, et al. Glofitamab plus gemcitabine and oxaliplatin (GemOx) versus rituximab-GemOx for relapsed or refractory diffuse large B-cell lymphoma (STARGLO): a global phase 3, randomised, open-label trial. Lancet 

2024; 404: 1940–54.

Obinotuzumab

Glofitamab

Gemox

C1
21 days

C9-12
Every 21 days

C2-8
Every 21 days

Step-up 1

2,5 mg

Step-up 2

10 mg

Full-dose

30 mg

D1 D8 D15 D1 D1



Available from: https://www.fda.gov/media/186557/download

STARGLO: Glofitamab plus gemcitabine and oxaliplatin (Glofit-GemOx) in patients 
with R/R DLBCL



Available from: https://www.fda.gov/media/186557/download

STARGLO: Glofitamab plus gemcitabine and oxaliplatin (Glofit-GemOx) in patients 
with R/R DLBCL



Available from: https://www.fda.gov/media/186557/download

STARGLO: Glofitamab plus gemcitabine and oxaliplatin (Glofit-GemOx) in patients 
with R/R DLBCL



Available from: https://www.fda.gov/media/186557/download

STARGLO: Glofitamab plus gemcitabine and oxaliplatin (Glofit-GemOx) in patients 
with R/R DLBCL



I punti chiave sono tre: i pazienti asiatici 
erano più giovani e più fit (molti erano ASCT-
ineleggibili solo perché rifiutavano il 
trapianto, non per comorbidità), il braccio di 
controllo con rituximab + GemOx era 
intrinsecamente più debole in Asia per 
scarsità di terapie salvage alternative, e c'era 
uno squilibrio prognostico nel braccio 
glofitamab americano (più malattia 
primariamente refrattaria). Nessuna 
spiegazione farmacocinetica è stata 
identificata.

STARGLO — perché i pazienti asiatici vanno meglio?







Efficacia Comparata nel FL r/r — Dati dei Trial Chiave

Dati aggiornati 2024-2025 · Confronto indiretto (nessun RCT head-to-head disponibile)

CAR-T cells — anti-CD19

Trial / Agente Linee N ORR CR PFS med. DOR med.
FU 

med.
Schema / Setting

Axi-cel  ZUMA-5 ≥3L 104 92% 74%
NR 

(≥38m)
NR 38m Infusione singola IV · ricovero req.

Tisa-cel  ELARA ≥3L 97 86% 69% NR NR 24m Infusione singola IV · ricovero req.

Liso-cel  TRANSCEND FL ≥2L* 94 97% 94%
NR 

(~17m)
NR 17m

Infusione singola IV · ricovero req.  
(*POD24)

Anticorpi Bispecifici — CD20×CD3

Trial / Agente Linee N ORR CR PFS med. DOR med.
FU 

med.
Schema / Setting

Mosunetuzumab  GO29781 ≥2L 90 78% 60% 24.0m 46.4m 49m
FISSO 8 cicli IV · ambulatoriale · 

recovery B-cell a 18m

Epcoritamab  EPCORE FL ≥2L 128 82% 63% 17.9m 22.8m 17m
Continuo fino a PD · sottocutaneo · 

ambulatoriale

Odronextamab  ELM-2 ≥2L 95 80% 73% 20.7m 22.6m 20m
Continuo fino a PD · IV endovena 

(approv. EMA)
PI3K Inibitori — status regolatorio 2025

Trial / Agente Linee N ORR CR PFS med. DOR med.
FU 

med.
Schema / Setting

Copanlisib  CHRONOS-1 ≥2L 104 59% 14% 11.2m 12.7m —
IV day-hosp. 3/4 sett. · unico PI3Ki 

rimasto (USA)

Idelalisib / Duvelisib / 
Umbralisib

— — — — — — —
RITIRATI — morti da infezioni e 

colite autoimmune fatale

NR=Not Reached · FU=follow-up · PD=progressione · DOR=Duration of Response · Fonte: trial registrativi + ASH 2024 update (mosunetuzumab 4yr FU)











CAR-T nel FL: il confronto indiretto

• 12 studi (7 CAR-T, 5 BsAb) in FL r/r, fornisce la migliore stima indiretta disponibile

• ORR 93% e CRR 82% per CAR-T vs ORR 82% e CRR 67% per BsAb (p=0.0002 e p=0.005)

• Nei pazienti con POD24, la CRR era 75% per CAR-T vs 69% per bispecifici (p=0.56 — non 

significativo). 

• La PFS a 6 mesi, 1 anno e 3 anni era rispettivamente 85%, 74%, 54% per CAR-T vs 74%, 62%, 

42% per bispecifici (p=0.006).

Il dato sul POD24 è cruciale: la differenza di CR rate scompare, il che suggerisce che nei pazienti ad 

alto rischio la scelta tra le due strategie sia molto più sfumata di quanto appaia guardando solo le 

coorti generali.





FL r/r — Quando CAR-T, Quando Bispecifici: Guida Clinica

Basato su Russler-Germain & Bartlett ASH 2024 · GELTAMO 2025 · meta-analisi He et al. Front Immunol 2025

Scenario / Paziente →  CAR-T →  Bispecifici Nota

FL ≥3L, fit, JACIE disponibile
PREFERITO

axi-cel o tisa-cel
Alternativa se
non eleggibile

CR 82% CAR-T vs 67% 
bispec. Plateau PFS a 38m.

FL ≥2L, POD24 ad alto rischio
PREFERITO

liso-cel (2L)
Equivalente in POD24
(CR 75% vs 69%, p=ns)

CR non differisce 
significativamente in POD24 
(meta-analisi).

HT (trasformazione istolocica)
accertata o sospetta

PRIMA SCELTA
potenziale curativo

Solo se non
eleggibile CAR-T

Curabilità nel DLBCL 
documentata. Dati bispec in 
HT assenti.

Anziano / comorbidità
rischio ICANS elevato

ICANS 11-19%
non accettabile

PRIMA SCELTA
ICAN <1%, ambulat.

Profilo tossicità nettamente 
favorevole. No caregiver 
30gg.

Schema time-limited
preferito dal paziente

Sì — singola infusione
MOSUNE

8 cicli fissi IV

Mosune: unico bispecifico a 
schema fisso. DOR 46.4m a 
4yr FU.

Malattia indolente stabile,
nessuna urgenza

PREFERITO
efficacia superiore

Valida alternativa
se no JACIE

Decisione condivisa 
paziente-clinico su logistica 
vs efficacia.

Refrattario a PI3Ki
(idelalisib, copanlisib, etc.)

Attivo ma
dati limitati

PRIMA SCELTA
ORR 88.9% post-PI3Ki

Epco post-PI3Ki: sottopop. 
con risposta più elevata 
osservata.

Post-CAR-T failure Già eseguito
PRIMA SCELTA

nessuna cross-resistenza

Mosune post-CAR-T: ORR 
100%/CR 50% in piccola 
serie (n=4).

No accesso JACIE
o area remota

Non disponibile
praticamente

UNICA OPZIONE
Bispec erogabili in spoke. 
Epco SC: minima 
infrastruttura.
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