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Introduction: Second Generation anti CD19 CAR T-cell Therapy

Axicabtagene Ciloleucel Tisagenlecleucel Lisocabtagene Maraleucel

Construct CD19 scFV-CD28-CD3z CD19 scFV-41BB-CD3z CD19 scFV-41BB-CD3z

Source Fresh unsorted PBMCs Cryopreserved unsorted PBMCs Fresh sorted PBMCs

Viral 
Vector

Gamma retrovirus Lentivurs Lentivirus

AIFA 
approval 

status

1. Adult patients with LBCL (DLBCL NOS, HGBCL)
refractory to or relapsed within 12 months of
first-line chemoimmunotherapy (2 Line)

2. Adult patients with r/r LBCL (DLBCL NOS,
HGBCL, tFL/tMZL or PMBCL) after ≥ 2 lines of
systemic therapy

3. Adult patients with r/r FL after ≥ 3 lines of
systemic therapy

1. Adult patients with r/r  LBLC (DLBCL NOS, 
HGBCL or tFL/tMZL) after ≥2 lines of systemic 
therapy

2. Adult patients with r/r FL after ≥ 2 lines of 
systemic therapy

3. Paediatric and young patients ≤25 years of 
age with B-cell ALL that is refractory, relapsed 
post-transplant or in second or later relapse

1. Adult patients with LBCL (DLBCL NOS, HGBCL, 
FL gr3B and PMBCL) refractory to or relapsed 
within 12 months of first-line 
chemoimmunotherapy (2 Line)

2. Adult patients with r/r LBCL ( DLBCL NOS, 
HGBCL, FL grade 3B, tFL/tMZL or 
PMBCL) after ≥2 lines of systemic therapy



Outcomes in RR LBCL Before CAR T-cell Therapy and BsAbs

Crump M et al, Blood 2017

Refractory: progressive disease or stable disease as best response at any point during chemotherapy (>4 cycles of first-line or 2 cycles of later-line therapy) 
or relapsed at < 12 months from autologous stem cell transplantation.



ZUMA-7 and Transform: Ph 3 clinical trial of CAR-T vs SoC

• 359 pts enrolled
• 74% primary refractory
• median age 59 (21-81)
• DLBCL NOS 69% (GCB 58%)
• HGBCL (including rearrang of MYC + BCL2 or 

BCL6 or both): 17%
• tFL 13%
• CD19+ status on IHC: 77%

• 184 pts
• 73% primary refractory
• median age 60 (20-74)
• DLBCL NOS 56%
• HGBCL (including rearrang of MYC + BCL2 or 

BCL6 or both): 23%
• Transformed from INHL 8%
• PMBCL 10%

ZUMA-7

TRANSFORM

Westin JR et al, New Eng J Med 2023; Locke FL et al, New Engl J Med 2022



CAR T-cell in 2L has Improved Outcomes over SOC in Refractory LBCL

Response n (%) Axicel (n=180) SoC (n=179) p

ORR 150 (83) 90 (50) <0.0001

CR 117 (65) 58 (32)

Survival, mo HR

Median PFS 14.7 3.7 0.49

Median OS NR 31.1 0.73

EFS-Axicel (median f-up 47.2 mo) EFS-Lisocel (median f-up 33.9 mo)

Response n (%) Lisocel (n=92) SoC (n=92) p

ORR 80 (87) 45 (49) <0.0001

CR 68 (74) 40 (43)

Survival, mo HR

Median PFS NR 6.2 mo 0.4

Median OS NR 29.9 mo 0.72

Westin JR et al, New Eng J Med 2023; Locke FL et al, New Engl J Med 2022; Abramson JS et al, Blood 2023; Kamdar M et al, JCO 2025

OS-Axicel (median f-up 47.2 mo) OS-Lisocel (median f-up 33.9 mo)



CAR T-cell In 3° or Later Line of LBCL: Different Products for Different Trials



10
Neelapu SS, et al. Blood 2023; Schuster SJ, et al. Lancet Oncol 2021; Abramson JS, et al. Blood 2024.

CAR T-Cell In 3° or Later Line: almost 40% of LBCLs are Potentially Cured

Axicel

Lisocel

DSS at 5 years: 51%

NR (15.4-NE)

DSS at 5 years: 52%



Introduction: BsAbs Products and Approvals

Glofitamab Epcoritamab Mosunetuzumab

Construct CD20xCD3 CD20xCD3 CD20xCD3

CD20:CD3 ratio 2:1 1:1 1:1

Administration EV, 12 cycles (21 days) SC, until PD or severe toxicity (28days cycle) EV, 17 cycles (21 days)

AIFA 
approval 

status

1. Adult patients with DLBCL NOS after ≥
2 lines of systemic therapy

2. Plus Gemox in Adult patients with
DLBCL RR to a previous systemic
therapy and not elegible to ASCT
(COOMING SOON in 2L)

1. Adult patients with DLBCL NOS after ≥ 2 lines
of systemic therapy

2. Adult patients with r/r FL after ≥ 2 lines of 
systemic therapy

1. Adult patients with r/r FL after ≥ 2 lines of 
systemic therapy



Epcoritamab and Glofitamab: Ph 2 clinical trial of BsAbs in LBCL

▪ 157 pts enrolled
▪ Median age 64 (20-83)
▪ DLBCL NOS 88%
▪ tINHL 25.5%
▪ HGBCL 5.7, DH/TH: 8.3%
▪ PMBCL 2.5%; FL gr3B: 3.2%
▪ 61% Primary Refractory
▪ Median n Lines: 3 (2-11)
▪ Prior CART 38.9% (75% refractory to CART)

▪ 154 pts enrolled
▪ Median age 66 (21-90)
▪ DLBCL NOS 71%
▪ tFL18%
▪ High grade (including DHL) 7%
▪ PMBCL 4%
▪ 58% Primary Refractory
▪ Median n Lines: 3 (2-7)
▪ Prior CART 33% (90% refractory to CART)

Epcoritamab

Glofitamab

Dickinson MJ, et al. New Engl J Med 2022 ; Thieblemont C et al. Leukemia 2024



Response n (%) Epco (157)

ORR 59%

CR 41%

Median DoR 20.8 mo (13-32)

Median time to CR 2.6 mo (1.2-23-2)

Survival, mo

Median PFS
Median PFS in CR pts

4.4
37.3 

Median OS 18.5

Response n (%) Glofit (155)

ORR 52%

CR 40%

Median DoR 18.4 mo (13.7-NR)

Median time to CR 41 days

Survival, mo

Median PFS
Median PFS in CR pts

4.9
NR

Median OS 11.5

Dickinson M, et al. ASH 2024; oral presentation (abstract #865 ; Vose JM et al. ASH 2024; Dec 2024; P4480, San Diego, Virtual

Median f-up: 31 mo

Median f-up: 32.1 mo

BsAbs Modified Outcomes of Very High Risk Patients



Does Prior CAR T-Cell Treatment Have an Impact on BsAb Efficacy?

Shumilov E, et al. Blood Adv 2025; Brooks TR et al, Blood 2025. 



Abramson J. et al, Lancet. 2024

BsAbs in 2L: Glofit+Gemox (STARGLO ph 3 trial)



Conclusions and Next Steps of CART and BsAbs in LBCL

CAR-T in very 
HR patients??

CART 

Bicistrionic

+
“New” BsAbs



Outcomes in RR FL Before CAR T-cell Therapy and BsAbs

High response rates (ORR: 70%, CR 47%) but of short duration
Inferior outcome in patients with high FLIPI, refractory to alkylator and POD24

Casulo C. et al ,Lancet Haematol 2022



RR FL and Second Generation anti CD19 CAR T-cell Therapy

Agent and 
trial

Ph Pts n
POD24 

%
Prior tx
median

BT 
%

V2Vt, 
days

ORR/CR^
%

Median
f-up, mo

PFS,
%

OS, 
%

CRS 
(any/ gr >3)

%

ICANS 
(any/ gr >3)

%

Tisa-cel
(ELARA)1,2,3 II 97 63 4 (2-13) 45 46* 86 / 68 66.8

60mo: 
46% (57)

60mo: 
74.1%

48/0 4/1

Axi-cel
(ZUMA-5)4,5 II 124 56 3 (2-4) 4 40 90 / 75 64.6

60mo:
49.8

60mo:
69%

97/8 56/15

Liso-cel6,7

(TRANSCEND
-FL)

I/II
101 (3L)
23 (2L)

55 3 (2-10) 38 49 97 / 94 36
36mo:

68
36mo:

86
58/1 15/2

1. Dreyling M. et al. Blood 2024. 2. Fowler N.H. et al, Nature Med 2022, 3. Schuster S. et al. ASH 2025;  4 Jacobson A.C. et al, Lancet Oncol 2022; 5 Neelapu S. et al. JCO 2025; 6. 
Morschauser F et al. Nature 2024 . 7. Nastoupil L. et al. ASH 2024

*median time from enrollment to infusion. ^consistent response rates were seen also in those patients with high-risk characteristics



Primary endpoint:
• ORR (Lugano 2014)
Key Exploratory Efficacy Endpoints
• Lymphoma Specific Survival
• LSPFS

Key Eligibility Criteria
• R/R FL (Grades 1 – 3a) or MZL (nodal 

or extranodal)a

• ≥ 2 Prior lines of therapy—must have 
included an anti-CD20 mAb combined 
with an alkylating agentb

Dreyling M. et al. Blood 2024. Fowler N.H. et al, Nature Med 2022; Jacobson A.C. et al, Lancet Oncol 2022; 5 Neelapu S. et al. JCO 2025

RR FL and Second Generation anti CD19 CAR T-cell Therapy

Median f-up 64.6 mo

Characteristics FL Pts, 124 (n)

Median age, years (range) 60 (53-67)

ECOG 1, % 37

Ann Arbor stage III-IV, % 85

FLIPI > 3, % 44

Median line of prior tx, n (range)
> 3 previuos lines of tx, %

3 (2-4)
63

Refractory to last previous therapy, % 68

Positive CD19 status,% 90

POD24, % 55

ELARA (Tisacel)

ZUMA-5 (Axicel)



Neelapu SS, ASH 2024 abs#864 Schuster S. et al, ASH 2025 abs#468; Thieblemont C et al. Blood. 2024; Jacobson CA, et al. Lancet Oncol. 2022

Agent and 
trial

Ph Pts n
POD24 

%
Prior tx
median

BT 
%

V2Vt, 
days

ORR/CR^
%

Median
f-up, mo

PFS,
%

OS, 
%

CRS 
(any/ gr >3)

%

ICANS 
(any/ gr >3)

%

Tisa-cel
(ELARA)1,2,3 II 97 63 4 (2-13) 45 46* 86 / 68 53

60mo: 
46% (57)

60mo: 
74.1%

48/0 4/1

Axi-cel
(ZUMA-5)4,5 II 124 56 3 (2-4) 4 40 90 / 75 64.6

60mo:
49.8

60mo:
69%

97/8 56/15

CAR T-cell Can be a Cure for RR FL?

Tisacel Axicel



BsAbs CD20xCD23 in Monotherapy Developed in FL 3L+

Monotherapy CD20xCD3

Agent and trial Ph Administration
Pts
n

POD24
%

Prior
tx

media
n

ORR 
(CR), 

%

Follow-up 
median, 

mo

PFS median, 
mo

OS 
median,

mo

CRS
(any/ 

gr >3), %

ICANS 
(any/gr>3),

%

Infections
gr >3, 

%

Mosunetuzumab
(GO29781)1,2 II

EV, 
fixed duration

90 52 3 (2-4) 78 (60) 49.4 24 NR 44/2 5/0 16

Odronextamab
(ELM-2)3,4 II

EV,
Until PD

128 48
3 

(2-13)
82 (73) 22.4 20.7 NR 57/1 1/0 32

Epcoritamab5

(EPCORE-NHL)
I/I
I

SC,
Until PD

214 42 3 (2-4)
82 

(62.5)
36 15.4 NR 59/2 6/2 19

Glofitamab6,7 I
EV,

Fixed duration
53 36

3 
(1-12)

81 (70) NA NA NA 67/5 NA NA

1. Budde L.E., et al. Lancet Oncol 2022. 2. Sehn LH et al, Blood 2025. 3 Kim T.M., et al. Blood 2022. 4 Kim TM. Annals Oncol. 2024; 5. Linton KM, et al Lancet Hematol 2024. 6. Morschhauser F. et al, Blood 2022. 8.Hutchings M. et al, J Clin Oncol 
2021*



Budde L.E., et al. Lancet Oncol 2022. Sehn LH et al, Blood 2025. Linton KM, et al Lancet Hematol 2024

BsAbs CD20xCD23 in Monotherapy Developed in FL 3L+
Mosu

Epco



Budde L.E., et al. Lancet Oncol 2022. Sehn LH et al, Blood 2025. Linton KM, et al Lancet Hematol 2024

Mosunetuzumab
Epcoritamab

BsAbs as single Agent in RR FL Show High Efficacy 



Conclusions and Next Steps of CART and BsAbs in FL

“New” BsAbs



2L Ongoing Ph 3 Trial with BsAbs and Lena as Backbone

Adapted from: 1. NCT05371093. 2. NCT06313996. 3. NCT05409066. 4. NCT04712097. 5. NCT06149286. 6. NCT04680052. 7. NCT04224493. 8. NCT05100862.

Data from Ph 2 Trial:

Epcore NHL2 – Arm 2 (Falchi L et al 

Blood 25)

Phase 1b CO41942 (Morschhauser et 

al, ASH 2021)



Conclusions and Next Steps of CART and BsAbs in FL

Phase 3 trial with CART in II L:
ZUMA 22 (Axicel vs SOC) in POD24  pts



Conclusions and Next Steps of CART and BsAbs in FL



Selected Ph 3 Study Design in 1L FL

Adapted from: 1. NCT06191744. 2. NCT06091254. 3. NCT06097364. 4. NCT06284122. 5. NCT06549595
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