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DLBCL: Sequencing therapy in the era of novel drug

First line therapy

IPI 0 IPI 1-2 IPI 3-5 very Old/Unfit -Frail

4 x RCHOP + 2 R 6 x RCHOP + 2 R 6 x Pola-RCHP R-miniCHOP/COMP

Second line therapy

Primary refractory/early relapse (≤ 
12 mo)

CAR-T eligible patients

Late relapse (> 12 mo)
HDTC/ASCT eligible patients

CAR-T and HDTC/ASCT ineligible 
patients

CAR-T therapy
(Axi-cel or Liso-cel)

Platinum based salvage CIT 
followed by ASCT

Pola-BR/Tafa-lena/R-
Gemox

Third line therapy

Previous CAR-T therapy CAR-T naive CAR-T ineligible

CAR-T therapy
(Axi-cel or Liso-cel or Tisa-cel)

BITEs
(Glofitamab or Epcoritamab)

Loncastuximab

Adapted from Karsten I et al. Br J Haematol. 2024;205:2163–2174.



Evolving Unmet Needs in R/R DLBCL

Abramson JS, et al. Blood (2023) 141 (14): 1675–1684. 
Westin J, et al. N Engl J Med 2023; 389:148-157.

PFS: Ph3 TRANSFORM (liso-cel 2L)1 PFS: Ph3 ZUMA-7 (axi-cel 2L)2

Response Liso-cel (n = 92) SOC (n = 92)

ORR 87% 49%

CR 74% 43%

Response Axi-cel (N=180) SOC (N=179)

ORR 83% 45%

CR 61% 34%
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mPFS (95% CI):
NR (12.6, NR)

6.2 (4.3, 8.6)

Median follow-up: 17.5 months 

mPFS (95% CI):
14.7 (5.4, 43.5)

3.7 (2.9, 5.3)

Median follow-up: 24.9 months 



✓ Axi-Cel Improved Overall Survival Versus Standard of Care

57% Received 3L+ Cellular Immunotherapy 
(Off Protocol)

Westin JR , et al. N Engl J Med. 2023;

4-Year

46.0%

54.6%

Median Follow-up: 47.2 months



Older Age is not a Contraindication for CAR-T Cell Therapy

Houot R. et al. Nat. Med 2023

Westin JR. et al. Clin Canc Res 2023

Alycante study
62 patients

ZUMA-7 analysis
109 patients > 65 yrs

• neutropenia  66%
• thrombocytopenia 38%. 
• CRS                   95.5% (grade 3-4: 8%)
• ICANS                                   51.6% (grade 3-4: 14.5%)



A new treatment algorithm for patients with R/R LBCL after 1L therapy

Adapted from Westin J and Sehn LH. Blood 2022.

Not all patients are eligible for CAR therapy 

How can we optimize patient selection?



Real World experience: Axi-cel in 2L, French DESCAR-T registry

Brisou G, et al. ASH 2023. 

12,6% 
untreated

Median Follow up from CAR-T infusion: 3 months!



Time from decision to infusion

Bridging Therapies

Real World experience: Axi-cel in 2L, French DESCAR-T registry



✓ Medically significant infection observed: n 49; 26%

✓ 6 months NRM: 4%

Axi-cel in 2L - French DESCAR-T registry: Toxicity



Brisou G. et al. ASH 2023 [Abstract 905] 

Axi-cel in 2L - French DESCAR-T registry: Response



Real World experience: Axi-cel in 2L, French DESCAR-T registry

median OS since eligibility
• treated set: 11.1 (8.9-11.1) months
• untreated set:   2.9 (2-6.7) months 

median PFS since CAR-T infusion: 6.1 mos (5.3-NA) 



Real-World Early Outcomes of Second-Line Axi-Cel Therapy in Patients With R/R LBCL

Characteristic 
All Patients

N=446

Median age, years (range) 63.9 (19.5-86.0)

≥65 to <70, n (%) 74 (17)

≥70, n (%) 137 (31)

Male sex, n (%) 285 (64)

ECOG performance status 0-1,a n (%) 401 (97)

Disease type, n (%)

DLBCL 349 (78)

PMBCL 13 (3)

HGBCL 79 (18)

FL Grade 3B 5 (1)

Elevated LDH levels pre-infusion, n (%) 199 (48)

Response to last line of therapy pre-

leukapheresis, n (%)
228 (51)

Median vein-to-vein time, days, (IQR) 29.0 (27.0-35.0)

Bridging therapy,a,d n (%) 286 (66)

Characteristic 
All Patients

N=446

ZUMA-7 eligibility,a n (%)

Eligible 214 (48)

Not eligible 219 (49)

Organ impairment 150 (34)

Pulmonary (moderate/severe) 81 (18)

Cardiac 49 (11)

Bone marrow (platelets, ANC, 
and/or ALC)

37 (8)

Arrhythmia 26 (6)

Cerebrovascular disease 14 (3)

Renal (moderate/severe) 5 (1)

Heart valve disease 4 (<1)

Hepatic (moderate/severe) 1 (<1)

Prior malignancy 70 (16)

Other causes for ineligibility 48 (11)

PMBCL 13 (3)

Transplant ineligible, n (%) 226 (52) 

• N=446 patients 

• axi-cel in 2L between 
April 2022 and July 2023

• Median follow-up for all 
patients was 12.0 
months (95% CI, 
11.5-12.1)

o ZUMA-7 ineligible: 
11.8 months (95% 
CI, 7.2-12.1) 

o ZUMA-7 
eligible/unknown: 
12.1 months (95% 
CI, 11.8-12.3) 

Baseline patient and disease characteristics Eligibility and transplant ineligibility

Lee et al. ASH 2024 (Abstract 526; oral presentation)



• Median time to OR in all patients was 2.1 months 

(IQR, 1.0-3.6)

• Median time to CR in all patients was 3.1 

months(IQR, 1.1-NE)

ORs and CRs were similar across all patient groups 
DOR in All Patients

DOR by ZUMA-7 Eligibility

All patients: 
12-month DOR: 66%

median fup: 12 months

Patients ZUMA ineligible: 
12-month DOR: 60%

Patients ZUMA eligible: 
12-month DOR: 69%

Real-World Early Outcomes of Second-Line Axi-Cel Therapy in Patients With R/R LBCL



Lee et al. ASH 2024 (Abstract 526)

Event-free survival

EFS by ZUMA-7 Eligibility

All patients: 
12-month EFS: 53%

Overall survival

OS by ZUMA-7 Eligibility

All patients: 
12-month OS: 71%

RWE Axi-cel in second line in US : EFS and OS



Lee et al. ASH 2024 (Abstract 526)

Incidence of CRS

390 193 186 11 23 13 10 0

446 219 214 13 441 217 211 13
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No. of Patients With Event

No. of Patients Evaluable

All patients

ZUMA-7 ineligible

ZUMA-7 eligible/unknown

PMBCL

85%
87%88%87%

0%

5%6%5%

Incidence of any-grade CRS and Grade ≥3 
CRS were similar across patient groups

Incidence of ICANS

Incidence of any-grade ICANS and Grade ≥3 ICANS were 
similar across patient groups

The most common treatments given for CRS and/or ICANS were tocilizumab (80%), corticosteroids (65%), 
antiepileptics (19%), and anakinra (18%)

RWE Axi-cel in second line in US : Toxicity



• Incidence of prolonged cytopenia and infections were similar 
across patient groupsa,b

• Prolonged neutropenia and thrombocytopenia occurred in 
7% and 11% of all patients, respectively 

• Almost half the patients (44%) had clinically significant 
infections

RWE Axi-cel in second line in US : Prolonged cytopenias and infections

Cumulative incidence of non-relapse mortality 

at 6 months: 4 %

• Across all patient populations (median follow-up, 12 months), 
the primary cause of death was primary disease



Real-World Outcomes of Lisocabtagene Maraleucel as Second-Line Therapy in 

Patients with R/R LBCL: First Results from the Center for International Blood 

and Marrow Transplant Research Registry (CIBMTR) 

N=157 patients

N=105 (67%) patients were 
ineligible for TRANSFORM 
(primarily due to age 
and/or severity of 
comorbidities) 

Bobillo MS, et al. ASH 2024 [Abstract 470] 



Bobillo MS, et al. ASH 2024 [Abstract 470] 

median FU 6.4 (0.3-13.8) months

Results support Liso-cel as 2^SOC for pts, young and old alike with R/R 
LBLC for ASCT 

Real-World Outcomes of Lisocabtagene Maraleucel as Second-Line Therapy in Patients with R/R LBCL: First 

Results from the Center for International Blood and Marrow Transplant Research Registry (CIBMTR) 



From 2015–2021 across 13 academic institutions 
in the United States (n=536)

• 80 patients with DHL (20%)

• CART response rates were similar for DHL 
vs DEL vs other (ORR 69 vs 64 vs 66%, 
p = 0.8; CR rate 49 vs 42 vs 48%, p = 0.6)

• Predictive Factor of inferior PFS (MVA):
- 2 lines of therapy pre-apheresis
- Use of BT
- Elevated LDH

R. Karmali et al. Blood Cancer Journal (2025) 15:43



✓ median follow-up was 17.7 months

Progression-free and overall survival: DHL vs non DHL

Overall survival after CART progression

Patients with DHL have dismal
outcomes with a mOS of less than 3
months following CART progression

R. Karmali et al. Blood Cancer Journal (2025) 15:43



Early identification & referral of candidates to 2L axi-cel
Diagnosis of high-risk disease (high IPI score, DH Lymphomas, HGBL NOS, Bulky?, other)

Interim Evaluation

• PD or SD→ Patient Referral

• PR→ Discuss with CAR-T Expert

End of Treatment evaluation (active disease→ Patient Referral)

Ensure identification of early relapse, active follow-up

1L treatment

1x 2x 3x 4x 5x 6x

Refractory 
(other than CR)

Axi-cel
Holding 

strategy
Aph Bridge

CR Follow-up
Relapse

≤ 12 m Axi-cel
Holding 

strategy
Aph Bridge



➢ Real-world study results confirm the findings of registration trials, demonstrating superior efficacy of CAR-T

therapy compared to standard treatment even in second-line DLBCL patients

➢ In real-world studies, both lisocabtagene maraleucel (liso-cel) and axicabtagene ciloleucel (axi-cel) have 

demonstrated comparable efficacy in terms of survival and response outcomes; however, liso-cel appears to 

exhibit a more favorable safety profile.

➢ CART cell therapy can overcome the poor prognostic impact of DHL and DEL DLBCL in the relapsed/refractory 

setting

➢ A strong relationship between referral and CART centers is needed to offer CART therapy to a larger number of

patients

Take Home Messages



Grazie per l’attenzione
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