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Relapsed / refractory DLBCL:

Unmet clinical need, 
• CAR-T changed the prognosis of relapsed patients

Indolent NHL:

• Tendency to multiple recurrences, frequently responsive to the multiple available treatment 
strategies, with prolonged survival.

• Cases with worse prognosis identifiable by clinical and biological markers (POD24, TMTV, 
metabolic response, MRD..) requires a more effective approach

CAR-T could play a role in iNHL treatment scenario if:
• Higher efficacy
• Manageable toxicity, compared to the already available and future strategies
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Complete remission occurred in 6 of 14 patients with diffuse large B-
cell lymphoma (43%; 95% CI, 18 to 71) and 10 of 14 patients with 
follicular lymphoma (71%; 95% CI, 42 to 92). 
Sustained remissions were achieved, and at a median follow-up of 
28.6 months, 86% of patients with diffuse large B-cell lymphoma who 
had a response (95% CI, 33 to 98) and 89% of patients with follicular 
lymphoma who had a response (95% CI, 43 to 98) had maintained the 
response

Severe cytokine-release syndrome occurred in 5 patients (18%). 
Serious encephalopathy occurred in 3 patients (11%); 2 cases were 
self-limiting and 1 case was fatal.
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EMA approved for the 
treatment of adult
patients with R/R FL 
after 2 or more lines of 
therapy
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CRS management



• Median PFS was 29.5 months (95% CI, 17.9-NE)

• Among patients who achieved CR, 12- month PFS was 85.5% (95% CI, 74-92)
and estimated DOR rate at 9 months was 86.5% (95% CI, 75-93)



Kaplan–Meier curves for patients with r/r FL who received tisagenlecleucel infusion. a, DOR, b, PFS, c, OS and d, time to next anti-lymphoma treatment.



ELARA: high-risk subgroups

Although POD24 and high TMTV (>510 ml) were associated with less favorable PFS in the 
multivariate analysis of high-risk factors, efficacy in these high-risk subgroups was still 
superior to the current non CAR-T standards of care
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Efficacy analyses are reported in the 110 efficacy-eligible patients (86 with FL; 24 with MZL)a

§ The median follow-up for patients with FL was 30.9 months (range, 24.7–44.3)
§ The median follow-up for patients with MZL was 23.8 months (range, 7.4–39.4)

Safety data are reported for all 149 patients treated with axi-cel (124 with FL; 25 with MZL)







High risk subgroups



the PFS rate at 12 months appeared to be consistent among key subgroups, including prior 
treatment with a BTK inhibitor



Most common Grade ≥3 AEs were neutropenia (33%) and anemia (25%)

Grade ≥3 cytokine CRS and NEs occurred in 7% of patients (6% FL; 8% MZL) and 19% of patients (15% FL; 36% MZL), respectively

Most CRS cases (120 of 121) and NEs (82 of 87) of any grade resolved by data cutoffa

Nearly half of NEs (49%) resolved ≤2 weeks after onset; most NEs (76%) resolved ≤8 weeks after onset

Grade ≥3 cytopenias present ≥30 days post-infusion were reported in 34% of patients (33% FL; 36% MZL), most commonly 
neutropenia in 29% of patients (27% FL; 36% MZL)

Safety

Late toxicity







Considering these results, in terms of efficacy, duration of response and toxicity, 
Where to fit CAR-T in the treatment program of iNHL?
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Should CAR-T be confined to the third or 
subsequent treatment line?

New
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A Comparison of Clinical Outcomes from Updated 
ZUMA-5 (Axicabtagene Ciloleucel) 
and the International SCHOLAR-5 

External Control Cohort in 
Relapsed/Refractory Follicular Lymphoma

Palomba M Lia, et al. 
Abstract #3543 - ASH 2021

§ The international SCHOLAR-5 cohort data 
were extracted for r/r FL patients who 
initiated a third or higher line of therapy 
(LoT) on or after July 2014



• For the real-world data, lines that were eligible for inclusion in the analysis were entered into a random 
selection. A single LoT for each patient was included in the analysis set

• The SCHOLAR-5 and ZUMA-5 cohorts were balanced (SMD <0.1) for patient characteristics through 
propensity scoring on prespecified prognostic factors and standardized mortality ratio weighting1

• ORR and CR were 
compared using odds 
ratio. OS, PFS and 
NTFS were evaluated 
using Kaplan-Meier 
analysis

• Subgroup analyses 
were conducted on 
patients who initiated 
≥4th LoT

Methods: LoT Selection for Real-World Data



§ 143 patients were identified in SCHOLAR-5, reducing to a  weighted sum of 85 after applying propensity score 
weights, versus 86 patients in ZUMA-5 

§ Median follow-up time for ZUMA-5 and SCHOLAR-5 were 29.4 and 26.2 months respectively

• Variables that were successfully 
balanced (SMD <0.1) included 
POD24, number of prior LoT, 
relapsed vs refractory, prior stem 
cell transplant, size of largest 
nodal mass, response to prior 
LoT, time since last therapy and 
age





With the limits of a retrospective analisys:

• Analysis of real-world outcomes shows poor clinical outcomes that worsen with 
increasing LoT

• Axi-cel demonstrated a clinically and statistically significant improvement in ORR and 
CR, as well as PFS and OS

• CAR-T  address an important unmet medical need for r/r FL patients

A. Overall Survival B. Progression Free Survival

Hazard ratio: 0.52
(95% CI: 0.28, 0.95)
p = .033

Hazard ratio: 0.28
(95 % CI: 0.17, 0.45)
p < .001

A. Overall Survival B. Progression Free Survival

Hazard ratio: 0.52
(95% CI: 0.28, 0.95)
p = .033

Hazard ratio: 0.28
(95 % CI: 0.17, 0.45)
p < .001

ZUMA-5:
median OS not reached 
median PFS 39.6 m 

SCHOLAR-5: 
median OS 59,8 m
median PFS 12,7 m



CAR-T in iNHL conclusive remarks:
iNHL: long survival, easy to re induce after multiple lines, multiple effective
approaches.. CAR-t perceived as less important than in aggressive NHL, but:
• Data swow higher efficacy over standard of care
• Side effects manageable
High risk iNHL (POD24): Unmet clinical need, in wich CAR-t can play an important
role. ASCT still employed in this setting, the experience in DLCL shows a possible
higher efficacy of CAR-T.

Today, in a policy of conservative treatment of iNHL, CAR-T represent a relevant
step forward in R/R disease.

Tomorrow, if we move to the objective of iNHL eradication in a subset of young
patients, could be reasonable to test CAR-T or new immunotherapy strategies even
in the context of first line, as attempted in aggressive NHL (ZUMA12)




