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Pattern of Care in DLBCL  up to 2023
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CMR
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ASCT CAR-Tvs

The success of ASCT has always 
depended on the chemosensitivity

of tumors

50% of R/R DLBCL patients are 
ineligible to HDT-ASCT

All three commercial CAR T-cell products for 
DLBCL induced unprecedented complete 

remission rates (30% to 50% of CR) in patients 
with predominantly chemorefractory DLBCL

Effective and safe even in ASCT ineligible 
patients

Who is the non responder patient?
How do we consider partial response?



PARMA study: relapsed DLBCL
Improved EFS with transplantation

Time from randomisation (months)

Transplantation (n = 55)
5-year EFS = 41%

Conventional treatment (n = 54)
5-year EFS = 13%
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p = 0.002

Philip T, et al. N Engl J Med 1995; 333:1540–1545.

Median follow-up 8.3 years



Diminishing Role of AutoSCT in the Rituximab Era: CORAL study

HD chemo + autoSCT: all patients
(intent to treat) 

EFS for rituximab treatment +  relapse 
<12 months after diagnosis

3-year PFS ≈ 29%

3-year EFS ≈ 20%

Gisselbrecht C, et al. J.Clin Oncol 2010 



Thieblemont C et al, J Clin Oncol 2011

R-DHAP

COO influence PFS at relapse according to second-line treatment for DLBCL

Prognostic factors RR/DLBCL: 
Bio-CORAL trial experience



Bosch M et al. Haematologica 2018 Volume 103(2):288-296

Bioclinical score that predicted 
ORR, EFS and OS

Low risk (0-1) vs High risk (2-4)



Crump M.et al. Blood. 2017;130:1800–8.

Median OS
6.3 months

ORR= 26%
CR-rate= 7%

Outcomes in the modern era for relapsed refractory DLBCL are poor



CART produced durable remissions patients with r/r DLBCL
Tisa-cel PFS from JULIET Axi-cel, PFS from ZUMA-1

Liso-Cel PFS from TRASCEND



CAR T-cell as Second Line Treatment – ZUMA 7
ZUMA-7: Axicel vs SOC

Locke F.L. et al, New Engl J  Med; 2022: 386;7

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

ORR 150 (83) 90 (50)

CR 117 (65) 58 (32)

Survival, mo Axicel (n=180) SoC (n=179) HR

Median PFS 14.7 3.7 0.49

Median OS NR 35.1 0.73

• ZUMA-7 met its primary endpoint, demonstrating 
statistically significant improvement in efficacy with 
axi-cel versus second-line SOC in R/R LBCL ( 4x 
median EFS, 2.5x 2-years EFS)

• Nearly 3× the number of patients in the axi-cel arm 
received definitive therapy versus the SOC arm
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Baseline Characteristics Were Generally Balanced 
Between Axi-Cel and Standard of Care

Characteristic Axi-Cel 
n=180

SOC
n=179

Overall
N=359

Median age (range), years 58 (21-80) 60 (26-81) 59 (21-81)

≥65 years, n (%) 51 (28) 58 (32) 109 (30)
Disease stage III-IV, n (%) 139 (77) 146 (82) 285 (79)

sAAIPI of 2-3a, n (%) 82 (46) 79 (44) 161 (45)
Response to 1L therapya, n (%)

Primary refractory 133 (74) 131 (73) 264 (74)
Relapse ≤12 mo of 1L therapy 47 (26) 48 (27) 95 (26)

Prognostic marker per central laboratory, n (%)

HGBL (including double-hit lymphomas) 32 (18)b 25 (14) 57 (16)b

Double expressor lymphoma 57 (32) 62 (35) 119 (33)
MYC rearrangement 15 (8) 7 (4) 22 (6)
Elevated LDH levelc 101 (56) 94 (53) 195 (54)

Locke FL et al. New Eng J Med 2022; 386:640-54
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Axi-Cel Improved Overall Survival Versus Standard of Care

• Historical SOC trials had lower OS rates in early R/R LBCL, including median OS of ~10 months in ORCHARRDa

Median OS

31 mo

Not Reached

Median Follow-up: 47.2 months

HR 0.726 
(95% CI, 0.540-0.977); one-sided P=0.0168

Westin JR , et al. ASCO. 2023;
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• 57% (n=102/179) of SOC patients received subsequent cellular immunotherapy (off protocol)
• Despite the increased survival in the SOC arm versus historical studies, axi-cel increased survival over SOCa,b

4-Year

46.0%

54.6%

57% Received 3L+ Cellular Immunotherapy 
(Off Protocol)Median Follow-up: 47.2 months

HR 0.726 
(95% CI, 0.540-0.977); one-sided P=0.016827.4% Reduction in Risk of Death

Westin JR , et al. ASCO. 2023;

Axi-Cel Improved Overall Survival Versus Standard of Care
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Survival Benefit Favoring Axi-Cel Was Similar Across Key Prespecified 
Subgroups

Westin JR , et al. ASCO. 2023;



CAR T-cell as Second Line Treatment
Transform: Lisocel vs SOC

Kamdar M, et al. ASH 2021 [Abstract #91]. 2022: 386-7; Abramson JS, et al. ASH 2022 [Abstract #655]

Response n 
(%)

Lisocel (n=92) SoC (n=179) p

ORR 80 (87) 45 (49)

CR 68 (74) 40 (43) <0.000
1

Survival, mo Lisocel (n=92) SoC (n=179) HR

Median PFS NR 6.2 0.4

Median OS NR 29.9 0.72

Median follow-up 17.5 mo

18 mo EFS

Lisocel 
52.6%

SOC 
20.8% • Transform met its primary endpoint, demonstrating 

statistically significant improvement in efficacy with 
lisocel versus second-line SOC in R/R LBCL

• Liso-cel resulted in significant improvements in EFS, 
CR rate, and PFS. At 18 months, EFS and PFS rates 
with liso-cel were more than double those with SOC



Subgroup analyses of primary refractory vs early relapsed large B-cell 
lymphoma from the TRANSFORM study

ü In subgroup analyses based on 
prior response to 1L therapy 
with a median follow-up of 
17.5 months, liso-cel showed 
benefits in EFS, PFS, and CR 
rate versus SOC irrespective of 
prior response status, 
consistent with primary 
analysis results from the 
overall study population

Nastoupil. ASCO 2023; Abstr 7526



Abramson et al Blood 2023





CAR T-cell as Second Line Treatment
Belinda: Tisa-cel vs SOC

Beshop M.R. et al. New Engl J Med 2022

Response n 
(%)

Tisacel 
(n=162)

SoC (n=160) p

ORR 75 (46.3) 68 (42.5)

CR 46 (28.4) 44 (27.5)

Median follow-up 10 mo Tisagenlecleucel arm (N=162): 
3.0 months (95% CI, 2.9-4.2)

SOC arm (N=160): 
3.0 months (95% CI, 3.0-3.5)

HR 1.07 (95% CI, 0.82-1.40); P=0.61

• EFS was not significantly different between tisa-cel
and SOC.

• Authors suggest the importance of preventing PD
prior to infusion

• Effective bridging prior to CAR T-cell infusion and a
shorter time to infusion for this chemotherapy-
refractory patient population could be critical to
improve outcomes.



• Bridging therapy: Zuma 7: 36% dex; Belinda: 83% PCT (43% > 1 cy, 12% > 1 regimen); Transform: 63% PCT (only 1 cycle allowed)
• Belinda allowed > 1 SOC regimen
• ASCT was performed in 36% of ZUMA-7 pts, 32.5% of Belinda pts and 45.6% of Transform pts.
• Median time from R to infusion was: 29 days in Zuma-7, 52 day in Belinda, UNK for Transform 

The 2-year PFS was 52%

CAR T-cell as Second Line Treatment



411 patients 

61% were late relapse 

The 2-year PFS was 52%

Shadman M.R. et al. Blood 2022

• Numbers of prior lines of therapy (median, 3 
vs 2 for CAR T cells compared with ASCT) 

• Burden of disease at the time of treatment.



Chemosensivity 
disease

Chemorefractory 
disease

vs

2L effective treatments in DLBCL



Westin J, Blood 2022;139

A new treatment algorithm for patients with R/R LBCL after first-line therapy
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