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Diffuse large B cell lymphoma 

▪ Most common lymphoma

▪ Median age 60, usually with advanced stage disease

▪ Practical objective of treatment – cure (70%)

▪ Reasonably good clinical prognostic tools

- IPI (Age, PS, LDH, Extranodal, Stage = IPI 0-5)

▪ Most patients treated same (R-CHOP x 6 cycles)

▪ AutoSCT standard for chemosensitive relapsed disease

▪ CAR-T, novel agents/combinations in rel/ref setting



When have we frequently treated patients with 

DLBCL with something other than R-CHOP x 6? 

Double hit subtype (MYC, BCL2, BCL6 translocations)

Primary mediastinal

HIV associated

Testicular

Limited stage (? 4 cycles)

CNS

Elderly (mini-R-CHOP)



What’s new in DLBCL from ASH 2021? 

New upfront therapy for subset of patients

CAR-T as second line therapy

Bispecific antibodies 



R-CHOP vs Polatuzumab-R-CHP in DLBCL (IPI 2-5)
Tilly et al, NEJM 2021
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R-CHOP vs Polatuzumab-R-CHP in DLBCL - Toxicity
Tilly et al, NEJM 2021



R-CHOP vs Polatuzumab-R-CHP in DLBCL - PFS
Tilly et al, NEJM 2021

24 mo PFS:

76.7% Pola-R-CHP

70.2% R-CHOP



R-CHOP vs Polatuzumab-R-CHP in DLBCL - OS
Tilly et al, NEJM 2021



R-CHOP vs Polatuzumab-R-CHP in DLBCL - Subgroups
Tilly et al, NEJM 2021



R-CHOP vs Polatuzumab-R-CHP in DLBCL – Subgroups
Tilly et all, NEJM 2021



Implications of POLARIX study 

Positive trial (6.5% benefit in PFS), no OS benefit in IPI 2-5 

DLBCL patients

Generally comparable toxicity

Older, male patients, higher risk and ABC subtype benefitted 

most

Saves 6.5% (1 of 15 patients) from relapse and more therapy 

6 doses x $15,669/dose/80kg pt x 15 patients 

= $1.4 million/relapse saved



CD19-directed CAR T-cell products

Axicabtagene ciloleucel
(Axi-cel)

Tisagenlecleucel 
(Tisa-cel)

Lisocabtagene maraleucel
(Liso-cel)

▪ CD28 costimulation
▪ Second generation

▪ 4-1BB costimulation
▪ Second generation

▪ 4-1BB costimulation
▪ Second generation
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van der Stegen. Nat Rev Drug Discov. 2015;14:499.



CD19-directed CAR T-cell products: Indications

Axicabtagene ciloleucel
(Axi-cel)

Tisagenlecleucel 
(Tisa-cel)

Lisocabtagene maraleucel
(Liso-cel)

Axicabtagene ciloleucel PI. Brexucabtagene autoleucel PI. Lisocabtagene maraleucel PI. Tisagenlecleucel PI. 

▪ R/R large B-cell lymphoma after 
≥2 lines of therapy

• DLBCL, FL 3B, Transformed; 
after induction chemo, 
salvage chemo ± auto PSCT, 
or not a candidate

▪ R/R FL after ≥2 lines of systemic 
therapy (accelerated approval)

Brexucabtagene autoleucel: CAR T-cell therapy approved for mantle cell lymphoma (after chemoimmunotherapy 
and a BTK inhibitor, ± auto PSCT failure)

Others in clinical trials or many combinations with other agents or in earlier high risk DLBCL

▪ R/R large B-cell lymphoma after 
≥2 lines of therapy

• DLBCL, FL 3B, Transformed 
FL/DLBCL; after induction 
chemo, salvage chemo ±
auto PSCT, or not a 
candidate

▪ Patients aged 25 years or 
younger with B-cell precursor 
ALL that is refractory or at least 
second relapse

▪ R/R large B-cell lymphoma after 
≥2 lines of therapy, 

• DLBCL, FL 3B, Transformed 
FL/DLBCL; after induction 
chemo, salvage chemo ±
auto PSCT, or not a 
candidate



Axicabtagene Ciloleucel for 2nd line (<12m) relapsed DLBCL 
Locke et al, NEJM 2021
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Lisocabtagene maraleucel for 2nd line (<12m) relapsed DLBCL 
Kamdar et al, ASH 2021



Lisocabtagene maraleucel for 2nd line (<12m) relapsed DLBCL 
Kamdar et al, ASH 2021
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Tisagenlecleucel for 2nd line (<12m) relapsed DLBCL 
Bishop et al, NEJM 2021
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Differences of EFS definitions in second line CAR-T studies 

Pere Barba



Summary of second line CAR-T studies 

Toby Eyre



Implications of second line CAR-T studies 

In patients with chemoresistant disease (short first remission), 

more chemo (and AutoSCT) is not effective

Why different outcome in BELINDA study with Tisagenlecleucel? 

- chemotherapy bridging (sicker patients), additional chemo 

cycles for standard group, longer time (52d) to get CAR-T (and 

25.9% pre-infusion PD), different agent, less lymphodepletion, 

event definitions

CAR-T will be SOC for those with PD < 1 year

- for practical reasons seems likely there will still be 2nd line 

chemo for many patients

AutoSCT remains SOC for those with later relapses



Conclusions

Polatuzumab + R-CHP a new option for patients with 

newly diagnosed DLBCL (IPI 2-5)

CAR-T option for second line DLBCL therapy in patients 

with relatively chemo-refractory disease (response < 12 

mo)

Bispecifics of interest in recurrent DLBCL (and other 

subtypes)


