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Ongoing frontline trials in DLBCL

Qualls et al. Blood (2025) 145 (2): 176–189.



Pivotal phase 3 clinical trials in first-line LBCL treatment 

Qualls et al. Blood. 2025 Jan 9;145(2):176-189.



Pivotal phase 3 clinical trials evaluating targeted therapies 
in first-line LBCL treatment 

Qualls et al. Blood. 2025 Jan 9;145(2):176-189.



How are new agents going to improve frontline therapy?

1. Additional cytotoxicity to the malignant B-cell – ADCs

2. Target a specific mutation or molecular profile, or inhibit a pathway 
on which the lymphoma depends – BTK inhibitors, PI3 kinase 
inhibitors, bcl-2 inhibitors, XPO1 inhibitors

3. Engage the immune system – bispecific antibodies, monoclonal 
antibodies

4. Disrupt the tumor immune environment - IMiDs, CelMods

5. Replace cytotoxic chemotherapy



1. Polarix: Initial PFS benefit of Pola-R-CHP over R-CHOP is 
maintained at 5 years

*Data cut-off: June 28, 2021; †Data cut-off: June 15, 2022; ‡Data cut-off: July 5, 2024.
CI, confidence interval; HR, hazard ratio; NE, not evaluable.

At the 5-year follow up, Pola-R-CHP had a sustained and significant PFS benefit,
confirming results from the primary analysis of PFS at 2 years of follow up (HR 0.73).1

PFS in the global ITT population

Event-free rate, % 
(95% CI)

Primary analysis 
at 2 years*

3-year update† 5-year update‡

Pola-R-CHP 76.7 (72.7–80.8) 71.8 (67.1–76.5) 64.9 (59.8–70.0)

R-CHOP 70.2 (65.8–74.6) 64.1 (59.1–69.1) 59.1 (54.0–64.3)

HR (95% CI) 0.73 (0.57–0.95) 0.76 (0.60–0.97) 0.77 (0.62–0.97)
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Pola-R-CHP 440 357 335 318 303 292 280 258 213407 100 56 NE

1. Tilly H, et al. N Eng J Med 2022;386:351–63.

Salles et al. ASH 2024;Abstract 469.



Younes et al. J Clin Oncol. 2019 May 20;37(15):1285-1295.
Mondello, Ansell. Cancer Cell. 2021 Dec 13;39(12):1570-1572.

2. Phoenix: Effect of BTKi with R-CHOP chemotherapy in 
genetic subtypes of DLBCL



Sehn et al. J Hematol Oncol. 2020 Jun 6;13(1):71. 

3. GOYA: Obinutuzumab or rituximab plus CHOP in patients 
with previously untreated diffuse large B-Cell lymphoma



Nowakowski et al. J Clin Oncol. 2021 Apr 20;39(12):1317-1328.

4. ROBUST: Lenalidomide Plus R-CHOP Versus Placebo Plus 
R-CHOP in Untreated Patients With ABC-Type Diffuse Large 

B-Cell Lymphoma



Westin et al. Blood (2023) 142 (Supplement 1): 856.

5. Smart Stop: Lenalidomide, Tafasitamab, Rituximab, and 
Acalabrutinib Alone and with Chemotherapy for DLBCL



Questions that may influence which novel agents are 
included

1. Do you believe lymphoma cells/lymphoma subtype are vulnerable 
to a specific inhibitor or more cytotoxic agents?

2. Can you measure a biomarker on a timeous fashion and does your 
geographical population contain enough patients?

3. Do you think the immune system can be appropriately activated?

4. Does timing of the new agent matter?

5. Are toxicities from the combination likely to impact the results?



1. Are lymphoma cells/lymphoma subtypes vulnerable?

Qualls et al. Blood (2025) 145 (2): 176–189.



2. Does your geographical population contain enough patients?

Nowakowski et al. Haematologica. 2020 Jan 31;105(2):e72-e75.



3. Can the immune system be appropriately activated?

Tumuluru et al. Blood. 2025 Jan 27:blood.2024025355.



Sworder et al. Cancer Cell. 2023 Jan 9;41(1):210-225.e5.

3. Can the immune system can be appropriately activated?



Hirayama et al. Blood Adv. 2024 Jan 23;8(2):453-467.

4. Does the timing of the new agent matter?
Timing of PD-1 blockade matters with CART therapy



5. Will toxicities from the combination impact the results?

Qualls et al. Blood (2025) 145 (2): 176–189.



Issues that may influence which novel agents are 
included

1. Lymphoma cells/lymphoma subtype need to be vulnerable to a 
specific inhibitor or to additional cytotoxic agents

2. You need measure the biomarker on a timeous fashion and the 
population needs to contain enough of these patients

3. You need evidence that the immune system can be appropriately 
activated

4. Timing of administration of the new agent may be important

5. Additional toxicities from the new drug added to the combination 
may impact the results
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