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Presentation Overview
The treatment of Aggressive B Cell Lymphoma (i.e. DLBCL) is rapidly changing
• Historically, patients receive R-CHOP at first diagnosis, then if relapsed they 

receive second line platinum chemotherapy (i.e. R-GDP) followed by 
autologous stem cell transplant with curative intent. 

• My presentation will focus on the POLARIX trial that showed a benefit to R-
pola-CHP over R-CHOP in the front line, and three trials in the second line of 
which two showed a benefit to CAR T cell therapy over platinum/transplant in 
the second line. 

• I will also discuss new data on prevention of relapse in the CNS and speculate 
about the future treatment of aggressive B cell lymphomas.
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Standard Treatment of DLBCL
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Frontline DLBCL – POLARIX study

www.polivy.com

R-CHOP

50-80%

Cure

Can this be improved?



Frontline DLBCL – POLARIX study

Tilly et al. NEJM 2021

Primary Endpoint: HR 0.73 (95% CI 0.57-0.95)



Frontline DLBCL – POLARIX study

90%+ received G-CSF as prophylaxis (both arms)

Grade 5 AE (death): 13 (pola) vs. 10 (R-CHOP)

No difference in peripheral neuropathy



Frontline DLBCL – POLARIX study

• R-Pola-CHP demonstrates a PFS benefit over R-CHOP

• Safety appears similar

• No difference in OS

• Main issue: Cost (consider vs. cost of subsequent therapy)

• Absolute risk reduction (2 year PFS) = 6.5% (NNT~15)



Frontline DLBCL – CNS prophylaxis

Schmitz et al. JCO 2016
2164 pts aggressive B cell lymphoma (Germany/trial)
1597 pts DLBCL (BCCA validation set)

Is the IPI
Age
Performance status
LDH
Extranodal Disease
Stage

Plus Kidney or Adrenal involvement

Decreased by rituximab (R+CHOP)
Is it possible to further reduce the risk???



Frontline DLBCL – CNS prophylaxis

Recent Retrospective Studies on CNS Prophylaxis

Study Retrospective Cohort Comparison Outcome

Wilson et al. Blood 2022 International (N=1384 
receiving MTX)

HD-MTX 
“intercalated” vs. 
end of R-CHOP

- No difference in CNS relapse rate
- Overall CNS relapse rate 5.7%
- High CNS IPI relapse rate 9.1%

Bobillo et al. Blood Cancer J. 2021 MSK (N=585 high risk) IT-MTX (N=253)
HD-MTX (N=42)
None (N=290)

- Small difference in CNS relapse rate 
between “none” and other (1st year only)

- No difference between IT and HD

Puckrin et al. Am. J. Hematol. 2021 Alberta (N=326 high 
risk)

HD-MTX (N=115)
None (N=211)

- No difference between HD-MTX and none 
(11.2% vs. 12.2%)

Jeong et al. Blood Adv. 2021 Single center Korea 
(N=258 high risk)

HD-MTX (N=128)
None (N=130)

- No difference

Note: In all these studies there is a large imbalance where almost always testicular DLBCL received CNS prophylaxis



Frontline DLBCL – CNS prophylaxis

• CNS relapse is an uncommon, but devastating occurrence after R-CHOP in 
DLBCL

• HD-MTX has at best a small impact on preventing CNS relapse

• IT therapy may be just as good as HD with less toxicity

• Personally I have stopped recommending it as an “academic opinion” 
outside of testicular



Second line DLBCL – Three RCTs of CAR T cells

Three randomized controlled trials comparing CAR T cell therapy to standard of care (second line platinum -> ASCT).
ZUMA-7 (axi-cel vs. SOC)
TRANSFORM (liso-cel vs. SOC)
BELINDA (tisa-cel vs. SOC)

R-CHOP R-GDP 

CAR-T
50-80%

Cure

Auto-SCT

Crossover



History: The CORAL trial – R-ICE or R-DHAP. If responding, auto-SCT (Gisselbrecht J. Clin. Oncol. 2010)

Expected 3 year EFS in patients who are “refractory” (relapsing less than 12 months after start of R-CHOP) is 20%
Expected ORR is 46% (CT scan).
Maybe even less because ALL patients have prior rituximab now.

Second line DLBCL – Three RCTs of CAR T cells



ZUMA-7 TRANSFORM BELINDA

MD Jain. Mol. Ther. 2022
Based on the performance of patients in the control arms, do you think patients in the three trials are similar or different?

Second line DLBCL – Three RCTs of CAR T cells



Second line DLBCL – Three RCTs of CAR T cells



Locke et al. NEJM 2021

Bishop et al. NEJM 2021

Second line DLBCL – Three RCTs of CAR T cells

Kamdar et al. ASH 2021

Axi-cel/ZUMA-7

Tisa-cel/BELINDA

Liso-cel/TRANSFORM



Locke et al. NEJM 2021

84% of patients in the SOC arm had an event.

56% of patients in the standard of care arm 
crossed over to CAR T

Therefore, 2/3 of “eligible” patients received 
CAR T in the SOC arm.

Differences in PFS vs. EFS (Axi-cel vs. SOC)
2 year PFS: 41 vs. 16%
2 year EFS: 46 vs. 27%.

“PFS” – progressive disease or death
“EFS” – new therapy for lymphoma, death, 
best response SD up to day 150 assessment.

Second line DLBCL – Three RCTs of CAR T cells
Axi-cel/ZUMA-7



Interesting info on “bridging” and “region” from BELINDA
Patients who respond to bridging have a better outcome after CAR T than patients who do not respond:
Comparing SD/PD to CR/PR: EFS HR 2.3 (95% CI 1.44-3.66)

USA:         No bridging 35%, 1 cycle 44%, 2 cycles 21%
Non-USA: No bridging 8%, 1 cycle 33%, 2 cycles 48%

MVA by “region” USA vs. non-USA on tisa-cel arm: HR 0.86 (95% CI 0.54-1.35) 

Second line DLBCL – Three RCTs of CAR T cells



My conclusions from the 3 RCTs of CAR T vs. SOC:
- High risk population that was destined to do poorly with SOC. Confirms CORAL. Need something different for 

these patients than platinum followed by auto-SCT. 
- 3 trials are slightly different with 865 total patients! Some trials had more/less bridging, some had more 

transplants, but overall similar delivery of CAR T cells and crossover to CAR T cells on SOC arm.

- Tisa-cel vs. axi-cel/liso-cel
- Manufacturing not as reliable/quick on trial, although similar % of patients received CAR T
- No explanation for results that is as simple as tisa-cel having lower efficacy

- Axi-cel vs. liso-cel
- Liso-cel has less CAR T toxicity (CRS, neurotox)
- Follow up for liso-cel short, but appears to have good efficacy
- For clinical selection consider:

- Manufacturing availability and success rates
- Non-clinical trial “real world” data
- Use of toxicity mitigation strategies not used in these trials (i.e. prophy steroids)

Second line DLBCL – Three RCTs of CAR T cells



R/R DLBCL – The future
Currently approved therapies for R/R DLBCL (USA)
• Polatuzumab-Bendamustine-Rituximab
• Tafasitinib (CD19 antibody) – lenalidomide
• Selinexor

“Real world” retrospective outcomes are far below results 
reported in clinical trials

Bispecific antibodies – connect T cells to tumor
• Non-randomized trials show similar efficacy to CAR T cell therapy with greater convenience and safety, longer 

treatment duration. Combination trials (i.e. with polatuzumab) underway.
• Questions remain: Long term durable remission rates, “real world” outcomes, sequencing/combining with 

CAR T cell therapy are all unknowns

Improvements to CAR cell therapy:
• Targets: More targets, bispecific targeting
• Engineering: Better CAR activity, better trafficking, less susceptible to exhaustion
• Cell selection – CAR-NK, CAR-myeloid/macrophage, CAR-gamma/delta T cells, allogeneic cells
• Clinical: Combination therapy with other active agents, improved bridging
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• On behalf of the chairs, Dr. Kuruvilla (Princess Margaret Cancer Centre), Dr. Anglin (Stronach Regional Cancer 
Centre) and CARE™, we are pleased to extend an invitation to participate as a speaker in the 5th annual Winter 
Hematology Update (WHU 2022).
•
• We are holding a session on NHL, and we would like for you to give a talk on key stories in aggressive NHL 
from ASH and 2021, including where it is going in 2022. We value your opinions, think you would be an 
excellent speaker and look forward to working with you again. 
•
• About WHU
• WHU is a Canadian conference that focuses on cutting edge news in hematological malignancies and where 
things are going . Renowned international speakers are brought in to share their experience and expertise. The 
content is then framed in the challenges and news relevant to Canadian clinicians by a Canadian panel. Click 
here to see content from WHU 2021. https://careeducation.ca/reports/whu-2021-videos-on-demand/
•
• This year WHU will be virtual with presentations streamed on February 25th 2022 . This means we will be 
filming all speakers in advance virtually via Microsoft Teams or Zoom in in the early weeks of February for their 
25min talks. We recognize that this is a busy time for you and we will be flexible to accommodate your 
schedule and availability.

https://protect-us.mimecast.com/s/ZhV8CrkgyDfVnj4BINziP2?domain=careeducation.ca/

	Slide Number 1
	Slide Number 2
	Slide Number 3
	Disclosures
	Standard Treatment of DLBCL
	Frontline DLBCL – POLARIX study
	Frontline DLBCL – POLARIX study
	Frontline DLBCL – POLARIX study
	Frontline DLBCL – POLARIX study
	Frontline DLBCL – CNS prophylaxis
	Frontline DLBCL – CNS prophylaxis
	Frontline DLBCL – CNS prophylaxis
	     Second line DLBCL – Three RCTs of CAR T cells
	     Second line DLBCL – Three RCTs of CAR T cells
	     Second line DLBCL – Three RCTs of CAR T cells
	     Second line DLBCL – Three RCTs of CAR T cells
	     Second line DLBCL – Three RCTs of CAR T cells
	     Second line DLBCL – Three RCTs of CAR T cells
	     Second line DLBCL – Three RCTs of CAR T cells
	     Second line DLBCL – Three RCTs of CAR T cells
	R/R DLBCL – The future
	Acknowledgements
	Slide Number 23

