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deserted island
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▪ Decreasing role of cytotoxic therapy
• Chemorefractory

• Impact on cell health and marrow function

▪ Bispecific antibodies, CAR-T cell therapy

▪ CRS, ICANS
• Multispecialty teams

• Inpatient monitoring

• Prompt management of acute toxicity

R/R DLBCL



▪ Polatuzumab vedotin
• ADC to CD79b delivering monomethyl auristatin E (MMAE)

• Bendamustine, rituximab

▪ Tafasitamab
• anti-CD 19 Fc-enhanced monoclonal antibody

• Lenalidomide

▪ Loncastuximab tesirine
• humanized anti-CD19 ab conjugated to a pyrrolobenzodiazepine dimer toxin (PBD)

Alternative approach to R/R DLBCL



Polatuzumab vedotin



Polatuzumab + BR – phase 2

J Clin Oncol 38:155, 2020
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Polatuzumab + BR – phase 2

J Clin Oncol 38:155, 2020
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Censored

PFS (IRC)

Pola + BR vs BR: 

Median PFS 9.5 vs 3.7 months

HR, 0.36 (95% CI: 0.21–0.63)

P-value (log-rank) = 0.0002 



Polatuzumab + BR – phase 2

J Clin Oncol 38:155, 2020
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Censored Pola + BR vs BR: 

Median OS 12.4 vs 4.7 months

HR, 0.42 (95% CI: 0.24–0.75)

P-value (log-rank) = 0.0023 



Polatuzumab + BR – phase 2

ASCO 2018 abstr 7507
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Polatuzumab + BR – phase 2

ASCO 2018 abstr 7507



Polatuzumab + BR – phase 2

ASCO 2018 abstr 7507; J Clin Oncol 38:155, 2020
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Polatuzumab in POLARIX

N Engl J Med 2023; 389:764-766



Polatuzumab in POLARIX

N Engl J Med 2023; 389:764-766



Bendamustine and CAR-T

J Clin Oncol. 2024 Jan 10;42(2):205-217



Tafasitamab



L-MIND – Tafasitamab + Lenalidomide

Haematologica. 2024 Feb 1;109(2):553-566



L-MIND – Tafasitamab + Lenalidomide

Haematologica. 2024 Feb 1;109(2):553-566

Primary analysis 3-year follow-up Final 5-year data 5-year data in patients 

with 1 PLOT (n = 40)

5-year data in patients with 

≥2 PLOT (n = 40)

Data cut-off date 30-Nov-18 30-Oct-20 14-Nov-22 14-Nov-22 14-Nov-22

Best ORR, n (%)

[95% CI]

48 (60.0)

[48.4-70.9]

46 (57.5)

[45.9-68.5]

46 (57.5)

[45.9-68.5]

27 (67.5)

[50.9-81.4]

19 (47.5)

[31.5-63.9]

CR rate, n (%)

[95% Cl]

34 (42.5)

[32.0-54.0]

32 (40.0)

[29.2-51.6]

33 (41.3)

[30.4-52.8]

21 (52.5)

[36.1-68.5]

12 (30.0)

[16.6—46.5]

PR rate, n (%)

[95% Cl]

14 (17.5)

[10.0-28.0]

14 (17.5)

[9.9-27.6]

13 (16.3)

[8.9-26.2]

6 (15.0)

[5.7-29.8]

7 (17.5)

[7.3-32.8]

Median DOR, months

[95% Cl]

21.7

[21.7-NR]

43.9

[26.1-NR]

NR

[33.8-NR]

NR

[9.1-NR]

NR

[26.1-NR]

Median PFS, months

[95% Cl]

12.1

[5.7-NR]

11.6

[6.3-45.7]

11.6

[5.7—45.7]

23.5

[7.4-NR]

7.6

[2.7-45.5]

Median OS, months

[95% Cl]

NR

[18.3-NR]

33.5

[18.3-NR]

33.5

[18.3-NR]

NR

[24.6-NR]

15.5

[8.6-45.5]



L-MIND – Tafasitamab + Lenalidomide

Haematologica. 2024 Feb 1;109(2):553-566



L-MIND – Tafasitamab + Lenalidomide

Haematologica. 2024 Feb 1;109(2):553-566



L-MIND – Tafasitamab + Lenalidomide

Lugano 2019 abstr 124



L-MIND – Tafasitamab + Lenalidomide

Haematologica 106:2417, 2021



Tafasitamab and CAR-T

Blood (2024) 143 (3): 258–271



Loncastuximab tesirine



Loncastuximab – phase 2

ASH 2019 abstr 757



Loncastuximab – phase 2

ASH 2019 abstr 757



Loncastuximab – LOTIS-2

Haematologica. 2024 Apr 1;109(4):1184-1193

▪ N= 145
• Median f/u 7.8 months [range, 0.3-42.6]

▪ ORR 70 of 145 (48.3%) 
• CR 36 (24.8%) 

▪ median OS 9.5 months

▪ median PFS 4.9 months

▪ Gr3+ AE
• neutropenia 26%
• thrombocytopenia 18%
• incr GGTP 17%

▪ SAE 39%



Loncastuximab – LOTIS-2

Blood Adv (2022) 6 (16): 4736–4739



▪ “easier” agents may provide some disease control

▪ Polatuzumab
• May have decreasing role in R/R
• Question of COO
• Good bridging
• Avoid benda

▪ Tafasitamab
• Likely better in lower risk presentations
• Well tolerated

▪ Loncastuximab
• Activity even in higher risk
• Well tolerated

Summary



Thank you
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