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CHOP vs COP for Diffuse Lymphoma

Jones et al, Cancer 43:417, 1979Jones et al, Cancer 43:417, 1979



Years after registration

n Death

5-y

Estimate (%)

CHOP 225 150 46

MACOP-B 218 149 45

ProMACE-CytaBOM 233 150 46

m-BACOD 223 146 46
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Update of Fisher et al. N Engl J Med. 1993;328:1002. Courtesy of R. Fisher, 2005.

National High-Priority Lymphoma
Study (S8516): OS











Coiffier et al, Blood 116:2020, 2010

R-CHOP vs CHOP in DLBCL





CALGB 50303 – PFS/OS

Bartlett et al JCO 37:1790, 2019
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POLARIX Trial Results

Tilly et al, NEJM 386:551, 2022





Front-MIND: A pivotal phase 3 study in front-line DLBCL

Key inclusion criteria

Previously untreated

DLBCL patients

▪ IPI 3-5

▪ ECOG 0-2

▪ Diagnosis to tx

interval ≤ 28 days

Experimental arm (n=440)

12 mg/kg tafasitamab

25 mg/day lenalidomide

+ R-CHOP

Control arm (n=440)

tafasitamab placebo

lenalidomide placebo

+ R-CHOP
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Front-MIND

(Phase 3, multicenter, randomized, double-blind, placebo-controlled trial) 

First-MIND 

(Phase 1b)

▪ Arm A (n=30)

tafasitamab

+R-CHOP

▪ Arm B (n=30)

tafasitamab

lenalidomide

+ R-CHOP



Synthetic Lethality of Lenalidomide and Ibrutinib

Yang, Staudt Cancer Cell 2012 Len: Upregulate IL2 in T-cells

Ibr: ITK inhibition shift Th2 to Th1



ClinicalTrials.gov Identifier: NCT04002947



Acalabrutinib Window Study in DLBCL

Roschewski et al, Blood 138 (suppl 1): abstr#626, 2021



AZ - ACRUE Phase II Trial

• Treatment naïve or elderly patients

• Previously untreated DLBCL

• Ineligible for R-CHOP-like regimens

• Treatment with acalabrutinib+rituximab

• Expected accrual from October, 2023-April, 2025



Smart Start Study Design

1B1A

• Phase II, single arm, single center, investigator-initiated trial

• Primary Objectives 
• 1A: To determine the ORR at the end of 2 cycles of RLI alone 

• 1B: To determine the CR rate at the end of RLI x 2 + RLI combined with chemotherapy x 6

Westin et al, JCO 41:745, 2023



Westin et al, JCO 41:745, 2023



Smart Start Trial: Results

24

Westin et al, JCO 41:745, 2023



Westin, JCO 2023

Smart Start Results by COO



Smart Stop Schema (J. Westin, ongoing)



ZUMA-12 Eligibility



ZUMA-12 Schema



ZUMA-12 Patient Characteristics

29
Neelapu et al, Nature Med 28:735, 2022



ZUMA-12 Patient Characteristics
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Neelapu et al, Nature Med 28:735, 2022



ZUMA-12 Patient Characteristics
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Neelapu et al, Nature Med 28:735, 2022



ZUMA-12: Outcomes
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Neelapu et al, Nature Med 28:735, 2022
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Neelapu et al, Nature Med 28:735, 2022
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ClinicalTrials.gov Identifier: NCT04974216
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clinicalPET System for DLBCL Prognosis

37Cheson commenting on Eertlink et al, Blood (in press), 2023



NGS Analysis of DLBCL

Jacobsen C, Hematologist 2018



Anticipatory Risk -Adapted Strategy
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Other
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Conclusions

• R-CHOP is archaic (CHOP 45+yrs; R-CHOP 21 yrs)

• It is effective for 50-70% of patients, but toxic (5% deaths)

• Attempts to substantially improve on it have thus far been futile

• New cellular and immunotherapeutic agents are extremely 
active in R/R patients

• Thus, should potentially be more effective pre-resistance

• Current non-chemo studies mostly in the elderly

• Need to base tx on prognostic/predictive markers in all patients

• Strategies replacing R-CHOP in 1L are inevitable


