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U.S. NHL Cancer Stats

US cancer stats for 
lymphoid malignancies by 
WHO subtypes

Most common form of NHL 
Aggressive NHL 
Peaks in the 6th decade

Ca Cancer J Clin 2016;66:443–459.
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CHOP: formalizing a backbone

Toxicity CHOP m-BACOD ProMACE-CytaBOM MACOP-B

Death 1% 5% 3% 6%

G4 31% 54% 29% 43%

DLBCL treatment backbone 

NEJM 1993;328:1002-1006

Phase I I I ,  SWOG 8516 tr ial
Init iated 1986; N=1138
Overal l  survival
CHOP best avai lable therapy
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R-CHOP

CHOP vs R-CHOP

DLBCL treatment backbone 

N Engl J Med 2002;346:235-242.  
Blood 2010;116 (12): 2040–2045.

CHOP
CHOP + Rituximab

CHOP
CHOP + Rituximab
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1993 CHOP 2006 R-CHOP

Evolution of DLBCL therapy
Evolution of DLBCL therapy

1970s 1980s 1990s 2000s

CHOP, m-BACOD, proMACE-cytaBOM, MACOP-B

Biologic diversity? 
Intensity of  treatment?
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Cell of Origin - IHC
Hans algorithm – IHC based decision tree to classify GCB and non-GCB tumors 
 ~70% concordance with GEP
Does not recognize the 10-15% of tumors unclassified by GEP
 Some indeterminate cases seen clinically

Cell of Origin

Blood 2004; 103(1):275-282
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Cell of Origin
DLBCL: A Heterogeneous Disease

Curr. Treat. Options in Oncol.;2015,16: 58

GCB 
favorable prognosis 
as compared to ABC.

ABC 
poor prognosis as 
compared to GCB. CNS 
involvement could be 
more likely

Double Expresser 
(High MYC and BCL2 
protein expression). 
Poor prognosis

Double HIT 
(FISH MYC & BCL2 
rearrangements)
Very poor prognosis
CNS involvement likely
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Gene Expression Profiling
Gene Expression Profiling (GEP)

NEJM 2002; 346:1937-1947. 
NEJM 2008;359:2313-2323.

Leukemia & Lymphoma, 2003;44(3):S41–S47
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Attempts to improve the backbone

Lancet Haematol 2020; 7: e838–50
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Novel therapy strategies

https://oncobites.blog/2023/09/27/antibody-drug-conjugate-revolution-in-cancer-treatment/
https://www.researchgate.net/figure/Monoclonal-and-bispecific-antibodies-for-targeted-treatment-Created-with-BioRendercom_fig5_364484166
Hematological Oncology, Volume: 41, Issue: S1, Pages: 92-106, First published: 09 June 2023, DOI: (10.1002/hon.3143) 

Monoclonal Antibodies 

Antibody drug conjugate (ADC)

Bispecific Antibodies (BITE)

Targeted agents

https://oncobites.blog/2023/09/27/antibody-drug-conjugate-revolution-in-cancer-treatment/
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Polatuzumab Vedotin
• Antibody Drug Conjugate (ADC)

• Humanized anti-CD79b monoclonal antibody
• Conjugated with a monomethyl auristatin E (MMAE) payload

• MMAE  Microtubule inhibitor 

• Phase 1 study, Dose >1.8 mg/m2
• Main AEs

• Neutropenia (G3-4)
• Peripheral neuropathy (G1-2)

Polatuzumab Vedotin 

Lancet Oncol 2015; 16: 704–15

ORR CR mDOR
52% 13% 5.2 mo

Lancet Oncol 2015;16:704-
15
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POLARIX Trial
Randomized, double bl ind, phase I I I  study

R-CHOP vs Pola-R-CHP

N Engl J Med 2022;386:351-363

HervéTilly, et al.,Presented at ASH2021; No. LBA-1
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Polarix Trial: PFS and OS
POLARIX TRIAL

N Engl J Med 2022;386:351-363

NEJM, 2022; 386: 351-363. 

• Pola-R-CHP showed 27% 
reduction in relat ive r isk 
of  disease progression,  
relapse,  or death

• 24-month PFS
• 76.7 vs 70.2%
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POLARIX 5-yr update: PFS
P F S  i n  t h e  g l o b a l  I T T  p o p u l a t i o n

S u s t a i n e d  P F S  b e n e f i t  –  c o n f i r m a t i o n  o f  2 - y r  p r i m a r y  a n a l y s i s

*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.

ASH 66th Annual meeting, oral presentation

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 (n=440)
R-CHOP (n=439)

439 332 302 287 274 258 251 240 192391 95 54 NE

Patients remaining at risk

R-CHOP
Pola-R-CHP 440 357 335 318 303 292 280 258 213407 100 56 NE
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POLARIX TRIAL

N Engl J Med 2022;386:351-363

NEJM, 2022; 386: 351-363.
 HervéTilly, et al. Presented at ASH2021; No. LBA-1
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Evolution of DLBCL therapy

1993 CHOP 2006 R-CHOP 2023 POLA-R-CHP

1990s 2000s 2010s 2020s
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Polarix Trial: Subgroup exploratory analysis

NEJM, 2022; 386: 351-363. 
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Polarix COO outcomes

Morschhauser, ASH 2023, Poster 3000. As presented in Postercast. 
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Other Molecular Signatures

Nature Reviews Immunology, 2015;15: 172–184
Blood, 2023; 141 (20): 2493–2507.

https://www.nature.com/nri
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Other Molecular Signatures

Blood, 2023; 141 (20): 2493–2507.
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Morschhauser, ASH 2023, Poster 3000. As 
presented in Postercast. 
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The current landscape of frontline large B-cell lymphoma trials

Future directions

Blood, 2025; 145 (2): 176–189.
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Questions?
sdevata@mcw.edu
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