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DLBCL: curable since 1990’s

Fisher RI, et al: N Engl J Med.  1993;  Pfreundschuh M, et al: Lancet Oncol.  2006

No benefit of intensifying CHOP Rituximab increases cure rate



But 30-40% of patients relapse

Bartlett et al., JCO 2019; Vitolo et al., JCO 2017

GOYAAlliance 50303

PFS at 3 years:
~70%

PFS at 3 years:
~70%



Low risk DLBCL: abbreviated RCHOP

Poeschel et al., Lancet 2019; Michot et al., Ann Oncol. 2026

LYSA LNH 09-1B
• Stage 1 or 2
• aaIPI = 0
• Bulky >10cm: 4.2%

RCHOP
x2

RCHOPx2

RCHOPx4

(-)

(+)

FLYER
• Age <=60
• IPI = 0, 
• <7.5 cm (non-bulky)

PFS at 3 years:
92%



Current NCCN guidelines

NCCN Guildeines Version 3.2026: Diffuse large B-cell lymphoma; www.nccn.org





DLBCL: multiple entities

● DLBCL, NOS
○ Germinal B-cell-like, 
○ Non-GCB-like

● Other forms of LBCL
○ T-cell/histiocyte-rich LBCL (THRLBCL)
○ ALK+ LBCL, 
○ LBL with IRF4 rearrangement
○ EBV-positive DLBCL, NOS
○ Primary LBCL of immune-privileged sites
○ Primary cutaneous DLBCL, leg type
○ Intravascular LBCL
○ DLBCL associated with chronic inflammation
○ Lymphomatoid granulomatosis
○ Primary mediastinal B-cell lymphoma

● High-grade B-cell lymphoma
○ with MYC and BCL2 rearrangements
○ with 11q aberration
○ NOS

WHO classification of haematolymphoid tumors, 5th Ed, 2023; 1. Campo E, et al. Blood. 2022;140:1229–1253. PMID: 35653592.



DLBCL: cell-of-origin-based classification

DLBCL

GCB ABC

Better prognosis

BCL2-IGH t(14;18)

Epigenetic lesions
EZH2, KMT2D

No specific treatment

Worse prognosis

Response to:
• Lenalidomide
• Bortezomib
• Ibrutinib

Dependent on BTK, 
NFB

MYC rearrangement
Double-hit lymphoma

MYC + BCL2 IHC 
“Dual expresser”



COO: 20 year of therapeutic failure of the concept

Ibrutinib Lenalidomide

Bortezomib

No clinical trial has shown 
improved outcomes with 
COO-directed therapy

Palmer AC, et al: N Engl J Med.  2023;  Younes A, et al: J Clin Oncol.  2019; Nowakowski GS, et al: J Clin Oncol.  2021;  Davies A, et al: Lancet Oncol.  2019



DLBCL: Genomic classification

Wright GW, et al., Cancer Cell. 2020     Chapuy B, et al., Nat Med. 2018



DLBclass

Chapuy et al., Blood 2025; Alduajj et al., Blood 2023



Wait! There is more!! Microenvironment matters!!!

Li et al, Cancer Cell 2025; Harkins et al. ASCO 2026 (POLARIX)



Does this matter for treatment? PHOENIX trial

ibrutinib

RCHOP

ibrutinib

RCHOP

Wilson WH, et al., Cancer Cell. 2021



Umbrella trials: GUIDANCE-01

Wright GW, et al., Cancer Cell. 2020; Zhang et all Cancer cell 2023

Matching genomic subtype to targeted drug



Using genomics and GEP in clinical practice

What to 
order?

How to 
interpret?

How does
it change 
treatment 
in 2026?

Do not order!
(unless you feel confident about interpreting)

COO by 
IHC

• CD10
• BCL6
• MUM1
• Not 

accurate!
• Does NOT 

change 
treatment

FISH
• Essential to 

detect HGBL
• MYC
• Optional: 

BCL2::IGH, 
BCL6

GEP
• Nanostring 
• Confirm 

PMBCL
• Confirm 

molecular 
DZsig

NGS
• Currently 

limited use
• DOES NOT 

CHANGE 1L 
TREATMENT
in 2026

• Confirm C5: 
IVLBCL, 
PCLBCL (leg-
type), 
Extranodal

ExperimentalStandard



POLARIX

The 
standard
of care?

A 
standard
of care?

Who 
should 
get it?

Should 
anyone 
not get 

it?



POLARIX: 5 year follow up

Salles G et al., ASH 2024; Morchhauser et al., NEJM 2022



POLARIX: 5 year follow up

~5% difference

HR = 0.80 (0.65-0.98)

NNT = 20 No difference in OS

Morchhauser et al., JCO 2025; Morchhauser et al., NEJM 2022



POLARIX: Toxicity

● Similar toxicity profiles
● SAE: 34% (Pola-RCHP) vs. 31% (RCHOP)

Salles G et al., ASH 2024; Morchhauser et al., NEJM 2022



COO in POLARIX

Tilly H, et al: N Engl J Med.  2022;  Morschhauser F, et al: ASH.  2023;  Palmer AC, et al: N Engl J Med.  2023

Differential effect by COO?
Responses to 
polatuzumab 
vedotin are 
more common 
in ABC-DLBCL



15% of GCB-DLBCL share GEP with HGBL

Olszewski AJ, et al: Blood.  2022;   Alduaij W, et al: Blood.  2023;  Ennishi D, et al: J Clin Oncol.  2019;   Sha C, et al: J Clin Oncol.  2019

BCCA REMODL-B



Dark-zone sig+ DLBCL in POLARIX

Morschhauser F, et al: Blood.  2023



Genomic subtypes in POLARIX

Calabretta et al., ICML 2025

70%

42%



Summary: COO in POLARIX

Pola-RCHP:
● High benefit in ABC-DLBCL – particularly in MCD-DLBCL, 
● Equivalent in GCB-DLBCL
● Potential benefit for DZSig+ GCB DLBCL
● Ultimately:

o COO would need to be determined by GEP not IHC
o No evident harm of giving it to “everybody”, and no

survival detriment to giving RCHOP to everybody
o No overall survival benefit
o Possibly higher risk of febrile neutropenia and PJP

events in older patients – but deliverable as R-mini-
PolaRCHP

o High cost vs. cost of 2nd-line CAR T-cell

~ $70,000 per QALY gained
Drug costs:
• Pola-R-CHP: $122,525
• RCHOP: $27,692
• “appears cost-effective”

~ $546,956 ICER for Pola-RCHP
~ $309,813 ICER for CAR-T
• “not cost effective”

~ $84,308 per QALY gained
• “cost effective, but highly 

dependent on cost of CAR T-
cell therapy”

Matasar et al., J Med Econ  2023; Vijenthira et al., JCO 2023;  Kambhampati et al., Blood 2022



Special case: PMBCL

● Often young women
● Large, life-threatening tumors
● Non-GCB, CD30+, PD-L1/2+
● GEP resembles Hodgkin lymphoma

ANHL1931

DA-EPOCH-R:
• No randomized data
• Real-world – not as good
• Omits radiation therapy

PMBCL

Choose backbone:
• DA-EPOCH-R
• R-CHOP
• R-CHOP + RT

Chemo

Chemo + nivolumab

Savage KJ: Blood.  2022;  Dunleavy K, et al. N Engl J Med. 2013;  Dunleavy K, Wilson WH: Blood.  2015;



Special case: HGBL

● Double-hit lymphoma: MYC-R and BCL2-R
● HGBL, NOS: only 50% MYC-R
● Essentially always GCB
● Shares GEP with Burkitt lymphoma (DZSig+)
● This is NOT “double expressor”

This is NOT HGBL

DA-EPOCH-R:
• Effective in Burkitt lymphoma
• No randomized data
• Uncertain if better than Pola-R-

CHP

DA-EPOCH-R

Dunleavy K, et al: Lancet Haematol.  2018



DA-EPOCH-R should NOT be used for DLBCL

Bartlett NL, et al: J Clin Oncol.  2019

Arm N 3 Yrs (95% CI) 5 Yrs (95% CI)

R-CHOP 233 0.81 (0.75-0.85) 0.69 (0.62-0.75)

DA-EPOCH-R 232 0.79 (0.73-0.84) 0.66 (0.59-0.72)

98%

98%

72%

17%

19%

65%

8%

35%

78%

74%

43%

11%

3%

4%

2%

18%

All grade 3-5

Hematologic

Non-hematologic

Infection 

Neuropathy

G1/2 neuropathy

Mucositis

FN

0% 20% 40% 60% 80% 100%

Toxicities

DA-EPOCH-R R-CHOP



What do I do?

POLARIX criteria
IPI ≥ 2

• Pola-RCHP
• Early-stage: R-CHOP x4
• tFL / G3B FL: R-CHOP
• tCLL/MZL: Pola-RCHP

HGBL with 
MYC/BCL2 rear.

PMBCL
• DA-EPOCH-R

CNS involvement • MCD: MATRiX with ASCT or R-CHOP+HDMTX
• HGBL: R-CODOX-M/IVAC

Unfit / frail • Pola-R-miniCHP
• Pola-R





Future directions and ongoing trials

Personalized 
therapy

Umbrella trials: 
genomic subtypes

Subtype-specific 
trials (MCD, HGBL)

Depersonalized
immunotherapy

RCHOP/PolaRCHP 
+ BsAbs

MRD escalation 
(CAR T cells)

Chemo-sparing
strategies

Bispecific 
combinations 

Multi-targeted 
regimens 

(SMART-Start/Stop)



2026: Chaotic era

POLARIX:
• PFS benefit
• No OS / QOL benefit

frontMIND:
• RCHOP ± Tafasitamab + Len
• HR = 0.75 for PFS (P=0.019)

SKYGLO: 2027
• Pola-R-CHP + glofitamab

ESCALADE: 2027
• R-CHOP + acalabrutinib (non-GCB)

waveline-010: 2029
• R-CHP + zilovertamab vedotin

GOLSEEK-1:
• R-CHOP + 

golcadomide

OLYMPIA-3:
• CHOP + 

odronextamab

EPCORE 
DLBCL-2:

• RCHOP + Epco

ZUMA-23:
• R-CHOP  Axi-cel

ALPHA3:
R-CHOP  Cema-cel

GUIDANCE-02
• R-CHOP + X
• NGS-driven



Alternative approach: escalation/de-escalation

● PETAL:

Duhrsen, et al: J Clin Oncol.  2018; Wang et al., JCO 2025

RCHOP x2
N=873

PET-CT
SUVmax +

RCHOP x4

RCHOP x4 Intensified 
chemo x6

(+)


● HOVON-902: 250 1L patients on RCHOP/EPOCH

ID: FFPE tumor 
(clonotype)

MRD: plasma

ID: tumor (WES) 
+ germline 

sample

(select SNV)

MRD: plasma



Do we need RCHOP?

Westin J, et al: J Clin Oncol.  2023;   Westin J et al., ASH 2025

Smart START Smart STOP



PolaGloT

1L DLBCL: Mosunetuzumab + Pola

Olszewski et al., ASH 2023



Summary

● DLBCL – multiple diseases but current 1L therapy still “depersonalized”
● Multiple new options beyond R-CHOP, no good selection criteria:

○ Pola-RCHP
○ Tafa-Len-RCHOP
○ Imminently: BsAbs + (R)CHOP/Pola-(R)CHP

● Which classification is predictive of treatment success?
○ Genomic  ongoing umbrella trials
○ TME  ASCO 2026: LymphoMAP in POLARIX

● Alternatives to RCHOP+X:
○ Escalation/de-escalation by MRD
○ Multi-targeted therapies
○ BsAb-based combinations



Adam Olszewski
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