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How I treat high risk DLBCL in first line
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R-CHOP is the standard treatment in DLBCL

Sehn LH and Salles G, NEJM 2021.

R-CHOP is insufficient in 35% of DLBCL:

• High-Risk “Clinical” (IPI 3-5)

• High-Risk “Biological”



… targeting all DLBCL
• Intensified chemotherapy
• Different MAb

How to move beyond R-CHOP in aggressive lymphoma?



Chiappella A, Martelli M et al, Lancet Oncol 2017.

399 DLBCL, aa-IPI 2-3



Bartlett NL et al, JCO 2019.

PFS



Vitolo U et al, JCO 2017.

PFS



How to move beyond R-CHOP in aggressive lymphoma?

… targeting “biological high risk”:

• COO-ABC

• Double or Triple-hit

• Double expressor

• TP53 mutations

Sehn LH and Salles G, NEJM 2021.



COO-ABC

Davies A, et al. Lancet Oncol 2019; Younes A, et al. J Clin Oncol 2019; Nowakowski G, et al. J Clin Oncol 2021. 

R-CHOP + Ibrutinib R-CHOP + LenalidomideR-CHOP + Bortezomib



DEL and DHL: poor outcome with standard treatment

Riedell PA, et al. Cancer 2018.



DHL

Petrich AM, et al. Blood 2014.

R-CHOP is not adequate in DHL
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R-CHOP (n = 63)
R-Hyper-CVAD (n = 38)
DA-EPOCH-R (n = 57)
R-CODOX-M/IVA C (n = 41)
Other/multiple (n = 24)

OS (n = 311)
PFS (n = 242)

Log rank p = 0.0016

• 311 DHL patients; median age 60 years (19–87)
• 50% patients had DLBCL; 48% patients had BCLU
• 87% patients had a BCL2 translocation
• 5% patients had a BCL6 translocation
• 8% patients had triple-hit lymphoma
• 58% patients had a GCB COO

Induction regimen Patients, n (%)

R-CHOP 100 (32)

R-Hyper-CVAD 66 (21)

DA-EPOCH-R 64 (21)

R-CODOX-M/IVAC 42 (14)

R-ICE 9 (3)

Others 31 (10)



DHL

Corazzelli et al, BJH 2011.



DHL

McMilln AK, et al. Ann Oncol 2020.



DHL

Petrich AM, et al. Blood 2014.

Consolidation with ASCT?



DHL

Landsburg D, et al. JCO 2017.

Consolidation with ASCT?

R-CHOP
n 35

R-DaEPOCH
n 81

RhyperCVAD
n 32

R-CODOXM/IVAC
n 11 p

3y-EFS 56% 88% 87% 91% 0.003
3y-OS 77% 87% 90% 100% 0.36

159 patients: 62 autoSCT; 97 no ASCT.



DEL

DA-EPOCH-R is superior to R-CHOP in DEL??

Bartlett NL et al, JCO 2019.

• lower incidence of the DE phenotype (15.6%)

• no differences by treatment arm in the MYC rearranged or patients with the DE

phenotype, but this subset was of insufficient size for statistical comparison.



DEL

D’Angelo CR et al, Hematol Oncol 2021.

DA-EPOCH-R is superior to R-CHOP in DEL??



DEL

Dodero A et al, Leukemia 2019.

DA-EPOCH-R is superior to R-CHOP in DEL??

< 65 years



TP53

Dodero A, Guidetti A et al, Haematologica 2021.

DA-EPOCH-R did not overcome the negative prognostic value of TP53 mutations



TP53

Chiappella A et al, EHA 2018.

Intensified therapy did not overcome the negative prognostic value of TP53 mutations
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median follow-up 72 months

5-yrs FFS Mutated 24% 95%CI (4-52)
5-yrs FFS Wild Type 72% 95% CI (62-79)
HR 3.75 (1.72-8.16) p 0.001

No advantage in RCHOP+ASCT arm



Conclusions

• R-CHOP is still the standard treatment in DLBCL
• The addition of Bortezomib, Lenalidomide, Ibrutinib to R-CHOP did not 

improve the outcome of ABC-DLBCL 
• Treatment of Double Expressors Lymphomas is not yet established
• R-CHOP is not adequate in Double Hit Lymphomas and is associated with 

inferior outcome; intensified treatments are recommended
• “high risk” patients need to be better defined



Future directions

• Target Molecular Classification Subgroups
• R-CHOP + X-Y-Z 

• Lenalidomide-Ibrutinib-R-chemo (CHOP/EPOCH): Smart Start, 
NCT02636322

• Polatuzumab-R-CHOP: Polarix, NCT01992653
• Tafasitamab-Lenalidomide-R-CHOP: FrontMIND, NCT04824092

Westin J, ICML 2019; 
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