
Management of central nervous system relapse risk in 
newly diagnosed high grade B-cell lymphoma 
(including DLBCL NOS, Double/triple hit lymphoma, PMBL, transformed follicular lymphoma) 
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CNS-IPI 4-6 and/or 
one or more high risk 

extranodal sites of 
disease:  

renal, adrenal, breast, 
ovarian, epidural

Baseline 
investigations: 

Lumbar puncture + IT MTX 
x1 (samples for protein, flow 

cytometry and cytology)

MRI Head (with Gadolinium 
contrast); do not delay 

systemic treatment for this

Evidence of CNS 
disease 

Younger/fitter:

R-CODOX-M/R-IVAC

or Marietta approach1

consider high dose 
consolidation

Older/less fit:

MDT discussion;

consider Marietta 
approach1

No evidence of CNS 
disease2

Fit for IV methotrexate 
(MTX):

HD-MTX (IV) x2 @ end of 
systemic treatment after 
discussion with patient 

regarding evidence

EOT PET ideally pre MTX

Unfit for IV 
methotrexate:

Omit CNS prophylaxis

1. MATRix–RICE therapy and autologous haematopoietic stem-cell transplantation in diffuse large B-cell lymphoma with 

secondary CNS involvement (MARIETTA): an international, single-arm, phase 2 trial. Lancet Haematol 2021; 8:e110-21 

2. Consider R-CODOX-M/R-IVAC up front in high-risk younger patient (<50) regardless of evidence of CNS involvement. 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7844712/

