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NLPHL: Introduction

• Around 5% of all HLs

• M:F = 3:1

• Median age at presentation: 30-40 yrs  

• Localized disease: 60-70% stage I-II

• Advanced stage: 30-40% stage III-IV (especially so called «variant patterns»)

• Transformation to B-NHL: ~5% (especially so called «variant patterns»)



NLPHL: General histopathologic aspects

• B cell neoplasm with paucity of large neoplastic cells: «lymphocyte predominant» (LP) cells or «pop corn» cells

• Abundance of background inflammatory cells

• Pattern of growth: predominantly nodular

• From first description (1947) included within HL: «Hodgkin Paragranuloma» ->> «Nodular Lymphocyte Predominant HL»



ICC 2022: NLPHL renamed «Nodular Lymphocyte Predominant B-cell Lymphoma»

WHO 2022: NLPHL retains its name «as not to interfere with ongoing trials». However, it may be more 

accurately called «Nodular Lymphocyte Predominant B-cell Lymphoma»
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I. Cell of Origin



NLPHL and cHL Derive from Germinal Center B Cells

NLPHL cHL



NLPHL and cHL Derive from Germinal Center B Cells

• PCR on DNA extracted from purified CD30+ cells (cHL) and

CD20+ cells (NLPHL)

• Sequencing of VH genes

• VH gene amplification products derived from HRS/ LP cells

identical in each patient

• Evidence of somatic hypermutations



NLPHL and cHL Have Different Ig Protein Expression

NLPHL
Ig gene transcription/ translation effective =

LPs show Ig expression at mRNA/ protein level

• Dependence from antigenic stimulation

• Intraclonal diversity in rearranged Ig genes

cHL
Ig gene transcription/ translation ineffective =

HRS lack Ig expression at mRNA/ protein level

• Independence from antigenic stimulation

• Upregulation of anti-apoptotic pathways 

• No intraclonal diversity



II. Histopathologic aspects



NLPHL and cHL have distinct morphology and immunophenotype

cHL NLPHL

Neoplastic cell

Phenotype CD20-, CD79a-, PAX5+ CD20+, CD79a+, PAX5+

CD30+, CD15+ CD30-, CD15-

Oct2-, BOB1- Oct2+, BOB1+

PD-L1+ PD-L1-

EBV status ~20% EBV+ (Mixed Cellularity) EBV negative 

Background More heterogeneous Lymphs/Histiocytes

Hodgkin/ 

Reed

Sternberg

(HRS)

Lymphocyte-

Predominant

(LP)



Pattern A, CD20

Pattern A, PD1

Variant histologic patterns in NLPHL

Typical A/B Patterns

• Most common patterns in NLPHL

• Nodular architecture with FDC meshworks

• LP cells embedded in a B cell rich environment

• Fewer CD4/PD1 pos T rosetting around LP cells

• More common limited stage

• Rarer progression into aggressive B-NHL



Pattern C, CD20

Pattern E, CD20

Variant histologic patterns in NLPHL

Variant C-F Patterns

• Rarer patterns in NLPHL

• Variable reduction/ loss of nodular architecture

• Progressive reduction of B lymphocytes

• LP cells embedded in a T cell rich environment

• More common advanced stage

• Higher propensity to progress in B-NHL



Pattern C, CD20

Pattern E, CD20

Variant histologic patterns in NLPHL

Variant E Pattern

• Also known as «THRLBL-like NLPHL»

• Similar cell composition to THRLBL de novo

• «Distinction from THRLBL relies on at least one

unequivocal nodule with features of NLPHL»





Pattern of Transformation/ Evolution in NLPHL

Reactive

follicle
NLPHL

Pattern A
NLPHL

Pattern C
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(THRLBL-like)

THRLBL

Time line 

• Patterns of NLPHL are not static, but can evolve over time

• Transformation/evolution is associated with a switch from a «B-cell rich» to a 

«T cell/histiocyte rich» microenvironment

• NPLHL- Pattern E can be regarded as a «precursor» of some THRLBL



III. Gene Expression Profiling



GEP of tumor cells in Germinal Center Derived B-NHL GEP of tumor cells in NLPHL, THRLBCL-like NLPHL and THRLBCL



Quantification of the microenvironment in typical NLPHL (patterns A and C), THRLBCL-like NLPHL (pattern E) and THRLBCL



NLPHL- Conclusions

I. CELL OF ORIGIN:

• Germinal Center Derived B Cell Neoplasm with a retained dependence from antigen stimulation

II. HISTOPATHOLOGY:

• Distinct entity with defined histopathologic features compared to cHL and other B-NHL

• Identification of histopathologic patterns has relevant prognostic implications

• «Dinamic entity» with progression associated mostly with a modification in tumor microenvironment

III. GENE EXPRESSION PROFILING:

• GEP of LP cells similar to HRS and other B-NHL, especially THRLBL



Classification of NLPHL… a matter of 

point of view

The Conservatives

The Progressives

The Italians’ Approach
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