
CASE 6

A 48-year-old man presented with palpable masses 
in his neck without B symptoms. Physcial 
examination and PET scan showed multiple left 
neck LNs with the largest from the submandibular 
region being 3.1 x 1.9 x 1.5 cm. A FNA was non-
diagnostic with negative flow cytometry results. An 
excisional biopsy was performed. 
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DIAGNOSIS (CASE 6)

Nodular lymphocyte predominant 
Hodgkin lymphoma

Also pattern A



Cancer Research 26; 1063, 1966

James J. Butler, MD

Robert J. Lukes, MD



Classification of Hodgkin Lymphoma
Little Change Over Time

Lukes & Butler Rye WHO - 2017
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Mercedes Benz

Same name – different cars

1934

2022



Criteria for HL Diagnosis

Criteria have shifted from purely histologic to 
histologic and immunophenotypic

The shift has lead to:

Reclassification of disease

Change in disease frequencies

Change in criteria for diagnosis of HL overall



Hodgkin Lymphomas
Frequency

Nodular sclerosis 62%

Mixed cellularity 27%

Nodular lymphocyte predominant      5%

Lymphocyte-rich classical 4%

Lymphocyte depleted 1%

J Clin Oncol 23: 5739, 2005
CA Cancer J Clin 71: 7, 2021

HL ~ 10% lymphomas in USA (~8,830 cases/yr)

960 (~11%) deaths per year



Hodgkin Lymphomas 
Incidence

Nat Rev Dis Primers 6: 61, 2020



Nodular Lymphocyte Predominant HL

Male predominance

Peak incidence 30-50 years age group

Localized peripheral LNs (cervical #1)

B-symptoms unusual

Mediastinum, spleen and bone 

marrow rarely involved

Frequent relapses (late)



Nodular LPHL
Vaguely Nodular Pattern

3 cases



Nodular LPHL
Epithelioid Histiocytes



Nodular LPHL
LP (Popcorn) Cells

Popped Unpopped



Nodular LPHL
Atypical LP Cells (Classic-like)



7 cases assessed by frozen section immunohistochemistry

Small lymphocytes

Polytypic B-cells, IgM+, IgD+

Large L&H cells

B-cell antigens+

Sibrand Poppema, MD, PhD



Classic NLP

HRS Cells LP Cells

T-cell - -

CD15 +/- -

CD20 -/+ ++

CD30 + -

CD45/LCA - +

PAX-5 + dim +

OCT-2 - +

BCL-2 +/- -

BCL-6 -/+ + 

EBV +/- -

Immunophenotype of Neoplastic Cells in HL

CD20- 3%
CD45- 5%
CD15+ 6%
CD30+   10%



Nodular LPHL
LP Cells Are B Cells

Many reactive cells
are also B-cells

OCT-2

CD20

OCT2 is very helpful 

We use Leica (catalog # PA0532)



Nodular LPHL
A Tumor Based in Follicles

CD21



Nodular LPHL
Rosettes

CD3 CD57

PD1 PAX-5



Am J Surg Pathol 27: 1346, 2003

Y. Natkunam, MD R. Warnke, MD



Am J Surg Pathol 27: 1350, 2003

NLPHL Patterns - CD20

CD3

A. B-cell rich nodular

B. Serpiginous 
nodular

C. Nodular with           
extranodular LP 
cells

D. T-cell rich nodular

E. Diffuse T-cell-rich        
(TCRBCL-like)

F. Diffuse moth-eaten

CD20



Helpful Tidbits from the Fan et al paper

Small reactive follicles within or outside nodules in ~15%

Sclerosis in ~20% (can be prominent in ~5%)

Pattern C predicted subsequent development of pattern E

Pattern E correlated with recurrence

Am J Surg Pathol 27: 1350, 2003



Pattern is Prognostic in NLPHL 

Blood 122: 4246, 2013

Sylvia Hartmann, MD



Br J Haematol 196: 99, 2021

Atypical growth patterns correlate with 

Stage IV disease

Splenic involvement

Persistent disease after 2 cycles of BEACOPP

Atypical patterns do not have prognostic impact if treated 
with escalated BEACOPP



Nodular LPHL
Nodular Sclerosis-like Pattern

CD79a BCL-6



Am J Surg Pathol (in press)

10-15% of cases of NLPHL show prominent sclerosis
Often associated with patterns D and/or E
No prior therapy in this cohort

Siba El Hussein, MD

12 cases in study



NLPHL Pattern E

CD20



Nodular areas are required to recognize pattern E in NLPHL

Is pattern E = T-cell/histiocyte rich large B-cell lymphoma ?

No good criteria to distinguish pattern E from THRLBCL

I use clinical criteria in this differential  

B symptoms 

Bone lesions, BM involvement

Hepatosplenomegaly 

High serum LDH level

WHO classification uses term THRLBCL-like transformation

If treatment is R-CHOP the distinction may not matter

NLPHL Pattern E



How is HL Treated Today?
NLPHL

Low stage disease

Recent trends are to do as little as possible

High stage disease

R-CHOP may be better than ABVD

Blood 133:2121, 2019

Blood 130: 472, 2017



Antibodies useful to establish diagnosis of classic HL

CD3, CD15, CD20, CD30, PAX-5

Antibodies useful to distinguish NLPHL from classic HL

OCT-2, CD21 or CD23, PD-1, EBER

Dennis O’Malley, MD



Take Home Points

NLPHL can occur at any age and most LN groups 
as well as liver, spleen, and BM

The entity has evolved and has a greater morphologic
and immunophenotypic spectrum than once thought 

Knowledge of the 6 patterns in NLPHL is helpful for 
diagnosis and may be requested by clinicians   

OCT2 is a very helpful marker, particularly in 
needle biopsy specimens  


