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Follicular lymphoma (FL): 
review and refresh

1. Describe features characteristic of FL, and
outline an approach to diagnosis that includes 
consideration of small biopsy specimens.

2. Discuss morphologic and immunophenotypic
variants of FL that may confound the diagnosis.

3. List clinically significant subtypes of FL, and
describe how they are recognized.



86 year old female 
Widespread lymphadenopathy (up to 3cm)
Core biopsy of inguinal lymph node







CD20 CD3



CD10 BCL2



CD21 Ki-67



Follicular lymphoma

ÅAbnormal infiltrate mature lymphoid cells

ÅEffacing normal lymph node architecture

ÅUsually at least partial follicular growth pattern

ÅMixture of centrocytesand centroblasts, with lack of 
polarization and lower than expected proliferation rate

ÅGerminal center B-cell immunophenotype:
ïCD20+, CD10+, Bcl-6+ (and usually abnormal Bcl-2+)

ÅIGH/BCL2 gene rearrangement



Small specimens

ÅOptimize collection / processing:

ïCore & FNA, with allocation for flow cytometry

ï14-18 gauge needle, 4+ cores, >1cm in length

ïGross into multiple blocks

ïCut unstained slides for possible further studies

FrederiksonJK et al., Arch PatholLab Med 2015;139:245ς251
Hu Q et al., Am J ClinPathol2013;140:238-247

MerzianuM et al., Am J ClinPathol2018;150:393-405 
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Small specimens

ÅInterpretation:
ïCD21 and/or CD23 to highlight follicular growth

ïKi-67 to avoid missing something higher grade, 
and distinguish from highly proliferative FH

ïGather enough information to be confident of 
excluding other diagnostic considerations

ïConsider if the specimen is representative

Choi SM etal., Arch PatholLab Med 142;1330-1340: 2018
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FL differential diagnosis

ÅFollicular hyperplasia

ÅLow-grade lymphoma e.g. marginal zone 
lymphoma, lymphoplasmacyticlymphoma

ÅHigher grade lymphoma e.g. diffuse large B-
cell lymphoma
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Follicular hyperplasia
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Follicular lymphoma vs. hyperplasia

ÅFollicular hyperplasia may demonstrate clonality

ÅFollicular lymphoma has challenging variants: 
ïMorphologic variants:

ÅFloral (progressive transformation)

ÅCastleman-like (regressive transformation)

ïIn situ follicular neoplasia

ïBcl-2 negative follicular lymphoma

ïEBV positive follicular lymphoma



Follicular lymphoma, resembling PTGC



Bcl-2 negative follicular lymphoma

Å10-15% follicular lymphoma grade 1-2

ÅMore frequent in grade 3 and some subtypes, 
especially if lack BCL2 gene rearrangement

ÅBCL2 mutation may alter epitope, with 
decreased detection by IHC.  May detect with 
E17 antibody clone cf. routinely used SP66

Adam P et al., Hum Pathol44(9);1817-1826: 2013
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EBV+ follicular lymphoma

ÅRare (2.6% unselected follicular lymphoma)

ÅNo distinct morphologic or immuno-
phenotypic characteristics

ÅUncertain clinical significance : 

ïMajority progress to higher-grade FL or DLBCL?

ïWorse overall survival, but not event free survival?
Gollubet al., Modern Pathology 2017;30:519-529

Mackrideset al., Am J Hematol2019;94:E62-64

http://mayoweb.mayo.edu/


FL differential diagnosis

ÅFollicular hyperplasia

ÅLow-grade lymphoma e.g. marginal zone 
lymphoma, lymphoplasmacyticlymphoma

ÅHigher grade lymphoma e.g. diffuse large B-
cell lymphoma

http://mayoweb.mayo.edu/


Extranodalmarginal zone lymphoma




