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Molecular Pathogenesis of Follicular Lymphoma and its early/precursor lesions
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1) Lymph nodes gLNs) dissected for non-hematolymphoid malignancies were
screened by immunohistochemistry (IHC) for BCL2. The incidence of in situ follicular neoplasm (ISFN)
in Japan was 2.1%. 2) ISFN exhibited CD20+, CD10+, BCL6+, and BCL2+ by IHC, similar to follicular
Iymphoma (FL). All the patients with identified ISFNs developed no overt FL after median follow-up

of 58 months. 3) In addition to BCL2 gene rearrangement, ISFN harbored some FL-associated gene
mutations, including KMT2D and CREBBP. No EZH2 mutation was found.
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Table 1. Characteristics of examined LNs

Individuals 340
Female: male 139: 201
Age, median (range) 67 (1-94)
Average LNs per individual 16.8
Average GCs per individual 10.8

LN, lymph node; GC, germinal center.
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Table 2. Clinicopathologic and genetic characteristics of in situ follicular neoplasms (ISFNs) detected

Follow-up
No. of (months Developm BCL2
Case  Age total LNs No. of since LN ent of rearrangement
No. (years)  Sex Associated malignancy examined ISFN+LNs dissection) overtFL by FISH Variants detected

Uterus, endometrioid
1 45 F adenocarcinoma of the 28 22 59 No Positive KMT2D p.Q4429X

uterine corpus

KMT2D p.E1667X

Pancreas, neuroendocrine

2 54 F cumor 4 4 68 No Positive None

3 56 M  Rectum, adenocarcinoma 12 4 62 No Not available Not available

4 60 M  Stomach, adenocarcinoma 34 17 68 No Positive KMT2D p.E1588G
CREBBP p.A2066T

5 73 F Cecum, adenocarcinoma 36 1 57 No Not available Not available

6 77 M  Cecum, adenocarcinoma 14 12 47 No Not available CREBBP p.K1141X
EP300 p.S1031I

7 80 M  Stomach, adenocarcinoma 12 9 48 No Positive TNFRSF14 p.C135Y
KMT2D

p.G4099Dfs*21
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Fig. 1 Representative histopathology of ISFN (Case 2). Lymphoid follicles exhibited reactive-like
appearance with distinct mantle zones (A). These follicles are positive for CD20 (B), CD10 (C), and BCL6

(D) and aberrantly expressed BCL2 (E). Break-apart fluorescence in situ hybridization (FISH) identified
BCL?2 rearrangement in the lesion.
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