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M.C. ° CLINICAL CASE
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LYMPHOPROLIFERATIVE DISORDERS (LPDs) AS THE SECOND MOST
COMMON CLINICAL FEATURE IN INBORN ERRORS OF IMMUNITY (IEIS)
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Red flags for IEI-

related LPD

Chronic or recurrent course v
Atypical sites (e.g., pulmonary
involvement) X

Family history of LPDs or IEls X
Severe/persistent EBV infection X
Early-onset or refractory immune
dysregulation v/

Abnormal immunological profile ?
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OPEN QUESTIONS

What are the optimal protocols for long-term
Immunological monitoring

Is a repeat NGS panel for |El indicated
after a period of time?
Should we perform a WES/WGS?

Which histopathological features can reliably distinguish
|El-related LPD from overt malignant LPD?
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2018: cervical lymph node

’

Structure preserved; occasional expanded follicoles with early features of progressive tranformation
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1° biopsy: cervical lymph node: isolated dispersed mononucleated large cells with atypical
cytology, but not totally/fully/always consistent with LP cells (more often centroblast like)
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1° biopsy: cervical lymph node: isolated dispersed mononucleated large cells with atypical
cytology, but not totally/fully/always consistent with LP cells (more often centroblast like)
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CD20+ in the transformed follicles; some CD3+ T cells dispersed in the mantle zone BCL6 +, CD10-, CD30 rare+,
large cells of transformed follicles; some rosetting CD15-, EBER -
(also PD1+)
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Final diagnosis (2018):

“Findings borderline between partial involvement by NLPHL and atypical follicular
hyperplasia with PTGC features”. Slightly favoured first option.

* CHT: 3 cycles of CVP (cyclophosphamide, vincristine, prednisolone)

2020 — relapse of cervical/submandibular bilateral lymphoadenopathy: 2 biopsies of
submental lymph nodes:
- One showed follicular hyperplasia without features of follicle/GC transformation

- One showed ...
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2018: submental lymph node

2020: structure preserved; occasional expanded follicoles with early

features of progressive tranformation — — —
Isolated dispersed mononucleated large cells
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Final diagnosis (2020): Borderline findings between partial involvement by NLPHL with an
intrafollicular/follicular growth pattern and follicular hyperplasia with PTGC features. Again
favoured 1° option, still limited involvement and similar features to those observed in 2018.

» Restaging (PET and CT): additional lymphadenopathies; no further treatment.

2021 - Biopsy of inguinal lymph nodes

the patient underwent 3 lymph node biopsies in 4 years!
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2021; inguinal lymphnode: structure preserved; occasional expanded follicles with early
features of progressive tranformation
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Large cells CD20+/CD30+ outside
the follicles with similar cytology
than those previously observed,
but BCL6-/CD10-
Variable IRF4

CD30+
CD15-
OCT2+
EBER-
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Final diagnosis (2021)

Lymph node with focal progressively transformed germinal centers (PTCGs).
Insufficient findings for a diagnosis of lymphoma.

- Immunological re-evaluation and follow-up

— Retrospective review of the cases
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Uncommonly higher number of IRF4+ cells within GC; CD138 -+ weak; interpreted as temptative early intra GC- plasma
cells differentiation
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Heavy chain phenotype
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v Similar heavy chain phenotype could be
observed in the GC and in interfollicular
areas (IgG predominant, IgM few, IgD
almost absent)

v' We could not correlate heavy chain
phenotype to the immunologic alterations

Bologna, Aula Prodi | 11-12 maggio 2026



La DIAGNOSTICA EMATOPATOLOGICA nel’ERA della MEDICINA di PRECISIONE

Take-home messages 0

PTGC observed in immune dysregulation conditions in roughly 24% cases
including SLE, 1gG4RD, Castleman disease, ALPS, refractory Evans syndrome; reported also in few
CVID patients

In our case it is likely the patient really never had a “true” PLHL

Increase in plasma-cell differentiating B cells within GCs is atypical and may suggest an
early/premature switch to plasma cell differentiation within GC where it should not occur.
this pattern is not uncommonly observed in other acquired dyregulation conditions (IgG4RD, CD)

Both features should warrant referral of the patient for an immunological evaluation (either inborn

or acquired)

Sato et al, Mod Pathol 2012; Shaikh F et al. Pediatr Blood Cancer. 2013; Keyrouz et al. Cureus 2026
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Thank you for your attention
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