Unusual pattern of Hodgkin Lymphoma presented as Hemophagocytic
Lymphohistiocytosis with combined heterogeneous LRBA gene mutation
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Hemophagocytic lymphohistiocytosis (HLH) is a life-threatening e |nitial diagnosis delayed due to atypical HLH-like presentation.
condition of overstimulated immune activation. Although e PET/CT imaging enabled detection of hidden
neoplastic conditions often trigger HLH, Hodgkin’s lymphoma lymphadenopathy not seen on CT.
(HL) is uncommon. LPS-responsive, beige-like anchor protein e Lymph node biopsy revealed Reed-Sternberg cells positive for
(LRBA) deficiency results in altered recycling of cytotoxic T- CD30, CD15, PAXS, and EBV-encoded RNA; negative for CD20,
lymphocyte associated protein 4 (CTLA4) on the regulatory T CD3, and CD5.
cells membrane. Several studies have reported the association e Patient received antineoplastic therapy (4 cycles), resulting in
of HLH and HL with LRBA deficiencies. complete remission of HL and HLH.

¢ Incidental LRBA mutation was discovered; its role in the
presentation remains unclear.

To report a case of HLH triggered by Hodgkin's lymphoma with SRAERANEINS S K R M e O R TR g
unusual presentations that may have led to a delay in diagnosis, s UNS EeR il e B S L R e
accompanied by an incidentally found, unreported LRBA 5 e MRl G R e B T e e
mutation. Sor AR S ERIERE R l ree

Objectives

e To describe the clinical course of a rare case of HL presenting
as HLH.

e To highlight the diagnostic challenges in HL without
lymphadenopathy.

e To explore the possible contribution of LRBA mutation to
atypical presentation.

Figure 3. Lymph node biopsy: There were Reed-Sternberg cells
that stained positive for CD30 (A) and CD15 (B) with the
absence of CD20 (C), CD3, CD5 and PAX5 (not shown).
Epstein-Barr virus-encoded RNA immunoreactivity was
recognized (D)

A 23-year-old man presented with symptoms of HLH associated
with EBV reactivation.
e Lab tests: pancytopeniaq, elevated CRP, LDH, and sliL2r.

e Peripheral blood smear: 6% atypical morphologic S vumma I’y
lymphocyties.

* Imaging: Contrast-enhanced CT revealed only This is a rare case of Hodgkin's lymphoma presenting initially as
hepatosplenomegaly; no lymphadenopathy. HLH without classic lymph node enlargement, leading to diagnostic

* Bone marrow biopsy: showed hypercellularity with diffuse confusion and delayed treatment. Diagnosis was confirmed via
histiocytic |nf|I.trahon. i . - ., PET/CT and biopsy. The patient responded well to therapy. A

* Bone marrow immunohistochemistry: positive for Hodgkin's heterozygous LRBA gene mutation was incidentally found, which
lymphoma markers (Fig. 1). may have contributed to the unusual clinical presentation.

e FDG PET/CT scan: detected a lymph node in the left groin
region with increased FDG uptake (Fig. 2).

e Lymph node biopsy and immunohistochemisiry: confirmed HL
diagnosis (Fig. 3).

e Genetic testing: revealed a heterozygous LRBA mutation.
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Discussion

, {1'»' i, BN oy KT 8 o LRI R IR The absence of lymphadenopathy—typically seen in HL—
S ,,_.w,g-;ff'i" 7o ST e R R ) D contributed to the diagnostic delay. Viral infections (EBV, CMV)

o L T L g e e further obscured the diagnosis due to overlapping symptoms with
HLH. PET/CT proved critical in detecting atypical presentations of
HL. The LRBA gene, located on chromosome 4g31.3, is known to be
associated with CTLA4 recycling disruption. LRBA mutations can
lead to a wide range of immunological issues: cytopenias,
hypogammaglobulinemia, autoimmunity, and lymphocytic
infiltration of various organs. While LRBA mutations have been
observed in both HL and HLH independently, the interplay between

Figure 1. Bone marow core biopsy: H&E stain revealed LRBA deficiency, HLH, and HL in this case is not yet clearly
increased histiocytes and architectural effacement (A). understood and warrants further investigation.

Scattered, large cells stained positive for CD30 (B) and PAX5(C)
consistent with Hodgkin's Lymphoma. A few EBVpositive cells
are found (D)

Figure 2. FDG PET/CT scan
showed diffused bone
marrow enhancement. There

is only one lymph node with

the diameter of 12 mm in the Refe rences

left groin region with

increased FDG uptake was 1.Lo B, Zhang K, Lu W, et al. LRBA deficiency causes CTLA4 loss and
found. immune dysregulation, responsive to abatacept. *Science*.
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2.Kostel Bal S, Haskologlu S, Serwas NK, et al. LRBA deficiency: A
single-center experience. *J Clin Immunol*. 2017,;37(8):790-800.

ACKNOWLEDGEMENTS:
We thank the patient and his family for agreeing with the publication of their data. We also appreciate SeeGene Medical Foundation's advice
and support in analyzing histopathological results




