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Chronic active Epstein-Barr virus (EBV) infection of T-cell
and NK-cell type, systemic form (CAEBV-T/NK-S)









EBV Related T/NK Lymphproliferative Disease

v Extranodal NK/T cell lymphoma, nasal type

v Aggressive NK cell leukemia

v Systemic EBV+ T-cell Lymphoma of childhood

v Chronic active EBV infection
§ Systemic CAEBV of T or NK cell type

§ Hydroa vacciniforme (Hydroa vacciniforme-like T-cell lymphoma)

§ Severe mosquito bite allergy

v Nodal EBV+ cytotoxic T cell lymphoma (EBV+ PTCL-U)

v Hemophagocytic lymphohistiocytosis
§ Familial and Acquired

• X-linked lymphoproliferative disease

• X-linked familial hemophagocytic lymphohistiocytosis



Diagnostic information of CAEBV

vClinical relevant

vBlood anti-EBV titer and EBV DNA copy number

vMorphology of atypical T cell proliferation

vEBER + in T cells

vTCR rearrangment



Hodgkin/Reed-Sternberg (HRS)
vHodgkin/Reed-Sternberg (HRS) cells are large,
abnormal, mononuclear, or multinuclear/multilobed
cells that were first described as hallmark cells in
classic Hodgkin lymphoma (cHL)

vThe distinct morphologic appearance of HRS cells
established them as a key diagnostic feature

vHRS-like cells of B-cell lineage have also been
detected in a spectrum of lymphoproliferative
disorders from B-cell malignancies such as
CLL/SLL, FL, and MCL to T-cell malignancies such
as AITL and PTCL, NOS





MATERIALS AND METHODS
v Case Selection
§ Department Pathology, West China Hospital, Sichuan
University, for a period of 5 years (2013-2017)

v Histologic Assessment
§ H&E

v Immunohistochemistry
§ CD2, CD3p, CD4, CD5, CD7, CD8, CD15, CD20, CD30,
CD45, CD56, PAX-5, TIA-1, GrB, mum-1, and Ki-67

v PCR for TCR Gene Rearrangements
v EBV Studies
§ EBER-1, EBER-2 and LMP-1

v Next-Generation Sequencing Assay(6/8)



Diagnostic Criteria
v (1) sustained or recurrent infectious mononucleosis
(IM)-like symptoms (fever, sore throat, and
lymphadenopathy) persists for >3 months

v (2) elevated EBV genome load in the peripheral blood or
the tissue lesion

v (3) EBV infection of T or NK cells in the affected tissues
or the peripheral blood

v (4) exclusion of other possible diagnoses: systemic
acute EBV infection (including IM), autoimmune
diseases, congenital immunodeficiencies, HIV, and other
immunodeficiencies requiring mmunosuppressive
therapies or underlying diseases with potential
immunosuppression
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FIGURE 4. Alterations identified by targeted sequencing (112 genes)
arranged on the basis of recurrence and biological significance
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Summary
vWe strongly argue that the accumulated evidence
here supports that “HRS-like cells of NK phenotype”
is a variant of CAEBV-T/NK-S

vClinically, all the cases presented with persistent or
recurrent systemic symptoms and met the
diagnostic criteria of CAEBV

vMorphologically, this study, first, reported a special
group of CAEBV-T/NK-S cases having HRS-like
cells of NK phenotype, which broadens the
spectrum of cHL mimics



v Genetically, the harbored genetic changes were similar
to those of aggressive EBV-associated T/NK cell
neoplasm, but with the absence of some recurrent driver
mutations, which provides a deep understanding of this
rare disease

v Prognostically, the overall survival was also significantly
longer than other more aggressive T/NK-cell neoplasms,
which indicates that the current group is a less
aggressive variant of EBV-associated T/NK-cell
lymphoproliferative disorders

v Furthermore, we summarized the outlines for differential
diagnosis, especially for cHL, ANKL, and primary EBV+
nodal T-cell or NK-cell lymphoma, which could help in
avoiding misdiagnosis

Summary



vHRS-like cells are not only a diagnostic clue but also
a diagnostic pitfall

vMore attention should be paid to the significance of
HRS-like cells in different disease and avoid
misdiagnosis

vThe diagnosis of systemic CAEBV, T/NK-cell type
with NK-phenotype HRS-like cells was based on the
incorporation of clinical features, morphology,
immunophenotype, and genetic findings
§ broadening the spectrum of morphological variants of
CAEBV-T/NK-S

§ broadening the spectrum of cHL mimics

Conclusion




