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Abstract
In this review, we focus on the current understanding of the diagnosis of human herpesvirus 8 (HHV8)-associated
lymphoproliferative disorders—a group of entities that range from hyperplastic proliferations to frank lymphomas. These
diseases tend to occur in immunodeficient patients, but may occur in immunocompetent individuals as well. In recent years,
we have learned of occasional cases with overlapping features among HHV8 entities, such as lesions intermediate between
primary effusion lymphoma and HHV8-positive diffuse large B-cell lymphoma, not otherwise specified or cases sharing
features of multicentric Castleman disease and germinotropic lymphoproliferative disorder. There is also a significant
clinical overlap between these entities. It is important to have a better understanding of the biology of these lesions and to
refine diagnostic criteria of these lesions, as the use of immunosuppressive agents to treat a variety of diseases, the expanded
use of transplant as a therapeutic modality for a variety of cancers and organ failure patients, and the extended longevity of
HIV-positive patients will likely result in an increased incidence of these lymphoproliferative processes in the future.

Introduction

Kaposi sarcoma-associated herpesvirus (KSHV)/human her-
pesvirus 8 (HHV8) was identified initially in an HIV+
patient with acquired immunodeficiency syndrome and
Kaposi sarcoma in 1994 [1]. Since then, HHV8 has been
associated with a wide spectrum of B-cell lymphoprolifera-
tive disorders, including primary effusion lymphoma [2],
multicentric Castleman disease [3], diffuse large B-cell lym-
phoma [4], and germinotropic lymphoproliferative disorder
[5]. Other HHV8-associated lymphoid proliferations, which
are not included in the 2017 WHO include HHV8-positive
reactive lymphoid hyperplasia and plasmablastic proliferation
of the splenic red pulp [6], bone marrow failure in immu-
nosuppressed patients after transplantation [7], and KSHV/
HHV8 inflammatory cytokine syndrome [8] (Table 1).

The main aim of this review is to summarize the spec-
trum of clinicopathologic features and the current diagnostic

criteria of the different types of KSHV/HHV8-associated
lymphoproliferative lesions.

General features of HHV8

HHV8 is an oncogenic γ2-herpes double-stranded DNA
lymphotropic virus that infects multiple cell types, includ-
ing B cells, monocytes, dendritic cells, epithelial and
endothelial cells, and hematopoietic progenitors [9]. HHV8
has a linear double-stranded DNA of 165 kb and encodes 87
open reading frames and at least 17 microRNAs [10]. Some
of the open reading frames are homologous to cellular genes
and seem to be pirated copies of human genes, including
viral interleukin 6 (vIL-6 or K2), BCL-2, CCND1,
and FLIP [11]. vIL-6 is involved in the pathogenesis of
HHV8-associated diseases. HHV8 latent nuclear antigen-1
(LANA-1, also called ORF73) is the most important of the
latent proteins and its detection by immunohistochemistry
is very useful to recognize infected cells and establish the
diagnosis of HHV8 lymphomas and associated diseases.
Positive cells for LANA-1 have a characteristic dot like
nuclear pattern of staining. LANA-1 binds TP53 and
inhibits TP53-dependent apoptosis [12]. Other latent
proteins are not easily detected in infected cells by
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immunohistochemistry. HHV8 encodes a unique set of
genes, designated with the prefix K (K1–K15), that have
multiple roles in viral infection [11].

HHV8 exhibits a biphasic life cycle between latent and
lytic reactivation [13]. The virus can be transmitted through
saliva and replicates in oropharyngeal cells. Viral transmission
by blood transfusion or transplanted organs has been docu-
mented [7]. Primary infection with HHV8 has been demon-
strated in several reports. Primary infection has been
associated with a maculopapular rash, fever, arthralgia, and
lymphadenopathy in immunocompetent persons [14, 15].

Seroprevalence of HHV8 is geographically restricted and
unlike other human herpesviruses such as EBV, HHV8
infection is not common among the general population in
many countries. KSHV/HHV8 is endemic in sub-Saharan
Africa and the Mediterranean region. In the United States
there is 1 to 3% infection rate among asymptomatic blood
donors. In Western countries and Japan, HHV8 infection is
more common (up to 25%) in men who have sex with men
than in the general population.

Plasmablasts

The term plasmablast refers to a cell that retains pro-
liferative capacity together with almost a fully mature

plasma cell phenotype and a transcriptional profile of
plasma cells; the latter includes expression of the PR
domain zinc finger protein-1 (PDRM1/BLIMP1) and
X-box-binding protein-1 (XBP1) [16, 17]. Plasmablasts
represent a transitional stage of the B-cell development,
between activated antigen-primed B cells and plasma cells.
Plasmablasts circulate briefly in the peripheral blood on
their way to either the bone marrow, inflamed tissues, or
mucosa-associated lymphoid tissues (MALT) where they
complete their differentiation into plasma cells [18, 19].
Healthy individuals have only low levels of plasmablasts
detectable in the peripheral blood. In the setting of chronic
immune-mediated conditions such as IgG4-related disease,
systemic lupus erythematosus, inflammatory bowel disease,
rheumatoid arthritis plasmablasts can circulate for pro-
longed periods and achieve high blood concentrations.
Circulating plasmablasts (CD19+, CD24−, and CD38hi)
might be a potentially useful biomarker for diagnosis and
assessing response to treatment in patients with IgG4-
related disease [20].

The term plasmablast is also used to describe key cells in
classic and solid primary effusion lymphoma, HHV8-
associated multicentric Castleman disease, plasma cell
myeloma and plasmablastic lymphoma, but these cells are
not identical [21, 22] (Table 2). Plasmablasts in primary
effusion lymphoma are terminally differentiated B cells
(IgM negative) with high level of somatic mutations. In
contrast, plasmablasts in multicentric Castleman disease and
HHV8-positive diffuse large B-cell lymphoma are naive B
cells with unmutated immunoglobulins (pre germinal center
B cells). While plasmablasts is a widely accepted term, it
seems to be a misnomer as it is used to refer different
unrelated benign and malignant neoplastic cell types.

Primary effusion lymphoma

Primary effusion lymphoma was first described in 1989 as
an HIV-related lymphoma in a group of patients who
developed a malignant pleural effusion associated with

Table 1 HHV8-associated lymphoproliferative disorders

HHV8-associated diseases (2017 WHO lymphoma classification)

Primary effusion lymphoma, classic, and solid variants
HHV8-positive multicentric Castleman disease
HHV8-positive diffuse large B-cell lymphoma, NOS
HHV8-positive germinotropic lymphoproliferative
disorder (GLPD)

Other HHV8-related lymphoproliferations

HHV8-positive reactive lymphoid hyperplasia
Plasmablastic proliferation of the splenic red pulp
KSHV/HHV8 inflammatory cytokine syndrome (KICS)

Post-transplant HHV8 infection

Aplastic marrow with plasmacytosis

Table 2 Typical immunophenotype of HHV8+ plasmablasts in PEL, MCD, DLBCL, and GLPD

CD45/LCA Pan B-cell markers Plasma cell markers IgM Igs EBER Other

PELa + CD19−, CD20−, CD79a−, PAX-5- CD138+, CD38+, MUM1+, − − + CD30+, PD-L1+
CD3+/−

MCD + CD19+, CD20−, PAX-5−, CD79a− CD138-, CD38+, MUM1+ + + (λ) −

DLBCL +/− CD19+/−, CD20+/−, CD79a- CD138-, CD38-, MUM1+, + + −

GLPD − CD19−, CD20−, CD79a-, PAX-5- CD138-/+, CD38+/−,
MUM1+

+/− + + vIL-6+, IgA+, CD30-,
CD3+ partial, PD-L1+

+/− Occasional cases reported positive
aSolid PEL expresses pan B-cell markers and Igs more often than classic PEL. CD45/LCA is positive in 75% in solid PEL and 95% in
classic PEL
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weakness and cachexia [23]. In 1995, Cesarman et al. [24]
identified HHV8 DNA sequences in HIV-related lympho-
mas localized in body cavities. In 1996, Nador et al. [2]
advocated that primary effusion lymphoma was a clin-
icopathologic entity associated with KSHV/HHV8.

Primary effusion lymphoma, in its effusion-based (clas-
sic) form, is defined as a large B-cell lymphoma associated
with HHV8 presenting as lymphomatous growth in pleural,
peritoneal and/or pericardial effusions [25]. Classic primary
effusion lymphoma represents 4% of all HIV-related lym-
phomas. The neoplastic effusion can be uni- or bilateral and
usually one cavity is involved. Rare cases involving cere-
brospinal fluid or the space around breast implants have
been described, although not confirmed [26, 27]. Usually
the malignant effusion is not associated with a tumor mass,
but biopsy specimens of cavity lining tissue also may show
small numbers of tumor cells adherent to mesothelial cells
or sometimes form a mass (contiguous/direct invasion).
Primary effusion lymphoma most commonly occurs in
young to middle aged (30–40-years-old) homosexual or
bisexual men infected with HIV and with low CD4 counts,
but can occur in patients with a broad range of CD4+ T-cell
counts and even in the setting of effective HIV suppression
[25, 28]. Primary effusion lymphoma is an AIDS defining
disease and one-third of patients has Kaposi sarcoma. Cases
also have been documented in transplant recipients and in
the elderly [29]. Primary effusion lymphoma arises from
HHV8-infected B cells frequently coinfected by EBV.
EBV-negative primary effusion lymphomas are most often
found in elderly HIV-negative patients from HHV8 ende-
mic areas [29, 30].

There is significant clinical overlap between primary
effusion lymphoma, HHV8 multicentric Castleman disease,
and KSHV/HHV8 inflammatory cytokine syndrome. A recent
study showed no differences in laboratory parameters or
inflammatory cytokines between patients with primary effu-
sion lymphoma and symptomatic KSHV/HHV8 multicentric
Castleman disease patients without primary effusion lym-
phoma [28]. Moreover, in the same study, it was noticed that
patients with primary effusion lymphoma had either con-
current HHV8 multicentric Castleman disease or met criteria
for KSHV/HHV8 inflammatory cytokine syndrome [28].

Patients with primary effusion lymphoma have markedly
elevated serum interleukin (IL)-10 and HHV8 viral loads.
Primary effusion lymphoma is typically diagnosed on the
basis of the cytologic examination of effusion fluid (Fig. 1a).
The tumor cells can have a range of morphologic appear-
ances, especially in cytospin preparations, including large
immunoblasts or plasmablasts or cells with marked pleo-
morphism and anaplastic morphology (Fig. 1a, b). Binu-
cleated or multinucleated cells resembling Reed-Sternberg
cells can be seen. The cytoplasm is deeply basophilic, with
some vacuoles and poorly defined nuclear hofs.

The tumor cells are positive for HHV8-associated protein
latency-associated nuclear antigen-1 (LANA-1) (typically
nuclear and granular) and are frequently positive for CD45/
LCA (90%) and plasma cell-related markers such as CD38,
CD138, Blimp-1, and VSc38, but negative for pan B-cell
markers such as CD19, CD20, CD22, CD79a, and PAX-5
(Fig. 1c, d). LANA-1 is the most important marker for the
diagnosis of primary effusion lymphoma (Fig. 1e). The B-
cell origin of this neoplasm is further shown by the presence
of monoclonal immunoglobulin (Ig) gene rearrangements.
The tumor cells are also frequently positive for HLA-DR,
MUM1/IRF4, CD71, CD30, and EMA, and can express T-
cell markers such as CD4 and CD7. Programmed death
ligand 1 (PD-L1) has been reported to be frequently positive
in at least a subset of the tumor cells [31]. The tumor cells
are positive for EBER (Fig. 1f) and EBNA-1 and negative
for EBNA-2 and latent membrane protein-1 (LMP1)
(latency I phenotype) [32, 33]. The tumor cells are also
negative for ALK1 and surface and cytoplasmic Igs. Pri-
mary effusion lymphoma can be positive for cytokeratins

Fig. 1 Classic primary effusion lymphoma. a, b The lymphoma cells
are large and pleomorphic with variable nuclear shapes. Small cyto-
plasmic vacuoles can be seen. c, d The tumor cells are variably
positive for CD45/LCA, and positive for CD38 (d). e EBER is positive
in most of the cases and per definition the tumor cells are f LANA-1
positive
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that in conjunction with the negativity for pan B-cell mar-
kers may raise the concern for an epithelial tumor [34]. The
tumor cells secrete human and vIL-6, IL10, and vascular
growth factor, which contribute to the pathogenesis of this
neoplasm [35, 36].

Primary effusion lymphoma has a postgerminal center B-
cell derivation and contains somatic hypermutation of IGH
Variable region genes. Primary effusion lymphoma lacks
chromosomal translocations affecting MYC, but have
deregulated expression of MYC protein due to the activity
of some HHV8-encoded latent proteins (LANA-1 and
vIRF3/LANA-2). The activation of the unfolded protein
response may be a survival mechanism to counterbalance
the proapoptotic function of MYC. The landscape of
genomic abnormalities in primary effusion lymphoma is
largely unknown.

The differential diagnosis of classic primary effusion
lymphoma includes HHV8-negative effusion-based lym-
phoma and pyothorax-associated lymphoma. HHV8-
negative effusion-based lymphoma usually affects older
patients (>65-years-old) with a history of hepatitis C
infection and fluid overload (congestive heart failure and
cirrhosis). The tumor cells frequently express B-cell mar-
kers. Pyothorax-associated lymphoma affects elderly men
with a history of chronic pleural inflammation (tuberculosis
or artificial pneumothorax as part of therapy for tubercu-
losis). The tumor cells usually express B-cell markers and
EBV and are negative for HHV8. HHV8-viral load is useful
in the diagnostic evaluation of HIV patients with suspected
lymphoma. An elevated HHV8 viral load is rarely detected
in patients with HIV-associated diffuse large B-cell lym-
phoma that are negative for HHV8.

Extracavitary/solid primary effusion lymphoma

The clinicopathologic spectrum of primary effusion lym-
phoma has been expanded by the identification of rare cases
involving extracavitary sites [37, 38]. These tumors show
similar morphology, immunophenotype, and HHV8 viral
status to classic primary effusion lymphoma. Solid primary
effusion lymphoma most often presents with extranodal
tumors, involving gastrointestinal tract, lung, CNS or skin,
and rarely lymph nodes. Solid primary effusion lymphoma
can precede or follow a typical case of cavity (classic)
primary effusion lymphoma, or be the only site of invol-
vement. Most patients are HIV+, but usually are less
immunosuppressed than patients with classic primary
effusion lymphoma. Cases in HIV-negative patients have
also been reported.

Solid primary effusion lymphoma is difficult to diagnose
because of the extracavitary presentation, the presence of
morphologic features in common with other more frequent
lymphomas, and the immunophenotype that can be null cell

or show only limited evidence of B-cell differentiation.
Similar to classic primary effusion lymphoma, the tumor
cells can resemble immunoblasts, plasmablasts, or have
anaplastic morphology (Fig. 2). The tumor cells are by
definition LANA-1-positive and have an immunophenotype
similar to classic primary effusion lymphoma with some
subtle differences (Fig. 2). In solid primary effusion lym-
phoma, CD45/LCA is less frequently positive, and pan
B-cell markers and Igs are more frequently expressed
(Fig. 2f). CD30 can be strongly expressed (Fig. 2h).
Aberrant expression of T-cell markers is relatively frequent
(CD3 and CD4) (Fig. 2j). In fact, some cases of solid pri-
mary effusion lymphoma can morphologically and immu-
nophenotypically resemble anaplastic large-cell lymphoma
[39, 40]. In cases with lymph node involvement, an intra-
sinusoidal distribution of the tumor can be prominent
(Fig. 2). It is recommended that LANA-1 immunostain be
performed in cases of lymphoma resembling anaplastic
large-cell lymphoma in HIV+ patients to avoid missing the
diagnosis of solid primary effusion lymphoma. Plasma-
blastic lymphoma is another important differential diagnosis
as plasmablastic lymphoma can resemble primary effusion
lymphoma at the morphologic and immunophenotypic
level. Plasmablastic lymphomas are frequent in HIV+
individuals and most often involves extranodal sites, parti-
cularly mucosal sites and the oral cavity [41]. The tumor
cells are positive for plasma cell markers and usually
negative or weakly positive for B-cell markers. Cytoplasmic
Ig light chain is commonly expressed (kappa more fre-
quently) and IgG expression is common. Association
with EBV infection is found in most plasmablastic lym-
phomas (60–75%); however, HHV8 is consistently absent.
Another differential diagnosis is ALK+ large B-cell lym-
phoma. ALK+ large B-cell lymphomas usually have an
immunoblastic or plasmablastic appearance and character-
istically express EMA, CD138, VS38, and MUM1; how-
ever, these tumors are negative for CD30 and LANA-1 and
are strongly positive for ALK1, mostly with a restricted
granular cytoplasm staining pattern indicative of t(2;17)
(p23;q23) or CLTC-ALK fusion. ALK-positive large B-cell
lymphomas typically express cytoplasmic Igs. The light
chain is more often lambda than kappa and the heavy chain
is usually IgA, but IgG also can be expressed [42]. ALK-
positive large B-cell lymphoma has no association with
immunosuppression.

The differential diagnosis between solid primary effusion
lymphoma and HHV8-positive diffuse large B-cell lym-
phoma, not otherwise specified can be can be problematic,
but most cases of solid primary effusion lymphoma are
EBV-positive, lack cytoplasmic Igs, express activation and
plasma cell-associated antigens, including CD30, CD38,
CD138, and EMA and arise from a terminally differentiated
(mutated IgV) rather than a naive unmutated B cell.
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HHV8-positive diffuse large B-cell lymphoma, not other-
wise specified, are usually negative for CD138 and EBER
and arise from naive B cells expressing IgM (Table 3). A
case of a patient with lymphoma consistent with solid
variant of primary effusion lymphoma positive for HHV8
and EBER in a patient without history of immunodeficiency
has been reported [43].

A recent large single-center cohort study found that the
median overall survival in primary effusion lymphoma
patients (for both classic and solid) treated with a modified
EPOCH backbone therapy was 22 months, with a plateau
after 2 years and a 3-year cancer-specific survival of 47%
[28]. Interestingly, EBV-positive tumor status was asso-
ciated with improved survival while elevated serum IL-6
level was associated with inferior survival [28]. These
findings are in contrast to HIV-associated diffuse large B-
cell lymphoma in which EBV positivity is associated with a
worse survival. Significantly hypoalbuminemia, thrombo-
cytopenia, and elevated serum IL-10 levels were more fre-
quent in primary effusion lymphoma than HIV-associated
diffuse large B-cell lymphoma patients [28].

HHV8-associated multicentric Castleman
disease

Multicentric Castleman disease is characterized by gen-
eralized lymphadenopathy with polyclonal hypergamma-
globulinemia and high serum levels of IL-6 [44]. In 1995,
KSHV/HHV8 was found to be the etiology of a plasma-
blastic variant of multicentric Castleman disease occurring
most commonly (~90%) in HIV-infected patients [45]
HHV8-associated multicentric Castleman disease is
strongly associated with sexual transmission. In HIV-
negative patients, HHV8-associated multicentric Castle-
man disease is mainly seen in populations with a high
prevalence of HHV8 infection such as men who have sex
with men and populations from central or sub-Saharan
Africa. HHV8-associated multicentric Castleman disease
also can arise in a subset of patients with POEMS syndrome
(polyneuropathy, organomegaly, endocrinopathy, mono-
clonal gammopathy, and skin changes) [3]. Multicentric
Castleman disease in HIV patients usually develops around
3 years after diagnosis of HIV and is commonly associated
with Kaposi sarcoma [46].

HHV8-associated multicentric Castleman disease is not a
lymphoma in a traditional sense, but is an aggressive
inflammatory systemic disease characterized by constitutional
symptoms, systemic lymphadenopathy, splenomegaly, cyto-
penia, hypoalbuminemia, hypergammaglobulinemia, and
high-serum C-reactive protein level [46]. IL-6 is responsible
of the proinflammatory state and the clinical symptomatology
found in these patients. HHV8-associated multicentric

Fig. 2 Solid primary effusion lymphoma: a–c This lymphoma was
involving colon and comprises large atypical lymphoid cells with a
starry sky pattern. Some of the neoplastic cells had kidney-shaped
nuclei simulating hallmark cells (arrow), similar to those seen in
anaplastic large cell lymphoma. d, e Mesenteric lymph nodes were
focally involved with a predominantly intrasinusoidal distribution of
the tumor cells. f, g The tumor cells were negative for f CD20 and
variably positive for g CD138. h CD30 was also variable expressed by
most of the tumor cells. i–l The tumor cells were uniformely positive
for i CD4 and j–l LANA-1
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Castleman disease has a more aggressive clinical presentation
than idiopathic multicentric Castleman disease [46].

The lymph nodes are characterized by polytypic plas-
macytosis, vascular proliferation and usually an overall
lymphocyte-depleted appearance (Fig. 3). Follicles can
be small with regressed germinal centers and increased
vascularity (Fig. 3a, b). The histologic findings are most
often of the plasma cell variant, but changes of hyaline-
vascular lesions also can be seen and some cases have
the appearance of mixed type. The mantle zones and
interfollicular regions contain plasmablasts, i.e., large B-
cells with plasmacytic differentiation (usually scattered or
forming small clusters) (Fig. 3c) [4]. The plasmablasts are
more frequently found in or close to the mantle zones of
germinal centers. Both viral and human IL-6 contribute to
the plasmacytic differentiation of these cells and a
high level of vIL-6 is detected in the serum of multicentric
Castleman disease patients. Occasionally, coexistence of
Kaposi sarcoma and HHV8-associated Castleman
disease can be seen together in the same lymph node.
The involvement by Kaposi sarcoma is typically “micro-
scopic” and involves the lymph node capsule, trabeculae, or
hilum [47].

Plasmablasts are usually positive for LANA-1 (Fig. 3d),
IgM (Fig. 3e), CD19, CD38, MUM1/IRF4, BLIMP1, and
lambda light chain (Fig. 3f) and are negative for PAX-5,
CD20, CD79a, CD30, CD138, and EBER [4]. In addition to
LANA-1, these plasmablasts also express HHV8-encoded
lytic proteins such as vIL-6, RTA, ORF59, ORF65,
and K8.1 [48]. These data suggest that HHV8 lytic infection
occurs in HHV8-associated multicentric Castleman
disease. Plasma cells are numerous and predominate in the
interfollicular areas; they are reactive, polytypic for kappa
and lambda light chains (Fig. 4g, h) and negative for
LANA-1.

In rare cases, plasmablasts are coinfected by EBV [49].
Despite the fact that HHV8-positive plasmablasts express
monotypic lambda, these cells are polyclonal with unmu-
tated Ig genes [50]. Analysis of HHV8 terminal repeat
regions has confirmed that the viral episomes are polyclonal
[51]. There is experimental data suggesting that HHV8 can
induce B-cell receptor revision in mature B cells. The virus

induces phenotypic shift in infected mature B cells and
expression of lambda Igs [52, 53]. In most cases there is no
evidence of monoclonal IGH gene rearrangements.

Table 3 Differential diagnosis of
HHV8 lymphoproliferative
disorders presenting as solid
masses (typical features)

Location HIV EBER Somatic mutations
of the IGH

Monoclonality
(IGH)

Solid PEL Extranodal Positive Positive Yes Yes

HHV8 MCD Nodal Positive Negative No No

HHV8 DLBCL Nodal or
extranodal

Positive Negative No Yes

HHV9 GLPD Nodal Negative Positive Yes No

MCD multicentric Castleman disease, DLBCL diffuse large B-cell lymphoma and GLPD, germinotropic
lymphoproliferative disorder

Fig. 3 HHV8-associated multicentric Castleman disease: a, b, c Lymph
node with morphologic features of Castleman disease. The lymphoid
follicles show various degrees of lymphocytic depletion and also have
typical penetrating hyalinized vessels. There is marked interfollicular
polytypic plasma cells. d Scattered and small clusters of large atypical
cells consistent with plasmablasts positive for LANA-1. e, f LANA-1
plasmablasts were IgM and lambda light-chain restricted as detected
by double immunostain e IgM/LANA-1 and f lambda/LANA-1.
g, h Plasma cells are increased in the interfollicular region and are
polytypic for g kappa and h lambda light chains
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Expansion of clusters of plasmablasts can happen
(Fig. 4). Previously, the term “microlymphoma” has been
used for these aggregates. This term has been eliminated
from the 2017 revision of the WHO classification since
these lesions are not clonal and do not necessarily progress
to lymphoma [54]. HHV8-positive diffuse large B-cell
lymphoma, not otherwise specified differs from plasma-
blastic aggregates in that there are sheets of clonal lym-
phoma cells effacing the tissue architecture [54].
Plasmablastic aggregates positive for P53 or MYC has been
associated with aggressive disease [54–56].

Rituximab has been used in patients with HHV8-
associated multicentric Castleman disease and has
improved the survival of these patients and reduced the risk
of lymphoma [57, 58]. The combination rituximab with
doxorubicin has been reported to be particularly useful for
patients with concurrent Kaposi sarcoma [57]. Monoclonal
antibodies targeting IL-6 (siltuximab) or the IL-6 receptor
(tocilizumab) have been approved for idiopathic multi-
centric Castleman disease but they are not selected treat-
ments strategies for HHV8-associated multicentric
Castleman disease [59].

KSHV/HHV8 inflammatory cytokine syndrome

Some patients present with an inflammatory cytokine syn-
drome with severe inflammatory symptoms, high-KSVH/
HHV8 viral load, and high-serum levels of cytokines, but
without prominent lymphadenopathy and no pathological
evidence of KSHV/HHV8-associated multicentric Castle-
man disease. This condition has been termed KSHV
inflammatory cytokine syndrome [8]. Almost all KSHV/

HHV8 inflammatory cytokine syndrome cases have been
reported in HIV-positive patients with Kaposi sarcoma and/
or primary effusion lymphoma. Blood tests reveal high-
serum levels of C-reactive protein, vIL-6 and hIL-6, IL-10;
hypoalbuminemia; and anemia and thrombocytopenia.
Importantly, a high-viral load of HHV8 is detected in the
serum of KSHV/HHV8 inflammatory cytokine syndrome
patients. These data suggest that KSHV/HHV8 inflamma-
tory cytokine syndrome is strongly associated with HHV8
replication following a severe inflammatory response.
KSHV/HHV8 inflammatory cytokine syndrome may
represent a prodromal form of HHV8+ multicentric Cas-
tleman disease and is related to IL-6 secretion. The prog-
nosis for patients with KSHV/HHV8 inflammatory cytokine
syndrome is poor, with an overall survival rate of <60%
despite intensive treatment of HHV8-associated tumors and
HHV8 replication.

HHV8-positive diffuse large B-cell lymphoma,
not otherwise specified

HHV8-positive diffuse large B-cell lymphoma, not other-
wise specified is a new lymphoma category in the current
WHO classification [60]. HHV8-positive diffuse large B-cell
lymphoma, not otherwise specified usually arises in asso-
ciation with multicentric Castleman disease and HIV infec-
tion [4, 61]. Some cases were found in the absence of
multicentric Castleman disease [62]. These neoplasms
usually involve lymph nodes, but can disseminate to extra-
nodal sites and manifest with massive splenomegaly and
peripheral blood involvement [4]. Rarely, these neoplasms
are limited to the spleen [6].

The lymphoma is characterized by sheets or confluent
clusters of plasmablasts with effacement of the normal
architecture (Fig. 5). The plasmablasts are usually positive for
IgM and lambda light chain (they infrequently can express
kappa) [4, 54]. The tumor cells are usually variable positive
for CD45/LCA, CD20, and express terminal B-cell differ-
entiation markers such as MUM1/IRF4, but are often nega-
tive for CD79a, CD38, CD138 ad EBER (Fig. 5) [54]. Rare
cases are reported positive for EBER [43, 63]. Molecular
studies usually reveal a monoclonal IGH rearrangement and
the lack of somatic mutations of the IGH variable regions.

The expression pattern of viral proteins is similar to that
of primary effusion lymphoma, and the expression of vIL-6
is frequently observed in lymphoma cells. Distinguishing
HHV8-positive diffuse large B-cell lymphoma from solid
primary effusion lymphoma may be difficult and cases with
overlapping features are reported [63]. Unusual features for
solid primary effusion lymphoma are the presence of mul-
tiple lymphadenopathies, negativity for CD138 and
expression of IgM. Although primary effusion lymphoma

Fig. 4 HHV8-associated multicentric Castleman disease with plas-
mablastic aggregates: a–d A large aggregate of plasmablasts sur-
rounding a germinal center was seen in this case. The nodal
architecture is not significantly effaced. d The plasmablasts are high-
lighted by LANA-1 stain. Courtesy of Dr. Amy Chadburn (Weill
Medical College of Cornell University, New York, NY)
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frequently occurs in patients with HHV8-associated multi-
centric Castleman disease, these are considered separate
entities, and there is currently no definitive evidence of
evolution of multicentric Castleman disease to primary
effusion lymphoma [64]. Progression of HHV8-associated
multicentric Castleman disease with or without plasma-
blastic aggregates to HHV8-positive diffuse large B-cell
lymphoma, not otherwise specified has been documented
[54]. Also rare cases of HHV8-positive diffuse large B-cell
lymphoma, not otherwise specified have changes reminis-
cent of germinotropic lymphoproliferative disorder sup-
porting the concept that some cases of germinotropic
lymphoproliferative disorder may progress to overt lym-
phoma [6, 65, 66].

HHV8-positive germinotropic
lymphoproliferative disorder

This is a rare lymphoproliferative process with very few cases
reported in the literature. Most patients are men who pre-
sented with localized lymphadenopathy without immunode-
ficiency or immunosuppression. Typically, the clinical course
is indolent but some patients subsequently have developed
widespread lymphoma with an overall favorable response to
chemotherapy and radiation [5, 67, 68]. Some cases differ
from the typical clinical presentation and presented in HIV
patients with generalized lymphadenopathy [6].

The plasmablasts are largely confined to expanded
germinal centers; they are large atypical lymphoid cells with
plasmablastic morphology (Fig. 6). Clusters of tumor cells
in the interfollicular region and inside the sinuses have been

described. Marked plasmacytosis and Castleman like
changes also have been documented, suggesting a potential
overlap with HHV8-associated multicentric Castleman dis-
ease, at least in a subset of cases [67].

In HHV8-positive germinotropic lymphoproliferative dis-
order the plasmablasts are positive for cytoplasmic monotypic
light chain (kappa or lambda), often IgA, CD38, MUM1/
IRF4, vIL-6, LANA-1, and EBER (Fig. 6). Some cases lack
Ig expression [54]. The EBV latency pattern has been studied
only in two cases [67]; the tumor cells are negative for EBV
latency proteins LMP1, BNA2, and BZLF-1 indicating a

Fig. 5 HHV8-positive diffuse large B-cell lymphoma, not otherwise
specified. a–c Lymph node involved by a lymphoma with a vaguely
nodular pattern. The tumor cells are large immunoblasts. d–h They are
variable positive for d CD20, and negative for e CD138. The tumor
cells are positive for f CD30, g LANA-1, and h EBER. This case was

difficult to classify but the diagnosis of HHV8-positive diffuse large B-
cell lymphoma was favored because of the presence of multiple
lymphadenopathies, expression of cytoplasmic IgM, and negativity for
CD138 in the absence of pathologic findings of multicentric Castleman
disease or germinotropic lymphoproliferative disorder

Fig. 6 HHV8-positive germinotropic lymphoproliferative disorder: a The
lymph node shows enlarged follicles occupied by large atypical lym-
phoid cells consistent with plasmablasts. b, c A subset of the tumor cells
were weakly positive for b CD20 and variably positive for c MUM1/
IRF4. d LANA-1 highlights the neoplastic cells inside the follicles
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latency type I [67]. They are usually negative for CD20,
CD79a, PAX-5, BCL-6, CD10, and CD30. Aberrant
expression of T-cell markers (mainly CD3) has been descri-
bed [6, 67]. Expression of PD-L1 and Notch1 has been
documented [69]. EBER was reported negative in one case
[6]. Most cases lack monoclonal IGH rearrangements but
monoclonal cases has been described [6, 67]. Somatic
mutations in IGH variable regions have been detected, sug-
gesting origin from germinal center B cells [5].

One differential diagnosis to consider is plasmablastic
aggregates in the context of KSHV/HHV8-associated mul-
ticentric Castleman disease. However, the plasmablastic
aggregates in HHV8-positive multicentric Castleman dis-
ease are negative for EBER and always lambda light chain
restricted. The differential diagnosis also includes solid
primary effusion lymphoma. Germinotropic lymphoproli-
ferative disorder is localized to lymph nodes, which gen-
erally show retention of the nodal architecture. There are
reported cases of germinotropic lymphoproliferative dis-
order that progessed to HHV8- and EBV-positive high-
grade B-cell lymphoma [66].

Other HHV8-associated lymphoproliferative
processes

Cases of HHV8-positive reactive lymphoid hyperplasia have
been reported in the context of HIV. In a recent study [6], about
26% of HIV-associated lymphadenitis have lymphoid cells
positive for LANA-1. Histologically, the lymph nodes show a
spectrum of reactive changes ranging between follicular and
paracortical hyperplasia to lymphoid depletion with “burned
out” follicles and stromal proliferation, but no features diag-
nostic of multicntric Castleman disease [6]. The HHV8-positive
cells can be seen in lymphoid cells either in the interfollicular
areas, mantle zones or inside the germinal centers. HHV8
positivity can be seen in follicular dendritic cells (cytoplasmic
staining) and in scattered endothelial cells [6]. In the same
study, HHV8-positive large plasmablasts were reported in
splenectomy specimens in patients without evidence of multi-
centric Castleman disease or lymphoma [6]. The plasmablasts
were seen inside the sinuses, red pulp, and white pulp.

In the post-transplant settings (hematopoietic stem cell
and solid organ transplant), both HHV8 primary infection
and reactivation have been associated also with an acute
inflammatory syndrome with fever, splenomegaly, cytope-
nia, and marrow failure often with plasmacytosis that can be
associated with hemophagocytic syndrome [7, 70]. LANA-
1 positivity was found in myeloid progenitor cells and it has
been demonstratred in vitro that HHV8 may exert a direct
myelosuppressive effect providing an explanation for the
bone marrow failure in some of these patients [7, 9].

Conclusions

In summary, HHV8-positive lymphoid proliferations are
heterogeneous (reactive lymphoid hyperplasiasa and aggres-
sive lymphomas) and there is a rationale for performing
LANA-1 immunostain routinely in all lymphoid prolifera-
tions in HIV-positive or immunosuppressed patients. The
diagnosis of each HHV8-positive lymphoid proliferation
subtype requires integration of clinical and pathologic find-
ings. The immunophenotype of the plasmablasts is helpful.
The immunophenotype of the plasmablasts of classical and
solid primary effusion lymphoma is similar although with
more frequent expression of pan B-cell markers and Igs in
solid primary efusion lymphoma. CD45/LCA is a helpful
marker to guide in the diagnosis of classic primary effusion
lymphomas as these neoplasms are frequently negative for
pan-B-cell markers (worthy to be added in the initial
immunohistochemical panel for cavity-based malignant
effusions). The plasmablasts of HHV8-associated multi-
centric Castleman disease and HHV8-positive diffuse large
B-cell lymphoma, not otherwise specified have similar
immunophenotypes, usually negative for plasma cell mar-
kers, IgM positive, lambda light chain restricted, and EBER
negative. The plasmablasts of germinotropic lymphoproli-
ferative disorder have a germinal center distribution and are
positive for CD38, MUM1/IRF4 and usually coexpress
HHV8 and EBER. The prognosis of germinotropic lym-
phoproliferative disorder is variable with some cases reported
to progress to large B-cell lymphoma, HHV8 positive.
HHV8-positive lymphoid proliferations (e.g., classic and
extracavitary primary effusion lymphoma) can express T-cell
markers and strong expression of CD30 that might raise the
differential diagnosis with anaplastic large-cell lymphoma.
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