
Introduction

Castleman disease (CD) is a rare lymphoproli-
ferative disorder also known as angiofollicular lymph
node hyperplasia or giant lymph node hyperplasia.1 CD
is characterized by hyperplastic lymph nodes with
hyalinized foci and was described for the first time in
1956 by Sir Benjamin Castleman, who reported 13 cases
of mediastinal mass in asymptomatic patients.2 Indeed,
CD includes heterogeneous types of disorders.3,4

According to the distribution of the disease, in 1978
Gaba distinguished between unicentric CD (UCD) and
multicentric CD (MCD).3,4 MCD affects more than one
group of lymph nodes and/or lymphoid tissues and it is

frequently associated with HIV and human herpesvirus
8 (HHV-8) infections and, in contrast with UCD, it often
results in systemic symptoms, such as fever, fatigue,
anemia, inflammatory syndrome.4

Histologically, there are four variants of CD:
hyaline vascular type (the most common variant),
plasma cell CD, HHV-8-associated CD (plasmablastic
variant) and MCD not otherwise specified.5 The
plasmablastic variant recognizes HHV-8 as an
etiopathogenetic agent, it occurs generally in HIV-
positive subjects,4 and presents HHV-8 positive
immunoblastic-like cells (plasmablasts) in the mantle
zone of B-cells follicles. These cells express CD27, µ
heavy chain (M) and λ light chain of the
immunoglobulin (Ig), typically in a monotypic fashion
in spite of a polyclonal pattern of Ig gene
rearrangement. In a particular subtype of HHV-8-
associated MCD, more numerous large cells with
plasmacytoid features (plasmablasts) form
microscopic aggregates either adjacent to or partially
replacing the lymphoid follicles, this subtype is named
plasmablastic microlymphoma.5,6

Our report describes an HHV-8 positive Castleman
disease with plasmablastic microlymphoma occurring
in a 51-year-old HIV seronegative woman, with a
previous history of hepatitis B virus (HBV) infection
and Kaposi’s sarcoma (KS), who presented elevated
procalcitonin (PCT) levels during the acute phase of CD.

Case Report

A 51-year-old Caucasian female came to our
observation because of persistent intermittent fever,
asthenia and joint pain despite 7 days of amoxicillin
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clavulanate followed by 7 days of levofloxacin. Her
medical history included a previous HBV infection
and, 1 year before the admission to our ward, a KS
localized to the right ankle treated with surgical
excision and then subjected to oncological follow-up.
The physical examination showed right cervical,
axillary lymph nodes enlargement and splenomegaly.
Blood tests demonstrated hemoglobin 8.3 g/dL,
platelets 9000/µL, lactate dehydrogenase (LDH) 390
U/L, C-reactive protein 25.7 mg/dL (normal values
<0.5 mg/dL), PCT 57.77 ng/mL (normal values <0.05
ng/mL). The patient was HIV-seronegative, whereas
the qualitative real-time polymerase chain reaction test
for HHV-8 in serum gave a positive result. The
screening for HbsAg was positive and the other
markers of HBV infection (HBsAb, HbeAg, HbcAb,
HbeAb) were negative. The other laboratory tests
were normal. We immediately treated the patient with
red cells and platelets transfusion and performed an
excisional biopsy of the right axillary lymph node and
a 18F-fluorodeoxyglucose (FDG) positron-emission
tomography-computed tomographic (PET-CT) scan.
This last showed elevated standardized uptake value
in supraclavicular, laterocervical, axillary, mediastinal,
para-aortic, aorto-iliac lymph nodes and in spleen.
Because of the intermittent fever and the high values
of PCT we performed blood and urine cultures and
started antibiotic therapy with piperacillin tazobactam
as first line follow by vancomycin and meropenem.
Methylprednisolone was used to improve symptoms.
The lymph node biopsy showed cortical areas with
atrophic but vascular germinal centers, with a good
representation of the mantle zone. Interfollicular areas
and the mantle zone of follicles presented aggregates
of monotypic plasmablasts. These inter- e
intrafollicular aggregates of plasmablasts were HHV8
positive and λ light chain restricted; molecular
analysis showed monoclonal IGH (Figures 1-3). These
findings were consistent with a diagnosis of HHV-8
positive Castleman disease, hyaline-vascular variant,
with numerous monotypic/monoclonal plasmoblasts,
consistent with microlymphoma, in a HIV
seronegative patient. Antibiotics were stopped when
blood and urine cultures resulted negative. Because of
persistent elevated fever and severe cytopenia not
responsive to corticosteroid, the patient started a
treatment with intravenous infusions of etoposide and
rituximab. The dose of Etoposide was 100 mg/m2

given every two weeks for 4 administrations.
Following completion of Etoposide, the dose of
Rituximab was 375 mg/m2 once weekly for 4 weeks.
This treatment determined an initially transient and
then stable improvement. During chemotherapy
prophylactic lamivudine was used. On day 45 after
admission the patient was discharged. At that time, she
was asymptomatic and laboratory findings were
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Figure 1. EE 40X. Medium-sized plasmablastic cells with
amphophilic cytoplasm and vesicular nuclei with one or
two prominent nucleoli, among mantle zone cells.

Figure 2. Lambda 40X. Plasmablastic cells: monotypic
expression of λ light chain.

Figure 3. HHV8 40X. Plasmablastic cells HHV8+.
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hemoglobin 11.3 g/dL, platelets 110.000/µL, LDH 211
U/L, C-reactive protein 10.5 mg/dL, PCT 3.18 ng/mL.
The other laboratory tests were normal. After 3
months the patient was still asymptomatic and
biochemical data showed hemoglobin 15.3 g/dL,
platelets 278.000/µL, LDH 246 U/L, C-reactive
protein 0.15 mg/dL, PCT <0.05 ng/mL. Another 18-
FDG PET-CT demonstrated the disappearance of
lymphadenopathy and splenomegaly with normalized
accumulation of FDG. These clinical, biochemical and
radiological data were consistent with a complete
remission of CD.

Discussion

CD is a nonclonal lymphoproliferative disorder
affecting single or many lymph node stations.1,4 In
fact, according to the disease dissemination, CD is
divided into unicentric form and multicentric form.4

However, CD has the potential to affect any organ and
thus presents with systemic manifestations.

HHV8-positive plasmablastic lymphoma is a rare
subtype of the MCD, where plasmablasts become
more numerous and constitute inter- and intrafollicular
aggregates.6

Systemic manifestations such as constitutional
symptoms (fever, night sweats, and malaise), hepato-
splenomegaly, marked lymphadenopathy is common
such as hematological (anemia and thrombocytopenia)
and/or immunological abnormalities.1

The systemic symptoms have been associated with
increased IL-6 levels, which are found elevated in the
majority of cases. IL-6 overproduction is often related
to HHV8 infection.7 HHV-8 encodes for the viral
orthologue of IL-6, which determines the release of
human IL-6 and the subsequent cytokine storm
responsible for the systemic symptoms.7 Because of
its rarity, CD is inadequately understood and is
unprovided of a unique international classification of
disease code. The Castleman Disease Collaborative
Network (CDCN) was built to study and better
understand this rare disease.1 In fact, the incidence of
all forms of CD has been estimated to be 6500-7700
subjects every year in the United States.8

Common therapeutic approaches for MCD include
low-dose single-agent chemotherapy, such as
etoposide or cladribine; combination chemotherapy,
such as CHOP (cyclophosphamide, doxorubicin,
vincristine, and prednisolone); monoclonal antibodies,
like anti-CD20 antibody rituximab.9,10 Recently,
siltuximab, a monoclonal antibody against IL-6 has
been used successfully in MCD.11

We therefore reported a case of a 51-year-old,
HIV-seronegative, immunocompetent female, with a
past medical history of KS and HBV infection, who
presented an MCD variant HHV8 plasmablastic

microlymphoma with elevated PCT levels during the
phase of the activation of the disease that mimic a
sepsis. In fact, patient presented fever with chills, joint
pain, elevated levels of C-reactive protein and PCT
that, before the result of blood and urine cultures,
required broad-spectrum antibiotics, because we were
not able to exclude a concomitant sepsis in a patient
immunosuppressed by her suspected hematological
disease, especially considering PCT levels. In fact,
PCT is well-known as a laboratory marker helpful for
discriminating an infectious fever (in particular,
bacterial) from a non-infectious one.12 Antibiotic
therapy has been discontinued when blood cultures
resulted negative. Recently, only Nara et al.13 reported
two cases of MCD, without specifying which
histological variant, with elevated PCT levels that
mimic a septic condition.

Our patient presented a history of KS and HBV.14,15

Typically, CD in patients with KS are HIV and HHV-
8 positive. However, KS/HHV8 MCD can also occur
in HIV-negative subjects, but the common variants are
hyaline vascular and plasma cell type. From 1995 to
2012, Dossier et al. reported 18 cases of MCD in
HHV-8 positive subjects not infected with HIV. Nine
cases presented KS. However, in contrast with our
patient, all 18 cases showed the classical
histopathological features of CD.16 In 2012, Alkaied,
and coworkers described the first case of MCD variant
microlymphoma in a HHV-8 positive and HIV
seronegative patient with a history of KS.17 About
HBV and CD, Yuan and Collaborators showed an
elevated prevalence of HBV infection in MCD in a
group of HIV seronegative subjects, suggesting a
pathogenetic role for HBV for the genesis of MCD in
this subgroup of patients.15

In the available literature the incidence of HHV-8
plasmablastic microlymphoma is very rare, and in HIV
seronegative patients is anecdotal: besides Alkaied
report, Koenig and coworkers presented a similar case
in a 67-year-old Caucasian female,18 while Lee and
collaborators discussed a case of HHV8/EBV
copositive plasmoblastic microlymphoma in a 53-year-
old immunocompetent man.19

Because of MCD rarity, there are no studies with
solid evidence of superiority of therapeutic strategies.
We obtained a good response with rituximab and
etoposide, with complete remission of the disease. For
this reason, we do not consider the use of the novel
monoclonal antibody siltuximab.

Conclusions

In conclusion, to our knowledge, we report the first
case of HHV-8 positive Castleman disease with
plasmoblastic microlymphoma occurring in subjects
not HIV infected, with a past medical history of KS
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and HBV infection and elevated PCT levels that
mimic sepsis during the acute phase of this
hematological disease.
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