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Abstract

Multicentric Castleman’s disease (MCD) is a known entity with
characteristics of lymphoproliferative syndrome, characterized by
cytokine activation. Its association with human immunodeficiency
virus (HIV) is frequently described, as well as its positivity for hu-
man herpesvirus 8 (HHV-8). However, some negative patients for the
latter (called idiopathic MCD), may have an aggressive spectrum of
the disease (characterized by the presence of cytopenia, renal failure,
anasarca and organomegaly), known as TAFRO syndrome (throm-
bocytopenia, anasarca, myelofibrosis, renal dysfunction, and organo-
megaly). We present the case of a young patient recently diagnosed
with HIV infection, in whom MCD was found, and with an aggressive
course despite treatment, who met criteria for TAFRO syndrome de-
spite HHV-8 positivity.
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Introduction

Multicentric Castleman’s disease (MCD) is a common entity
in patients with human immunodeficiency virus (HIV) infec-
tion. Since 2010, TAFRO syndrome that originally exists in
patients with idiopathic MCD (iMCD), and characterized by
thrombocytopenia, anasarca, myelofibrosis, renal dysfunction,
and organomegaly [1], has been reported in many cases in lit-
erature, with main population in Japanese patients. Important-
ly, diagnosis of TAFRO syndrome should first exclude other
entities with similar clinical manifestations as malignancies,
autoimmune disorders including immune-mediated thrombo-
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cytopenia, and infectious diseases [1].

However, taking into account the multiple similarities in
terms of signs and symptoms of patients suffering from TAF-
RO compared to other entities, some authors have suggested
that this syndrome is not exclusive to iMCD, but that it could
also appear in human herpesvirus 8 (HHV-8)-positive patients,
as well as in those with autoimmune diseases. Furthermore, the
possibility that TAFRO syndrome may be an entity other than
MCD has been also raised [2].

Case Report

A 28-year-old male without past medical history was diag-
nosed with HIV infection after an emergency room (ER)
visit for severe anemia. Two months after initial diagnosis,
he was admitted to the hospital due to asthenia and persistent
disabling fatigue, with occasionally fever and night sweats.
At this time, highly active anti-retroviral therapy had not
started yet. Physical examination was positive for fever,
generalized lymphadenopathy, severe hepatosplenomegaly,
and peripheral edemas. Initial studies showed severe normo-
cytic anemia and thrombocytopenia. Lactic dehydrogenase
was elevated; ferritin level was 10,443 ng/mL. Kidney and
liver function test were normal upon admission. Because
of peripheral edemas a transthoracic echocardiogram was
performed, in which mild pericardial effusion was revealed.
Neck and thoracoabdominal CT confirmed the presence of
multiple lymphadenopathies and severe hepatosplenomega-
ly. Additional tests for Histoplasma, Cryptococcus, hepati-
tis B and C, Epstein-Barr virus, and cytomegalovirus were
all negative. The HIV viral load at this time was 1,127,195
copies/mL, and cluster of differentiation 4 (CD4)" lympho-
cyte count by flow cytometry was 144 cells/mm?. The pa-
tient was under pharmacological prophylaxis for infectious
diseases. Under a suspicion of lymphoproliferative disease,
cervical lymph node excisional biopsy was taken, which re-
ported atypical lymphoid infiltrate and hyperplasia of fol-
licular pattern with interfollicular plasmacytosis (Fig. 1a),
compatible with MCD. Immunohistochemistry was positive
for HHV-8 (Fig. 1b). Treatment with rituximab 375 mg/m?/
weekly for 4 weeks was started. After first dose the patient
developed anasarca, his hemoglobin mean level was 6 g/dL
requiring daily transfusions, and thrombocytopenia wors-
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Figure 1. (a) HHV-8-positive multicentric Castleman’s disease. Follicles with mantle zone B cells exhibiting target-like features
surrounding follicular center with radially penetrating vasculature (hematoxylin and eosin stain, x 400). (b) HHV-8-positive/KSHV
infected cells identified principally within the mantle cell zones (immunostaining for HHV-8 (latent nuclear antigen-1), x 200).
HHV-8: human herpesvirus 8; KSHV: Kaposi’'s sarcoma-associated herpesvirus.

ened with a daily count < 50,000/mm?. Other laboratories
revealed erythrocyte sedimentation rate (ESR) 45 mm/h,
albumin 2 g/dL. Control images showed persistent hepatos-
plenomegaly. Despite HHV-8 positivity, TAFRO syndrome
was suspected. Treatment with rituximab was continued
taking into account MCD, but with a poor response and pro-
gressive deterioration, the patient died 4 months after diag-
nosis.

Discussion

MCD is a lymphoproliferative disorder associated with HIV
infection. Etiologically it has been divided into HHV-8-posi-
tive or idiopathic, taking into account the co-infection by this
agent, respectively [3]. Over time, some patients with idi-
opathic variant presented with an aggressive spectrum of the
disease, with the presence of cytopenia, anasarca, fever, bone
marrow fibrosis and organomegaly. Due to this observation,
in 2010 it was first described a new associated entity called
TAFRO syndrome, also known as Castleman-Kojima disease,
and known for having a more aggressive clinical course and
early death [3].

Based on the initial descriptions, in 2015 27 members of
the TAFRO research group attended a meeting where discase
characteristics and new diagnostic criteria were described [3].
This model includes major and minor criteria based on the
presence of anasarca, thrombocytopenia and systemic inflam-
mation, as well as renal insufficiency, organomegaly and reti-
culin on bone marrow biopsy. Among all the manifestations,
thrombocytopenia is the most frequent, reaching 100% of
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cases. Additionally, a severity score is proposed according to
the commitment of each of the systems involved. In addition,
therapeutic possibilities were raised, where glucocorticoids
take first place, followed by other alternatives such as cyclo-
sporin A, and biological therapy against interleukin 6 (IL-6)
(tocilizumab) and CD20 (rituximab) [3].

Later in 2016 Iwaki et al published a diagnostic consensus
in which patients with autoimmune diseases and co-infection
with HHV-8 and Epstein-Barr virus must be first excluded be-
fore making the diagnosis of this new syndrome [4].

However, several cases have been reported in the medi-
cal literature, interrogating the possible coexistence of TAFRO
syndrome in other neoplastic or autoimmune entities, sharing
the pathophysiology characterized by the presence of raised
cytokine levels, mediated by IL-6, vascular endothelial growth
factor (VEGF), and natural killer (NK) lymphocytes [5]. Inter-
estingly, some other research has found that blockade of IL-6
pathway does not reverse the disease as other drugs as cyclo-
sporine A, raising the possibility of other pathophysiological
mechanisms involved in this new entity, for example T cell
activation in response to IL-2 [6].

Despite all the effort for describing and to understand this
new disease, TAFRO syndrome remains a diagnostic chal-
lenge, with a generally aggressive course and adverse out-
comes. We strongly believe there is a biologically plausible
theory approving the existence of TAFRO syndrome associ-
ated with other entities in addition to iMCD, and its early rec-
ognition is useful and necessary to direct the patient to a more
intensive therapy based on the aforementioned pathophysiol-
ogy.

The knowledge of these cases will help us to better char-
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acterize this new disease, in order to learn to recognize it when
it occurs in our practice, and finally offer future therapeutic
alternatives that positively impact the evolution of the disease,
thus achieving better outcomes.

Conclusions

TAFRO syndrome is a constellation of clinical and para-
clinical manifestations originally described in patients with
Castleman’s disease (idiopathic variant). However, cases like
ours, in which the patient meets exclusion and inclusion cri-
teria have also been described, questioning about the nature
of this new entity, and making possible this new syndrome
instead of being a subgroup of iMCD, may be a separate dis-
ease with multiple overlapping manifestations of other dis-
eases. We present the case of a patient with a diagnosis of
HIV infection and MCD, in whom all the criteria for TAFRO
syndrome were documented, despite being co-infected with
HHV-8.
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