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Abstract

Background. Transient inflammatory flares are common in clinical care of human immunodeficiency virus (HIV)—infected
patients. In-depth investigations are not performed routinely because patients often recover without therapeutic interventions,
and therefore, the etiologies of these inflammatory flares frequently remain unknown. Case. We report a case of an HIV-
infected patient with recurrent inflammatory flares during several years in whom diagnostic workup with a lymph node
biopsy finally revealed multicentric Castleman disease (MCD). The patient was treated with etoposide and rituximab until
November 2013 and achieved ongoing complete clinical remission. Conclusion. Recent effective therapeutic regimens offer an
opportunity to prevent serious complications of MCD including its malignant transformation, provided that the diagnosis is
established early enough. Therefore, clinicians should consider MCD in the differential diagnosis of self-limiting inflammatory

flares, especially in HIV-infected patients.
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Introduction

Transient inflammatory flares are common in clinical care
of human immunodeficiency virus (HIV)-infected
patients, even in the setting of a well-controlled infection.
However, the etiologies of theses flares often remain
unknown due to recovery without therapeutic interven-
tions, lack of in-depth investigation, or misdiagnosis—
with potential deleterious consequences. We report a case
of an HIV-infected patient with recurrent inflammatory
flares in whom broader diagnostic workup finally revealed
multicentric Castleman disease (MCD), and therefore
could be treated successfully with achievement of ongoing
clinical remission.

Case Presentation

A 38-year old male from Cameroon was diagnosed with HIV-1
infection in 2003. His initial CD4 T cell count was 408/uL and
the HIV viral load 67700 copies/mL. In February 2004, he
presented with a cutaneous Kaposi sarcoma on the right foot.
Antiretroviral therapy (ART) was started in 2008, and was
continued to date without treatment interruptions. HIV-RNA
was always below the limit of detection until the last follow-
up visit and CD4 T cell counts increase from a nadir of 258

cells/uL to a maximum of 758 cells/puL. The cutaneous Kaposi
lesions regressed after ART initiation and local radiation ther-
apy. Since March 2010, the patient suffered from recurrent
inflammatory flares with high fever, myalgia, arthralgia, and
nasal congestion (Figure 1a). These bouts were accompanied
by normocytic normochromic anemia followed by thrombo-
cytosis and elevated inflammatory markers. Initially, these
episodes responded well to anti-inflammatory drugs with
defervescence, normalization of C-reactive protein (CRP) val-
ues and thrombocyte counts, as well as complete regression of
lymphadenopathy and myalgia, and therefore were interpreted
as inflammatory reactions to viral pathogens. A more severe
flare with significant lymphadenopathy, splenomegaly, and
profound anemia (hemoglobin of 75 g/L) initiated a broader
diagnostic workup in December 2012. Radiologic imaging
with computed tomography scan demonstrated generalized
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Figure 1. (a) Course of fever and CRP (C-reactive protein) over time during the repeated inflammatory flares. (b-d) Lymph node
biopsy with the characteristically expanded mantle zone with abundant interfollicular plasma cells and a radially penetrating sclerotic

blood vessel (“lollipop” sign).

lymphadenopathy and hepatosplenomegaly. Repeated blood
cultures remained sterile, and workup for viral hepatitis,
Epstein-Barr virus, cytomegalovirus, herpes simplex, or respi-
ratory viral infection was negative. There was no evidence of
endocrine, theumatological, or autoimmune disorder. A lymph
node biopsy revealed diagnostic scattered onionskin fibrosis
of germinal centers and prominent interfollicular plasmocyto-
sis (Figure 1b-d). However, immunoglobulin heavy chain
(IgH) gene rearrangement studies ruled out a clonal disorder.
Polymerase chain reaction analysis was positive for human
herpes virus type 8 (HHV-8) in both the lymph node biopsy
and in plasma. The HHV-8 viral load in plasma was 54200
copies/mL during the severe inflammatory flare, but undetect-
able in between. These features along with the clinical presen-
tation confirmed the diagnosis of the plasma cell variant of
MCD. Treatment was initiated with 1-cycle etoposide induc-
tion and 4 weekly rituximab, followed by 4 administrations of
rituximab every other month as consolidation until November
2013. This led to a rapid resolution of all symptoms, diminu-
tion of lymphadenopathy, and normalization of CRP and ane-
mia. Kaposi sarcoma scars regressed and paled. Until the last
clinical visit in September 2016, about 30 months after initia-
tion of the chemotherapy, there was complete clinical remis-
sion without further inflammatory flares.

Discussion

Castleman disease is a nonclonal lymphoproliferative disor-
der. Localized manifestation is differentiated from the multi-
centric form typically observed in HIV-infected patients.
Histopathologically, hyaline vascular variant is discerned
from plasma cell variant and from the more recently described
plasmablastic subtype."* MCD is a systemic disease, some-
times associated with HHV-8 and other malignancies such as
Kaposi sarcoma, and is histologically characterized by the
plasma cell variant.*> The plasmablasts can coalesce to form
microlymphoma and can progress to plasmablastic monoclo-
nal lymphoma.®’ The “lollipop” sign is a characteristic fea-
ture formed by radially penetrating sclerotic blood vessel.
HHV-8 encodes viral interleukin-6 (IL-6) and induces
expression of the pro-inflammatory cytokine IL-6 in infected
B cells. In contrast to the incidence of Kaposi sarcoma, the
incidence of MCD has increased in the ART era, further indi-
cating that immune dysregulation rather than immunosup-
pression is the underlying pathophysiological mechanism of
HIV-related MCD.*

The clinical criteria to define MCD were described by
the CastlemaB Trial Group,9 and include fever, raised
serum CRP (>20 mg/L) in the absence of another cause,
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and 3 of 12 additional clinical findings (lymphadenopathy,
splenomegaly, edema, pleural effusion, ascites, cough,
nasal obstruction, xerostomia, rash, neurologic symptoms,
jaundice, autoimmune hemolytic anemia). However, these
unspecific symptoms render the diagnosis of Castleman
disease difficult based on clinical symptoms alone. As a
result, the diagnosis and therefore therapy are often
delayed.

Therapy for MCD in HIV-infected patients is a combina-
tion of ART, chemotherapy, and rituximab, with the goal to
achieve fast disease control. Studies using rituximab reported
an overall survival of up to 95% with disease-free survival of
up to 79%.1°

Because the inflammatory flares in our patient initially
regressed with nonsteroidal anti-inflammatory drug treat-
ment, elaborate diagnostics was not deemed needed and the
diagnosis of Castleman disease was missed for more than 2
years. However, after diagnosis by lymph node biopsy and
initiation of therapy, he achieved an ongoing clinical remis-
sion of 30 months so far.

Conclusion

This case demonstrates that clinicians should consider
MCD in the differential diagnosis of self-limiting inflam-
matory flares in HIV-positive patients, even in the setting
of an immunologically and virologically well-controlled
HIV infection. Recent effective therapeutic regimens offer
an opportunity to prevent the serious complications of
MCD including its malignant transformation,'' provided
that the diagnosis is established early enough.
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