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Abstract

In August 2010, we diagnosed a Multicentric Castleman’s Disease (MCD) in a HIV+ patient with generalized
lymphadenopathy, splenomegaly and pericardial effusion. A few days before the onset of symptoms, the patient had
started anti-retroviral therapy with Abacavir/Lamivudine (ABC/3TC) +Ritonavir-boosted Atazanavir (ATV/r). During
the hospitalization he developed a severe pancytopenia with liver failure, and he started immediately the Therapy
with steroids, Ganciclovir, and Rituximab. At the 46 months follow-up, the patient is asymptomatic, his biochemical
values are essentially normal with a complete regression of the superficial and deep lymphadenopathies.
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Background

Castleman’s disease (CD) was first described in 1956 by Benjamin
Castleman and his colleagues in a group of patients with localized
hyperplastic mediastinal lymphadenopathy [1]. CD, also known as
angiofollicolar or giant lymph node hyperplasia, is an uncommon
lymphoproliferative disorder with heterogeneous manifestations,
ranging from asymptomatic disease to recurrent generalised
lymphadenopathy with systemic symptoms. The exact incidence of
CD is unknown [2]. Three histologic variants (hyaline vascular,
plasma-cellular, and mixed) and two clinical types (localised and
multicentric) have been described [3]. Contrary to the benign,
localized form, HIV associated multicentric Castleman disease (HIV-
MCD) is a malignant lymphoproliferative disease. It’s pathogenesis is
unclear, however, HIV-associated MCD, like Kaposi’s sarcoma, is
strongly associated with Human Herpesvirus 8 (HHVS) [4]. Although
HIV-MCD is not classified as a lymphoma or AIDS-defining illness,
mortality is high and progression to lymphoma occurs frequently [5].
In recent years, many Authors have pointed out the benefits of
treatment with monoclonal anti-CD20 antibodies (Rituximab)
associated with highly active antiretroviral therapy (HAART) and
Ganciclovir. In a systemic review by Mylona et al. [6],
polychemotherapy with CHOP has given long-term remission in a
subset of patients. Other regimens used in the treatment of HIV-
related multicentric Castleman's disease were antiviral agents,
immunomodulatory agents, and thalidomide. A retrospective review
of 52 patients with HIV-MCD from Germany, (1998 to 2010),
compared the use of antiretroviral, antiblastic and Rituximab therapy
alone or in combination. The study showed a significant increase in
survival in patients treated with Rituximab alone or in combination
with other drugs [7]. Rituximab appears efficacious in treating HIV-
MCD, and its use has been associated with a significant reduction in

multiple plasma cytokines [8]. For what concernes the prognosis, a
study in the United Kingdom showed that survival at 2 and 5 years
after treatment with Rituximab were respectively 94% and 90% while
these figures were 42% and 33% before the introduction of anti-CD20
therapy [9]. Furthermore, a study conducted in 2012 suggests that the
recent introduction of rituximab therapy could be associated with
long-term protection against the risk of progression to lymphoma
[10]. Role of HAART has been also discussed. In 2010, Lee et al.
reported the case of 4 patients affected by HIV-MCD successfully
treated with antiretroviral therapy alone [11]. Similarly, in 2012 two
cases of HIV-associated multicentric Castleman disease treated with
HIV antiretroviral therapy were described [12]. In 1999, however, the
onset of a rapidly progressive HIV-MCD in subjects who had recently
started antiretroviral treatment has been reported [13].

Case presentation

In April 2010 a 47 year old male patient came to our center for a
poll of analysis for sexually transmitted diseases; he diagnosed HIV
with HIV RNA 7298 copies/ml and CD4+ T cells 769cells/mm?>. HBV
and HCV markers were negative. In July he started antiretroviral
therapy (CD4 398, HIV RNA 38400) with Abacavir/Lamivudine
+Ritonavir-boosted Atazanavir. After few weeks later the patient was
treated with broad spectrum antibiotics for the onset of intermittent
fever, without benefit. At the end of August he was hospitalized to our
department for the persistence of fever and chest pain; he also
presented laterocervical lymphadenopathy with splenomegaly.

Investigations

Echocardiographic examination showed mild pericardial effusion.
Biochemical investigations were essentially normal, with the exception
of a slight increase in the inflammatory markers. Blood and urine
cultures, collected at various times without any antibiotic therapyin
progress, were negative for bacteria and fungi. A few days after
admission the patient showed severe anemia and pancytopenia
requiring a transfusion and progressive deterioration of liver function.
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A total body CT scan evidenced lymph nodes enlargement in
laterocervical, mediastinal, axillary and sovraclaveare stations, strongly
suggestive of lymphoproliferative disease. Therefore, one axillary
lymph node was surgically removed for histological diagnosis.
Meanwhile, the patient, showed a further deterioration of liver
function (prothrombin time 49%, serum albumin 1.7 g/dl). This
induced us to start an empirical treatment with corticosteroids and to
switch the antiretroviral therapy to ABC/3TC+Raltegravir. The
histological analysis of the axillary lymph node showed a variable
capsular thickening and a B follicular component characterized by
hyaline-vascular proliferation, compatible with Castleman's disease.
Direct bacteriological examination (including Ziehl-Neelsen staining),
as well as bacterial cultures, were negative.

Differential diagnosis

Patient’s symptoms at admission were compatible with immune
reconstitution inflammatory syndrome (IRIS). Indeed, the patients
have started HAART only four weeks before the onset of symptoms.
However, at the start of HAART therapy, his CD4 count was very
high, making the diagnosis of IRIS less likely. A disseminated bacterial
infection could also be included in the differential diagnosis, but a
treatment with broad-spectrum antibiotics was not beneficial.

Treatment

As for now, no gold standard therapy exists for HIV-MCD. We
evaluated several therapeutic possibilities, based on data available in
the medical literature, including chemotherapy with Rituximab or
Rituximab alone. However, patient's clinical conditions (severe
pancytopenia and liver failure) would have not allowed treatment with
chemoterapy. After having assessed HHV8 DNA (3109 copies/ml) and
IL-6 (13.01 pg/ml), it was started a therapy with Rituximab (700 mg/
dose) and Ganciclovir. The first dose of Rituximab, probably due to
massive release of cytokines resulting from administration of anti-
CD20, was discontinued due to adverse reaction with shaking chills
and sensory impairment. During the following week the patient
continued treatment with steroids and Ganciclovir with an
improvement in the inflammation indices. Seven days later, the
treatment with Rituximab was resumed, in absence of adverse
reactions. Subsequent blood tests demonstrated a complete restoring
of the liver function and normal cell-blood-count values. After 4 cycles
of Rituximab, a control total-body CT scan showed a marked
reduction, in volume and number, of the enlarged lymph nodes
previously described. Determination for HHV8 DNA in blood was
negative. The patient was discharged with only antiretroviral therapy.

Outcome and follow-up

Viro-immunological follow-ups over a 46 months period showed
HIVRNA and HHV8DNA persistently undetectable. CD4+ count
were always higher than 650cellsymm3 The patient remained
completely asymptomatic. Total-body CT scan performed 46 months
after the end of therapy with Rituximab, Ganciclovir and steroids
showed a complete resolution of lymphadenopathy.

Discussion

In our opinion, the onset of HIV-MCD after initiation of
antiretroviral therapy brings back up the debate on the role of

HAART, not only in therapy, but also in the pathogenesis of this
disease. This, however, does not call into question the validity of
antiretroviral therapy against HIV-MCD, already documented in the
past. Very often the symptoms associated with HIV-MCD can be
confused with IRIS, especially if the pathology appears after a few days
from starting antiretroviral treatment. For this reason, the histological
examination of lymph node biopsies is the most valuable diagnostic
element. Our experience adds to that of others, who have successfully
used Rituximab for the treatment of HIV-MCD, alone or in
combination with other drugs such as steroids or Ganciclovir. From
our experience it may be inferred that Rituximab approach may work
even when the patient’s status is severely compromised providing also
a complete remission at 12 month.

Learning points/take home messages

Our experience confirms the validity of Rituximab and Ganciclovir
in the treatment of HIV-MCD. The HIV-MCD must be considered in
the differential diagnosis of immune reconstitution inflammatory
syndrome, especially when it onsets after starting HAART. The role of
HAART in the pathogenesis of HIV-MCD needs further investigation.
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