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Diagnosis and Management of
Castleman Disease
Presented by Jeremy S. Abramson, MD, MMSc

ABSTRACT
Castleman disease is a heterogeneous nonmalignant lymphoproliferative disorder. Major distinctions include unicentric versus multicentric
presentation; hyaline vascular, plasmacytic, or mixed pathology; and HHV8-associated (typically HIV-positive) versus idiopathic disease. At
the NCCN 2019 Annual Congress: Hematologic Malignancies, Dr. Jeremy S. Abramson stated that rituximab is preferred as initial therapy
for HHV8-positive disease, and chemotherapy can be added for patients with fulminant disease (antiretrovirals should always be used as well
for those who are HIV-positive). Siltuximab is the preferred frontline therapy for idiopathic disease.
J Natl Compr Canc Netw 2019;17(11.5):1417–1419
doi: 10.6004/jnccn.2019.5037

Castleman disease is a nonmalignant lymphoproliferative disorder that, although uncommon, is a relatively
complex disease to diagnose and manage, according
to Jeremy S. Abramson, MD, MMSc, Associate Professor
of Medicine, Harvard Medical School, and Director of
the Lymphoma Center, Massachusetts General Hospital
Cancer Center. “Castleman disease is a heterogeneous
group of diseases under one heading,” he explained at
the NCCN 2019 Annual Congress: Hematologic Malignancies. “It is something that warrants thinking about,
particularly given that we have moved eﬀectively from
the era of chemotherapy into the era of novel targeted
strategies in Castleman disease as we have in so many
other lymphoproliferative diseases.”

Classiﬁcation of Castleman Disease
Castleman disease is characterized by 2 pathologic
subtypes. In hyaline vascular tumors, mantle zones
surrounding atrophic germinal centers are expanded
with concentric rings of small lymphocytes, thereby
giving them an “onion skin” appearance. Increased
vascularity is observed and blood vessels may be seen
penetrating germinal centers. The plasmacytic (and occasionally plasmablastic) variant is a more polymorphous
inﬂammatory inﬁltrate with a high proportion of polyclonal plasma cells. “And to make things a little more
complicated, we can see an overlap in features, which is
called ‘mixed histology with features of both hyaline
vascular and plasmacytic’,” he said.
Clinically, Castleman disease is classiﬁed as either
unicentric (UCD) or multicentric (MCD), and the latter
presentation occurs in several diﬀerent varieties: human
herpesvirus-8 (HHV-8)–associated disease occurs mostly
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in the setting of HIV or other immunocompromised
states, whereas HHV8-negative disease is referred to
as idiopathic MCD (iMCD), and is further classiﬁed
as iMCD-TAFRO (thrombocytopenia, anasarca, fevers,
reticulin myeloﬁbrosis, organomegaly) or iMCD-NOS (not
otherwise speciﬁed). The least common subtype of MCD
is POEMS-associated. In addition, Dr. Abramson noted
that iMCD-TAFRO is a marked inﬂammatory syndrome,
thus these patients are often extremely ill, usually with
high fevers and may have renal failure, but have normal
immunoglobulin levels. iMCD-NOS tends to have a
“gentler” clinical presentation.

Diagnosing Castleman Disease
According to Dr. Abramson, diagnosing Castleman disease can be complicated. “A lot of the eﬀort falls on our
hematopathology colleagues, of course, but it also falls
on us,” he said. “It’s important to recognize the clinical
features of Castleman, which can be missed. So if you are
concerned about this diagnosis, make sure to interface
with the diagnosing pathologist.”
When conducting a diagnostic workup, HIV status
must be evaluated, as well as baseline serum inﬂammatory
markers. “We usually check IL-6 at baseline because that
can be a biomarker for the disease,” he noted. Another
critical factor to note is the high degree of overlap between
Castleman disease in the setting of HIV and Kaposi’s
sarcoma (KS). “The KS herpesvirus is, in fact, HHV-8,
and it is estimated that more than half of patients presenting with a new diagnosis of HIV-associated Castleman
disease can also have concomitant KS,” he explained. “So
please evaluate these patients carefully, both cutaneously
and considering symptoms of visceral involvement.”

1417

HIGHLIGHTS OF THE
NCCN 2019 HEMATOLOGIC MALIGNANCIES CONGRESS

Abramson

Dr. Abramson also discussed the importance of
recognizing mimics of Castleman disease. Lymphomas,
including Hodgkin and angioimmunoblastic T-cell
lymphoma, are also known for polymorphous inﬁltrate
and hypervascularity, making them prime culprits for
mimicking the disease. Other mimics include autoimmune diseases (particularly IgG4-related disease, but
also lupus and rheumatoid arthritis), as well as inﬂammatory infectious responses to HIV, Epstein-Barr virus,
and syphilis.

Treating UCD
UCD is almost always hyaline vascular subtype, is usually
HIV-negative and HHV8-negative, and commonly presents in younger adults (aged 30–40 years), with a slight
predominance in women. Common sites of presentation
include the chest (30%), neck (23%), abdomen (20%), and
less commonly, the retroperitoneum. Furthermore, UCD
usually presents as localized, asymptomatic adenopathy,
and is commonly diagnosed through incidental discovery on radiographic imaging performed for a diﬀerent
reason. “Now that we have patients getting CT scans
every time they have a stuﬀy nose, we are ﬁnding a lot
more incidental adenopathy and masses than we might
have otherwise,” he joked.
The treatment of choice for UCD is surgical resection, which is associated with .90% relapse-free survival.
Unresectable disease can be treated with local radiation,
or rituximab and/or steroids can be used to reduce the
mass with the goal of converting it to be surgically resectable. Embolization has also been used with some
success. If the mass does not shrink after these interventions, Dr. Abramson stressed the nonprogressive,
benign nature of the disease and warned of the risk of
overtreatment. “Usually I’ll either radiate these patients
if I can’t surgically resect or I’ll observe,” he said. “I usually
do not use systemic therapy for this disease when it is
unicentric.”

Treating MCD
HHV8-positive MCD is generally associated with an
IL-6–mediated inﬂammatory syndrome, and is most
commonly seen in the setting of HIV (but may rarely
occur in other immunocompromised patients). It is most
commonly plasmacytic or mixed histology, with a male
predominance. Patients with MCD are often quite ill and
typically present with fevers, diﬀuse lymphadenopathy,
hepatosplenomegaly, elevated inﬂammatory markers,
cytopenias, and hypoalbuminemia. Dr. Abramson also
pointed out the increased risk of opportunistic infections
in these patients, and stated that multidisciplinary care
including infectious disease specialists is critical.
Prognosis for HHV8-positive MCD has improved
dramatically over time due to highly active antiretroviral
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Figure 1. Criteria for active disease in the NCCN Guidelines. Version
5.2019. To view the most recent version, visit NCCN.org.

therapy for HIV and modern biologic therapy for
Castleman disease (most notably rituximab). Previously,
the disease was treated primarily with chemotherapy, but
this was poorly tolerated by patients with HIV and was
associated with high rates of treatment-related morbidity and mortality. “Certainly, all patients with HIV
should be started on antiretroviral therapy,” he said. “But
unlike some viral diseases with associated lymphomas,
you will not see a regression of Castleman disease with
antiretroviral therapy directed at HIV alone. So patients
will need Castleman disease–directed therapy.”
HHV8-associated MCD is virtually always symptomatic, but it is important to note that treatment
is only indicated when active disease is present (ie,
asymptomatic patients can be observed) (Figure 1).

Rituximab as Initial Treatment in
HHV8-Positive Disease
Data guiding choice of therapy in HHV8-positive disease come from small trials, but rituximab has been
established as ﬁrst-line therapy in these patients. In
the CastlemaB trial,1 the ﬁrst prospective study of
rituximab in HIV-associated MCD, 24 patients with
relapsed/refractory, chemotherapy-dependent disease
were given 4 weekly doses of rituximab at 375 mg/m2.
“Remarkably, 22 of the 24 patients were able to become
independent of chemotherapy,” noted Dr. Abramson.
Most patients responded clinically, and more than threequarters remained free from symptoms and progression
2 years after treatment.
In another retrospective analysis of 113 patients,
48 had previously received rituximab and 60 were
previously diagnosed with KS.2 Patients treated with
rituximab had a 5-year overall survival rate of 90%
compared with 47% for those treated with chemotherapy alone. However, among 24 patients with prior
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KS who received rituximab, 8 experienced exacerbation of their KS and 1 new case of KS occurred. “This
is a real phenomenon that we see in our clinic,”
he said. “Patients with concurrent HIV-associated KS
and Castleman can have a ﬂare of their KS while being
treated with rituximab monotherapy.” For these patients,
alternate regimens containing rituximab and liposomal doxorubicin (in addition to antiretroviral therapy)
should be considered in the front line.3
Chemotherapy options, such as etoposide, vinblastine, liposomal doxorubicin, or combination chemotherapy regimens remain available in the relapsed/
refractory setting. For patients with highly symptomatic or organ-threatening disease who need a more
rapid response, combination regimens such as R-CHOP
(rituximab/cyclophosphamide/doxorubicin/vincristine/
prednisone) should be considered.

Siltuximab for iMCD
For HHV8-negative disease (iMCD), “go down the
siltuximab route for most patients,” advised Dr. Abramson.
A double-blind international trial that randomized patients with iMCD 2:1 to the IL-6 antibody siltuximab or
placebo4 showed a durable tumor and symptomatic
response rate of 34% for siltuximab versus 0% for placebo, with a duration of response of .1 year. Patients
receiving siltuximab also experienced signiﬁcant improvements in durable symptom response compared
with placebo (57% vs 19%) and anemia (61% vs 0%).
“Interestingly, this beneﬁt was observed exclusively
in patients with the plasmacytic or mixed histologic variants;
no patients with hyaline vascular pathology responded to

this regimen,” he said. “I would consider those patients
high risk for not responding to siltuximab therapy.”
Dr. Abramson also noted that siltuximab is not
particularly eﬀective in HHV8-associated MCD because the drug only binds to human IL-6 and not viral
IL-6, which is also elevated in HHV8-positive disease.5
Although the NCCN Clinical Practice Guidelines in
Oncology (NCCN Guidelines) for B-Cell Lymphomas
list rituximab and prednisone as a frontline treatment
option,6 he maintained that siltuximab is the treatment
of choice for iMCD. “[Rituximab and prednisone] is
not my ﬁrst choice because the data are really an extrapolation from HIV/HHV8-associated MCD,” he said.
“Currently the data predominantly support siltuximab
as initial therapy for iMCD.”
A thalidomide/cyclophosphamide/prednisone regimen is an additional option in patients with relapsed
disease,7 and can also be considered in the frontline
treatment of patients with hyaline vascular iMCD, he said.
Beyond chemotherapy for the treatment of highly
refractory disease, data from case reports suggest that
the use of certain targeted agents as monotherapy may
be eﬀective (sirolimus, anakinra, bortezomib, lenalidomide). However, Dr. Abramson added, these data
are scarce.
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