
Introduction

Castleman disease (CD), also called angiofollicular 
lymph node hyperplasia, is a rare non clonal lympho-
proliferative disorder characterized by abnormal lymph 
node hyperplasia and variable systemic inflammation. 
It was first described as localized mediastinal lympha-
denopathy, but later reports have shown involvement 
of cervical, abdominal, axillary, inguinal and multiple 

1, 2
nodal regions.

Clinically, CD is classified into unicentric Castleman 
disease (UCD), involving a single lymph node region, 
and multicentric Castleman disease (MCD), involving 
multiple nodal stations. UCD is commonly asymptomatic 
and curable with excision, while MCD is associated 
with fever, night sweats, weight loss, hepatospleno-
megaly, cytopenias, hypoalbuminemia and raised infla-

1-5
mmatory markers.  Histologically, CD is divided into 
hyaline vascular, plasma cell and mixed variants. The 
hyaline vascular pattern shows regressed germinal 
centers, concentric mantle-zone onion-skinning, vascular 
proliferation, hyalinized vessels and the classic lollipop 
follicle appearance. Although hyaline vascular disease 
is classically unicentric, systemic symptoms may occur 
when there is multicentric involvement or marked cyto-

2,6
kine activation.  The pathogenesis remains incompletely 
understood, but dysregulated cytokine activity, parti-
cularly interleukin-6 (IL-6), plays an important role in 
constitutional symptoms and acute-phase responses. 
Castleman disease can mimic tuberculosis, lymphoma, 
HIV-related lymphoproliferation, systemic lupus erythe-
matosus, IgG4-related disease and other rheumatological 
disorders. We report a young male with cervical lympha-
denopathy, systemic inflammatory features, raised IL-6 
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level and biopsy-proven hyaline vascular MCD who 
responded completely to tocilizumab and corticosteroids 

3, 8, 9
after siltuximab could not be obtained locally.

Case Presentation

A 20-year-old male presented to our department with 
a swelling on the left side of the neck for two years. The 
swelling increased in size over the period of 2 years, 
with more noticeable expansion over the period of last 
3 months. The patient also developed fever with evening 
rise, low grade, intermittent but relieved on taking medi-
cation. It was associated with night sweats, anorexia 
and weight loss of 8-10 kg over a period of 3 months. On 
clinical examination, a 4.0 × 2.0 cm lump was palpated 
on the left side of the neck with no tenderness and red-
ness, hard in consistency with smooth surface having 
regular margins and was adhesive to the surrounding 
structures. Rest of the systemic examination was unre-
markable.

Complete blood count, liver profile, renal profile, urine 
complete and ESR were all in normal range. C-reactive 
protein was raised with levels of 50.8 mg/dl (lab range 
was 0.1-1.0 mg/dl). Serum ferritin level was normal. 
The immune profile was negative but IL-6 levels were 
highly raised (70.5 pg/ml, normal range <= 2.0 pg/ml) 
which showed the presence of systemic inflammation. 
Serological evaluation for toxoplasma, Epstein-Barr, 
cytomegalovirus, rubella, HHV-8 and human immuno-
deficiency virus were negative. IGRA test for tuber-
culosis was also negative. IgG levels were also normal. 
Ultrasound neck showed a well-defined heterogeneous 
lesion measuring 4.2 × 2.2 cm seen in left cervical 
region. (Figure.1) No lymph node was noted on the right 
side of neck. Chest x-ray showed opacities in hilar region.

Figure 1. Ultrasound neck showing a well-defined 
heterogeneous lesion in the left cervical region.

CT head and neck, chest, abdomen and pelvic showed 
a heterogeneous 4.5cm × 2.5 cm × 3cm mass in left 
anterior cervical chain and enlargement of hilar and 
inguinal lymph nodes (subcentemetric) which were 
centrally calcified with abundant peripheral tissue of 
cystic nature. (Figure.2) FNAC of the cervical swelling 
was initially performed and showed features of chronic 
granulomatous disease. However, because of persistent 
systemic features and radiological suspicion, excision 
biopsy of the mass in left anterior cervical chain was 
performed which revealed lymph node exhibiting partly 
effaced nodal architecture with atretic lymphoid follicles 
and expanded interfollicular zones. The atretic lymphoid 
follicles were traversed by vessels forming lollipop 
follicles. The interfollicular areas showed prominent 
vascular proliferation with hyalinization of vessel wall. 
Lymphoid follicle also showed thickened mantle zones 
with onion skinning. (Figure.3) Immunohistochemical 
stains CD 20 and CD 3 showed a reactive pattern. CD 
30 and CD 15 were negative. There was no evidence 
of granuloma formation and malignancy. Acid-fast 
bacilli staining and Ziehl-Neelsen (ZN) staining on the 
excision biopsy were negative for tuberculosis.

Thus, patient’s clinical examination, findings of ultra-
sound, CT scan, biopsy and immunohistochemical results 
were suggestive of multicentric Castleman disease-hyaline 
vascular type. Due to the unavailability of siltuximab, the 
patient was prescribed tocilizumab at a guideline-suppor-
ted dose of 8 mg/kg intravenously every two weeks, 
along with corticosteroids in tapering dose for consti-
tutional features of the disease. Up till now, he has 
received 6 doses of tocilizumab and the disease is in 
complete remission.

Figure 2: CT neck showing left anterior cervical chain 
mass
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Figure 3: Lymph node biopsy histology showing hyaline 
vascular Castleman disease morphology with onion-
skinning and lollipop follicles.

Discussion

This case is important because the patient initially appea-
red to have a dominant single cervical lymph node mass, 
but constitutional symptoms and imaging evidence of 
hilar and inguinal lymph nodes supported a multicentric 
process. This distinction changes management: UCD 
is usually treated by complete excision, while MCD 
requires systemic therapy directed at inflammatory 

5, 8
cytokines and B-cell/plasma-cell activation.

Cervical CD is well documented but uncommon com-
pared with mediastinal disease. Published cervical 
cases often present as slowly enlarging neck masses 
and are diagnosed only after excision biopsy. Many are 
hyaline vascular UCD and remain well after complete 
resection. In contrast, our patient had fever, night sweats, 
anorexia, weight loss, raised CRP and markedly elevated 
IL-6, which favored systemic inflammatory disease 

2,6
rather than a purely localized mass.  The differential 
diagnosis was broad. Tuberculosis was important because 
of chronic cervical lymphadenopathy, evening fever, 
night sweats and weight loss, particularly in a high-
burden setting. The initial FNAC suggested chronic 
granulomatous disease, which further strengthened the 
clinical suspicion of tuberculosis or another granulo-
matous process. However, FNAC can be misleading in 
Castleman disease because nodal architecture cannot 
be adequately assessed. In this patient, negative IGRA, 
absence of granulomas on excision biopsy and negative 
acid-fast bacilli staining and negative Ziehl-Neelsen 
(ZN) staining on the excision biopsy made tuberculosis 
unlikely. Lymphoma was also a major concern because 
of B symptoms, but CD15 and CD30 negativity, reactive 
CD20/CD3 pattern and absence of malignant morphology 

5
argued against Hodgkin and non-Hodgkin lymphoma.

Autoimmune disease was considered because MCD 

can mimic systemic lupus erythematosus and other 
rheumatological disorders. Reports describe CD presen-
ting with fever, lymphadenopathy, serositis, cytopenias, 
renal involvement and inflammatory markers resemb-
ling SLE. In this patient, immune profile was negative 
and biopsy supported Castleman disease. This highlights 
the value of tissue diagnosis when systemic symptoms 

3,4
coexist with persistent lymphadenopathy.  The excision 
biopsy was decisive because it contradicted the FNAC 
impression of chronic granulomatous disease and 
demonstrated the preserved architectural clues required 
for Castleman disease. The lymph node showed partly 
effaced architecture, atretic follicles, expanded inter-
follicular zones, vascular proliferation, hyalinized 
vessel walls, mantle-zone onion-skinning and lollipop 
follicles, characteristic of the hyaline vascular subtype. 
These features are central to diagnosis, because clinical, 
radiological and cytological findings alone cannot 
reliably distinguish Castleman disease from lymphoma, 

1, 7
granulomatous disease or metastatic malignancy.

Compared with previously published cervical Castle-
man disease reports, this patient had a more inflamma-
tory phenotype. Many solitary cervical cases show 
normal inflammatory markers and are managed success-
fully by excision alone. In contrast, the combination 
of constitutional symptoms, elevated CRP, high IL-6 
and extra-cervical nodal disease in our patient made 
systemic treatment necessary. This comparison is clini-
cally useful because a prominent accessible node may 
lead clinicians to assume UCD, while full-body imaging 
may reveal occult multicentric disease that would 

2,5,6otherwise be undertreated.  The negative HIV and 
HHV-8 results are clinically relevant. HHV-8-associated 
MCD is more often seen in immunocompromised 
patients and is frequently managed with rituximab-
based therapy. In HHV-8-negative, HIV-negative MCD, 
the diagnosis is generally idiopathic MCD after exclu-
sion of infections, malignancy, autoimmune disease 

8, 9and POEMS-associated disease.

IL-6 is central to the inflammatory biology of iMCD. 
It stimulates hepatic acute-phase reactants, causes cons-
titutional symptoms and drives systemic inflammation. 
The marked IL-6 elevation in this patient explained 
fever, weight loss and raised CRP despite preserved 
blood counts, albumin, ferritin and immuno-globulin 
levels. Thus, normal baseline tests do not exclude early 
or less fulminant MCD when clinical and imaging fea-

9,10
tures are supportive.  Siltuximab is generally preferred 
as first-line anti-IL-6 therapy for HHV-8-negative iMCD; 
however, it was not available locally in this case. There-
fore, tocilizumab was selected as an alternative IL-6 
receptor inhibitor. International treatment guidance 
supports tocilizumab 8 mg/kg intravenously every two 
weeks when siltuximab is unavailable. The patient 
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received six doses with tapering corticosteroids and 
achieved complete remission, supporting IL-6 pathway 

9,10
blockade as an effective targeted approach in this setting.  
This case highlights three practical lessons. First, CD 
should be considered in chronic lymphadenopathy with 
systemic inflammation after common mimics are exclu-
ded. Second, excision biopsy with immunohistochemistry 
remains essential, especially when FNAC suggests 
granulomatous disease but the overall clinicoradio-
logical picture remains atypical. Third, staging with 
cross-sectional imaging is necessary before labeling 
disease as unicentric, because a dominant cervical node 

1, 8
may obscure multicentric involvement.

Conclusion

Castleman disease is a rare but important cause of 
chronic lymphadenopathy and systemic inflammation. 
This case describes a young male with progressive cer-
vical lymphadenopathy, constitutional symptoms, ele-
vated CRP and IL-6, negative infectious and autoimmune 
workup, and histopathological features of hyaline 
vascular Castleman disease. Although initial FNAC 
suggested chronic granulomatous disease, excision 
biopsy established the correct diagnosis. Additional 
hilar and inguinal lymph node involvement supported 
multicentric disease. Complete remission with tocilizu-
mab, chosen because siltuximab was unavailable, 
supports the role of IL-6 pathway blockade in HHV-
8-negative multicentric Castleman disease. 
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