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SCLEROSING MEDIASTINITIS

• A slowly-evolving tumefactive 
fibroinflammatory process in the 
anterior  & middle mediastinum 
that may present as a discrete 
mass or an infiltrative lesion that 
entraps great vessels, thymus, 
and lung tissue

• May be associated with signs & 
symptoms of superior vena cava 
syndrome



SCLEROSING MEDIASTINITIS:
Other Clinical Data

• Most often seen in Caucasian females (F:M ratio 3:1) 
below the age of 30 yrs.

• Roughly 40% of patients are asymptomatic and have 
the condition detected radiographically

• The remainder present with cough, short of breath, 
chest pain, wheezing, dysphagia, or hemoptysis

• Diffuse effacement of mediastinal architecture may 
be seen radiographically, or a discrete mass can be 
present with or without calcifications

• Compression of pulmonary artery branches may 
cause secondary pulmonary infarction









SYNONYMS FOR SCLEROSING
MEDIASTINITIS

• Fibrosing mediastinitis

• Idiopathic fibrosclerosing 
disease of the mediastinum

• Granulomatous mediastinitis

• Post-infectious mediastinal 
fibrosis

• Oulmont’s disease



Potential Etiological Factors for Fibrosing Mediastinitis

Fungal Infections

Histoplasmosis

Aspergillosis

Zygomycosis

Cryptococcosis

Mycobacterial Infections
Tuberculous

Non-tuberculous

Other Bacterial Infections
Nocardiosis

Actinomycosis

Autoimmune Conditions

Behcet syndrome

IgG4-related fibrosclerosing disease

Sarcoidosis

Rheumatic Fever

Prior Trauma

Selected Drugs (Methysergide)

Idiopathic
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WHAT IS THE RELATIONSHIP
BETWEEN SCLEROSING MEDIASTINITIS

& IgG4-RELATED FIBROSCLEROSIS?

• This question is still being examined, but the best 
hypothesis is that all forms of sclerosing 
mediastinitis represent a type IV hypersensitivity 
response that shares similar histologic 
manifestations, regardless of the inciting factor(s)

• The four principal subsets of the disease are:
- Infection-related (20-25%)

- IgG4-related (~30%)

- Autoimmune disease (e.g., Sjogren syndrome, primary sclerosing 
cholangitis, primary biliary cirrhosis, inflammatory bowel disease)-
related (~20%)

- Idiopathic (25-30%)
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SCLEROSING MEDIASTINITIS:
Outcomes

• Most cases pursue a slowly-evolving, self-limited 
course that may last for several years

• Administration of antifungal or antimycobacterial 
drugs empirically does not appear to alter 
outcomes

• Symptomatic patients may benefit from 
placement of vascular stents, balloon 
angioplasty, or surgical reconstructive 
procedures

• Only ~3% of patients die of cardiorespiratory 
failure



Because of the potential 
simulation of sclerosing 

mediastinitis by other 
fibrosing conditions, the 

former diagnosis is one of 
ultimate exclusion and close 

correlation with clinical 
findings



FIBROSING NEOPLASMS THAT MAY SIMULATE 
SCLEROSING MEDIASTINITIS IN SMALL BIOPSIES

• “Obliterative subtotal sclerosis”-type Hodgkin’s lymphoma

• Sclerosing non-Hodgkin lymphoma (large-cell type)

• Sclerosing seminoma

• Desmoplastic mesothelioma presenting in the mediastinum

• Sclerotic (“ancient”) thymoma

• Sclerosing thymic carcinoid

• Sclerosing paraganglioma

• Calcifying fibrous pseudotumor

• Solitary fibrous tumor

• Peripheral nerve sheath tumors

• Selected metastatic carcinomas



“Obliterative Subtotal Sclerosis”-Type 
Hodgkin Lymphoma (HL)

• This terminology was used by Rappaport in the 2nd

series AFIP fascicle on hematopoietic tumors in 
1966, to refer to a subtype of nodular sclerosis HL 
cases in which a densely-fibrotic stroma dominated 
the microscopic image of the lesion

• The OSS variant of HL is not well-recognized by 
general pathologists, but several publications have 
described its ability to imitate non-neoplastic 
fibrosclerosing conditions such as Oulmont’s and 
Ormond’s diseases in the mediastinum and 
retroperitoneum









LARGE-CELL NON-HODGKIN
LYMPHOMA OF THE THYMIC

REGION, SCLEROSING B-CELL TYPE

• Recognized in the late 1970s & early 
1980s as a distinctive intrathoracic 
neoplasm that could be associated 
with the superior vena cava 
syndrome

• Now well-characterized as a B-cell 
proliferation that is centered in the 
thymus, with singular cytogenetic & 
molecular characteristics













SCLEROSING SEMINOMA OF THE
MEDIASTINUM

• A rare variant of seminoma, previously 
reported only in the testis; the speaker 
also has observed 3 such cases in the 
anterior mediastinum

• Tumor cells are scant in number and 
obscured by stromal fibrosis and 
chronic inflammation

• Immunostains for PLAP, CD117, OCT ¾, 
and SALL4 are usually necessary to 
document the presence of neoplastic 
germ cells in such tumors
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DESMOPLASTIC MESOTHELIOMA
OF THE MEDIASTINUM (DMM)

• An uncommon histologic variant of an 
uncommon neoplasm in an uncommon 
anatomical location

• DMM may be surprisingly hypocellular, with a  
predominance of hyalinizing stroma which 
superficially resembles the histologic 
appearance of a fibrohyaline (asbestos-
related) serosal plaque

• At least modest nuclear atypia and growth 
into fat are necessary microscopic diagnostic 
elements

• Neoplastic cells are pankeratin-positive
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“ANCIENT” (SCLEROTIC) THYMOMA

• An unusual thymoma variant reported by 
Moran & Suster in 2004

• Only 10% of patients had myasthenia gravis; 
the remainder presented with nondescript 
signs & symptoms or were entirely 
asymptomatic

• Densely-fibrotic stroma accounted for 85% to 
90% of the tumor masses in each case

• Thorough sampling was necessary to 
document the presence of epithelial 
neoplastic cell groups







SCLEROTIC THYMIC CARCINOID

• Extensive sclerosis in neuroendocrine carcinomas of 
the lung was described by Kalhor et al. in 2010; the 
speaker has encountered 2 primary thymic 
neoplasms with similar changes

• Dense stromal fibrosis may obscure the diagnosis in 
small biopsies and also interfere with grading of the 
tumors

• Lesional cells are immunoreactive for pankeratin, as 
well as markers of neuroendocrine differentiation

• Marked sclerosis does not appear to affect behavior 
or prognosis
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SCLEROSING PARAGANGLIOMAS

• Described by Plaza & colleagues in 2006

• A pathologic variant of paraganglioma that 
tends to be overrepresented in middle-aged 
women

• Can be encountered in both the anterior and 
posterior mediastinal compartments

• Dominated by mature fibrous stroma, 
compressing tumor cell groups into irregular, 
pseudo-infiltrative profiles that can be 
confused with those of an invasive 
carcinoma or thymoma

• Non-immunoreactive for pankeratin
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CALCIFYING (PSEUDO)TUMOR (CPT)
OF THE MEDIASTINUM

• Analogous to other lesions of the soft tissue, 
serosal surfaces, lungs, esophagus, liver, & spine

• Typically presents as a discrete mass, rather than 
an infiltrative process such as fibrosing 
mediastinitis

• Nondescript radiographic & gross appearance, 
except for the presence of multifocal 
calcifications

• Paucicellular background fibrocellular 
proliferation

• Appears to be a singular entity distinct from 
inflammatory myofibroblastic tumor and solitary 
fibrous tumor









SOLITARY FIBROUS TUMOR OF
THE MEDIASTINUM

• Identical pathologically to lesions that are 
prototypically seen in the pleura

• Approximately 80% arise in the anterior 
mediastinum, with the remainder being in the middle 
& posterior mediastinal compartments

• May demonstrate well-demarcated or infiltrative 
contours radiographically

• Range of histological patterns, including 
“patternless,” epithelioid, and sclerosing-
hypocellular variants

• Potential immunoreactivity for CD34, CD99, bcl-2 
protein, and STAT6
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SCLEROTIC PERIPHERAL NERVE
SHEATH TUMORS

• Typically present as well-delimited masses in 
the posterior mediastinum

• Often asymptomatic; may cause neural-
compressive symptoms & signs or back pain

• Predominantly benign in nature; malignant 
nerve sheath tumors are rare in the 
mediastinum

• May be represented histologically by 
neurofibroma, neurilemmoma (schwannoma) 
or perineurioma

• Potential immunoreactivity for S100 protein, 
CD34, CD56, & CD57
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SCLEROSING METASTATIC 
CARCINOMA IN THE MEDIASTINUM

• May or may not be lymph node-based, and 
can be present in all 3 mediastinal 
compartments

• Metastatic lobular breast carcinoma and 
signet ring-cell gastric carcinomas are 
principally represented

• Linear single-file arrays or small nests of 
neoplastic cells embedded in a desmoplastic 
or mature fibrous stromal background

• Pankeratin stains are helpful to delineate the 
distribution of the tumor cells
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