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------Parafibromin-deficient Parathyroid Tumors
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FIGURE5 Vasculopathy in

RDD. A, The artery is involved
by the inflammatory cell

infiltrate; the adjacent vein is

intact. B, Arteritis in RDD with

focal phlebitis in the adjacent

vein.

C and D, Arteritis and
obliterative phlebitis.





FIGURE 6. A, RDD with
inconspicuous diagnostic
features with infiltration
between the colonic crypts.
A and B, The disease
exhibits minimal fibrosis when
involving the mucosa and
submucosa. C, Cells with
emperipolesis are easily
identified in the submucosa.
D, Prominent fibrosis in RDD
involving the subserosa of the
colon







• On immunostaining, S100-protein showed
strong staining in all cases (Fig. 8).

• CD68, performed in 8 of 12 lesions, was
positive.

• CD1a staining performed in 6 lesions (5 in the
colon and 1 in the liver) was negative.



• CD68, performed in 8 of 12 lesions,
was positive.

• CD1a staining performed in 6 lesions
(5 in the colon and 1 in the liver) was
negative.

• Additional somewhat novel features
include:

Ø small vessel wall thickening (n=9)
Ø arteritis of medium-sized arteries

(n=5),
Ø phlebitis (n=2)
• A subset of cases showed

hemosiderin pigment deposition (n=4)
and focal necrosis (n=1).
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• On the basis of the published cases and the cases in this series, the disease mostly affects
middle-aged females. Most digestive system cases arise in the tubular GI tract with a marked

preference for the colon. Isolated gastroesophageal lesions have not been described to date;
the only 2 reported gastroesophageal cases were part of multicentric RDD affecting the colon

as well.
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• Although the association with neoplastic or immunologic diseases was described in 5 of the
29 previously reported cases, more than half of patients in our cohort showed this

association. Therefore, the digestive system RDD seems to preferentially occur in the clinical
context of an immunologic or neoplastic condition.
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• Moreover, the presence of vascular injury, newly described for the digestive organs in 5 cases in this

series, can complicate the histologic picture and lead to a diagnosis of immunoglobulin G4–related

fibrosclerosing disease (IgG4-RD). This phenomenon of vasculopathy has been noted by others in, for

example, the breast.



• However, in general, whereas
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• The differential diagnosis also includes other histiocytic lesions, such as Langerhans cell histiocytosis (LCH) and
histiocytic sarcoma.

• GI-LCH presents in children as a multifocal disease with poor prognosis, whereas in adults the disease usually
presents as an incidental lesion, centered in the mucosa.

• The proliferating histiocytes in LCH exhibit nuclear grooves and nuclear membrane irregularity. The accompanying
inflammatory infiltrates consists primarily of eosinophils, and immunohistochemical studies are positive for

S100-protein and CD1a, features not found in RDD.
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• Histiocytic sarcoma is an aggressive malignant neoplasm that can involve the GI tract.

The neoplastic cells exhibit abundant eosinophilic cytoplasm or focal clear or foamy
cytoplasm and occasional cytophagocytosis within a background of a mixed

inflammatory cell infiltrate. However, the nuclei are irregular, and S100-protein
immunostaining is usually weak and focal.

Pic. from WHO



• The etiology of RDD remains unclear. Earlier reports linked RDD with viral infections including, but not

limited to, human herpesvirus 6 and Epstein-Barr virus. However, that link has not been confirmed with

subsequent studies.

• Recently, several reports have identified KRAS,NRAS, NRAF and MAP2K1 mutations in a subset of

cases.

• In a study by Garces et al, KRAS mutations were detected in one third of extranodal/nodal RDD.

However, another study by the same group on lymphoma-associated RDD involving the same lymph

nodes has demonstrated over-expression of MAPK in the absence of detectable mutations, suggesting

that the lesion is reactive.

• These data suggest that the disease has different pathogenesis among its subtypes. Whether it is

neoplastic or reactive, recent evidence highlights the role of MAPK/ERK pathway activation, a potential

target for therapy.



• Unfortunately, there is no unified approach to evaluation and treatment of RDD.

• The management depends mainly on the clinical picture.
• Most asymptomatic and nodal cases regress spontaneously and can be managed by

observation, while surgical resection can be beneficial in isolated or bulky lesions.
• Other treatment modalities such as corticosteroids, chemotherapy, and nucleoside analogs

have shown a variable response in patients with disseminated disease.
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