


6

For more information, consultation, or 
patient referral please contact:

Cynthia M. Magro, MD, 
Director

Weill Cornell Comprehensive     
Dermatopathology Service

Tel. 212-746-6434     
Toll-free 1-800-551-0670   

ext. 746- 6434
Fax. 212-746-8570

www.weillcornelldermpath.com

Under the direction of Dr. Cynthia M. Magro, 
the Weill Cornell Comprehensive 
Dermatopathology Service is a leading edge 
consultation service and CAP-accredited 
laboratory for dermatologists, plastic and 
general surgeons and other 
dermatopathologists. Dr. Magro is an 
internationally renowned 
dermatopathologist, educator and author. 
She is a Professor of Pathology and 
Laboratory Medicine at the Weill Cornell 
Medical College in Manhattan, and is board 
certified in anatomic pathology, 
dermatopathology and cytopathology. Dr. 
Magro is an expert in the diagnosis of 
complex inflammatory skin diseases. Her 
areas of expertise include cutaneous 
manifestations of auto-immune disease, 
systemic viral disease and vasculitis, 
atypical drug reactions, benign, atypical and 
overtly malignant lymphocytic infiltrates of 
the skin, and diagnostically difficult 
melanocytic proliferations.The award-
winning author of The Melanocytic 
Proliferation: A Comprehensive Textbook of 
Pigmented Lesions, Dr. Magro has recently 
completed her second book, The Cutaneous 
Lymphoid Proliferation, a comprehensive 
textbook on benign and malignant 
lymphocytic infiltrates. She has co-authored 
over 280 peer reviewed papers and several 
textbook chapters. Dr. Magro frequently 
presents courses on inflammatory skin 
pathology and difficult melanocytic 
proliferations to the American Academy of 
Dermatology, the United States and 
Canadian Academy of Pathology, and the 
American Society of Clinical Pathology. Dr 
Magro has consistently been recognized in 
Who's Who in America®, Castle Connolly's 
renowned America’s Top Doctors – New 
York Metro Area® edition and in the Super 
Doctors® list published in The New York 
Times Magazine.
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Figure 1, 2:The patient presents with multiple dark bronzy red plaques on the back.
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Figure  3: The biopsy shows a superficial 
and deep  nodular lymphocytic infiltrate. 

Figures  7: Other germinal centers exhibit 
both a hyperplastic morphology and also 
exhibit an aberrant vasculature.

Figure  8: The germinal center nature of 
the nodular lymphocytic foci are confirmed 
by virtue of staining for the germinal center 
cell markers  Bcl6 and CD10. Illustrated is 
Bcl-6. 

Figure  9: There is evidence of lambda light 
restriction. Admist the plasma cells.
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The variant of multicentric Castleman’s disease designated as idiopathic polyclonal lymphadenopathy
with polyclonal hypergammaglobulinemia resembles the plasma cell variant of multicentric Castleman's
disease in Western countries although in the absence of HHV-8 and or HIV infection. This patient
appears to have features of idiopathic mixed multicentric Castleman’s disease as opposed to the non-
idiopathic variant (i.e. TAFRO syndrome). In some ways the designation of idiopathic versus non-
idiopathic appears confusing since neither variant of endemic multicentric Castleman’s disease is
attributable to HHV8 infection(Kawabata et al 2013).

The differential diagnosis in this case is with systemic plasmacytosis. There are many overlapping
features of so called systemic plasmacytosis with the idiopathic variant of multicentric Castleman’s
disease including the distinctive brown red appearance of the lesions along with their site localization
and accompanying lab abnormalities including a significant polyclonal hypergammaglobulinemia.
Cutaneous and systemic plasmacytosis has a predilection to involve people of Asian extraction from
Asia and hence is similar to the higher frequency of non-HIV associated multicentric Castleman’s
disease among Asians. Environmental and genetic factors are clearly a factor and likely both
conditions are pathogenetically related. In both multicentric Castleman’s disease and cutaneous
plasmacytosis, there may be a role for the rare subset of IgG4 positive staining plasma cells based on
the extent of infiltration of biopsy samples with IgG4 positive staining plasma cells in both of these
closely related conditions(Haque et al 2011; Honda et al, 2013). Lymphadenopathy is frequently
observed in patients with immunoglobulin G4-related disease (IgG4-RD) and sometimes appears as
the first manifestation of the disease. The diagnosis of IgG4-related lymphadenopathy is complicated
owing to a great histological diversity, with at least 5 histological subtypes. Indeed, lymph node biopsy
may be performed under the suspicion that the lymphadenopathy is a malignant lymphoma or other
lymphoproliferative disorder. The diagnosis of IgG4-RD is characterized by both elevated serum IgG4
(>135 mg/dL) and histopathological features, including a dense lymphoplasmacytic infiltrate rich in
IgG4(+) plasma cells (IgG4(+)/IgG(+) plasma cell ratio >40%). Patients with hyper-interleukin (IL-) 6
syndromes such as multicentric Castleman's disease and rheumatoid arthritis often fulfill the diagnostic
criteria for IgG4-RD. Owing to these factors, IgG4-RD cannot be differentiated from hyper-IL-6
syndromes on the basis of histological findings alone. Laboratory analyses are crucial to differentiate
between the 2 diseases. Hyper-IL-6 syndromes are characterized by elevated serum levels of IgG, IgA,
IgM, and C-reactive protein , thrombocytosis, anemia, hypoalbuminemia and hypocholesterolemia.
IgG4 related disease does not exhibit these aforesaid abnormalities(Sato Y, Yoshino T 2012).

Figure  10: A lesser number of kappa staining 
plasma cells are identified.  Any dominance of 
lambda over kappa would be indicative of an 
emerging lambda light chain restricted plasma cell 
infiltrate indicative of low grade post germinal 
center B cell lymphoproliferative disease.  
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Figure  4: The nodular lymphocytic foci are characterized 
by well formed germinal centers surrounded by cuffs of 
small lymphocytes. Note the vascularity of the germinal 
center although the vessels are not as conspicuous as the 
vasculature illustrated in figures 6 and 7. 

Figure  5: Collections of plasma cells are 
noted in the  dermis adjacent to the germinal 
center-like foci. 

Figure  6: As well other germinal centers 
appear atrophic with a diminished number of 
centrocytes and centroblasts; the germinal 
centers appear hypervascular. The 
characteristic perpendicular orientation of the 
vessels to the long axis of the germinal center 
is identified.  
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