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Case Report 

Xanthogranulomatous Lymphadenitis 
Cleto Cozzutto* and Franco Soave** 
Departments of Pathology and Surgery, Giannina Gaslini Institute Children's Hospital, 
Genoa, Italy 

Summary. A case of an unusual type of  granulomatous lymphadenitis, ini- 
tially suspected of being a malignant lymphoma, is reported. Histologically, 
this lesion shows a striking xanthomatous appearance, due to collections 
of foamy histiocytes interspersed with chronic inflammatory cells, and result- 
ing in a storage-like aspect. 

Evidence indicates that this process merely represents the reabsorption 
and healing phases of an acute suppurative lymphadenitis, with histopatho- 
logic features comparable to those of xanthogranulomatous pyelonephritis. 

The term xanthogranulomatous lymphadenitis is suggested for this previ- 
ously inadequately described lesion, and the likely non-specific degenerative 
character of the xanthomatous response is stressed. 
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Introduction 

Foamy transformation of histiocytes occurs in various organs, and is frequently 
related to suppurative lesions or infarcts. The kidney, lung, central nervous 
system, heart and pelvic soft tissues are known to undergo fatty degeneration 
in different disease conditions (Blackwood and Corsellis, 1976; Kunakemakon 
et al., 1976; Witzleben and Pinto, 1978). Recently, a similar transformation 
has been reported in the endometrium (Barna et al., 1978), and can also occurr 
in lymph nodes, where it simulates a xanthomatous disease. 

Such a case is described in the present report. 
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Fig. 1. Low-power view of the lymph node, showing effacement of the follicle structure. Residual 
lymphocytes are seen among the small clear spaces represented by foam cells (hematoxylin-eosin, 
original magnificatio x 100) 

Fig. 2. The storage-like appearance of xanthogranulomatous lymphadenitis. Detail of the foam 
histiocytes. Round hyperchromatic and frequently eccentric nuclei, intensely vacuolated cytoplasm, 
and sharply defined cytoplasmic borders (hematoxylin-eosin, original magnification x 400) 
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Case Report 

A 14-year-old boy was referred to the Hematology-Oncology Department of Giannina Gaslini 
Children's Hospital in September 1977 with a single right axillary lymph node, 2 x 3 cm in diameter, 
present for 4 weeks. Antibiotic therapy prior to hospital admission had proven ineffective. 

The lymph node continued to enlarge and became very firm. A malignant lymphoma could 
not be excluded clinically. At surgery, a friable, clotted and yellowish lymph node was found 
in the axilla. 

Routine blood count, urinalysis, blood chemistries and a screening for plasmatic lipids were 
normal. A positive Dye-test for toxoplasmosis (1 : 1,000) was found. 

Histopathological Findings 

The location of  the lesion within a lymph node could be ascertained. The 
xanthogranulomatous appearance of the process was particularly evident. The 
lymph node structure was completely obliterated and replaced by prominent 
granulomatous tissue composed of bands and sheets of tightly packed, lipid- 
laden histiocytes and foam cells, arranged in a mosaic pattern (Fig. 1). 

The histiocytes had abundant eosinophilic or clear cytoplasm, in which coarse 
vacuoles and cellular debris were noted. When the histiocytes assumed a foam 
cell appearance, their cytoplasm became finely vacuolated, and their nuclei 
hyperchromatic and eccentric. The cellular borders of the foam cells were in 
very close contact with each other (Fig. 2). Numerous plasma cells were scattered 
or focally grouped. Russell bodies were present intra- and extracellularly. Abun- 
dant fibrin-like deposits, as well as numerous small blood capillary vessels 
were seen intermingled with the ceils. At its edges the granulomatous tissue 
blended with the adjacent reactive fibrous tissue. Although the normal lymph 
node structure was almost completely unidentifiable, thin lymphoCyte cords 
compressed by the granulomatous tissue could occasionally be seen (Fig. 1). 
Erythrophagocytosis and lymphophagocytosis were not noted. The Gomori  me- 
thenamine-silver (GMS), PAS-Gridley, Gram's  and Ziehl-Neelsen stains failed 
to reveal bacterial, protozoal or fungal organisms. 

Frozen sections were stained with Sudan III fat stain. This revealed a large 
quantity of intracytoplasmatic neutral fat in the histiocytes. Unfortunately, not 
enough material was available to perform ultrastructural studies. 

Discussion 

The occurrence of cellular fatty degeneration in suppurative inflammatory 
processes has been recognized for many years (Aschoff, 1928; Kaufmann,  1961 ; 
Weichselbaum, 1892). 

The histopathologic features described here are similar to those previously 
reported by Masshof in 1953 under the heading "abszedierende retikulozytfire 
Lymphadenit is".  The latter described the mesenteric lymph nodes of children 
who underwent appendicectomy for acute appendicitis. These were characterized 
histologically by a suppurative and histiocytic picture, similar to cat-scratch 
disease, tularemia and brucellosis. 
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Table 1. The complex of histological differentiating features between xanthogranulomatous lymph- 
adenitis and other lesions 

Disease entity Lymph Foam Histio- Acute Chronic Adipose Fibrous 
node cell cytes infiam- inflam- tissue com- 
efface- trans- matory matory necrosis ponent 
ment forma- signs signs 

tion 

Histiocytosis X in- variable numerous absent present absent tardive 
complete 

Storage diseases variable marked - absent scanty absent absent 

Chronic granu- absent absent present prevalent present absent - 
lomatous disease necrosis 
of children 

Rosai-Dorfman marked present numerous absent present absent present 
disease 

Histiocytic variable absent numerous, absent variable absent absent 
medullary pleomorphic. 
reticulosis Erithro- 

phagocytosis 

Soft tissue - present present absent present absent abundant 
xanthoma 

Weber-Christian - present numerous, neutro- present abundant abundant 
disease Giant cells phils in 3rd 

stage 

absent scanty abundant abundant 

- present absent present 

Sclerosing lipo- - present numerous. 
granuloma Giant cells 

Hodgkin's marked f o c a l  present 
disease with 
foam cells 

Xanthogranu- marked marked numerous 
lomatous 
lymphadenitis 

present present scanty moderate 

Subsequent ly,  other similar reports of this lesion appeared in the G e r m a n  
l i terature (Gibel,  1961 ; Herczeg and  Rutkai ,  1960). This mesenteric lymphade-  
nitis has been related to Yersinia  pseudotuberculos is  infect ion (F in layson  and  
Fagundes ,  1971). We have occasionally encountered  this type of histiocytic 
t r ans fo rmat ion  in deep-seated lymph nodes  of children, but  never demons t ra t ing  
such striking xan thoma tous  changes as in the present  case. 

A n  extensive search of  bo th  the pathologic a nd  pediatric l i terature failed 
to reveal any report  of  a suppurat ive  lymphadeni t i s  with a x a n t h o g r a n u l o m a t o u s  
response as extensive as that  seen in our  case. 

Our  case was referred to the Hemato logy-Onco logy  D e p a r t m e n t  of our  
Hospital ,  because a possible pr imary  ma l ignancy  was suspected. Such degree 
of foam cell t r ans fo rma t ion  is no t  usual ly  associated with infectuous lymphade-  
nitis of  bacterial,  viral or fungal  etiology (Ackerman  and  Rosai,  1974). 
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The lymph nodes in histiocytosis X lesions, usually do not show such a 
foam cell accumulation. More important ,  they lack the acute inf lammatory 
component  seen in our lesion (Rappaport ,  1966). 

In storage disease like Nieman-Pick, Tangier, and Wolman ' s  disease, and 
in the mucopolysaccharidosis,  fibrin and plasma cells are not interspersed with 
the foam cells (Kissane, 1975). 

Other conditions, such as Rosa i -Dorfman disease, histiocytic medullary reti- 
culosis, and Hodgkin 's  disease with foamy macrophages can be easily dis- 
tinguished by critical microscopy (Dehner, 1975; Rosai and Dorfman,  1974; 
Variakjis et al., 1971). 

The soft tissue lesions such as the soft tissue xanthoma,  Weber-Christian 
disease and sclerosing l ipogranuloma, which may bear a superficial resemblance 
to xanthogranulomatous  lymphadenitis, can be easily eliminated from consider- 
ation (Stout and Lattes, 1967; Smetana and Bernhard, 1950; Lever, 1967). 

The complex of histological points helpful in differentiating between xan- 
thogranulomatous lymphadenitis and the aforementioned lesions, is summarized 
in Table 1. 

The similarity between xanthogranulomatous  lymphadenitis and xanthogran- 
ulomatous pyelonephritis is impressive (Heptinstall, 1974; Bennington and Beck- 
with, 1975). Both diseases are characterized by a localized active granulomatous 
lesion with extensive lipidization and foam cell formation;  an abundant  exuda- 
tire component ;  and destructive processes in the affected organ. In either lesion, 
a significant number  of  plasma cells are scattered among the foam cells, and 
a peripheral fibroblastic reaction ensues. Finally, both are infectuous diseases 
that may simulate a neoplasm. 

In addition to the present case, further cases are needed to definitely establish 
the histologic characteristics of  this lesion, as well as to ascertain if it must be 
considered a particular clinicopathologic entity. 

References 

Ackerman, L., Rosai, J.: Surgical pathology, 5th ed. St. Louis: C.V. Mosby Company 1974 
Aschoff, L.: Pathologische Anatomie. Ein Lehrbuch ftir Studierende und Arzte. Zweiter Band: 

pathologische Anatomie. Jena: Gustav Fischer 1928 
Barna, R., Kirkland, J.A., Petrucco, M. : Xanthogranulomatous endometritis : case report. Pathology 

10, 161-164 (1978) 
Bennington, J.L., Beckwith, J.B.: Tumors of the kidney, renal pelvis and ureter. In: Atlas of 

tumor pathology, Series 2, fascicle 12. Washington, DC: Armed Forces Institute of Pathology 
1975 

Blackwood, W., Corsellis, J.A.N.: Greenfield's neuropathology, 3rd ed. London: Edward Arnold 
1976 

Dehner, L. : Pediatric surgical pathology. St. Louis: C.V. Mosby Company 1975 
Finlayson, N.B., Fagundes, B. : Pasteurella pseudotuberculosis infection. Three cases in the United 

States. Am. J. Clin. Pathol. 55, 24-29 (1971) 
Gibel, W. : Abszedierende retikulozytfire Lymphadenitis mesenterialis (Masshof) bei einem Erwach- 

senen unter dem Bilde eines malignen Tumors der Z6kalwand. Zentralbl. Chir. 86, 779-782 
(1961) 

Heptinstall, R.H. : Pathology of the kidney. Boston: Little Brown and Company, 1974 



108 C. Cozzutto and F. Soave 

Herczeg, T., Rutkai, P. : Abszedierende retikulozyffire Lymphadenitis. Zentralbl. Chir. 85, 2432-2439 
(1960) 

Kaufmann, E.: Lehrbuch der speziellen pathologischen Anatomie. Berlin: Walter de Gruyter and 
Co. 196i 

Kissane, J.: Pathology of infancy and childhood. St. Louis: C.V. Mosby 1975 
Kunakemakon, P., Ontai, G., Balin, H.: Pelvic inflammatory psendotumor; a case report. Am. 

J. Obstet. Gynecol. 126, 286-287 (1976) 
Lever, W.F. : Histopathology of the skin, 4th ed. Philadelphia: J.B. Lippincott 1967 
Masshof, W.: Eine neuartige Form der mesenterialen Lymphadenitis. Dtsch. med. Wochenschr. 

78, 532 535 (1953) 
Rappaport, H.: Tumors of the hematopoietic system. In: Atlas of tumor pathology, Series 1, 

fascicle 8. Washington, DC: Armed Forces Institute of Pathology 1966 
Rosai, J., Dorfman, R.F. : Sinus histiocytosis with massive lymphadenopathy: a pseudolymphoma- 

tous benign disorder. Analysis of 34 cases. Cancer 30, 1174-1188 (1974) 
Stout, A.P., Lattes, R. : Tumors of the soft tissue. In: Atlas of tumor pathology, Series 2, fascicle 1. 

Washington, DC: Armed Forces Institute of Pathology 1967 
Smetana, H.F., Bernard, M.D. : Sclerosing lipogranuloma. Arch. Pathol. 50, 296-325 (1950) 
Variakojis, D., Strum, S.B., Rappaport, H. : The foamy macrophages in Hodgkin's disease. Arch. 

Pathol. 93, 453456 (1971) 
Weichselbaum, A.: Grundriss der pathologischen Histologie, p. 75. Wien und Leipzig: Franz Deu- 

ticke 1892 
Witzleben, C.L., Pinto, M.: Foamy myocardial transformation in infancy. Arch. Pathol. Lab. 

Med. 102, 306-311 (1978) 

Received July 13, 1979 


