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Hepatosplenic T-Cell Lymphoma in visceral leishmaniasis young girl 
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Abstract 

 

Hepatosplenic T-cell lymphoma (HSTCL) is a rare, aggressive T- cell lymphoma that 

is characterized by hepatosplenic and bone marrow sinusoidal infiltration of cytotoxic 

T cells, usually of gamma-delta (γδ) T-cell receptor type. The diagnosis was 

challenging as he required an extensive investigation that ultimately showed the 

characteristic clinical, histopathologic, and cytogenetic features of hepatosplenic T-cell 

lymphoma. We report a case of 12-year-old girl patient with HSTCL and visceral 

leishmaniasis, presented with progressive jaundice, massive hepatosplenomegaly, and 

weight loss. The diagnosis was required an extensive investigation that ultimately 

revealed the characteristically clinical, histopathological and cytogenetic features of 

hepatosplenic T-Cell Lymphoma. The clinical course was aggressive and multi-agent 

chemotherapy are used. The importance of considering it in a differential diagnosis of 

hepatosplenomegaly in young girl who present with constitutional symptoms and 

visceral leishmaniasis without lymphadenopathy. 
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Introduction  

Hepatosplenic T-cell lymphoma (HST-

CL) is a rare, aggressive T-cell lympho-

ma that accounts for less than 1% of 

non-Hodgkin lymphomas [1]. It is 

characte-rized by hepatosplenic and 

bone marrow sinusoidal infiltration of 

cytotoxic T cells, usually of gamma-

delta (γδ) T-cell receptor type [2].                        

The majority of patients have liver, 

spleen, and bone marrow involvement at  

presentation [3]. As a result, they tend to 

be anemic, jaundiced, have prominent  

 

 

 

hepatosplenomegaly, with no or mini-

mal lymphadenopathy, and constitutio-

nal or ‘B’ symptoms. The predominant 

laboratory findings include pancyto-

penia and abnormal liver chemistry with 

elevated liver enzymes and alkaline 

phosphatase. Visceral leishmaniasis is 

relatively common parasitic infection 

among children in Greece [4, 5, 6]. 
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Case presentation 

12-year-old girl, presented to the 

Emergency Department with 8-week 

history of fever, fatigue, anorexia and 

loss of weight. She recent traveled abro-

ad without history of drugs or alcohol 

consumption. On physical examination 

she was febrile 39.8ºC and tachycardia, 

with palpable tender liver and spleen 

(4.1 cm and 3.9 cm respectively) below 

the costal margin, in the absence of 

peripheral lymphadenopathy. 

Investigations 

Initial laboratory work revealed pancy-

topenia (haemoglobin 10.4 g/dL, white 

cell count 2.1 x 109/L, platelet count 71 

x109/L) and elevated ESR at 64 mm/h. 

Both prothrombin time and partial 

thromboplastin time were prolonged 

(68% and 21.5 seconds, respectively). 

Lactic dehydrogenase was elevated 

301U/L, Serology tests for hepatitis A, B 

and C, cytomegalovirus, and parvovirus 

B19 were all negative. Examination of a 

stained bone marrow specimen showing 

macrophage cells containing multiple 

Leishmania amastigotes Fig. 1, 2. After 

admission in hospital her fever subsided, 

blood counts rose and discharged from 

the hospital after 14-days with normal 

blood tests. 3- weeks later, the patient 

developed recurrent fever, malaise and 

peripheral edema. She was readmitted to 

the hospital and her laboratory studies 

showed pancytopenia, hypoalbumine-

mia of 2.1 g/dL and elevated liver 

function tests at four times the normal 

values. New CT scan of the chest, 

abdomen and pelvis was performed, 

revealing homogeneously enlarged liver 

(long axis, 25 cm) and massive  

 

 

splenomegaly (23 cm), with no evidence 

of lymphadenopathy. Furthermore, the 

positron emission tomography (PET) 

scan of the patient with HSTCL 

demonstrates high metabolic activity in 

the liver, spleen and the bone marrow 

Fig. 3, 5. A new bone marrow sample 

was harvested that showed extensive 

infiltration by small mature T-lympho-

cytes mostly in a nodular pattern. 

Flow cytometry revealed tumor cells 

that expressed CD2, CD3 positivity, but 

lacked expression of CD5, CD4, and 

CD8. In addition, malignant cells expre-

ssed the natural killer (NK) cell marker 

CD56, but were negative for B-cell-

associated markers (CD19, CD20, CD22 

and CD23) Fig. 6. 

As the patient’s symptoms continued to 

progress, a transjugular liver biopsy was 

performed, revealing portal and 

sinusoidal infiltration by small to 

medium size lymphocytes with hyperch-

romatic nuclei, some of which showed 

atypical mitoses. Few small non-

caseating granulomas were seen within 

the hepatic lobules. Immunohistoch-

emiacal stains showed positive staining 

for CD3, CD7, CD56, TIA1 and 

Granzyme B, similar to that seen within 

the bone marrow Fig. 7, 8. 

Treatment 

Patient initiated chemotherapy with 

CHOP regimen (cyclophosphamide, 

hydroxy doxorubicin, vincristine, 

prednisone) in association with methotr-

exate, with a transitory response. 

Autologous stem cell transplant was 

considered. Sitamaquin used at a dose of 

1 mg/kg for 28 days, for treatment 
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leishmaniasis. Positron emission tomo-

graphy scan executed after the fourth 

cycle of chemotherapy showed lympho-

proliferative disease with high metabolic 

activity in the liver, spleen, bone 

marrow. Despite the aggressive treat-

ment with four cycles of multiagent 

chemotherapy, remission was not 

achieved and the patient died 6 months 

after the diagnosis. 

 

Figure 1.  

Bone marrow biopsy revealing extensive 

infiltration by small mature T-lymphocytes 

(hematoxylin and eosin staining at x100 and 

x200 magnification) 49x18mm (300 x 300 DPI). 

 

 

Figure 3.  

Abdominal CT demonstrates hepatospleno-

megaly in a patient with hepatosplenic T-cell 

lymphoma and visceral leishmaniasis. 

 

Figure 4.  

Normal chest CT (lung window) in a patient with 

hepatosplenic T-cell lymphoma and visceral 

leishmaniasis. 

Figure 2.  

Bone marrow biopsy revealing 

(hematoxylin and eosin Giemsa stain at 

x100 and x200 magnification) 49x18mm 

(300 x 300 DPI). 
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Figure 5.  

A positron emission tomography (PET) scan of 

the patient with HSTCL demonstrates high 

metabolic activity in the liver, spleen and the 

bone marrow 59x43mm (300 x 300 DPI). 

 

Figure 6.  

Immunohystochemical staining on the bone 

marrow biopsy specimen showing tumor 

cellsinfiltrates, mostly in a nodular pattern 

(magnification x40 and x100). 

 

 

Figure 7.  

Histology and immunohistochemistry of a 

transjugular liver biopsy showing portal and 

sinusoidal infiltration by atypical small to 

medium sized lymphocytes with hyperchromatic 

nuclei and low mitotic activity, similar to that 

seen within the sinusoids of the bone marrow. 

(Hematoxylin and eosin staining at x200 and 

x400 magnification) 59x22mm (300 x 300 DPI). 

 

Figure 8. 

Immunohystochemical staining on a liver biopsy 

specimen at x100 magnification 59x44mm (300 

x 300 DPI). 
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Discussion  

Hepatosplenic T-cell lymphoma is a rare 

subset of the peripheral T-cell lympho-

mas, accounting for less than 1% of non-

Hodgkin lymphomas and about 3% of 

all T-cell lymphomas/leukaemias [7-9]. 

It was first described as a distinct clinic-

pathologic entity in the 1990 REAL 

(Revised European American Lymph-

oma) Classification and it is character-

rizeed by extranodal infiltration and 

proliferation of malignant T-cells within 

the sinusoids of the liver, sinuses and red 

pulp of the spleen, and the sinuses of the 

bone marrow [10, 11].  

Although the pathogenesis of HSTCL is 

poorly understood, it has been 

postulated that chronic antigen 

stimulation in the setting of immune 

deficiency or dysregulation might be 

important [13]. Ten to twenty percent of 

patients have a history of chronic 

immune suppression, such as that 

associated with treatment for a 

lymphoproliferative disorder, prior solid 

organ transplantation or inflammatory 

bowel disease [14]. Regarding the latter, 

there has been an association between 

the development of HSTCL with the use 

of tumor necrosis factor (TNF) blockers, 

thiopurine, and the anti-TNF monocle-

onal [15]. 

Competing interests 

Authors declare that we have no 

competing interests. 

References 

1. Falchook GS, Vega F, Dang NH, et al. 

Hepatosplenic gamma-delta T-cell lym-

phoma: clinicopathological features and  

 

 

 

treatment. Ann Oncol 2009;20(6):1080-

1085.  

2. Campo E, Swerdlow SH, Harris NL, 

Pileri S, Stein H, Jaffe ES. The 2008 

WHO classification of lymphoid 

neoplasms and beyond: evolving conce-

pts and practical application. Blood 

2011;117(19):5019-32. 

3. Beigel F, Jurgens M, Tillack C, et al. 

Hepatosplenic T-cell lymphoma in a 

patient with Crohn’s disease. Nat Rev 

Gastroenterol Hepatol 2009;6(7):433-

436.  

4. Cardo LJ, Rentas FJ, Ketchum L, et al. 

Pathogen inactivation of Leishmania 

donovani infantum in plasma and 

platelet concentrates using riboflavin 

and ultraviolet light. Vox Sang 2006; 

90(2):85-91.  

5. Rubiano LC, Miranda MC, Muvdi 

Arenas S, et al. Noninferiority of milte-

fosine versus meglumine antimoniate 

for cutaneous leishmaniasis in children. 

J Infect Dis 2012;205(4):684-92.  

6. Mohammad BI, Al Shammary MN, 

Abdul Mageed RH, Yousif NG. Herbal 

extract targets in Leishmania tropica. J 

Parasit Dis 2015;39(4):663-72. 

7. Salhany KE, Feldman M, Kahn MJ, et 

al. Hepatosplenic gammadelta T-cell 

lymphoma: ultrastructural, immunoph-

enotypic, and functional evidence for 

cytotoxic T lymphocyte differentiation. 

Hum Pathol 1997;28(6):674-685.  

8. Falchook GS, Vega F, Dang NH, et al. 

Hepatosplenic gamma-delta T-cell lym-

phoma: clinicopathological features and 

treatment. Ann Oncol 2009;20(6):1080-

5.  

9. Vose J, Armitage J, Weisenburger D. 

International T-Cell Lymphoma Proje-

ct. International peripheral T-cell and 

natural killer/T-cell lymphoma study: 

pathology findings and clinical out-



American Journal of BioMedicine 

                                                                                                                 AJBM 2016; 4(2):19-24 
doi:10.18081/2333-5106/016-2/19-24 

 

Copyright © 2016 AJBM  
24 

comes. J Clin Oncol 2008;26(25):4124-

4130.  

10. Belhadj K, Reyes F, Farcet JP, et al. 

Hepatosplenic gammadelta T-cell lym-

phoma is a rare clinicopathologic entity 

with poor outcome: report on a series of 

21 patients. Blood 2003;102(13):4261-

4269.  

11. Jonveaux P, Daniel MT, Martel V, 

Maarek O, Berger R. Isochromosome 

7q and trisomy 8 are consistent primary, 

non-random chromosomal abnormalit-

ies associated with hepatosplenic T ga-

mma/delta lymphoma. Leukemia 1996; 

10(9):1453-1455.  

12. Francois A, Lesesve JF, Stamatoullas A, 

et al. Hepatosplenic gamma/delta T-cell 

lymphoma: a report of two cases in 

immunocompromised patients, associa-

ted with isochromosome 7q. Am J Surg 

Pathol 1997;21(7):781-790.  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

13. Mackey AC, Green L, Liang LC, et al. 

Hepatosplenic T cell lymphoma asso-

ciated with infliximab use in young 

patients treated for inflammatory bowel 

disease. J Pediatr Gastroenterol Nutr 

2007;44:265-7.  

14. Lai R, Larratt LM, Etches W, et al. 

Hepatosplenic T-cell lymphoma of 

alphabeta lineage in a 16-year-old boy 

presenting with hemolytic anemia and 

thrombocytopenia. Am J Surg Pathol 

2000;24(3):459-63. 

15. Macon WR, Levy NB, Kurtin PJ, et al. 

Hepatosplenic alphabeta T-cell lymph-

omas: a report of 14 cases and compar-

ison with hepatosplenic gamma-delta T-

cell lymphomas. Am J Surg Pathol 

2001;25(3):285-296.  


