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Abstract

Background: Hemophagocytic lymphohistiocytosis in adults is often secundary to an infection or a neoplasm. In
this last case, T cell lymphomas are the most frequent causes. Hemophagocytic lymphohistiocytosis secundary to a

B cell lymphoma has been rarely reported.

Case presentation: We describe a case of a hemophagocytic lymphohistiocytosis complicating a T-cell rich B-cell
lymphoma treated with conventionnal chemotherapy leading to a complete remission.

Conclusion: Prompt etiologic diagnosis and treatment of hemophagocytic lymphohistiocytosis leads to satisfactory

outcome.

Background
Hemophagocytic lymphohistiocytosis (HLH) is a rare
and often fatal inflammatory disease. It is either primary
or secondary to inflammatory diseases, infections or ma-
lignancies. In the latter case, T phenotype non-Hodgkin
lymphoma (NHL) is the most common cause [1]. The
association with B lymphomas is rare [2]. In this situ-
ation, lymphoma chemotherapy treatment should be
initiated promptly to control HLH. T-cell rich B-cell
lymphoma is a rare entity representing 1 to 3 % of dif-
fuse large B-cell NHL [3].

We describe in this paper the case of a patient with a
hemophagocytic lymphohistiocytosis revealing a T cells
rich B-cell NHL.

Case presentation

A 52-year-old male patient without any significant med-
ical history was admitted to our department for febrile
bicytopenia. He reported an anemic syndrome as he had
been complaining of fatigue and exertional dyspnea for
8 months before his admission. Fever and significant
weight loss were also reported over the last month before
his admission.
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Physical examination revealed fever (39.8 °), pallor,
splenomegaly (4 cm below left costal margin), right axil-
lary and bilateral inguinal lymphadenopathies (the most
voluminous measured 3 cm of diameter).

Laboratory tests found haemoglobin level at 70 g/L
(range 130-165 G/L) with a mean corpuscular volume
of 80 fl (range 80-96 fl), leukocytes at 2.9 G/L (range 4—
10 G/L) (neutrophils 1.5 G/L and lymphocytes 0.9 G/L).
Platelets were 39 G/L (range 150—-400 G/L). Reticulocyte
count was 43 G/L (50-120 G/L). Biochemical tests
showed an increased LDH rate at 508 IU/L (upper limit:
192 UI/L) and serum ferritin at 4456 ng/mL (range 23—
336 ng/mL). Triglycerides were 225 mg/dL (range 101-
150 mg/dL). Fibrinogen was also raised at 6,72 g/L
(range 1,5-4 g/L). Infectious tests, including EBV PCR
screening, were negative.

Hemophagocytic lymphohistiocytosis was strongly sus-
pected according to Henter criteria [4] and a bone mar-
row aspiration was performed showing a rich marrow
with hemophagocytosis (Fig. 1) without lymphomatous
infiltration. Thus, the diagnosis of hemophagocytic lym-
phohistiocytosis was confirmed.

The patient received a pulse of steroids (methylpred-
nisolone 25 mg/kg/day for 3 days followed by prednisol-
one 2 mg/kg/day) as well as red blood cells and platelets
supportive transfusion.
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Fig. 1 Marrow aspirate smear showing examples of hemophagocytosis, May Grunwald Giemsa stain, x 1000
.

A biopsy of axillary lymphadenopathy showed a lymph
node parenchyma which overall architecture is erased by
diffuse immunoblastic large cells proliferation. These
scattered large neoplastic cells are present on a back-
ground rich in histiocytes and small lymphocytes (Fig. 2).
Immunohistochemistry studies showed expression of
CD20 in the large neoplastic cells (Fig. 3) and CD3 in
the small T cells (Fig. 4). CD30, CD15 and EBV stains
were negative.

Computed tomography (CT) scan of the chest, abdo-
men and pelvis showed enlarged lymph nodes on both
sides of diaphragm and a 20 c¢cm large spleen with mul-
tiple hypodensities, likely to be related to infarcts (Fig. 5).
A bone marrow biopsy was also performed and showed
no infiltration.

Fig. 2 Lymphadenopathy biopsy showing diffuse lymphohystiocytic
infiltration the normal architecture with scattered large atypical cells
(Arrows), H&E stain, x 400

.

Therefore, this case was diagnosed as T-cell rich B-cell
Hodgkin lymphoma stage III B (Ann Arbor staging)
complicated by a HLH.

The patient was treated with chemotherapy combining
rituximab, cyclophosphamide, doxorubicin, vincristine
and prednisone (R-CHOP). He received eight 21-day cy-
cles associated to 4 injections of prophylactic intrathecal
chemotherapy (methotrexate, cytarabine, methylprednis-
olone). The interim and the end of treatment revalua-
tions showed complete remission with normalization of
initially abnormal biological parameters.

After 10 months of follow-up, the patient presented
with axillar lymph nodes without general symptoms.
The biopsy of the lymph nodes showed the same aspect
as at the diagnosis. The patient is now undergoing sal-
vage therapy by Rituximab, dexamethasone, ifosfamide,
carboplatin and etoposide (R-DICE) regimen. It will be
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Fig. 3 CD20 immunostain highlights Iarge neoplastlc B cells, X 400
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Fig. 4 CD3 immunostain marking small lymphocytes x 1000

followed by intensification and autologous stem cell
transplantation.

Discussion

HLH is the result of a secondary immune response
to stimuli which regulation is no longer controlled
by the natural killer lymphocytes (NK-L) [5]. In fa-
miliar cases, the major mutations affect granule-
mediated cytotoxicity pathways. The cytotoxicity
defect of the NK lymphocytes is the main patho-
physiological signature of HLH [6]. This promotes

10:48:25.48

Fig. 5 CT scan abdomen showing a 20 cm large spleen with
multiple hypodensities (infarcts)
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proliferation and continuous activation of antigen
presenting cells with a hyper-secretion of cytokines
and chemokines, causing a “cytokine storm” [7]. In-
deed, activated T lymphocytes (TL) secrete inter-
feron gamma in large amounts inducing expansion
and activation of CD8 T cells, histiocytes and
macrophages. These cells infiltrate various organs,
including the hematopoietic organs [1]. The “cyto-
kine storm” is responsible for clinical features and
laboratory findings of multi-organ failure as seen in
the HLH. Interleukin (IL) 1, IL-6 and tumor necrosis
factor alpha are responsible for fever. Hypertriglyc-
eridemia is secondary to the inhibition of lipoprotein
lipase and stimulation of the synthesis of triglycer-
ides by INFy et TNFa [8]. These cytokines also
inhibit normal hematopoiesis inducing cytopenias.
Hyperferritinaemia and  hypofibrinogenemia are
secondary to the continuous activation of macro-
phages [5].

The diagnosis of HLH is based on the combination
of clinical and laboratory criteria (Table 1) [4]. Clini-
cians must think about it in the case of fever of
unknown origin. This syndrome can be hereditary or
acquired. In the latter case, it is most often associated
with infections (49 %); infection with Epstein Barr
Virus (EBV) being the most common cause. It is sec-
ondary to neoplasia in up to 27 % of cases and
associated with rheumatic diseases in 7 % and im-
munodeficiencies in 6 % of cases [5]. When HLH is
secondary to malignancies, it is most often associated
with T or NK phenotype lymphoma or leukemia.
However associations to anaplastic lymphomas, acute
B lineage lymphoblastic or myeloblastic leukemias, as
well as solid tumors have been reported [5]. The as-
sociation with NHL phenotype B is rarely reported;
often described in older patients with less direct

Table 1 Diagnostic criteria for HLH [4]

= five of the eight criteria listed below:

Fever
Splenomegaly

Cytopenias (affecting at least two of three lineages in the peripheral
blood):

+ Hemoglobin < 9 g/dl

- Platelets < 100 G/mm3

« Neutrophils <1 G/mm3

Hypertriglyceridemia (fasting, 265 mg/100 ml) and/or
hypofibrinogenemia (150 mg/100 ml)

Hemophagocytosis in bone marrow, spleen or lymph nodes
Ferritin 2 500 ng/ml
Low or absent Natural Killer cell activity

Soluble IL-2 receptor 2 2400 U/ml
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involvement of bone marrow in contrast to T lymph-
oma secondary HLH [2]. Indeed, our patient had no
bone marrow infiltration. In the case HLH in adults,
a thoracic and abdominal CT scan and a bone mar-
row biopsy looking for a lymphomatous infiltration
can be helpful to find a possible underlying malig-
nancy [1]. The peculiarity of our case is the associ-
ation of HLH to a particular histological presentation
of B-cell NHL. The T-cell rich B-cell lymphoma is a
rare histological form accounting for 1-3 % of
DLBCL. Histologically, it is characterized by the
presence of less than 10 % large B cells in a cellular
background made of small cytotoxic lymphocytes and
histiocytes [3]. The main differential diagnosis of this
entity is nodular lymphocyte-predominant Hodgkin
lymphoma. Immunohistochemistry can rule out this
diagnosis with the negativity of CD30 and CD15 on
large cells, and a clear-cut CD20 positivity on the
large cells [3]. The combination of a T-cell rich B-cell
lymphoma and HLH has already been described
(Table 2). Mitterer et al reported a case of T cells
rich B-cell NHL (TCRBCL) with HLH and concomi-
tant EBV reactivation, but the malignant cells did not
express EBV oncoprotein LMP-1 and the EBV
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infection was probably related to the immunodefi-
ciency induced by the HLH syndrome in that case
[9]. In our case there was no evidence of ongoing
EBV infection. The link between HLH and TCRBCL
is not accidental, in fact the study of the gene expres-
sion profile of T-cell rich B-cell lymphoma showed tolero-
genic immune response signatures of the host explaining
the aggressive nature of this type of lymphoma and the as-
sociated immune reactions [10]. It was also demonstrated
that the immunomodulatory molecule programmed death
ligand 1 (PD-L1) is expressed by the tumor cells and the
histiocytes in T-cell rich B NHL and may inhibit T-cell
immunity [11].

Conclusion

Hemophagocytic lymphohistiocytosis is a diagnostic
and therapeutic emergency. The main underlying
causes of this syndrome in adults are either infec-
tious or T lymphomatous proliferations. The associ-
ation with T cells rich B lymphoma is rarely
described. A prompt antilymphomatous chemother-
apy should be initiated to control the life-threatening
HLH.

Table 2 Clinical, biological, therapeutic and evolution features of previously reported cases of TCRBCL associated HLH

Case Sex Age Clinical features Laboratory findings  Pathology EBV Treatment Outcome
Mitterrer Female 30 B symptoms, Moderate Spleen: Reactivated MOPP-ABV then high  Sustained
et al. [9] splenomegaly pancytopenia, hemophagocytosis  EBV infection dose methotrexate,  CR for
high LDH Hepatic nodules: serological profile  vincristine and 2 years
TCRBCL etoposide followed
by AHSCT
Devitt Male 30 Fever, jaundice, Hyperferritinemia Bone marrow: Negative (in situ  HLH 2004, R-EPOCH  CR
etal [12] B symptoms, Pancytopenia Hemophagocytosis  hybridization) followed
splenomegaly, Hyperbilirubinemia  and lymphomatous by AHSCT
repiratory failure Elevated liver infiltration
enzymes
High LDH
Aljitawi et Male 34 Relapse of Hyperferritinemia Bone marrow: NA Salvage therapy (NA)  Relapse
Boone [13] previously Pancytopenia Hemphagocytosis, after
treated TCRBCL Hyperbilirubinemia  relapsed TCRBCL months
Fever, jaundice, High soluble IL2-R and death
hepatosplenomegaly,
ascites
Jiang Male 20 Jaundice Acute hepatitis Bone marrow NA R-CHOP CR
et al. [14] Pancytopenia and lymph
Fatigue Hyperferritinemia node: TCRBCL
Abdominal High soluble IL2-R
disconfort
Fever
Our case Male 52 B symptoms, Pancytopenia Bone marrow: Negative (biopsy  R-CHOP Relapse
splenomegaly High LDH hemophagocytosis  and peripheral after 10
Lymph nodes Hyperferritinemia Lymph node: blood PCR) months
TCRBCL

LDH lacticodeshydrogenase, R-EPOCH Rituximab, etoposide, prednisone, vincristine, cyclophosphamide and doxorubicine, CR complete remission, AHSCT
autologous hematopoietic stem cell transplantation, TCRBCL T-cell rich B-cell lymphoma, MOPP-ABV mechlorethamine, vincristine, procarbazine, prednisone/doxo-

rubicin, bleomycin, vincristine, PCR polymerase chain reaction



Mahtat et al. BMC Hematology (2016) 16:28

Acknowledgments
We thank doctor Mohamed Amine HAMZI who participated in the
translation of the manuscript from french to english.

Funding
Not applicable.

Availability of data and material
The data can be available from the corresponding author upon reasonable
request.

Authors’ contributions

EMM prepared the manuscript, reviewed the literature, prepared the figures
and edited the report. MZ, MK and EMM participated in patient care. MA
provided the biopsy images and the pathology interpretation. NM provided
the marrow smear image and the hematology laboratory findings. KD and
MM corrected the manuscript. All the authors have read and approved the
final manuscript.

Competing interests
The authors declare that they have no competing interests.

Consent for publication
Written consent was obtained from the patient for publication of the study.

Ethics approval and consent to participate
Not applicable.

Author details

'Service d'Hématologie Clinique, Hopital Militaire d'Instruction Mohamed V,
Rabat, Morocco. “Laboratoire d’Anatomie Pathologique, Hopital Militaire
d'Instruction Mohamed V, Rabat, Morocco.

Received: 29 January 2016 Accepted: 7 October 2016
Published online: 24 November 2016

References

1. Jordan MB, Allen CE, Weitzman S, Filipovich AH, McClain KL. How | treat
hemophagocytic lymphohistiocytosis. Blood. 2011;118(15):4041-52.

2. Han A-R, Lee HR, Park B-B, Hwang IG, Park S, Lee SC, et al. Lymphoma-
associated hemophagocytic syndrome: clinical features and treatment
outcome. Ann Hematol. 2007;86(7):493-8.

3. De Wolf-Peeters C, Delabie J, Campo E. T cell/histiocyte-rich large B-cell
lymphoma. In: Swerdlow SH, editor. WHO classification of tumours of
haematopoietic and lymphoid tissues. 4th ed. Lyon: IARC Press; 2008.

p. 238-9.

4. Henter J-, Horne A, Aricd M, Egeler RM, Filipovich AH, Imashuku S, et al.
HLH-2004: Diagnostic and therapeutic guidelines for hemophagocytic
lymphohistiocytosis. Pediatr Blood Cancer. 2007;48(2):124-31.

5. Usmani GN, Woda BA, Newburger PE. Advances in understanding the
pathogenesis of HLH. Br J Haematol. 2013;161(5):609-22.

6. Voskoboinik I, Smyth MJ, Trapani JA. Perforin-mediated target-cell death and
immune homeostasis. Nat Rev Immunol. 2006;6(12):940-52.

7. Tamura K, Kanazawa T, Tsukada S, Kobayashi T, Kawamura M, Morikawa A.
Increased serum monocyte chemoattractant protein-1, macrophage
inflammatory protein-10, and interleukin-8 concentrations in
hemophagocytic lymphohistiocytosis. Pediatr Blood Cancer.
2008;51(5):662-8.

8. Créput C, Galicier L, Buyse S, Azoulay E. Understanding organ
dysfunction in hemophagocytic lymphohistiocytosis. Intensive Care Med.
2008;34(7):1177-87.

9. Mitterer M, Pescosta N, Quain CM, Gebert U, Oberkofler F, Coser P, et al.
Epstein-Barr virus related hemophagocytic syndrome in a T-cell rich B-cell
lymphoma. Ann Oncol. 1999;10(2):231-4.

10.  Loo PV, Tousseyn T, Vanhentenrijk V, Dierickx D, Malecka A, Bempt IV, et al.
T-cell/histiocyte-rich large B-cell lymphoma shows transcriptional features
suggestive of a tolerogenic host immune response. Haematologica. 2010;
95(3):440-8.

11. Chen BJ, Chapuy B, Ouyang J, Sun HH, Roemer MG, Xu ML, et al. PD-L1
expression is characteristic of a subset of aggressive B-cell lymphomas and
virus-associated malignancies. Clin Cancer Res. 2013;19(13):3462-73.

Page 5 of 5

12. Devitt K, Cerny J, Switzer B, Ramanathan M, Nath R, Yu H, et al.
Hemophagocytic lymphohistiocytosis secondary to T-cell/histiocyte-rich
large B-cell lymphoma. Leuk Res Rep. 2014;3(2):42-5.

13.  Aljitawi OS, Boone JM. Lymphoma-associated hemophagocytic
lymphohistiocytosis. Blood. 2012;120(5):932.

14.  Jiang MM. T-Cell/Histiocyte-Rich Large B-Cell Lymphoma Masquerading as
Autoimmune Hepatitis with Clinical Features of Hemophagocytic
Lymphohistiocytosis. Journal of Gastrointestinal & Digestive System
[Internet]. 2015 [cité 12 juin 2016];5(3). Disponible sur: http://www.
omicsonline.org/open-access/tcellhistiocyterich-large-bcell-lymphoma-
masquerading-as-autoimmunehepatitis-with-clinical-features-of-
hemophagocytic-lymphohistiocytosis-2161-069X-1000283.php?aid=54490

Submit your next manuscript to BioMed Central
and we will help you at every step:

* We accept pre-submission inquiries

e Our selector tool helps you to find the most relevant journal

* We provide round the clock customer support

e Convenient online submission

e Thorough peer review

e Inclusion in PubMed and all major indexing services

e Maximum visibility for your research

Submit your manuscript at

www.biomedcentral.com/submit () BiolMed Central



http://www.omicsonline.org/open-access/tcellhistiocyterich-large-bcell-lymphoma-masquerading-as-autoimmunehepatitis-with-clinical-features-of-hemophagocytic-lymphohistiocytosis-2161-069X-1000283.php?aid=54490
http://www.omicsonline.org/open-access/tcellhistiocyterich-large-bcell-lymphoma-masquerading-as-autoimmunehepatitis-with-clinical-features-of-hemophagocytic-lymphohistiocytosis-2161-069X-1000283.php?aid=54490
http://www.omicsonline.org/open-access/tcellhistiocyterich-large-bcell-lymphoma-masquerading-as-autoimmunehepatitis-with-clinical-features-of-hemophagocytic-lymphohistiocytosis-2161-069X-1000283.php?aid=54490
http://www.omicsonline.org/open-access/tcellhistiocyterich-large-bcell-lymphoma-masquerading-as-autoimmunehepatitis-with-clinical-features-of-hemophagocytic-lymphohistiocytosis-2161-069X-1000283.php?aid=54490

	Abstract
	Background
	Case presentation
	Conclusion

	Background
	Case presentation
	Discussion
	Conclusion
	Acknowledgments
	Funding
	Availability of data and material
	Authors’ contributions
	Competing interests
	Consent for publication
	Ethics approval and consent to participate
	Author details
	References

