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INTRODUCTION 

Lennert Lymphoma (LL), or the lymphoepithelioid 

variant of peripheral T-cell lymphoma, is an uncommon 

entity which was first characterized in 1952 by Karl 

Lennert.
1 

It was initially considered as a variant of 

Hodgkin‟s Lymphoma (HL), but categorized as a non-

Hodgkins lymphoma in 1975 when Lennert et al. 

changed their views and referred it as „lympho-

epithelioid cellular lymphoma‟.
2 

Though it has an almost 

unique histologic morphology characterized by two 

predominant cell populations: epitheloid cells and T 

lymphocytes, mainly of T helper/inducer phenotype.
3 

Though LL is a well described entity, it is rarely 

encountered in routine clinical practice. Also, the 

histological picture may be confused with various benign 

or other malignant conditions. This article intends to 

discuss morphological features and 

immmunohistochemistry (IHC) findings of a case of LL 

along with various close differential diagnoses that 

should be considered to clear the diagnostic dilemma.   

CASE REPORT 

A 50 year old male patient presented with weight loss, 

anorexia and neck swelling from two months. On 

physical examination, he was found to have numerous 

enlarged bilateral cervical lymph nodes and a lesser 

degree of bilateral inguinal lymphadenopathy along with 

hepatosplenomegaly. Contrast enhanced computed 

tomography of the abdomen revealed multiple discrete 

lymph nodes seen in periportal, peripancreatic, paraaortic 

and mesenteric regions. An additional finding was 

malrotated kidneys with the union of lower poles 

suggestive of horseshoe kidney. Serum lactate 

dehydrogenase was 850 U/ml. Erythrocyte sedimentation 

rate was 109 mm/hour.  Other abnormal investigations 

included hemoglobin 8.2 gm/dl; serum albumin 3 gm/dl 

and total protein 7.1 gm/dl.  
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Excision biopsy was taken from cervical node of size 

3×2.5×0.5 cm. The cut surface was homogeneously 

grayish white. On microscopic examination, the normal 

follicular architecture of lymph node with germinal 

follicular center was completely lost. Few residual 

follicles were seen associated with the expansion of 

paracortical zone by with diffuse polymorphous 

infiltration by small to medium sized lymphoid series 

cells, numerous clusters of pale stained epithelioid cells, a 

few eosinophils and plasma cells with prominent 

arborizing capillary vessels. Epithelioid histiocytes had 

oval to bean shaped nucleus with finely dispersed 

chromatin about twice the size of the lymphocytes with 

ample grayish granular cytoplasm. The lymphoid series 

cells were having scanty cytoplasm and round to ovoid 

nuclei with relatively open face nuclear chromatin 

(Figure 1). Classical or variants of Reed Sternberg giant 

cells could not be seen. Areas of caseation necrosis or 

Langhans giant cells were also not seen. The bimodal 

population of lymphoid series cells and epithelioid cells 

along with eosinophils, plasma cells and newly 

proliferating vascular channels was suggestive of 

Lymphoepithelioid Lymphoma (LL). The bone marrow 

biopsy did not reveal any lymphoid infiltration.  

 

Figure 1: Photomicrograph of lymph node (4x) 

Hematoxylin-Eosin stain showing diffuse infiltration 

by small to medium sized lymphoid cells and clusters 

of pale stained epithelioid cells.  

On IHC, CD45 was diffusely positive in lymphoid cells 

while CD20 was positive in few disrupted follicles. 

Expanded paracortical zone stained positive for CD3 and 

5 with CD4 being positive in majority of T cells and CD8 

in few scattered T cells. CD7 was focally positive in T 

cells and CD15 in granulocytes. Dendritic cells of 

residual follicles were positively stained for CD23 while 

CD10 was negative in the majority of the cells (Figure 2, 

3) Thus, the overall picture suggested the diagnosis of 

Peripheral T Cell Lymphoma (PTCL) with epithelioid 

cells (Lennerts lymphoma), stage IIIB. Age adjusted 

international prognostic index predicted high 

intermediate group with a score of two (stage III and 

raised LDH).  

 

Figure 2: Photomicrograph demonstrating positive 

immunohistochemistric staining for (A) CD3, (B) 

CD4, and (C) CD5.  

 

Figure 3: Photomicrograph demonstrating positive 

immunohistochemistric staining for (A) CD7, (B) 

CD8, and (C) CD20.  

In view of CD20 positivity, standard R-CHOP regimen 

was planned, but due to poor financial status, only CHOP 

regimen could be given. After four cycles of 

chemotherapy, there has been favorable response with 

complete resolution of the cervical nodes. Two more 

cycles of the same chemotherapy followed by a complete 

reevaluation including imaging studies is planned. 

DISCUSSION 

LL is classified under “Peripheral T-cell lymphoma - Not 

otherwise specified” by the revised WHO classification 

system. Older individuals are generally affected by this 

lymphoma. In a retrospective analysis of 108 LL patients 

by Patsouris et al., the median age was 60 years.
4 

The 

case described in this report is of age 50 years. 

Splenomegaly and lymphadenopathy are the usual 

findings on presentation, with involvement of Waldayer‟s 

ring also frequently observed in European cases.
5 

The 

index case, who belongs to Asian Indian race presented 

with generalized lymphadenopathy and 

hepatosplenomegaly while there was no involvement of 

Waldeyer‟s ring. 

Histologically LL shows diffuse infiltrates consisting 

predominantly of small cells with marked nuclear 

irregularities. Clusters of epithelioid histocytes are 

scattered within these infiltrates. Clear cells or high 

endothelial venules are less frequent than in peripheral T-

cell lymphomas of angioimmunoblastic or T-zone type. 

Few Reed-Sternberg (RS)-like cells, eosinophils and 

plasma cells can be seen. However, in our case, no RS 

cell could be identified despite careful search. The above 

classic pathologic findings are vital in differentiating 

close differential diagnoses.  

Epithelioid cell rich variant of mixed cellularity variety of 

HL is relatively common and shows clusters of 
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epithelioid cell with granulomata formation and 

occasional Langhans cells. Classical RS cells are always 

detected in this variant, at times after a laborious search 

which distinguishes it from LL. Such differentiation is 

mandatory in terms of dramatic treatment differences in 

the two entities.
6,7 

Other important features that may help 

to differentiate LL from HL include (a) the marked 

irregularity of the nuclear outlines of the lymphoid cells, 

in contrast to the regular nuclear outline of reactive 

lymphocytes in HL;
8 

(b) the IHC profile of the atypical 

population, which in turn is CD3
+
, CD45

+
, CD15

−
, and 

CD30
+
 occasionally, although T-cell markers may be 

absent in some cases; and (c) higher mitotic index.
9 

These 

features matched with the case described in the report. 

Besides conventional IHC staining for CD markers, T-

cell Intracellular Antigen-1 (TIA-1) is also reported to be 

expressed in 70% cases of LL.
10 

TIA-1 is a 15 kD 

cytotoxic granule-associated protein expressed by 

cytotoxic T-cells. Perforin punctures a hole in the 

membrane of a target cell. TIA-1 and granzyme enter 

through the hole and activate proteins which induce 

apoptosis. Perforin and granzyme are only expressed 

upon activation of cytotoxic cells; TIA-1 is expressed 

irrespective of the activation state of cytotoxic T-cells 

and myeloid cells. This is in contrast to perforin and 

granzyme B, the expression of which increases in 

activated cells. However, TIA-1 staining was not 

performed in the reported case. Bone marrow 

involvement is common at presentation. However, the 

case described did not have any infiltration of the bone 

marrow. 

A pathologist should also be aware of the term Lennert‟s 

pattern. This is a histologic picture of diffuse epitheloid 

population scattered throughout the lymph node.
11 

The 

monomorphic background can easily rule out sarcoidosis 

or other reactive or immunologic process. The cytology 

of Natural killer/T-cell lymphomas show more 

pleomorphism with irregular chromatin distribution and 

usually no epitheloid cells.
11 

Fine needle aspiration 

cytology of lymph node can be misinterpreted as 

involvement by high grade mycosis fungoides with a 

monotonous population of large and small cells. 

However, it should be kept in mind that mycosis shows 

more anisocytosis with cerebriform convoluted nuclei 

against a background of atypical lymphocytes, and 

plasma cells.
13,14 

Those cases of T-cell rich B-cell 

lymphoma, which can show also many epitheloid cells 

and predominance of mature small lymphocytes with few 

or absent atypical large, immature lymphoid cells should 

be considered in the differential diagnosis.
12 

However 

atypical large lymphoid cells are much more scarce in LL 

and IHC can clearly differentiate between them, as the 

large cells show B-cell marker and the small lymphocytes 

does not have aberrant antigen expression.  

In the case under discussion, CD4 was positive in 

majority of T cells and CD8 in few scattered T cells; thus, 

it may point towards the possible origin of LL from 

cytotoxic T-cells. Double-labeling experiments in four 

patients of LL by Feller et al showed that mainly the CD4 

positive helper/inducer T cells were proliferating as they 

were strongly Ki67-positive and the CD8 + lymphocytes 

and epithelioid cells were Ki67-negative.
3
 If, as in other 

malignancies, the proliferating cells represent the 

neoplastic cell clone, these results leave little doubt as to 

the T cell nature of Lennert‟s lymphoma and indicate that 

the neoplastic cells are phenotypically helper/inducer T 

cells. However, of 17 LL cases studied by Geissinger et 

al.,
15

 expressed CD8, one each was CD4
+
 and 

CD4
−
CD8

−
; thus, they concluded that nodal peripheral T-

cell lymphomas and, in particular, their 

lymphoepithelioid (Lennert‟s) variant are often derived 

from CD8 (+) cytotoxic T-cells.
15 

Yamashita et al. studied 

ten cases of LL to evaluate the cellular origin of the 

neoplastic cells. They concluded that though LL was 

formerly known as a CD4
+
 helper T-cell neoplasm, at 

least in some cases, the neoplastic cells are of cytotoxic 

T-cell origin.
10 

The response to chemotherapy is often poor with mean 

overall survival being about 42 months.
12 

Standard 

treatment approaches for PTCL NOS include 

chemotherapy with cyclophosphamide, doxorubicin, 

vincristine and prednisone (CHOP); fludarabin and 

cyclophosphamide; and ifosfamide, carboplatin and 

etoposide (ICE). If CD52 is positive, alemtuzumab may 

be used with a standard dosing regimen of 30 mg every 

third day.
16 

For relapsed patients, reduced intensity 

conditioning and allogeneic stem cell transplantation after 

salvage therapy integrating alemtuzumab for patients. 

However, the prognosis remains poor with the majority 

of the series reporting 5-year overall survival of 

approximately 30-35% using standard chemotherapy.
12 

When regarded as a sub entity of PTCL NOS, LL is 

usually treated with CHOP for initial treatment often 

consolidated by high dose chemotherapy and autologus 

stem cell transplantation in case of good remission 

following induction therapy.
17

 

To conclude, LL can present as a diagnostic dilemma to a 

pathologist and the various features which distinguish it 

from related diseases should be always kept in mind due 

to completely different management and prognosis of the 

disease.  
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