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Case History
• A 54-year-old male presented with cervical lymphadenopathy in year

2012. Other symptoms included fever and generalized weakness. There
was no significant weight loss. Past medical history was unremarkable.
On examination no hepatosplenomegaly was noted.

• Resection of the lymph node was performed and sent for
histopathological evaluation to a local lab. A diagnosis of ‘Small
lymphocytic lymphoma (SLL)’ with ‘Classic Hodgkin’s lymphoma (CHL)’
was made.

• The medical oncologist who encountered this diagnosis for the first
time, sent the biopsy blocks to our lab for second opinion.















CD20



CD3



CD5



Cyclin D1



Mib1



CD30



CD15



LMP1



Summary

• On review of the biopsy and immunohistochemical (IHC) 
stains, it showed typical SLL morphology and 
immunophenotype, i.e., CD20 +, CD3-, CD5+, CD23+, Cyclin
D-, and low Ki-67. 

• Focally it showed large mononuclear RS type cells which 
were CD30+, CD15+, CD20+, LMP1+, PAX5 +.

• However, no typical background of CHL was seen. 



Differential Diagnoses

• Small B-Cell Lymphocytic Lymphoma/Leukemia + 
Classic Hodgkin Lymphoma

• Small B-Cell Lymphocytic Lymphoma/Leukemia with 
Hodgkin Cells





Final Diagnosis

• The diagnosis was revised to ‘SLL with Reed Sternberg (RS)
like cells’ with no convincing evidence of ‘CHL’.

• The patient was subsequently treated as a case of SLL and
Three cycles of Rituximab plus cyclophosphamide,
vincristine and prednisolone (R-CVP) with radiation were
given.

• No progression was observed on a follow-up of 5-years.



Discussion               

• There is ample evidence to suggest that HL should
not be diagnosed in the setting of SLL on the basis
of RS like cells only.

• The classic background of HL, characterized by RS
cells found admixed with accessory and non-
tumorous inflammatory cells, should also be
present for establishing a diagnosis.



Discussion

• These two different scenarios i.e., SLL with HL
transformation and SLL with only a few RS type
cells, ascertains that pathologists should be aware
of the two possibilities to avoid misdiagnosing a
patient.

• Additionally, the prognosis of the two differ
markedly, with the latter having a poor prognosis.



Discussion

• All neoplasms have two components:  Actual tumour cells 
and their microenvironment

• Both are considered essential for the progression of the
tumour. In HL this phenomenon is at its extreme, such that
the neoplastic cells represent only 0.1-1% of the cell
population while the tumour micro- environment makes up
the remaining cellular infiltrate.



Discussion

• To unravel the mystery behind the origin of RS cells in SLL, a 
number of studies have been conducted.

• To identify origin of RS cells in CLL, studies have performed
laser micro dissection to isolate these cells and extract DNA
for gene rearrangement studies. In some similar gene
rearrangements were identified in RS & CLL cells suggesting
that the 2 cell populations were derived from a common
precursor B cell.



Discussion

• In other cases in which no clonal gene rearrangements was
demonstrable, it was concluded that a germinal centre B cell
that had already acquired somatic mutations gave rise to two
cell populations.

• Evidence of EBV infection has also been documented either
by LMP1 IHC or EBER ISH. This suggest that EBV infection may
serve as a triggering event for the development of RS cells in a
background of CLL.





A 47-year female with polyp in large bowel & 
mesenteric lymphadenopathy

Case History
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65 M, Generalized Lymphadenopathy, Cervical 
lymph node

Case History
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A 32-Year old male with Cervical 
Lymphadenopathy

Case History
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Differential Diagnoses

• Nodular Lymphocyte Predominant Hodgkin 
Lymphoma (NLPHL)

• Lymphocyte-Rich Classical Hodgkin Lymphoma

• T-Cell Rich Large B-Cell Lymphoma (TCRLBCL)









Dx: Nodular Lymphocyte 
Predominant Hodgkin 
Lymphoma (NLPHL)























Attack from within
• Tumor cells evade immune recognition through multiple mechanisms. Among 

these are the ability to remain undetected from immune system through down 
regulation of foreign tumor antigens, generating an immunosuppressive 
microenvironment though secretion of anti-inflammatory cytokines, and 
expressing negative regulators of the immune system that effectively silence 
cancer fighting immune cells.

• One of the key interactions between cancer and the immune system involves the 
signaling of ‘Programmed Death Ligand-1 (PD-L1)’ binding to ‘Programmed 
Death 1 (PD-1)’; PD-L1 is present on the surface of tumors cells, and PD-1 (CD 274) 
is present on the surface of activated T cells and B cells. The binding of PD-L1 to 
PD-1 generates a net immunosuppressive effect and allows the tumor to evade.



• Multiple different tumors express PD-L1, including melanoma, renal cell 
carcinoma, lung cancers, cancers of the head and neck, gastrointestinal 
malignancies, bladder cancer, ovarian cancer and hematological 
malignancies .

• Recently the developments of agents that inhibit the interaction between 
PD-L1 and PD-1 have generated much excitement for the treatment of 
cancer patients by generating measurable clinical activity with minimal 
toxicities.





• In addition, immune checkpoint inhibitors have also 
dramatically changed the therapeutic landscape of NSCLC. In 
particular, monoclonal antibodies targeting the programmed 
death-1 receptor (PD-1) /PD ligand 1 (PD-L1) pathway have 
emerged as powerful new therapeutic tools in several clinical 
trials, and some of them are already approved by the Food 
and Drug Administration (FDA) and American Medical 
Association (AMA).







• PD-1 pathway serves as a checkpoint to limit T-cell mediated 
immune responses. Both PD-1 ligands PD-L1 & PD-L2 engage 
the PD-1 receptor & induce PD-1 signaling and associated T-
cell exhaustion – a reversible phenomenon though.

• cHL include small number of malignant RS cells within an 
extensive but ineffective inflammatory & immune cell 
infiltrate.


























