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Abstract

Background:

Hodgkin Lymphoma accounts for approximately 30% of all lymphomas and
1% of all cancers in industrial countries. Based on microscopic analysis of the
morphology and immunohistochemical labelling, the WHO has classified
Hodgkin Lymphoma into classical Hodgkin Lymphoma and nodular lymphocyte
predominant Hodgkin’s lymphoma. Hodgkin lymphoma is caused by the clonal
transformation of B-cell-derived cells, which leads in the pathognomonic Reed-
Sternberg cells. Genetic predisposition has etiological role. Also, viruses like
Epstein-Barr virus and Human immunodeficiency virus, as well as other

environmental factors are linked to etiology of Hodgkin lymphoma.

Hodgkin Lymphoma cells are found to overexpress programmed death ligand
1 on their cell surfaces, which allows them to bypass the immune response by
interaction with programmed death -1 on the surface of T cells to limit immune

system activation and reduce T-cell proliferation.

The immune checkpoint inhibitor programmed death -ligand 1 programmed
death ligand 1 axis has been shown in clinical research to be have promising
therapeutic target in a variety of cancers. Recently, this path has been attracting
a lot of interest. The efficacy of programmed death ligand 1 identification by
immunohistochemistry as a useful marker in Hodgkin lymphoma is under

scrutiny by several studies.
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Aims of the study:

To detect the frequency of IHC expression of PDL-1 in HL cases.

To identify the percentage of IHC expression of EBV in HL cases.

To find out the association between EBV & PDL-1 expression in HL cases.

To investigate the association between the expression of PD-L1 & EBV in
tumor cells and several clinicopathological parameters including age, gender,

subtype and site of presentation.
Material and methods:

This is both a retrospective and prospective case series study which was
conducted on 40 cases of Hodgkin Lymphoma, that were collected from some
private laboratories in the North of Iraq area over a period of 7 months
extending from November 2022 through May 2023.

programmed death ligand 1 immunohistochemical stains 22C3
pharmDx kit (Dako, SK006) immunohistochemical stains and Bio SB Epstein-
Barr virus detection (latent membrane protein-1), anti-mouse monoclonal
antibody ready to use IgG-1, clone CSI-4, kit was conducted for all cases on
Formalin-Fixed Paraffin-Embedded tissues of the tumor, in the Al-Mofty
medical laboratory (Histopathology Department)/ Erbil city/Iraq.

Results:

Forty cases were involved in the current study, their mean age + SD was
31.4+17.46 years while the median age was 26.0 years. The most cases were in
the 2" and 3™ decades.

According to gender, male formed the predominant size of sample (60%) with
M:F= 3:2. On the other hand, according to Hodgkin lymphoma histological
subtype, nodular sclerosis cases formed (67.5%), whereas mixed cellularity

subtype formed (32.5%) of the cases.



Regarding the age distribution of cases in comparison with histological
subtype of Hodgkin lymphoma, it was found that there is statistically significant
association between them (P=0.046). Positive immunohistochemical stains
expression of programmed death ligand 1 was detected in (67.5%) among the
studied cases and also was found to be expressed in (35%) of tumor micro-
environment.

Epstein-Barr virus latent membrane protein-1 is found to be expressed in 30%
of Hodgkin Lymphoma cases. This Epstein-Barr virus latent membrane protein-
1 immunohistochemical stains expression has no significant association with age
(p=0.156), in contrast with patient’s gender, with predominance of expression in
male patients (83%) which was statistically significant (p=0.050).

Comparison of Epstein-Barr  virus  latent membrane protein-1
immunohistochemical stains expression in association with histological subtype,
revealed that this was statistically significant (p=0.032).

Comparison of programmed death ligand 1 immunohistochemical stains
expression with Epstein-Barr virus expression revealed that only 29.6% of the
patients with positive expression of programmed death ligand 1 demonstrated
positive Epstein-Barr virus, while 69.2% of those with negative expression of
programmed death ligand 1 had negative Epstein-Barr virus; the difference was

statistically not significant (p=1.000).
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