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PRAME (EPR20330) in dermatopathology 
The role of the marker in differential diagnosis of melanoma
PRAME (PReferentially-expressed Antigen in MElanoma) was first described in a paper 
by Ikeda et al., through analysis of the specificity of tumor-reactive T-cell clones derived 
from a patient with metastatic cutaneous melanoma. [1, 2] 

PRAME is involved in the regulation of diverse cell 
biological processes (Fig. 1). Based on its categori-
zation as Cancer/Testis Antigen (CTA), it is found al-
most exclusively in testis, endometrium, placenta, 
adrenal gland and ovary, while it is absent in other 
organs. In the pathological context, however, it is 
found in primary and metastatic melanoma, with 
the exception of desmoplastic melanoma. [3] Im-
munohistochemical staining shows mostly diffusely 
positive tumor tissue. Since normal skin is usually 
negative for PRAME, detection of PRAME protein is 
useful as an additional tool to determine the tumor 
margin. In addition, PRAME is an excellent and re-
liable marker to differentiate between melanocytic 
nevi and melanoma.
The more dedifferentiated (from atypical nevus to 
metastatic melanoma) the melanocytes are, the 
lower the p16 expression rate and the higher the 
PRAME expression. Approximately 90% of primary 
invasive melanoma are positive for PRAME, while 
only 9% are p16 negative. Thus, a cocktail of both 
markers is ideal for more precise diagnosis. [3] Also, 
in differentiating nodal nevi from nodal melanoma 
in sentinel lymph nodes, detection of PRAME shows 
a significantly higher sensitivity and specificity than 
the loss of p16. [4] Kaczorowski et al., observe that 
PRAME is expressed in some melanoma that contain 

the typical BRAF or NRAS mutations but are negative 
for the classical markers such as S100 and SOX10. [5]

In addition, there is a high level of accordance bet-
ween results from PRAME IHC and corresponding 
cytogenetic studies. [6] In mucosal melanoma, 
strong expression of the marker correlates with poor 
prognosis. [7] PRAME is an independent prognostic 
biomarker in uveal melanoma. Here, it is used to 
identify a higher risk of metastasis in patients with 
grade 1 categorized tumors. [8, 9]
Data suggest that PRAME may represent a potential 
target for immunotherapy. [10] Recently, data from 
an ongoing phase 1 cell therapy trial was published 
(Immatics Press Release, 10/10/2022). A paper by 
Takata et al., 2022 demonstrates a dual function of 
PRAME in the pathogenesis of Diffuse Large B-Cell 
Lymphoma (DLBCL). [11] The absence of PRAME re-
sulted in T cell immune escape. This can be rever-
sed by inhibition of the repression complex with 
restoration of the PRAME protein. [11] This mecha-
nism is discussed in terms of potential therapeutic 
approaches in certain lymphoma patients.
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Figure 1: Regulation of biological function of 
PRAME.

The expression of PRAME is regulated by diverse 
upstream molecules. PRAME in turn regulates a 
number of proteins that induce cellular processes 
such as apoptosis or cell proliferation. The expres-
sion of PRAME in solid tumors is associated with 
higher risk of metastasis and poor prognosis.

Zytomed Systems offers a monoclonal 
antibody (RUO) directed against the 
PRAME protein in a concentrated as 
well as prediluted format.
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Description Status Clone Host Format Dilution Volume Cat. No.

PRAME RUO EPR20330 Rabbit Concentrate 1:50 - 1:100 0,5 ml RBK073-05

PRAME RUO EPR20330 Rabbit Ready-to-use - 6 ml RBG073

Note that the use of a non CE/IVD labeled reagent will result in an LDT. This must be validated by the user to meet the 
regulatory requirements of the Invitro Diagnostics Regulation (EU) 2017/746 (IVDR).


