OO0G collaborative study on ATRX loss in Conjunctival melanoma
prognosis

Dear colleagues,

The Dutch Conjunctival Melanoma Centers would like to invite you for a collaboration regarding a
study in which the role of ATRX loss is evaluated as a prognostic factor in conjunctival melanoma
patients.

Prognostication of CM relies on histopathologic parameters such as Breslow thickness and mutations
in secondary driver genes, such as TERT promoter are strongly correlated with a shorter survival (1-
3). Other molecular studies of CM patients showed recurrent ATRX loss in about 25% of cases (3, 4)
Preliminary data from the ROMS cohort indicated an association of both TERT promoter mutation
and ATRX loss with metastatic disease (5, presented at the 57" 00G meeting in Berlin). A larger
cohort study with a uniform approach towards analyzing ATRX loss, TERT promoter mutation status
over a longer follow-up period is needed to establish the role of ATRX loss in CM. Validation in
clinically well-typed patient cohorts with mutation data would strengthen these findings.

Aim of this study
To evaluate the role of ATRX loss regarding prognosis in conjunctival melanoma patients.

Patients and methods

Adult conjunctival melanoma patients of which molecular data is evaluated or tumour material
available for immunohistochemistry and genetic sequencing and a follow-up period of at least 10
years.

If applicable, we would like to receive the following data

e C(linical data: age of onset, gender, presence of metastasis, disease free survival, overall
survival, treatment
e Genetic data:
o Mutation status of BRAF, NRAS, cKit, if possible NF1 and TERT promoter
e Histopathological data:
o Breslow thickness
o ATRX immunohistochemistry

All data will be collected in a secured digital environment.

ATRX immunostaining may be performed at your own laboratory or can be performed centrally upon
receipt of blanc slides

Ethical considerations
This study will adhere to the principles of the Declaration of Helsinki.

Reporting
The results will be published in an international, peer reviewed journal. Authors will include
researchers involved in this project and members of the Ophthalmic Oncology Group who provided



valid cases for this study, listed in the order of patients enrolled. Initiators of the study will appear as
first and last authors.

Financing
Funding requested with Uitzicht (UZ 2025-15)

Instructions

Please let us know if you would like to join this study by sending an e-mail to
Jolique.vanlpenburg@radboudumc.nl with the subject “inclusion in uveal melanoma 8q study” so we
can provide you with the needed information regarding the online database.
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