RELA fusion (Non-core)

Reason/Evidentiary Support

Approximately two-thirds of supratentorial ependymomas in children are characterised by fusions
between C11orf95 and the RELA genes."” Detection of these fusions is essential for making the
diagnosis of ependymoma, RELA fusion positive. These fusions can be identified clinically using RNA
sequencing, RT-PCR based techniques, or FISH; whole genome sequencing can also detect the fusion.
Targeted RNA sequencing and RT-PCR design should take into consideration the complex nature of
the fusion events generated by chromothripsis on chromosome 11. FISH probes overlying either
RELA or C110rf95 may be used to detect the rearrangements on chromosome 11.' These are
designed using a break-apart strategy with red and green probes lying close to one another and
producing a yellow signal in the wildtype situation; rearrangements will result in distancing of the
probes from one another and distinct red and green signals. There are correlations between the
presence of LLCAM positivity and RELA fusion in this type of this tumour (see LLICAM expression
(immunohistochemistry)). There may also be other surrogate markers for RELA fusion—positive
tumours and therefore other validated equivalents can be used to guide diagnosis; however, to date
none of these is specific for RELA fusion as defined by FISH or sequencing.
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