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INTRODUCTION. Using an episomal retrieval functional expression cloning system(1), a 
431 bp fragment of cDNA (je2 ) was identified, which strongly inhibited Fas-mediated 
apoptosis in Jurkat human T-cells(2). Je2 maps to the LUCA22 human locus at 3p21.3, a 
highly significant lung cancer tumour suppressor locus (2), and lies in the antisense orientation 
within an intron of Luca-15 gene. We have investigated the effect of Je2 on apoptosis in 
another human T-cell line CEM-C7 and using DNA microarrays, we report the alteration of the 
expression of several genes by Je2. 

METHODS. Je2 was subcloned into pcDNA3 and was introduced into CEM-C7 cells by 
electroporation. Stable clones were exposed to 5ng/ml anti-Fas for 24h, after that time, cell 
viability was determined by vital dye staining. Details for the sample preparation and 
microarray processing will be described elsewhere. Fold changes in gene expression were 
determined by using GenePix 2 software. 

RESULTS. Stable expression of the antisense je2 sequence produced marked inhibition of 
Fas-mediated apoptosis (Fig.1). Je2 transfected clones maintained the ability to proliferate in 
the continuous presence of anti-Fas, and were also protected from apoptosis induced by other 
stimuli (not shown). 

  

 

  

brought to you by COREView metadata, citation and similar papers at core.ac.uk

provided by Crossref

https://core.ac.uk/display/204178201?utm_source=pdf&utm_medium=banner&utm_campaign=pdf-decoration-v1


In addition, stable expression of je2 altered the expression of several genes, some of these 
genes were previously reported to regulate apoptosis. Some of the genes that were 
differentially expressed are listed in Table 1. 

  

 
  
DISCUSSION. Sequence homology searches revealed that je2 maps to 3p21.3, to an intronic 
region of LUCA-15. Northern blotting studies have revealed clear evidence for alternative 
splicing of the LUCA-15 gene transcripts (2). Over-expression of a splice variant of LUCA-15, 
clone 26, is reported to inhibit cell proliferation and sensitise the cells to Fas-mediated 
apoptosis (2). It is therefore attractive to speculate that like other apoptosis regulators, different 
transcripts of LUCA-15 together encode both inducers and suppressors of apoptosis. Our 
observation suggests that je2 function to suppress cell death and indicates that LUCA-15 can 
regulate the core mechanism of apoptosis. 
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