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Introduction
TDP-43 protein contains two RNA
Recognition Motifs (RRMs), NLS and NES
signals, and a Gly-rich C-terminal region
with which it can interact with other hnRNP
A/B family members. (Fig.1). Although the
best characterized activity of this protein is
in alternative splicing control several
functions that range from DNA transcription
to mRNA translation have been proposed
in recent  years. Its role in
neurodegenerative disease has been
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recently reviewed by Buratti and Baralle, 2 3. vmdnerion  Fig.1 Fig.2
TiBS, 2013.
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3UTR called TDPBR (Fig.4).
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Cis acting elements and 3'RACE analyses. Fig.7A shows the
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shows the intron 7 splice sites \ Fig.o
in the improved version (X7- Cellular distribution of RNA from these

sup5’-3’). Fig.8B 3’RACE
analysis of X7-sup5-3' in
normal conditions (left) and
CHX treatment to rule out
eventual effects by NMD (right).
Fig.8C shows a Northen blot
analysis of the X7-sup5-3' ¢ g
mutant cotransfected with X7. = .
Results show that compared to .|
the X7 this mutant displays a
50% reduction in  mMRNA
expression (Fig.8D) and of 75%
in protein production (Fig.9).

different constructs. The additional drop B
in protein production (Fig.9) could be
explained by RNA FISH analysis, In fact,
Fig.10 showed that whilst X7 and X7-
Ain7cDNA RNA are mostly cytoplasmic the c
X7-sup5-3" RNA is equally nuclear and
cytoplasmic.

Conclusions. Our results show that the intron
removal and/or the TDP-43 mediated

X7-
Ain7cDNA

events mediating autoregulation (Fig.11A), and
not the intrinsic quality of the various PAS site
(Fig.11B).
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