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The death domain protein p84N35, but not the short isoform p84N35s, is
cell cycle-regulated and shuttles between the nucleus and the cytoplasm
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Fabio Gasparri®”, Francesco Sola®, Giuseppe Locatelli®, Marta Muzio™
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PE4NS was alsa observad and theassociation with Rh inhihits

Fov—FILEF

Alstract PE4NS is o death domain containing protdm that
imteracis with the immor suppressor refinoblastoma protein and
induces apoptesis. We clmed and dursoteried two novd
altormativety spliced versions of pS4NS. The pS4NS short isoform
(pE4NEs) lacks the death domain and d oss not induce apoptosks.
We showed that pBNE, but mot pBaN &, is cell eyele regulatad.
We fommd that pRdNEGFP chimers can rapidly shattle between

pE4NSinducad apapiosis [11]. Thess data suggest that pidNS
may play a rale in cormacting cell oyele ragulation to the ape
aptatic machinery. However, the regulation of the expression
af pB4N5 and the mechamistic detaiks of its action ane ill de
fined. The aim of this study was io characterize at 2 molecular
level the protein pEdNS.
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e muclews and fhe cytoplism. Taken together, theee observa-
ftioms suppest that pS4NS may trassmi t signals from ithe mocles

i E T 2)L1E.

o eytoplasmic effactors.
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] %ﬁmunﬁﬂim’ﬁi béj{
Z 5% ENRI

o1 Abangh therman chears of s s | [ Add this journal to My
B EHKFETIE$6,000%2 4
MILAOYVFI FH AT |E

Alert e when new Journal

are well characterized, in particular the pS3-dependent path- F ite 1 |
ways [34], the details af o direct interaction hetwesn the cell avorite Journals
cycle machinery and apapiosis dessrve fur ther inves tigation.

The tumar suppressar netinoblastoma protein (Rb) plays a )
major rale in cell cyce and apoptasis [5); in particular, hypo. @ T|F|S
phospharylated Rb inbibits cell proliferation primarily
through its ahility to hind and modulate distinct tramcription
factars inchiding EXF.1 [§]. A rale for Rb in protection from
apaptasis has alss been demomnstrated; studies an Rb deficiant
mice suggest that in addition to EXF, ather malecules may
mediazie Rh-negulaied apapiosis [7].

The protein pE4NS was origmally idenfified bemuse it .
teracts with Rh [£]. Mare recently, it was also shown ta e pan
al the TREX complex [5]. Further studies demanstrated that
PEANS possesses a nuclar Jocalization signal (N1S) and a
death damain (D) inits C-terminal region [10, 11]. The DD is
2 pratein hinding domain found in moleculss imvalved in in-
fammation and apopiosis[12,13]. A pro-apaptotic funcion of

¥ Cone speasding awlhes. Fax 43503181133,
Eevrul culdbens: BTt Evamodine vimoes oo (ML Miusa)

Albdesiaions: TAPY, 46-Smfing 7 phenylindole: GFF, gres fus
rescend peedeis; RT-PCR., real e polysserae olain reaction
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