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ABSTRACT

E 17346

The non-catalytic region of tyrosine kinase (Nck) is proposed to play an
essential role in T cell activation. However, evidence based on functional and
biochemical studies has brought into question the critical function of Nck. Therefore,
the aim of the present work was to investigate the role of Nck in T cell activation. To
study this, the human Jurkat T cell line was used as a model for human T lymphocytes.
The short interfering (si) RNA targeting Nck1 gene was used with electroporation to
knock-down Nckl protein expression in Jurkat T cells. The results showed that
decreased Nck1 protein expression did not affect the apoptosis of the transfected Jurkat
T cells compared with control siRNA-transfected cells and non-transfected cells both
in unstimulated or anti-TCR monoclonal antibody (C305) stimulated groups. Upon
CD3¢/CD28 stimulation, knock-down of Nckl in Jurkat T cells caused a decrease in
CD69 expression and in interleukin (IL)-2 secretion. However, no significant
alterations of CD69 and IL-2 expression were found upon phytohaemagglutinin
(PHA)/phorbol myristate acetate (PMA) stimulation. Knock-down of Nckl1 had no
effect on the proliferation of Jurkat, T cells stimulated with either PHA or anti-TCR
antibody. In conclusion, the decreased Nckl protein in Jurkat T cells resulted in

impairment of TCR/CD3-mediated activation and function.
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IP3 =
DAG =
PKC =

RasGRP =
RasGEF =

SOS =
PAK =
NFAT =
Nck =
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IL-2 =
SEB =
SH2 =
BH3 =
WASP =
Arp2/3 =
Cded2 =

ABBREVIATIONS

antibody

T cell antigen receptor

major histocompatibility complex
immunoreceptor tyrosine-based activation motif
Src family tyrosine kinase

lymphocyte protein -tyrosine kinase

C-chain-associated protein 70 kDa

linker for activation of T cells

SH-2-domain containing leukocyte protein of 76 kDa
Growth factor receptor-bound protein 2

Grb2-related adaptor downstream of shc
phospholipase Cyl

phosphatidylinositol 4,5-bisphosphate

inositol 3.,4,5-triphosphate

diacylglycerol

protein kinase C

Ras guanyl nucleotide-releasing protein

Ras guanine nucleotide exchange factor

son of sevenless

p21-activated kinases

nuclear factor of activated T cell
non-catalytic region of tyrosine kinase
proline-rich sequence

interleukin 2

staphylococcal enterotoxin B

Src homology 2

Src homology 3

Wiskott-Aldrich syndrome protein

-

actin-related proteins 2 and 3

cell division cvele 42
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