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We established CD4-Cre-mediated T cell specific PKD-deficient mice and found
that iNKT cells were almost absent in the mice. On the basis of this finding, we tried to reveal
the novel molecular mechanism of iNKT cell development.
Expression of a transcription factor PLZF, which is necessary for the specification of iNKT cells,
was decreased in PKD-deficient cells. Introduction of PLZF transgene in PKD-deficient mice restored
the generation of INKT cells, suggesting that PKD contributes to the induction of PLZF to regulate
iNKT cell development. To investigate the molecular link between PKD and PLZF, we searched for PKD
substrates by phosphoproteomics and identified a candidate transcription factor. This factor was
associated with and phosphorylated by PKD upon TCR stimulation. These results unveiled the novel
role of PKD in iNKT development through the regulation of nuclear factors.

TCR




T (INKT) T NK
o T CD4*T CD8'T
iNKT
T
D PKD T 2
PKD2 PKD3 T
(Ishikawa, et a. Nat. Commun. 2016) CDA4-Cre Tg PKD2/3
iNKT iNKT PKD
TMT (Tandem Mass Tag) TCR
PKD
PKD PKD  iINKT
iNKT
PKD iNKT
iNKT
PKD iINKT
PKD  iINKT
PKD iNKT
PKD iINKT
iNKT iNKT
iNKT PKD
PKD T PKD
iNKT TCR
PKD
TCR SALM
PKD
(To) PKD iNKT
iNKT PKD
PKD in vitro kinase assay
in vitro kinase assay
iNKT TCR PKD
PRM parallel reaction monitoring
PKD iNKT
PKD
PKD iINKT PKD iNKT
iNKT PKD iNKT
iNKT PKD
T Cre PKD
PKD iINKT
T PKD iNKT
PKD PKD iINKT
iNKT TCR PKD



iNKT TCR HER PKDX 8 x PLZF Tg
PKD iNKT g
PKD Bcl2 Tg g : o
INKT PKD INKT g ;» ” , *
D »
PKD iNKT il "
NKT1 NKT2 (_1~) ’PKDX_#ETbX‘G(iiNKT,’ﬁERﬂt“I&liiﬁi‘d’ét)‘l
COBEKXIIEERFPLZFOEAICKYRIET 5,
TCR SALM
PKD SALM PLZF
PKD iINKT PLZF
T PLZF Tg PKD
iNKT
PKD TCR SLAM iNKT PLZF
iINKT
PKD iINKT
iINKT PKD
in vitro kinase assay PKD
PKD
iINKT PKD iINKT
PRM iINKT
T™T
BiolD
PKD iNKT
PKD iINKT iINKT 61 qParental 20-
PKD 5 | mPKDKO
TCR Erk PKD = = 151
IFNy 5 “ 5
IL-2 ;; 34 S 107
PKD £, =
iINKT il 51
T aGaIqur- o 01 1 10 anlC?er- o 01 1 10
Cre PK D (ng/ml) (ng/ml)
iNKT (R2) PKDR8INKTHERE Tl&. aGalCerfll I kDY A MHAEEN BT S,
Cre iNKT RFP 10
iINKT PKD
RFPTiNKT PKD PKD iNKT
PKD iNKT PLZF NKT
iINKT PKD
iNKT
PKD iINKT
PKD
PKD
PKD- -PLZF iINKT
iNKT

PKD

PKDX 8




1 1 1 0

Shuya Zhang,Huan Liu,Meimei Yin,Xiuying Pei,Angelika Hausser,Eri Ishikawa,Sho Yamasaki,Zheng 72

Gen Jin

Deletion of Protein Kinase D3 Promotes Liver Fibrosis in Mice 2020

Hepatology 1717-1734
DOl

10.1002/hep.31176

PKD INKT

30 Kyoto T Cell Conference

2021

ISHIKAWA Eri, YAMASAKI Sho

Deciphering molecular link between kinases and transcription factors during iNKT cell development

50

2021







