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Establishment of novel therapeutic strategy against neuroendocrine lung cancer
through regulation of malignant neural phenotype

YAZAWA, TAKUYA
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We had experienced that POU3F4 or POU4F2 transgene made non-neuroendocrine
lung cancer (NNELC) cells cause transformation to neuroendocrine lung cancer (NELC). Carrying out
this study, it was clarified that the transformation from NNELC to NELC is a direct reprogramming
phenomenon and that breakdown of a neural cell-specific NOTCH-HES pathway, which is activated by

POU3F4/4F2 transgene, diminish neuroendocrine phenotype.



1.
15-25%
( )
Rb1l p53
90%
10%

(Southerland KD,
et al. Cancer Cell 19:754-64,2011)

()
POU3F2 class /

POU (
class [/ POU
( )lass [/ POU

()
POU4F2 POU3F4

(Pathol Int 64:415-22,2014)

2.
class
POU (POU3F4, POU4F2)
class
POU
3.
ORI IV POU

(POU3F4, POU4F2)

NOD-SCID

/

/



(2) POU3F4 POUA4F2
GeneChip
3)
DNA
(4) POU3F4 POU4F2
4.

(1) POU3F4/4F2

CD56 synaptophysin

IV POU

1H/1v. -~ pPOU

)

GeneChip

POUS3F4/4F2
(3) (2) POUS3F4/4F2
DNA
DNA
TCF4
@) (2) POU3F
POUA4F2

NOTCH-HES pathway
« A

CD56

NOTCH-HES pathway

[ 1C )
Ishii J, Yazawa T, Chiba T,

Shishido-Hara Y, Arimasu Y, Sato H,

Kamma H. PROX1 promotes secretory
granule formation in medullary thyroid
cancer cells. Endocrinology
157:1289-1298, 2016.

DOI: 10.1210/en2015-1973



Suzuki M, Yazawa T, Ota S, Morimoto
J, Yoshino I, Yamanaka S, Inayama Y,
Kawabata Y, Shimizu Y, Komatsu M,
Notohara K, Koda K, Nakatani Y.
High-grade fetal adenocarcinoma of the
lung is a tumour with a fetal phenotype
that shows diverse differentiation
including high-grade neuroendocrine
carcinoma: a clinicopathological,
immunohistochemical and mutational
study of 20 cases. Histopathology
67:806-816, 2015.

DOI: 10.1111/his.12711

Yazawa T. Recent advances in
histogenesis research of lung
neuroendocrine cancers: Evidence
obtained from functional analyses of
primitive neural/neuroendocrine
cell-specific transcription factors. Pathol
Int 65:277-285, 2015.

DOI: 10.1111/pin.12267

[ 17 )
L POUSFM4;2
21

2017.10.27-28.
POU3F4/4F2

106

2017.4.27-29.

PROX1

19

2015.10.24-25.

27

( )
2015.07.11.

Analysis of

high-grade fetal adenocarcinoma of the

lung. 104

2015.4.30-5.2.

PROX1 104
2015.4.30-5.2.

BRN2 ASCL1 TTF1

P53 115
2015.4.16-18.
[ 10 )
[ 10 )

http://www.dokkyomed.ac.jp/dep-m/path
ology/

6.
(1)
(YAZAWA, TAKUYA)
50251054
(2)

(HARA, YUKIKO)



40313267

- (YAZAWA-SATO,
HANAKO)

60438132

(MIYOSHI, HIROSHI)

80322519



