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This study aims to clarify the effects of STMN1 PIP, an STMN1-specific

inhibitor, on the proliferation, invasion, and anticancer drug sensitivity in refractory HGNET cells
overexpressing microtubule destabilizing factor SMNN1. Therefore, we investigated the combined
effect of STMNI-specific PIP with a taxane anticancer drug in a tumor-bearing mouse model. As a
result, we observed a significant tumor reduction in the combination group compared to the control
group, STMN1 alone, and the taxane alone group. Furthermore, in animal studies, STMN1 PIP
administration did not cause significant side effects such as weight loss, suggesting that STMN1 PIP
is a promising treatment tool for refractory HGNET.

Stathmin 1 PIP



Stathmin 1

(STMN1)
STMN1
[HGNET
(LCNEC) + (SCLO)] STMN1
1 HGNET
(PIP) STMN1
PIP
RNA
RNA
STMN1
(PIP)
HGNET first line HGNET STMN1
PIP STMN1
HGNET
HGNET STMN1
HGNET STMN1
1) HGNET STMN1
HGNET H446 H810 STMN1 SiRNA (siRNA1, siRNA2)
STMN1
CCK8
2) STMNL1 PIP STMN1
HGNET H446, H810, H1694, H2106 total RNA real time gRT-
PCR STMNL1 [3-actin
ANCt
4 STMN1 H446 STMN1PIP 3 pM
72 96 120 total RNA STMN1
STMNL1 PIP STMN1 STMNL1 (Cell
Signaling Tech, 13655S) Western blot STMNL1

[3-actin



3) STMN1 PIP PTX
H446 H1694 STMNL1PIP (3 M)
(PTX, 0.001 pag/mL) 72 CCKs8
1) HGNET H446 1x107 balb/c
1 PBS
STMN1 PIP PTX 4 (Day 0) STMN1 PIP
(200 pg/body, Day0O, Day7) PTX (45 mg/kg, Dayl, Day8)
Day14
1) HGNET STMN1
STMN1 SiRNA HGNET H446 H810 STMNL1
C )
. y ND
STMN1HD%! (siRNA) & ¥EFERE
4 2.5
35 | mtomrm
3 mSTMN1 s? RNA1 s 2 :g}g&j
25 15 SiRNA1
2
1.5 1
1
0.5
0.5
0 0
Oh 24h 48h 72h
2) STMN1 PIP STMN1 STMN1 H446
STMNL1PIP STMN1 ( )
— . AN
STMN1 PIPIC & % STMN family#04E
(RT-PCR)
., MERHTOSTMNIZER STMNL PIPIC & 2 STMNLED4! © HA46
.t;; %1 § 038 7
g 05 1 g 0.6 -
H446 H810 H1694 H2106 Db Q\Q«"}\ Q\@é\ Q\Q'&Q‘\




STMN1 ( 3

STMN1 PIPIZ&ASTMN family$E gE
(Western blot)

H446

PIP PIP PIP
72h 96h 120h

Control

— — —. — STMN1

3 " - S mrp——
T S — | -

STMN1 PIPIC & V) H4465MAE D STMN1FEIR (L HPH] X M,
RT-PCRDT — R & FJE L 74 L

3) STMN1 PIP PTX
H446 H1694 STMN1 PIP PTX
CCKS8 STMN1 PIP PTX
()
A
STMN1 PIP D PTXIE R H R
H446 H1694

= oL

’ Control I PTX ' STMNL1 PIP I PTX+PIP I ’ Control PTX STMNL1 PIP PTX+PIP
1) HGNET H446 STMN1 PIP PTX
H446 STMN1 PIP PTX

STMN1PIP PTX

PTX



H446 IBYEE T I)L < 7 X & {5 7=STMN1 PIP
EPTXDHFAXN R DIREE

700 250
HEOHE
600
200 _/
—
o 500
=
£ 150
~ 400
i
ﬁ 300 100
R
@ 200 T I
T T | Ny
100
00
0 day0 day3 day7 dayl10 day14
day0 day3 day7 day10 day14
——control ~——STMN1 PIP
M control MSTMN1 PIP m PTX m STMN1 PIP +PTX —PTX STMN1 PIP + PTX

+ STMN1PIPEIRZ 5 NIPIPEPTXEHET 5 Z & CHEAMESNENFTE SN,
. PIXERAMCTEREAERIV 2O LBEELEBELTIIRD LD > 7=,

HGNET STMN1 PIP PTX

PIP

STMN1PIP HGNET NSCLC



Miura Kentaro Shimizu Kimihiro Ide Shogo Mishima Shuji Matsuoka Shunichiro Takeda Tetsu 11

Eguchi Takashi Hamanaka Kazutoshi Uehara Takeshi

A Novel Strategy for the Diagnosis of Pulmonary High-Grade Neuroendocrine Tumor 2021

Diagnostics 1945 1945
DOl

10.3390/diagnostics11111945

Stathminl

60

2019

(Yajima Toshiki)

(20346852) (12301)

(Yokobori Takehiko)

(60420098) (12301)

(Nakazawa Seshiru)

(60791978) (12301)




(Shirabe Ken)

(70264025) (12301)
(Obayashi Kai)

(70726249) (12301)
(Nagase Hiroki)

(90322073) (82504)
(Watanabe Takayoshi)

(60526060) (82504)




