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Dysregulation of cell motility response leads to cancer metastasis. We have
previously shown that MyosinlE-SH3P2 complex regulates cell motility, however the molecular
mechanisms of which still remains unknown. Here, we show that MyosinlE binds to SH3 domain of
Sorting nexin9 (SNX9) through its proline-rich region within TH2 domain and to Cavin3-Caveolinl
complex through its SH3 domain. MyosinlE co-localizes with SNX9 and F-actin at the leading edge of
migrating cells. siRNA-mediated knockdown of MyosinlE, SNX9, or Cavin3 inhibits cell motility.
Overexpression of SH3P2 using doxycycline-inducible TetON system suppressed localization of MyosinlE

to plasma membrane as well as cell motility. These results suggest that MyosinlE released from
SHSEZ promotes cell motility via the interaction with SNX9 and Cavin3-Caveolinl complex at plasma
membrane.



ERK-MAP ERK
SH3P2 SH3P2 1 Myosin MyosinlE
SH3P2 ERK SH3P2  MyosinlE
MyosinlE-SH3P2 ERK
1~18 Myosin 1
Myosin Tail || Jisasre g
Homology TH 1 1 Myosin
MyosinlE TH1 TH2 ™ [ ) |rsx e
SH3
MyosinlE TH2 Sorting o
nexin 9 SNX9 SH3
Cavin3-
Caveolinl
SNX9  Cavin3-Caveolinl FOFITAFAI R ﬂﬂﬂfﬁ —~
. Myosint€ [ Motor i IETTON vma
MyosinlE SH3P2
MyosinlE ~ SNX9 Cavin3-Caveolinl
MyosinlE
MyosinlE SH3P2
MyosinlE
MyosinlE
MyosinlE
MyosinlE
MyosinlE
SNX9 MyosinlE
SNX9  SH3 PX BAR
SNX9 MyosinlE MyosinlE
MyosinlE-SNX9 MyosinlE-Cavin3-Caveolinl
SNX9  Cavin3-Caveolinl MyosinlE  TH2 SH3
SH3P2  MyosinlE  TH2  SH3
MyosinlE MyosinlE SH3P2
SH3P2 MyosinlE SH3P2 SNX9
Cavin3-Caveolinl
MyosinlE
MyosinlE SH3P2 SNX9 Cavin3 Caveolinl SH3P2

SH3P2



MyosinlE

SNX9 MyosinlE
SNX9 SH3 MyosinlE
MyosinlE
MyosinlE  TH2
MyosinlE  TH2
SNX9
SNX9 SH3
SH3 MyosinlE TH2
SNX9
MyosinlE
MyosinlE ~ SNX9
SNX9 SH3

Myosin1E-SNX9

SH3
MyosinlE
SNX9
SH3
MyosinlE  TH2
SNX9

SNX9

Myosin1E-Cavin3-Caveolinl

MyosinlE
Myosin1lE-SNX9 Myosinl1E-Cavin3-Caveolinl
SIRNA MyosinlE
MyosinlE ~ TH2 SNX9
SNX9
MyosinlE
MyosinlE SH3P2
SH3P2
SH3P2 MyosinlE
CRISPR-Cas9 MyosinlE HelLa SH3P2
HelLa TetON HelLa-TetON-SH3P2
SH3P2
MyosinlE Tet-ON
SH3P2 MyosinlE
SIRNA
MyosinlE
MyosinlE
MyosinlE SNX9 Cavin3
MyosinlE ~ SNX9 Cavin3
SNX9 Cavin3 MyosinlE
MyosinlE SNX9
SH3P2 SH3P2
MyosinlE SNX9
SNX9  MyosinlE
Hel & TetON-SH3P2
SH3P2
MyosinlE HelLa
MyosinlE
SH3P2 RANKL
SH3P2 SH3P2

SRNA



Yamaguchi A, Ishikawa H, Furuoka M, Yokozeki M, Matsuda N, Tanimura S, Takeda K Cleaved
PGAMS5 is released from mitochondria depending on proteasome-mediated rupture of the outer
mitochondrial  membrane during mitophagy. J Biochem 165, 19-25 (2019) doi:
10.1093/jb/mvyQ77

Honda S, Sadatomi D, Yamamura Y, Nakashioya K, Tanimura S, Takeda K WP1066 suppresses
macrophage cell death induced by inflammasome agonists independently of its inhibitory effect on
STAT3. Cancer Sci 108, 520-527 (2017) doi: 10.1111/cas.13154

Sadatomi D, Nakashioya K, Mamiya S, Honda S, Kameyama Y, Yamamura Y, Tanimura S, TakedaK
Mitochondrial function is required for extracellular ATP-induced NLRP3 inflammasome activation. J

Biochem 161, 503-512 (2017) doi: 10.1093/jb/mvw098
SH3P2
35 2018/11/18
1 myosin 1E SNX9
77 2018/9/28
MyosinlE
SH3P2 30
2018/7/1
ERK
SH3P2-MyosinlE 138 2018/3/27
1 myosin
1E SNX9 ConBio2017

2017/12/6

Myosin 1E
SH3P2 ConBio2017

2017/12/6
SNX9

MyosinlE 39 2016/12/2

ERK MyosinlE
39 2016/12/2

SH3P2  Myosin 1E
75 2016/10/6

http://www.ph.nagasaki-u.ac.jp/lab/cell/index-j.html

o

TAKEDA, Kohsuke






