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Elucidation of balancing mechanisms of death receptor signaling mediated by
STK11
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Fas-induced apoptosis is mediated b{ tow pathways, "internal pathway" and "
external pathway", depending on whether or not mitochondrial outer membrane permeation is required.
This study revealed that STK11l activates the external pathway by promoting the degradation of the
anti-apoptotic factor XIAP. In addition, under the condition that the signal of the internal pathway
is sufficiently transmitted, STK11 promotes PARP-dependent nuclear translocation of AIF and induces
programmed cell death called parthanatos to enhance the activation of the internal pathway.

STK11



Fas TNF-o

complex) Caspase-8

DISC

Fas
SiRNA

threonine kinase 11 / Liver kinase Bl)

STK11
STK11
Fas
2
2 BID
Bcl-2
Caspase-3
Caspase-8 Caspase-3
STK11
PARP AlF
STK11
BID HeLa
Fas
XIAP
Fas

MG-132

(DISC: death-inducing signaling

FADD FADDosome
NF-xB

RNAI
STK11/LKB1 (Serine-

Caspase-8 Bcl-
BID(tBID) tBID

STK11

STK11 Fas

XIAP
BID HelLa STK11
XIAP



XIAP

X1AP STK11
STK11 XI1AP
STK11  XIAP
STK11
Fas
Fas
STK11
Fas
DNA
DNA
AlF
PARP
Fas AlF
AIF
AlF

STK11  Fas

STK11
XIAP

Fas

BID

cytochrome ¢ Smac AIF

PARP
STK11
Fas
Fas
STK11
AIF

XIAP

Fas

STK11

Fas

STK11

HeLa

Fas

XIAP

Fas

XIAP
BID

STK11

STK11

3 Fas
STK11 AIF

AIF

Fas

AIF

PARP
Fas
p62
STK11
STK11

Fas
p62



8 8 0 8

Yusuke Hirata, Aya Inoue, Saki Suzuki, Miki Takahashi, Ryosuke Matsui, Nozomu Kono, Takuya 10

Noguchi, Atsushi Matsuzawa

trans-Fatty acids facilitate DNA damage-induced apoptosis through the mitochondrial JNK-Sab-ROS 2020

positive feedback loop

Scientific Reports 1-16
DOl

10.1038/s41598-020-59636-6

Mayuka Yamada, Midori Suzuki, Takuya Noguchi, Takumi Yokosawa, Yuto Sekiguchi, Natsumi Mutoh, 3

Takashi Toyama, Yusuke Hirata, Gi-Wook Hwang, Atsushi Matsuzawa

The Antibiotic Cefotaxime Works as Both an Activator of Nrf2 and an Inducer of HSP70 in 2020

Mammalian Cells

BPB reports 16-21
DOl

10.1248/bpbreports.3.1_16

Mei Tsuchida, Takumi Yokosawa, Takuya Noguchi, Tatsuya Shimada, Mayuka Yamada, Yuto Sekiguchi, 45

Yusuke Hirata, Atsushi Matsuzawa

Pro-apoptotic functions of TRAF2 in p53-mediated apoptosis induced by cisplatin 2020

The Journal of Toxicological Sciences 219-226
DOl

10.2131/jts.45.219

T Yokosawa, M Yamada, T Noguchi, S Suzuki, Y Hirata, A Matsuzawa 72

Pro-caspase-3 protects cells from polymyxin B-induced cytotoxicity by preventing ROS 2020

accumulation

The Journal of antibiotics 848-852

DOl
10.1038/s41429-019-0216-6




Yuto Sekiguchi, Mayuka Yamada, Takuya Noguchi, Chise Noomote, Mei Tsuchida, Yuki Kudoh, Yusuke 44

Hirata, Atsushi Matsuzawa

The anti-cancer drug gefitinib accelerates Fas-mediated apoptosis by enhancing caspase-8 2020

activation in cancer cells

The Journal of Toxicological Sciences 435-440
DOl

10.2131/jts.44.435

Noguchi Takuya Suzuki Midori Mutoh Natsumi Hirata Yusuke Tsuchida Mei Miyagawa Sayoko 9

Hwang Gi-Wook Aoki Junken Matsuzawa Atsushi

Nuclear-accumulated SQSTM1/p62-based ALIS act as microdomains sensing cellular stresses and 2018

triggering oxidative stress-induced parthanatos

Cell Death & Disease 1193
DOl

10.1038/s41419-018-1245-y

Noguchi Takuya Sekiguchi Yuto Kudoh Yuki Naganuma Rio Kagi Tomohiro Nishidate Akiko Maeda 12

Kazuhiro [Ishii Chizuru Toyama Takashi Hirata Yusuke Hwang Gi-Wook Matsuzawa Atsushi

Gefitinib initiates sterile inflammation by promoting IL-13 and HMGB1 release via two distinct 2021

mechanisms

Cell Death & Disease 49
DOl

10.1038/s41419-020-03335-7

Kudoh Yuki Noguchi Takuya Ishii Chizuru Maeda Kazuhiro Nishidate Akiko Hirata Yusuke 1

Matsuzawa Atsushi

Antibiotic Vancomycin Promotes the Gene Expression of NOD-Like Receptor Families in Macrophages 2018

BPB Reports 6 10

DOl
10.1248/bpbreports.1.1_6




92

2019

ALIS (aggresome-like induced structures) as an oxidative stress barometer

47

2020

STK11/LKB1 Fas

46

2019







