(®)
2015 2016

TAZ

Analysis of the functional roles of TAZ in lung cancer and lung fibrosis with a
focus on lung mesenchyme
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TAZ, a key component of the Hippo pathway, regulates a variety of biological
processes including control of organ size and cancer progression. In this study, we explored the
roles of TAZ in the pathogenesis of idiopathic pulmonary fibrosis (IPF) through histological
analyses of human lung tissues and cell culture experiments. TAZ was highly expressed in the
fibroblastic foci of lungs from patients with IPF. TAZ controlled myofibroblast marker expression,
proliferation, migration, and matrix contraction in cultured lung fibroblasts. Gene expression
profiling revealed TAZ-mediated regulation of connective tissue growth factor and type I collagen.
These findings suggest that TAZ is involved in the pathogenesis of IPF through multifaceted effects

on lung fibroblasts.

TAZ Hippo pathway



Hippo pathway
contact
inhibition

TAZ Hippo pathway

Hippo pathway
ECM

Cancer-associated fibroblasts; CAF
CAF
ECM

ECM ECM

a -smooth muscle actin o -SMA
ECM

Hippo pathway

TAZ

TAZ
in vitro in vivo
TAZ

HFL-1 SiRNA
TAZ
ECM

direct cell count

type 1

HFL-1
TAZ

TAZ
TAZ HFL-1
RNA RNA
TAZ

Taz
Taz
Taz

HE
Azan Ashcroft score
Flexivent
Sircol

RNA
BALF

CAF fibroblastic foci TAZ
o -SMA
TAZ

HFL-1 SiRNA  TAZ
o -SMA
immunoblot TAZ

o -SMA

TAZ

TAZ

—a— SINTC
20 —dr= SITAZ #1
8= SiTAZ #2

Cell number (x10%)

Time (h)

TAZ

TAZ

SiTAZ #1

siNTC

Hibpo pathway



HFL-1 TAZ
25kPa TAZ
0.5kPa
TAZ
ECM
TAZ
ECM ECM

positive feedback

TAZ
RNA RNA-seq
2 SIRNA
TAZ 94 gene
ontology cell motility

cell migration
CTGF  Col1A2
immunoblot CTGF
ECM
CTGF TAZ direct target
TGF-smad pathway

gRT-PCR

- CTGF CTGF
_% 12 12
1 ™ 1 |
5 08 i 08 %
HFL-1 ; 06 % WI-38 3 o6 *
S 04 04
sl [1 . 35l 17
[ E: g
SINTC  siTAZ#1 siTAZ#2 sINTC siTAZ#1 siTAZ#2
collagen1A2 collagen 1A2
§ 12 12
2 11 11 )
2 * *
08 08
HFL-1 go.e WI-38 5 os
£ 04 04
% 02 § 02
T o T o

SINTC  siTAZ#1 siTAZ#2 siNTC siTAZ#1 siTAZ#2

— a— S— | 38 kDa

CTGF | s ——
—

— YAP 70kDa

TAZ/ YAP
- — = - —TAZ 50kDa
GAPDH ‘ | a7koa
TGF-p - - - - + + + +
STAZ#1 -+ -+ -+ - %
SYAP - -+ o+ - -+ 4

Lung Genomics Research Consortium
(LGRC)
TAZ
TAZ

TAZ

TAZ

Taz

Taz

2
Azan
Ashcroft score
Taz
Collal RNA BALF
/
Taz
CAF TAZ
CAF  TAZ
IPF
TAZ
fibroblastic foci
TAZ
a -SMA
H&E ) ‘EM’G. - a-SMA TAZ
[]
.

TAZ contributes to pulmonary fibrosis by
activating profibrotic functions of lung
fibroblasts.
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