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New molecular target for lung cancer using PPAR-gamma
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PPAR-gamma, an intra-nuclear protein, has a potential role for
anti-inflammation and anti-tumor effect. We assessed the anti-tumor role caused by the control of
epithelial-mesenchymal transition using PPAR-gamma agonists in lung cancer. The
epithelial-mesenchymal transition was slightly suppressed by tBHQ, an activator of Nrf2 which
regulates PPAR-gamma expression in vitro. Additionally, pirfenidone, an anti-fibrotic agent, showed
suppression both of epithelial-mesenchymal transition and cancer cell growth.

PPAR-gamma



NROBL(DAX1)

Ewing

NROB1

NROB1

NROB1

NROB1

Peroxisome Proliferator

Activated Receptor-gamma (PPAR-gamma)

NROB1 PPRA-gamma

NROB1
PPAR-gamma
ALDH invitro
NROB1
PPAR-gamma
PPAR-gamma agonist
PPAR-gamma

Peroxisome Proliferator Activated Receptor
-gamma (PPAR-gamma)

PPAR-gamma agonist

TGF-beta

PPAR-gamma
agonist

PPAR-gamma
PPAR-gammaagonist ligand

A549 H358 in vitro
PPAR-gamma agonist

Pioglitazone  Rosiglitazone

GW9662

antagonist TGF-beta

RT-PCR

PPAR-gamma
Nrf2 tBHQ
invitro
Pirfenidone

invitro

A549 TGF-beta

Pioglitazone Rosiglitazone

H358

PPAR-gamma



tBHQ Nrf2
A549
H358
Nrf2
PCR-array A549
TGF-beta
CDH1(E ) COL1A1,
CDH2(N )
H358 RT-PCR
Pioglitazone tBHQ
N
lmi=.y
: - e
R S —

avhA—)L, MPGZ, PGZ+TGF-B, WtBHQ., MtBHQ+TGF-B, ' TGF-B

CTG

tBHQ H358

Q TG TQ

C; Control
T, TGF-B
G;GW9662
Q:tBHQ
TG TGF-
+GW9662
TQ; TGF-B
+BHQ

Pirfenidone

H358
MTT Pirfenidone
RT-PCR
TGF-beta N

E

N
TGF-beta

0.1-1.0ng/ml
N
AS40

e s

M-cadherin  — g— ﬂ ——
1 .01 p (-1

Vimentin —— N e—
1 85 234 1.21
E-cadherin
(L5 | S
GAPDH — ———
TGE-f - - t %
PFIY f - t

2

1, Fujiwara A, Shintani Y, Funaki S,

Kawamura T, Kimura T, Minami M

Okumura M. Pirfenidone plays a

biphasic role in inhibition of epithelial

-mesenchymal transition in non-small

cell lung cancer. Lung Cancer 2017, 106:
8-16. doi: 10.1016/j.lungcan.( )

2, Shintani Y, Fujiwara A, Kimura T,

Kawamura T, Funaki S, Minami M,

Okumura M. IL-6 Secreted from

PPAR-gamma

Cancer-Associated Fibroblasts Mediates

Chemoresistance in NSCLC by



Increasing Epithelial-Mesenchymal
Transition Signaling. J Thorac Oncol.
2016, 11: 1482-92. doi: 10.1016/j.jtho.

( )

EMT

(57) 2016
12

EMT

(116), 2016 4

56 2015 11

)
INOUE Masayoshi

10379232

(2)
MINAMI Masato

10240847
(OKUMURA Meinoshin)
40252647
(SHINTANI Yasushi)
90572983
(FUNAKI Soichiro)
50464251
(KAWAMURA Tomohiro)
30528675
(SAWABATA Noriyoshi)
50403184
(NAKAGIRI Tomoyuki)

70528710

®

*



