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Several studies reported the association of MUC5B promoter variant
rs35705950 with idiopathic pulmonary fibrosis. Here we developed a transgenic mouse overexpressing
the human MUC5B promoter variant rs35705950 and evaluated whether its overexpression correlates with

the development of experimental pulmonary fibrosis. We compared the degree of lung fibrosis and
fibrotic markers between wild type and rs35705950 transgenic mice. Lung fibrosis was induced by
bleomycin using osmotic minipumps. The number of inflammatory cells, the hydroxyproline content, the
concentration of extracellular matrix proteins and the level of transforming growth factor-betal in
the lungs were significantly enhanced in wild-type mice compared to MUC5B transgenic mice receiving
bleomycin. The results of this suggest that overexpression of MUC5B protein in the lungs protects
against bleomycin-induced pulmonary fibrosis.



perfenidone  nintedanib

Idiopathic Pulmonary Fibrosis: IPF

3 5 20 40%
IPF
genome-wide linkage study 11 IPF
MUC5B
rs35705950 IPF 20
rs35705950 mucin 5B IPF MUC5B
MUC5B
IPF MUC5B
unfolded protein response
IPF
rs35705950
genome-wide linkage study MUC5B
rs35705950 IPF
mucin 5B

C57BL/6
C57BL/6
> Whole body plethysmography (Buxco )
(broncho-alveolar lavage fluid: BALF)
BALF TNF-a  IL1-B TGFB1 CTGF PDGF
hydroxyproline
Ashcroft
MUC5B  rs35705950 TGFB1
C57BL/6 MUC5B
TGFB1
MUC5B
TGFB1
microCT
0.30 30
Ezs-
0.25 o . k)
* * 20
WT/SAL (wild type/saline) MUC5B-TG/SAL Z %% EE ﬁ? 2
(MUC5-transgenic/saline) saline = von ¥ o % % 815
(TV) saline " ° £ o,
TV 0.15- ? w
WT/BLM(wi ld type/bleomycin) * &7
MUC5B-TG/BLM BLM — 0
TV BLM v : SO S S K
A P & N N oV
§9v ‘é\\(: o\c,v:b (,\}\ i~ \o;\ 0\@\}“{\0\0 $°
& & & & »
RN @o &

WT/SAL MUC5B-TG/SAL BALF 1.



WT/SAL MUC5B-TG/SAL

GISAL

WT/BLM

WT/BLM

MUCS5B-T
A Wiae

gl\
4

N
~
1

N
i

Lung hydroxyproline (ng/lung)

MUC5B/BLM

BALF

MUC5B/BL

%
& «"\6":@0& &
& &
» »
2. 3. . *p<0.05
WT/SAL MUC5B-TG/SAL
WT/BLM MUC5B/BL
TGFp1
active TGFB1 total TGFbl  WT/SAL MUC5B-TG/SAL
WT/BLM MUC5B/BL active TGFB1 total TGFB1
z « 5
- i * - - *
% 3000+ © 2000- 2 5 x Q 20-
: : I '
£ 2500+ E 2 a4 2
%,2500 2 1500 ‘1‘ = ¢ o0 T 15
£ 2000 5 © ‘E ) 2 o i’
gﬁoo— §1ooo- % % 104 o ¢
- 24
E 1000 % g % % * 3 %
2 8 500 é S S o5 c}i 'i—
$ s00{ © 2 s " s o
7] »n c []
8 & £ o o 8 s
VIO R N R S S R
3 &£ &fx"@ & 0{\0\0\, 3 & E & &f\"\(’ & & & &50\9 «\"\Q’V‘b:s"@v
& @s‘f’ & “e"" & & Ny \‘9""
4 TGFB].. *P<0.05 MUC5B mRNA. *P<0.05
MUC5B mRNA
MUC5B mRNA MUC5B-TG/SAL WT/SAL
MUC5B/BL WT/BLM MUC5B mRNA
mMRNA
fibronectin asmooth muscle actin (aSMA) collal mRNA MUC5B-TG/SAL
WT/SAL MUC5B/BL WT/BLM
fibronectin  aSMA  mRNA collal mRNA MUC5B/BL

WT/BLM



11 11 2 11

Baffour Tonto Prince Yasuma Taro Kobayashi Tetsu D' Alessandro-Gabazza Corina Toda 20

Masaaki Saiki Haruko Fujimoto Hajime Asayama Kentaro Fujiwara Kentaro Nishihama Kota

Okano Tomohito Takeshita Atsuro Gabazza Esteban

Protein S is Protective in Acute Lung Injury by Inhibiting Cell Apoptosis 2019

International Journal of Molecular Sciences 1082 1082
DOl

10.3390/ijms20051082

Yasuma Taro Kobayashi Tetsu D’ Alessandro-Gabazza Corina Fujimoto Hajime Ito Kentaro 19

Nishii Yoichi Nishihama Kota Baffour Tonto Prince Takeshita Atsuro Toda Masaaki Gabazza

Esteban Taguchi Osamu Yonemura Shigenori Hataji Osamu

Renal Injury during Long-Term Crizotinib Therapy 2018

International Journal of Molecular Sciences 2902 2902
DOl

10.3390/ijms19102902

D' Alessandro-Gabazza Corina N. M"endez-Garcia Celia Hataji Osamu Westergaard Sara Watanabe 9

Fumiaki Yasuma Taro Toda Masaaki Fujimoto Hajime Nishihama Kota Fujiwara Kentaro Taguchi

Osamu Kobayashi Tetsu Mackie Roderick I. Cann Isaac Gabazza Esteban C.

Identification of Halophilic Microbes in Lung Fibrotic Tissue by Oligotyping 2018

Frontiers in Microbiology 1892 1892

DOl
10.3389/fmicbh.2018.01892




Nakamura Yuki Kobayashi Tetsu Nishii Yoichi Suzuki Yuta Saiki Haruko Ito Kentaro Watanabe 9

Fumiaki Nishihama Kota Yasuma Taro D"Alessandro-Gabazza Corina N. Katsuta Koji Fujimoto

Hajime Gabazza Esteban C Taguchi Osamu Hataji Osamu

Comparable immunoreactivity rates of PD-L1 in archival and recent specimens from non-small cell 2018

lung cancer

Thoracic Cancer 1476 1482
DOl

10.1111/1759-7714.12861

D' Alessandro-Gabazza Corina N. Kobayashi Tetsu Gabazza Esteban C. 198

Risks of Treating ldiopathic Pulmonary Fibrosis with a TAM Receptor Kinase Inhibitor 2018

American Journal of Respiratory and Critical Care Medicine 970 971
DOl

10.1164/rccm.201805-0871LE

Onishi Masahiro Kobayashi Tetsu D"Alessandro-Gabazza Corina N. Fujimoto Hajime Chelakkot- 497

Govindalayathil Ayshwarya-Lakshmi Takahashi Yoshinori Yasuma Taro Nishihama Kota Toda

Masaaki Takei Yoshiyuki Taguchi Osamu Gabazza Esteban C.

Mice overexpressing latent matrix metalloproteinase-2 develop lung emphysema after short-term 2018

exposure to cigarette smoke extract

Biochem Biophys Res Commun 332-338
DOl

10.1016/j .bbrc.2018.02.081

Nishii Yoichi Hataji Osamu Ito Kentaro Watanabe Fumiaki Kobayashi Tetsu D"alessandro- 8

Gabazza Corina Toda Masaaki Taguchi Osamu Yamamoto Nobuyuki Gabazza Esteban

Efficacy of osimertinib in a patient with non-small cell lung cancer harboring epithelial 2017

growth factor receptor exon 19 deletion/T790M mutation, with poor performance status

Mol Clin Oncol 246-249

DOl
10.3892/mco.2017.1522




Fujiwara A, Yoshida M, Fujimoto H, Nakahara H, Ito K, Nishihama K, Yasuma T, Hataji O, Taguchi
0, D"Alessandro-Gabazza CN, Gabazza EC, Kobayashi T

A Retrospective Comparison of the Clinical Efficacy of Gefitinib, Erlotinib and Afatinib in 2018

Japanese Patients with Non-small Cell Lung Cancer

Oncol Res -
DOl

10.3727/096504018X15151523767752

Hataji Osamu Nishii Yoichi Ito Kentaro Sakaguchi Tadashi Saiki Haruko Suzuki Yuta 14

D"Alessandro-Gabazza Corina Fujimoto Hajime Kobayashi Tetsu Gabazza Esteban Taguchi Osamu

Smart watch-based coaching with tiotropium and olodaterol ameliorates physical activity in 2017

patients with chronic obstructive pulmonary disease

Exp Ther Med 4061-4064
DOl

10.3892/etm.2017.5088

Tomaru A Kobayashi T Hinneh J A Baffour Tonto P D"Alessandro-Gabazza C N Fujimoto H 24

Fujiwara K Takahashi Y Ohnishi M Yasuma T Nishihama K Yoshino M Takao K Toda M Totoki

T Takei Y Yoshikawa K Taguchi O Gabazza E C

Oligonucleotide-targeting periostin ameliorates pulmonary fibrosis 2017

Gene Ther 706-716
DOl

10.1038/gt.2017.80

Fujiwara Kentaro Kobayashi Tetsu Fujimoto Hajime Nakahara Hiroki D"Alessandro-Gabazza 187

Corina N. Hinneh Josephine A. Takahashi Yoshinori Yasuma Taro Nishihama Kota Toda

Masaaki Kajiki Masahiro Takei Yoshiyuki Taguchi Osamu Gabazza Esteban C.

Inhibition of Cell Apoptosis and Amelioration of Pulmonary Fibrosis by Thrombomodulin 2017

Am J Pathol 2312-2322
DOl

10.1016/j .ajpath.2017.06.013




27

58

2018

MDAS

CADM 1

131

113

2018

MMP-2 M1

67

2018

EGFR

113

2018




20 ALK 1

113

2018

Periostin

48

2018

Keisuke Morikawa, Yasunori Imaoka, Hiroyuki Takemura, Kana Kitayama, Shunta Shimoda, Shogo Inaba, Haruka Kusuki, Yu
Hashitsume, Momoko Hirose, Yuta Suzuki, Makoto Okada, Corina N. D' Alessandro-Gabazza, Esteban Gabazza, Osamu Taguchi, Osamu
Hataji

Creating a prediction formula for resting energy consumption of patients with COPD and ILD

ERS 2018 International Congress

2018

Gunnar Reksten Husebo, Esteban Gabazza, Corina D"Alessandro, Marianne Aanerud, Masaaki Toda, Rune Gronseth, Per S. Bakke,
Tomas Mikal Lind Eagan

Coagulation markers in COPD

ERS 2018 International Congress

2018




matrix metalloproteinase-2(MMP-2)

16 Kinki Hokuriku Airway disease Conference

2017

Esteban C. Gabazza
N. D' Alessandro-Gabazza

Corina

36

2017

57

2017

EGFR

57

2017




Corina N. D' Alessandro-Gabazza
Esteban C. Gabazza

MMP-2 emphysema

57

2017

Corina N. D' Alessandro-
Gabazza Esteban Gabazza

Matrix Metalloproteinase-2

57

2017

COPD LAMA/LABA

57

2017

57

2017




Gabazza

Corina Gabazza Esteban

thrombomodulin

57

2017

Nintedanib

129

111

2017

66

2017

66

2017




MMP-2

91

2017

T790M

111

2017

L858R EGFR

58

2017

EGFR

58

2017




NTM ANCA

130 112

2017
Aeromonas caviae

130 112
2017

112
2018

0

(Gabazza Corina)
(10750656) (14101)




(Toda Masaaki)

(10202201) (14101)

(Kobayashi Tetsu)

(20437114) (14101)




