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Serum extracellular matrix protein as a biomarker for acute exacerbation of
interstitial pneumonia

Tanino, Yoshinori
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Interstitial pneumonia is characterized by excessive accumulation of
extracellular matrix (ECM) protein in interstitium, which is destructed in acute exacerbation (AE)
leading to architectural distortion . In this study, we hypothesized that ECM protein levels in
serum are changed in acute exacerbation of interstitial pneumonia (AE-IP), and examined the
possibility that they are clinically helpful biomarkers in AE-IP.

Decorin, syndecan-4 and versican levels in serum were changed in both stable and AE phases, and

related with prognosis in AE-IP. These results suggest that ECM protein levels in serum are possible
clinically useful biomarkers in AE-11P.



3-5
pirfenidone ’ nintedanib OFEV* IPF
IPF
pirfenidone nintedanib
IPF
collagen (GAG)
(PG) (ECM)
" glue”
GAG growth
factor GAG mutant CXCL8
CXCL8 GAG interaction (Tanino Y et al.
J Immunol, 2010) PG syndecan-4 syndecan-4
LPS (Tanino Y et al. Am J Respir Cell WMol
Biol, 2012  GAG (HA) PG versican
innate immunity (Chang MY,
Tanino Y et al., Matrix Biol, 2014) ECM
IPF (BAL) HA
CXCL8 HA
(Inokoshi Y, Tanino Y et al., Respirology, 2013) syndecan-4

(1PF)

(Nikaido T, Tanino Y et al., J Infect Dis, 2015)

ECM
ECM ELISA
ECM
ECM
Denmark  Nordic Bioscience ECM
decorin Syndecan-4
1P decorin
(HV)
1P
IPF IPF
1P non IPF
non IPF
decorin IPF

decorin

R

ECM

12000

i

2
£
s
g
3
£
2 4
&

T
HY
(0=36)

41 : #5545 B R 8 o if " Decorin®it B

T
SD-IIP AE-IIP
(0=97) (n=56)

Decorinf& (&7 (n=10)

Decorin i 5 (n=11)

20 30 40

©  (Days)

(22 : R AL ARAERE B E O Il F DecoriniB B & T4 & DB



syndecan-4

1P
syndecan-4 ¥l
1P
é%i 0.6
syndecan-4 I e S
syndecan-4 KL-6 @ P £0.08 Engpcns
0.2
syndecan-4 i
0 10 20 30 40 50 60
syndecan-4 Time (Day)
X3 : %EHsyndecan-4i fF L T4
1P
syndecan-4
ECM MMP Yy
matrix metalloproteinase o Sy (o el éwk“4ﬁ>—§
| v e eI TEED o
CRP biglycan versican
i S
ECM 1p e o e
v | ot I "<: o I ’
versican T 2 TEEme TE E
versican e
3 b i
X4 : KR ERVE PR B O ML HECMS FREEN) & T L DB
decorin syndecan-4 versican
ECM

Sato Y, Tanino Y, Wang X, Nikaido T, Sato S, Misa K, Togawa R, Frevert CW, Munakata
M.Baseline Serum Syndecan-4 Predicts Prognosis after the Onset of Acute Exacerbation of
Idiopathic Interstitial Pneumonia.PLoS One 12(5):e0176789,2017.

Nikaido T, Tanino Y, Wang X, Sato Y, Togawa R, Kikuchi M, Misa K, Saito K, Fukuhara N,
Kawamata T, Rikimaru M, Umeda T, Morimoto J, Koizumi T, Suzuki Y, Hirai K, Uematsu M,
Minemura H, Fukuhara A, Sato S, Saito J, Yokouchi H, Kanazawa K, Shibata Y. Serum decorin
is a potent prognostic biomarker in acute exacerbation of idiopathic pulmonary fibrosis.J
Thorac Dis 10(9):5346-25,2018.

Sand JMB, Tanino Y, Karsdal M, Nikaido T, Misa K, Sato Y, Togawa R, Wang X, Leeming D,
Munakata M. A Serological Biomarker of Versican Degradation is Associated with Mortality
Following Acute Exacerbations of Idiopathic Interstitial Pneumonia. Respir Res
19:82,2018.

11

Nikaido T, Tanino Y, Fukuhara N, Misa K, Sato Y, Togawa R, Suzuki Y, Uematsu M, Fukuhara
A, Sato S, Saito J, Wang X, Munakata M. Serum decorin as a possible prognostic biomarker
in patients with acute exacerbation of idiopathic pulmonary fibrosis. ATS International
Conference, 2016 (San Francisco)

Togawa R, Tanino Y, Wang X, Nikaido T, Fukuhara N, Misa K, Sato Y, Suzuki Y, Uematsu M,
Fukuhara A, Sato S, Saito J, Munakata M. Serum Syndecan-1 in Patients with Acute
Exacerbation of idiopathic Interstitial Pneumonia. ATS International Conference, 2016
(San Francisco)

Sand JMB, Tanino Y, Nikaido T, Misa K, Sato Y, Togawa R, Wang X, Leeming DJ, Munakata
M. Biomarkers of Extracellular Matrix Remodeling are Associated with Acute Exacerbations



of Idiopathic Interstitial Pneumonia. ATS International Conference, 2017 (Washington,
DC)

Sand JMB, Juhl P, Tanino Y, Nikaido T, Misa K, Sato Y, Togawa R, Wang X, Karsdal
M,Bay-Jensen AC, Leeming D, Siebuhr AS, Munakata M. Biomarkers of Extracellular
Matrix Remodeling are Associated with Acute Exacerbations of Idiopathic Interstitial
Pneumonia. EULAR Madrid 2017 Annual European Congress of Rheumatology, 2017 (Madrid)

Nikaido T, Tanino Y, Wang X, Sato Y, Togawa R, Munakata M. Serum Hyaluronan in Patients
wi'th Acute Exacerbation of Idiopathic Interstitial Pneumonia. 22nd Congress of the APSR,
2017 (Sydney)

Sato Y, Tanino Y, Nikaido T, Sato Y, Togawa R, Wang X, Munakata M. Serum Laminin a 3 in
Patients with Acute Exacerbation of Idiopathic Interstitial Pneumonia. 22nd Congress of
the APSR, 2017 (Sydney)

Togawa R, Tanino Y, Nikaido T, Sato Y, Togawa R, Suzuki Y, Uematsu M, Fukuhara A, Sato

S, Saito J, Shibata Y. Hyaluronan in Bronchoalveolar Lavage Fluid from Patients with
Autoimmune Pulmonary Alveolar Proteinosis. 23rd Congress of the APSR, 2018 (Taipei)

syndecan-4 48
2016

57 2017

IPF
a3 57 2017

BAL 58
2018



€y

Xintao Wang

8 00448630

Masahito Ebina

8 10280885

Mitsuru Munakata

8 00209991

@
Diana Julie Leeming
Diana Julie Leeming



