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The role of endothelin in COPD
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Pulmonary hypertension is one of the major complications of chronic
obstructive pulmonary disease (COPDg, and pulmonary hypertension and right heart failure are known
to be poor prognostic factors.

At Tirst we examined changes in plasma endothelin (ET-1) before and after the start (change) of
inhaled drugs in COPD patients, we found that ET-1 in plasma decreased after the start of
inhalation. In an elastase-induced COPD mouse model, plasma ET-1 levels were significantly elevated
in the elastase-treated group (p<0.01). Treatment effects of budesonide/formoterol/glycopyrronium,
etc. were observed in this COPD model, and significant reductions in ET-1 concentration were
observed in all treatment groups (p<0.05).

COPD



(1) COPD

COPD

GOLD (Global Initiative for Chronic Obstructive Lung Disease)
3 8 COPD 3
COPD
Hurdman J, et al. Eur Respir J. 2013

&

J EIE
a

Giaid A, et al.

N Engl J Med. 1993. MEDYRHE MmE®EHE

‘L & VEGF <
COPD Qe ey PIRzABRA 5 v C LAMA

COPD

QOL

3 oy \¥
RESTolE L
s V

cOPp _ BERE €

1. fibs i D mRgE T )Y

1. Carratu P, et al.
BMC pulm Med. 2008 COPD
Wright JL, et al. Thorax. 2005

@
COPD
B2 LABA LAMA ICS
LABA/LAMA COPD
Claussen JV, et al. Am J Respir Crit
Care Med. 2019 COPD
COPD ICS
Zanini A, et al. Thorax. 2009 LAMA
Legeay S, et al. Sci Rep. 2016 LABA
Leblaris V, et al. Cardiovasc Res. 2007 1 COPD
COPD
COPD
invitro invivo
COPD
2013 1 PAH 2
3 / 4
CTEPH 5
COPD 3
-80
RNA miRvana small RNA extraction kit (Ambion) Pinkerton

M, et al. J Allergy Clin Immunol. 2013 Sinha A, et al. J Allergy Clin Immunol. 2013



Enzyme immunoassay (EIA) kit (Cayman

Carratu P, et al. BMC pulm Med. 2008

Chemical)

COPD
COPD
LAMA LABA ICS
COPD
COPD
BALF real time PCR
ELISA
TNFo  TGFB real time PCR
COPD ET-1
COPD ET-1
Rtube 10
EBC 4-12
Endothelin-1 Quantikine ELISA Kit Systems
ET-1 n=8
(n=1) EBC 6/9
COPDEEIC &1+ BET-10E(
MmIFPET-1DZE(L EBCHRET-1DZE{L
0.8
40 25 0.7
85 0.6
2
30 0.5
25 gt
: 15 0.4
20 0.3
15 1 0.2
1.0 0.1
0.5
05 0
0.0 0 WIEBC  #EBC WIEBC  #EBC
HET-10IM8%)  #ET-1(m3%) RIET-1(M3%)  #ET-1(Mm%) 1 RIRET 0.38 SHEERT  WEERT
L) 1.880& Y550 1380 0880 g " 2 IRIAT 0.51 6 IR RBRAE
2670 1670 2180 1580 o 0.5 4 B0 0B L] B ) MTE 8]
0 o E 1616821 1.787008 - 4 0.74 8 MERE MERT
1.250 2.190 1.840 ®) 0.12 0.22
COPD
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Systems ET-1
Day21 2.03 pg/ml, PBS 1.29 pg/ml
ET-1 n=6 p<0.01
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