pulmonary artery intimal sarcoma

PIS
PIS PIS
"PIS-1”
PIS PIS-1
SCID PCR array,
PDGFR VEGFR
Pazopanib PIS-1
SCID PIS-1
PIS PIS PIS
A.
PIS 300
PIS
PIS
13-18
PIS
PIS PIS

B.
1. PIS

PIS RPMI 10%

PIS-1 8-9 PIS-1

2.
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3. invitro
Invasion assay
Multicolor fluorescence in situ hybridization mFISH
PCR array, western blot PIS

4.
SCID PIS-1 2x10°
PIS
5.
PIS-1 cell gqPCR PDGF
Pazopanib PIS-1
C.
PIS-1
vimentin, MDM2, CD44 CD31, a-SMA, desmin PI1S-1
A549 mFISH
SCID PIS-1
28
PIS-1 PCR, Western blot PDGFR
VEGFR PIS-1 Pazopanib
Pazopanib 0.1,1.0, 10uM Day14
PIS-1 SCID Pazopanib
Day 14
D.
PIS-1 genetic instability
Hanahan, et al. Cell 2011; 144:646
PIS-1 PIS
PIS
PIS-1 PDGF VEGF
pazopanib

Cancer Res 2010;70:7304, J Pathol
2007;212:227 pazopanib  PIS
Intern Med 2016;55:2197, Acta Oncol 2017;56:88
PIS

PIS PIS-1 PIS-1
PIS PIS
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Sanada TJ, Sakao S, Naito A, Ishibashi-Ueda H, Suga M, Shoji H, Miwa H, Suda R, Ilwasawa S, Tada
Y, Ishida K, Tanabe N, Tatsumi K. Characterization of pulmonary intimal sarcoma cells isolated from
a surgical specimen: In vitro and in vivo study. PLoS One. 2019;14(3):e0214654.

2.
57 (pulmonary artery intimal
sarcoma) ( )
( )
PIS-1 ICRB
2019 11
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PAWP DI
/ ST/ SM
RAP PCWP HF
PCWP HF
98 RAP  PCWP
ST/ SM E/Ea RAP
IVCDi RAP  IVCDi
0.57  ST/SM IVCDi IVCDixST/SM  PCWP /Ea  PCWP
0.47 0.18 ROC IVCDixST/SM 16
90 77 PCWP 18 0.86 E/Ea
0.72 IVCDixST/SM  HF PCWP
A
PAWP
(E/EQ)
/
ST / SM RAP PCWP
HF PCWP
B.
175 20
98 RAP PCWP
ST/ SM E/Ea
RAP IVCDi
C.
LVEF<35% PCWP>18 E/Ea RAP  IVCDi 0.57
ST/SM IVCDi IVCDixST/SM  PCWP /Ea  PCWP
0.47 0.18 ROC IVCDixST/SM 16 90
77 PCWP 18 0.86 E/Ea
0.72
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IVCDixST / SM HF PCWP
E/Ea LVEF<35%
E.
IVCDixST / SM PCWP
F.
1.

Chinen D, Nagai T, Uemura K, Aikawa Y, Motokawa T, Asaumi Y, Ogo T, Kanzaki H, Noguchi T, Anzai
T, Shimizu W, Ogawa H, Sugimachi M, Yasuda S. Clinical Usefulness of an Echo-Doppler Model in
Predicting Elevated Pulmonary Capillary Wedge Pressure in Patients With Heart Failure. Am J Cardiol.
2019 May 1;123(9):1464-1469.
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OSA

X
apnea-hypopnea index: AHI

OSA
549 52.5+ 13.2
cardio—ankle vascular index CAVI
CAVI AHI

body mass index BMI

69

CAVI
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AHI p=0.004 p<0.001)
OSA
OSA
A.
OSA
Non-dipper
OSA
PWV cardio-ankle vascular index CAVI
X
OSA OSA
3 OSA
OSA apnea-hypopnea index: AHI




B.
2006 7 2007 12

CAVI
C.
549
27.9 OSA 283
480 87.4%
CAVI  AHI
D.
OSA
OSA
OSA
E.
X
F.
1.

CAVI
X
45 8.2% OSA 68 12.4% OSA 153
51.5% OSA 52.5 + 13.2
OSA BMI
37.2 £ 5.2 mm
OSA
OSA
OSA
OSA
OSA X
OSA
CAVI OSA
OSA

Tomita Y, Kasai T, Ishiwata S, Daida H, Narui K. Aortic Knob Width as a Parameter of atherosclerosis

in patients with obstructive sleep apnea. J Atheroscler Thromb. 2019 Sep 28. [Epub ahead of print]
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OSA

OSA IH
IH
IH
IH
IH
OSA IH
IH
in vitro
IH B GIS IH
IH 1 P TNF-a CCL-2
IH
OSA IH
OSA HPV
PH HP
OSA PH
CPAP
invitro IH
OSA
OSA
REM CPAP
REM HPV PH
PH
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REM
CPAP REM PH
CPAP
in vitro IH B

P TNF-a CCL-2

IH REM PH

D

1.

Kimura H, Ota H, Kimura Y, Takasawa S. Effects of intermittent hypoxia on pulmonary vascular and
systemic diseases. Int J Environ Res Public Health. 2019 Aug 26;16(17). pii: E3101. doi:
10.3390/ijerph16173101
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acute exacerbation AE idiopathic pulmonary fibrosis IPF

2016
IPF fibrotic interstitial lung diseases FILD AE
2008 1 2015
interstitial lung disease ILD 1019 2018 12 multidisciplinary
discussion MDD IPF (n=462) FILD non-specific
interstitial pneumonia NSIP (n=22) (n=29) ILD (n=205)
ILD unclassifiable ILD (n = 301) 2016 AE-IPF AE
193 AE-FILD n =69 AE-IPF n=124
FILD IPF (log-rank test, P < 0.001)
FILD IPF AE (hazard ratio: 0.453;
95% Cl: 0.317-0.647, P = 0.006)
AE-ILD AE
AE-FILD  AE-IPF ILD AE
AE-IPF
A.
IPF 3 4 MST IPF
AE
2016 AE-IPF
AE-IPF
IPF FILD
FILD NSIP
CHP ILD CTD-ILD ILD UC-ILD
FILD AE IPF non-IPF  FILD
AE

-47-




B

2008 1 2015 7 interstitial lung disease ILD
1019 2018 12 CT
multidisciplinary discussion MDD
IPF FILD NSIP CHP CTD-ILD UC-ILD
2016 AE-IPF AE
C.
2008 1 2015 7 1070 ILD 51 FILD
1019 MDD IPF (n=462) FILD
non-specific interstitial pneumonia NSIP (n=22) (n=29)
ILD (n=205) ILD unclassifiable ILD (n =301)
4.3 193 AE AE-FILD n=69 AE-IPF n=124
AE-FILD 3.21/100 AE-IPF 8.38/100
AE FILD IPF (log-rank test, P < 0.001)
FILD IPF AE
(hazard ratio: 0.453; 95% CIl: 0.317-0.647, P = 0.006)
AE-ILD AE
D.
FILD AE AE-IPF AE-FILD
AE-FILD
AE-ILD FVC DLco
PaO2 AE-ILD IPF CHP AE
AE-FILD IPF AE-ILD
IPF
E.
AE-FILD  AE-IPF ILD AE
AE-IPF
F.
1.

Suzuki A, Kondoh Y, Brown KK, Johkoh T, Kataoka K, Fukuoka J, Kimura T, Matsuda T, Yokoyama T,
Fukihara J, Ando M, Tanaka T, Hashimoto N, Sakamoto K, Hasegawa Y. Acute exacerbations of
fibrotic interstitial lung diseases. Respirology. 2019 Aug 19. doi: 10.1111/resp.13682. [Epub ahead

of print]
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chronic thromboembolic disease (CTED)

CTED Balloon pulmonary
angioplasty: BPA BPA 15 4 11 CTED
1)
2)WHO 3) 25mmHg
CTEPH BPA 6 6 BPA
53 7
CTED BPA
A.
CTEPH
25mmHg
CTED
CTED
BPA CTEPH
BPA
CTED BPA
B.
2012 3 2017 8 BPA CTED 15 ( 4 11 )
BPA WHO
class 25mmHg CTEPH BPA
1 60 300ml

Cpex-1 Ramp
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18 CTED CTED 18 3 WHO class
15 58 [44-68] BMI 21.9 [20.6-26.7]
PVC 98.2% [78.2-114.4] %FEV,, 79.9% [72.9-87.5] ( [ D 12
3 APTE 7 DVT 2 1
1
BPA 1 739 CTEPH
3 12 6 2 [1-3]
9[5-15] CTEPH BPA
BPA 6 301 mPAP PVR 6
BPA BPA
53% 7% 6 BPA
mPAP RVR mMPAP/CO
(VE)/ (VCO,)
D.
CTED BPA BPA CTED
10 BPA
(19-24mmHg) BPA
VE/VCO2 BPA CTED
mPAP/CO =>3.0
BPA 6
mMPAP/CO 6 3.0 BPA
BPA
Wiedenroth 10 CTED BPA PEA
CTED CTED BPA PEA
E.
BPA
F.
1.

Imai T, Kataoka M, Kikuchi H, Goda A, Satoh T. Balloon pulmonary angioplasty for symptomatic

chronic thromboembolic disease without pulmonary hypertension at rest Int J Cardiol. 2019 Aug

15;289:116-118.
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CTEPH
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(EPCs)
CTEPH EPCs
(sGC) EPCs sGC
EPCs CTEPH
16 Naive 14 Riociguat 30
Riociguat EPCs Naive
Riociguat Naive
(hPMVECs) EPCs Riociguat hPMVECs Naive
sGC BAY41-2272
hPMVECs CTEPH EPCs
A.
CTEPH
CTEPH
(EPCs)
PAH EPCs
PAH CTEPH
5 (PDE5i), (sGC)
(ERA) sGC
EPCs
CTEPH EPCs
B.
CTEPH 16 Naive 14
Riociguat 30 EPCs
CD34"/CD133" /CD309" EPCs EPCs PCR
(hPMVECS) EPCs EPCs EPCs-CM tube formation assay




wound healing assay sGC hPMVECs

BAY41-2272 hPMVECs EPCs-CM
C.
Naive Riociguat
EPCs (CD34%/CD1337/CD309" cells) Riociguat Naive
Naive EPCs EPCs
PCR-array 84 26 Riociguat EPCs Naive
Naive EPCs Riociguat EPCs
hPMVECs EPCs EPCs-CM Riociguat Naive
tube formation  wound healing assay BAY41-2272
D.
CTEPH EPCs sGC
PCR-array Riociguat EPCs
EPCs
CTEPH
CTEPH EPCs
PEA CTEPH PEA
E.
CTEPH EPCs
F.
1.

Yamamoto K, Nishimura R, Kato F, Naito A, Suda R, Sekine A, Jujo T, Shigeta A, Sakao S, Tanabe N,
Tatsumi K. Protective role of endothelial progenitor cells stimulated by riociguat in chronic
thromboembolic pulmonary hypertension. Int J Cardiol. 2019 Jul 15. pii: S0167-5273(19)30981-7.
doi: 10.1016/j.ijcard.2019.07.017. [Epub ahead of print]
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Pirfenidone

Pirfenidone
Pirfenidone
Pirfenidone
90 120 Pirfenidone 30
Pirfenidone
Pirfenidone
mMRNA Pirfenidone
A.
Pirfenidone
Pirfenidone
B.
Lewis (11 ) Sham Pirfenidone PFD 3 (n=5, 10, 10)
Sham 210 PFD 90
120 PFD 30
Pirfenidone 300mg/kg 120
C.
Sham PFD
p<0.01, p<0.05 Sham
PFD p<0.05

PFD
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ssDNA PFD p<0.05 Real Time

PCR MRNA PFD NF-kB
MRNA
D.
Pirfenidone
Pirfenidone TNF-a
NF-kB
Pirfenidone
Pirfenidone

E.

Pirfenidone

Pirfenidone

F.
1.

Saito M, Chen-Yoshikawa TF, Suetsugu K, Okabe R, Takahagi A, Masuda S, Date H. Pirfenidone
alleviates lung ischemia-reperfusion injury in a rat model. J Thorac Cardiovasc Surg.
2019;158(1):289-296.
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sleep disturbance

sleep disturbance
5854 20725
3%

-8.6mmHg+9.7% -11.1+12.6mmHg 0.443
-0.130 P<0.001 dipping

1.191 P<0.001
-0.138 P<0.001

sleep disturbance

B.
5854 20725
7 4
3% 0 2 4
7 5
C.
-8.6mmHg+9.7% -11.1+12.6mmHg 0.443

-0.130 P<0.001
dipping
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1.191 P<0.001

dipping 0.027 P<0.001
-0.138 P<0.001

sleep disturbance

F.

1.

Matsumoto T, Tabara Y, Murase K, Setoh K, Kawaguchi T, Nagashima S, Kosugi S, Nakayama T,
Wakamura T, Hirai T, Matsuda F Chin K, and the Nagahama study group. Association
between sleep disturbance and nocturnal blood pressure profiles by a linear mixed model analysis:
The Nagahama study. Sleep Med 2019;61:104-109
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PFD IPF
2009
3 2017 4 PFD IPF 154
120 75 31 75 89
PFD 1 35%
(11/31), 64% (57/88) (p=0.007)
/ 77% (24/31), 45% (40/89)
(p = 0.002)
35% (11/30), 15% (13/89) (p=0.019)
A.
(IPF) IPF
(PFD)
2 IPF
PFD
PFD 24.3%
75 80 PFD
B.
2009 3 2017 IPF
PFD 154
34 120 75
75 2 2




120 75 31 75 89 6
58% (18/31) 76% (68/89) (p = 0.065)
1 35% (11/31), 64% (57/88)
(p=0.007) 6 1

6 1
PFD 65% vs. 36%,
p=0,007 77% vs. 45%,
p=0.002 / 19%vs. 21%, p=1.0 PFD

1 35% vs/ 13%,
p =0.019
[OR 3.42 (1.30 - 9.00), p = 0.013] [OR 2.51 (1.10 - 5.71), p =0.029]
D.
PFD
PFD
body mass index (BMI) PFD
PFD
PFD
PFD
E.
PFD PFD

F.
1.

Sakayori M, Terada J, Abe M, Hirasawa Y, Suzuki K, Yoshioka K, Tsushima K, Tatsumi K. Differences
in tolerability of pirfenidone between elderly and younger patients with idiopathic pulmonary fibrosis.
Drug Des Devel Ther. 2019;13:2295-2303.
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COPD

Diagnosis Procedure Combination DPC

PN E

DPC
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2012

4

2013

3




607,079 553,106 53,973

(0.2% vs. 1.0%, respectively; p < 0.001)

34.2% 36.7% (p = 0.292)

F.

1.

Takeshima H, Jo T, Yasunaga H, Morita K, Yamauchi Y, Hasegawa W, Sakamoto Y, Urushiyama H,
Hiroki Matsui, Fushimi K, Nagase T. Factors Associated with Severe Postoperative Acute Respiratory
Failure Requiring High Dose Corticosteroid Therapy. Annals of Clinical Epidemiology.
2019;1(2):31-44, July 2019.
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COPD

(COPD)
COPD
47 COPD 18 COPD
8 COPD 8 COPD 10
COPD COPD
COPD
COPD
COPD
COPD
A.
COPD
B.
COPD COPD
COPD
-150 COPD COPD
-150

Shimadzu LCMS-2010A MS Detector, and Shimadzu LCMSsolution software (Tokyo, Japan)
Free Radical Elective Evaluation FRAS4 system (Diacron
International, Grosseto, Italy)
mAb5F6
JalCA JalCA: NIKKEN SEIL Co. Ltd., Fukuroi, Japan
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C.
COPD COPD

d-ROM COPD BAP
-ROM GOLD
Global Initiative for Chronic Obstructive Lung Disease 1™ IV GOLD 111, IV COPD
GOLDI, Il COPD COPD
GOLD IIl, IV COPD Pack-Years
L L
COPD COPD
d-ROM BAP
d-ROM BAP
COPD
L/sec
COPD COPD
D.
COPD COPD COPD
COPD
COPD
COPD
“ COPD”
E.
COPD
F.
1.

Yasuo M, Droma Y, Kitaguchi Y, Ito M, Imamura H, Kawakubo M, Hanaoka M. The relationship
between acrolein and oxidative stress in COPD: in systemic plasma and in local lung tissue. Int J
Chron Obstruct Pulmon Dis 2019;14:1527-1537.
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WatchPAT

CT
CT CT 2 4
CT
CT COPD
B1 B10 6 70 62 mm
6 3 6 6
CT 1 2mm
6 COPD CT
CT
CT
A.
CT 2
COPD 3 6 2
B.
2 CT
Aquilion ONE, Cannon Medical Systems 512x512 0.5mm CT Aquilion
Precision 1024x%1024 0.25mm CT
COPD forward-projected model-based iterative reconstruction solution
FIRST SYNAPSE VINCENT software, FUJIFILM
Medical)
COPD Bl B10 3 6
3 5 6
950HU LAV%
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CT 1.3mm 10
CT 25
COPD 110 2 4 5 6
BL 4 31 70 B10 10 36 62 1
6 5
%FEV1 6
LAV%% %FEV1 6 %FEV1
D.
CT 2
CT
CT 2 4
1 2
COPD 6
6 2
4 5 CT
CT
%FEV1 6 microCT
6
CT 6
COPD COPD
E.
CT CT 2
COPD 6 2
CT
F.
1.

Tanabe N, Shima H, Sato S, Oguma T, Kubo T, Kozawa S, Koizumi K, Sato A, Togashi K, Hirai T. Direct

evaluation of peripheral airways using ultra-high-resolution CT in chronic obstructive pulmonary
disease. Eur J Radiol. 2019;120:108687.
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