sirolimus on the treatment of lymphatic vessels rather than cytoreduction?
lymphangioleiomyomatosis (LAM)?: Merely Respir Investig. 2014; 52: 274-276.
tuning up of LAM-associated dysfunctional
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NO

Genisteinn
NO EPO
EPOR Genistein
NO
Genistein
SD Genistein  60mg/kg 21
Genistein Genistein
GMP NO Serl1177 Akt Ser47
Genistein EPOR
Genistein NO PI3K/Akt
In vitro Genistein EPO
NO EPOR Genistein
EPO
A. Genistein
NO Genistein cGMP
EPO NO
EPOR Serl1177 Akt Ser47
Genistein
Genistein EPOR
NO Genistein NO
Genistein PI3K/Akt
In vitro
Genistein EPO
NO
B, C. EPOR

SD
Genistein  60mg/kg 21

151




D, E.
Genistein EPO

Kuriyama S, Morio Y, Toba M, Nagaoka T,
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Takahashi F, Iwakami S, Seyama K, Takahashi
K. Genistein attenuates hypoxic pulmonary
hypertension via enhanced nitric oxide
signaling and the erythropoietin system. Am ]
Physiol Lung Cell Mol Physiol. 2014;306:
L996-L1005.



LAM

LAM
tuberous sclerosis
LAM
VEGF-C VEGF-D VEGFR-2 VEGFR-3
VEGF-D LAM 70%
Sirolimus
LAM VEGF-C/VEGF-D/VEGFR-3

LAM

LAM

LYVE-1 podoplanin

LAM
VEGF-D

Gupta R, Kitaichi M, Kotloff R,
McCormack FX
F.
1.
Gupta R, Kitaichi M, Inoue Y, Kotloff R,
McCormack FX. Lymphatic manifestations of
lymphangioleiomyomatosis. Lymphology.
2014;47:106-17.
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NPPV PaCO,
NPPV
PaCO,
PaCO,
NPPV PaCo,
NPPV RTD188 6 PaCO, 4
125 PaCoO,
NPPV PaCO, 3 1 -7.2 0
mmHg/y 41 2 0 1.85 mmHg/y 42 3 1.86 13.1 mmHg/y 42
NPPV T
p=0.008 NPPV PaCoO, p=0.0002 1 3
5 75% 80% 58% 10 69% 39% 12%
PaCoO, PaCoO,
PaCoO,
NPPV PaCO,
A. B.
NPPV NPPV RTD188
6 PaCoO, 4
125 PaCO,
PaCO,
NPPV
PaCO, PaCO, 3 1
-7.2 0 mmHg/y 41 2 0 1.85
NPPV PaCO, mmHg/y 42 3 1.86 13.1 mmHg/y
42




NPPV
T p=0.008
NPPV PaCO,
p=0.0002 1 3 5
75% 80% 58% 10 69%

39% 12%

D.
PaCoO,
PaCO,
PaCOZ
E.
NPPV PaCoO,
F.
1.

Tsuboi T, Oga T, Sumi K, Machida K, Ohi M,
Chin K. The importance of controlling PaCO,

throughout long-term non-invasive ventilation.

Respir Care. 2014;59:1671-8.
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Gastroesophageal reflux disease: GERD

9643
1 6
Frequency Scale for the Symptoms of GERD FSSG F 8
GERD
F
GERD
=1.19, 95% =1.07-1.32 =1.19,
95% =1.13-1.26 GERD
GERD
A. B.
Gastroesophageal reflux
disease: GERD 9643
1
6

Frequency Scale for the Symptoms of GERD

FSSG F
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GERD
C.
F
GERD
=1.19,95% =1.07-1.32
=1.19,
95% =1.13-1.26
D.
GERD
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GERD

F.

1.

Murase K, Tabara Y, Takahashi Y, Muro S,
Yamada R, Setoh K, Kawaguchi T, Kadotani H,
Kosugi S, Sekine A, Nakayama T, Mishima M,
Chiba T, Chin K, Matsuda F. Gastroesophageal
reflux disease symptoms and dietary
behaviors are significant correlates of short
sleep duration in the general population: The
Nagahama Study. Sleep 2014;37:1809-1815.



PaCO,
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OHS OHS
OHS PaCo,
OSA OHS PaCO,
2008 10 2012
9 OSA — PSG 981
ESS score PSG
162 OSA PaCoO, 981 880
OSA AHI=5/h 21 OHS BMI > 30 kg/m? PaCO, = 45 mmHg OSA
OHS 2.3 20/880 OSA OHS 12.3% 20/162
PaCoO, 49% PaO, 7.7% 4%O0DI 8.9% %DLco/VA 8.3% Hb 4.9%
PaCoO, CPAP 18 OHS 6
14 12 85.7% 9 64.3%
PaCoO, 4%0DI CPAP adherence OSA
OHS BMI OSA OHS
DLco/VA OHS CO,
DLco/VA
OHS CPAP OHS BMI
OHS CPAP PaCoO,
DLco/VA OHS
A. OSA OHS
PaCO,
OHS
OHS OHS
PaCO, B.
2008 10 2012 9 OSA




— PSG 981
ESS score
PSG
162 OSA
PaCoO,
C.
981 880 OSA AHI=5/h 21
OHS BMI > 30 kg/m? PaCO, = 45
mmHg OSA OHS 2.3
20/880 OSA OHS 12.3%
20/162 PaCoO,
4.9% PaO, 7.7% 4%O0DI
8.9% %DLco/VA 8.3% Hb 4.9%
PaCO,
CPAP 18 OHS
6 14 12
85.7% 9 64.3%
PaCO, 4%0DI
CPAP adherence
D.
OSA OHS

BMI

OSA OHS
DLco/VA OHS

CO,
DLco/VA
OHS CPAP
OHS BMI
E.
OHS
CPAP PaCO,
DLco/VA
OHS
F.
1.

Harada Y, Chihara Y, Azuma M, Murase K,
Toyama Y, Yoshimura C, Oga T, Nakamura H,
Mishima M, Chin K. Japan Respiratory Failure
Group. Obesity hypoventilation syndrome in
Japan and independent determinants of
arterial carbon dioxide levels. Respirology.
2014;19:1233-1240.
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COPD SpO,
SDB Overlap
COPD
Type 3 Overlap
303 43.9 BMI 24.0 kg/m?
Type 3 Epworth Sleepiness Scale ESS Pittsburgh Sleep
Quality Index PSQI COPD FEV/FVC < 70%
3 SDB Respiratory
disturbance index RDI >5 COPD 19 6.3% SDB 181 59.7%
Overlap 11 3.6% 114 37.6%
COPD FEV, 2.80+0.51L ©%FEV; 76.2+£9.7% FEV/FVC 66.2+3.3%
%FEV;>80% 80% > %FEV; > 50%
COPD ESS PSQI COPD RDI
SpO, SpO, Sp0, < 90% P<0.01
P=0.019 P=0.017 Sleep activity P=0.041
P=0.0097 RDI
COPD COPD
SDB COPD SDB
SDB
A. COPD
COPD Type 3
SpO, SDB Overlap
Overlap




303
43.9 BMI 24.0 kg/m?
Type 3 Epworth
Sleepiness Scale ESS
Quality Index PSQI

COPD

Pittsburgh Sleep

FEV,/FVC < 70%

3 SDB
Respiratory disturbance index RDI > 5

C.
COPD 19 6.3% SDB 181 59.7%
Overlap 11 3.6%
114 37.6%
COPD FEV,
2.80+£0.51L %FEV; 76.2+9.7% FEV,/FVC
66.2+3.3%
%FEV;> 80% 80%
> %FEV; > 50% COPD
ESS PSQI
COPD RDI
SpO, SpO, Sp0O, < 90%
P<0.01 P=0.019
P=0.017
Sleep activity P=0.041
P=0.0097
RDI
D.
COPD
COPD
SDB
E.
COPD SDB

SDB

F.

1.

Azuma M, Chin K, Yoshimura C, Takegami M,
Takahashi K, Sumi K, Nakamura T,
Nakayama-Ashida Y, Minami I, Horita S, Oka y,
Oga T, Wakamura T, Fukuhara S, Mishima M,
Kadotani H. Associations among chronic
obstructive pulmonary disease and
sleep-disordered breathing in an urban male
working population in Japan.
2014;88:234-43.
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OSA OSA
2008 2012
CT 45 427
3 OSA
AHI <10, 58 AHI 10-30, 167 AHI >30, 202
OSA
OSA
OSA 17.3mm, OSA 18.2mm OSA 18.2 mm, P=0.006
OSA AHI>10
OSA
OSA
OSA
OSA

A.

OSA 3 OSA

OSA AHI <10, 58
AHI 10-30, 167 AHI >30, 202

B. C.

2008 2012

CT 45

427 OSA
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OSA
OSA 17.3mm,
OSA 18.2mm OSA 18.2 mm, P=0.006

OSA AHI >10
D.
OSA
OSA
OSA
E.
OSA
F.
1.

Tachikawa R, Hamada S, Azuma M, Toyama Y,
Murase K, Tanizawa K, Inouchi M, Handa T,
Oga T, Mishima M, Chin K. Impact of
obstructive sleep apnea on abdominal aortic
diameters. Am J Cardiol 2014;114: 618-623.
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obstructive sleep apnea: OSA periodic limb
movements during sleep: PLMS

OSA PLMS
2008 2011 OSA PSG 342
PLMS CRP 342 254
OSA 46 PLMS OSA 88
PLMS 8 OSA PLMS CRP
OSA/PLMS OSA

CRP: 0.20+0.48 vs. 0.09+0.15 vs. 0.13+0.18 mg/dl p=0.03;
298.2+76.1 vs. 269.0+57.1 vs. 270.0+£52.6 mg/dl, p <0.01
PLMS CRP B=0.14, p<0.01 B=0.14,
p<0.01 OSA PLMS CRP

PLMS OSA OSA

A
obstructive sleep apnea:
OSA periodic B.
limb movements during sleep: PLMS 2008 2011 OSA
PSG 342 PLMS
CRP
OSA
PLMS C.
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342 254 OSA

46 PLMS
OSA 88 PLMS
8 OSA PLMS
CRP
OSA/PLMS
OSA

CRP: 0.20£0.48 vs. 0.09+0.15 vs.
0.13+0.18 mg/dl p=0.03
298.2+76.1 vs. 269.0+57.1 vs. 270.0+52.6
mag/dl, p <0.01

PLMS
CRP B=0.14, p<0.01
B=0.14, p<0.01
D.
OSA PLMS CRP
E.
PLMS
OSA OSA
F,

1.

Murase K, Hitomi T, Hamada S, Azuma M,
Toyama Y, Harada Y, Tanizawa K, Handa T,
Yoshimura C, Oga T, Mishima M, Chin K. The
additive impact of periodic limb movements
during sleep on inflammation in obstructive
sleep apnea patients. Ann Am Thorac Soc.
2014;11:375-382.
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OSA

2008 10

VFA
HOMA-R
80.6%

OSA

OSA CvD
CvD
OSA
OSA CvD
2010 12
VFA
CcT
OSA VFA
VFA
VFA
A-aDO, VFA SFA
minimum Sp0O, (
SFA
VFA SFA
OSA VFA
OSA OSA
CvD

OSA
CvD
OSA
OSA
CT OSA
271 100
VFA (SFA)
BMI
VFA SFA
PaO,
VFA
2.3%  BMI( 25.3%)
4.6%) A-aDO, 7.6%
BMI 63.6%
BMI 54.5%
VFA
CvD
VFA SFA
OSA CvD
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OSA CvD
CvD
OSA
OSA CvD
OSA
OSA
CVvD
OSA
B.
2008 10 2010 12
OSA
VFA
CT OSA
271 100
CcT
VFA (SFA)
OSA VFA
C.
BMI
VFA
VFA SFA
VFA
PaO,
A-aDO,
VFA SFA VFA

Soc. 2014;11: 383-391.
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2.3% BMI(
25.3%)
minimum SpO, ( 4.6%) A-aDO,
7.6% VFA
SFA BMI
63.6% HOMA-R
VFA SFA
BMI 54.5% 80.6%
D.
VFA
OSA VFA
CvD
VFA SFA
OSA OSA
OSA CvD
E.
OSA CvD
G.
1.

Harada Y, Oga T, Chihara Y, Azuma M, Murase
K, Toyama Y, Aihara K, Tanizawa K, Yoshimura
C, Hitomi T, Handa T, Tsuboi T, Mishima M,
Chin K. Differences in associations between
visceral fat accumulation and obstructive

sleep apnea by sex. Ann Am Thorac



BPA

BPA CTEPH PEA
PH PEA
functional capacity
BPA RV function
gold standard MRI BPA
2012 8 2013 12 BPA
MRI 20 WHO
II 20 MRI
inoperable PEA
CTEPH team BPA RHC MRI 4
WHO BNP 6 BPA
BPA
1-2
BPA Ccu BPA
mPAP 30mmHg MRI 1.5T
RVEDV RVESV RVSV RVEF RV mass 2
MRI paired t-test  Wilcoxon signed-ranks test
P 0.05
20 CTEPH 67 15
BPA 60 BPA
15 75% 6 13
PDE-5 4 2 6 mPAP  39.4mmHg
PVR 889 dyne sec/cm? BPA
mPAP
BPA 3.2
BPA  mPAP PVR (TPR) (CI)
RAP BPA BPA
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WHO BNP 6 MRI
RVEDVI RVESVI RVEF
RVEF45% 17 85%
BPA RVEDVI RVESVI RVEF
RV mass index RVMI ventricular mass index VMI
BPA RVEDVI RVESVI
CI PVR TPR BPA
1 BPA CTEPH
2
BPA
BPA
BPA
BPA RAP
RAP MRI
CTEPH PEA
Reesink PEA
MRI TIino PEA 6
RVEF BPA CTEPH
BPA
RVEDVI  RVESVI RVEF RVMI  VMI
septal inversion ratio MRI
RHC
BPA CTEPH
MRI
BPA
BPA PEA TIino
Kreitner Reesink Van Wolferen
1 LVEDVI 41 46 mL/m?
mPAP
56 versus 39mmHg LVEDVI 41 versus 65mL/m?
LVEDVI
5 versus 4 mL/m?
LVEDVI
BPA 60 PEA BPA
28-43
BPA mPAP
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