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TasLe 2 Factors predicting MRSS at the third year
determined by multiple regression analysis

Standard
Estimate error P-value
Intercept 17.1 488 <0.01
MRSS at the first visit 0.3% 0.089 =<0.001
Maximal oral aperture 0.26 0.075 <0.01
ESR 0.042 0.043 017

Taewe 3 Factors predicting %VC at the third year deter-
mined by multiple regression analysis

Standard
Estimate error P-value
Intercept 10.84 8.54 0.20
%VC at the first visit 0.85 0.09 <0.0001
Anti-topo | Ab (+) —2.32 1.64 0.19

The multiple regression equations predicting MRSS at the
third year are as follows; MRSS at the third year=17.11+
the first visit+ —0.26 x maximal oral

0.35 x MRSS  at
aperture + 0.042 x ESR. R* (determination coefficient) =0.53
Root mean square error =4.73; P <0.0001

The multiple regression equations predicting %VC at the
third year are as follows: %VC at the third year=10.94 +
0.85 x %VC at the first visit + anti-topo | Ab ('+' — -2.32,
0 - 232). R"=0.70; Root mean square error=12.00;
P <0.0001.
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Arthritis Center Maria Trojanowska
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Neo
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dispase 11 ( ) MEM

4 24
1mg/mL
Collagenase type 1 (Invitrogen)
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37 90

1500 5
CD31 microbeads 10u L MACS
buffer (0.5%BSA 2M EDTA in PBS) 90p L
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10
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Transfection Reagent (QIAGEN) 3up L
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4) RNA quantitative real-time
RT-PCR
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time PCR system (Applied Biosystems)
quantitative real-time RT-PCR
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A A Ct method

5) Western blotting
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Up-regulated genes by [L-20+
THESZ thrombo spondin 2 113.77+
TGIF1 TGFE 8 —induced factor homeobox 1 a7.28
MMPD matriz metallopeptidase 9 o318+
+
Down—regulated genes by [L-20+

MME3 matrix metallopeptidase 3 0,02+
SERFIN &1 serpin peptidase inhihitor, clade 4, member 1 0.02#
aMaDs SMAD family member 3 0,02+
DCH decorin 0,03+
PLAT plasminezenactivator, urekinase 0,03
Lo lysyl oxidase 0,03+
COL1AZ collagen, typel, &2 0,03
ENG endeglin 0,05+
CAavV] caveolin 1, caveolae protein, 22kDa 0,054
IL5 interleukin 5 0,06+
FASLG Fag llzand 0,06+
IL10 interleukin 10 .06+
ILia interlenkin 1, & 0.06+
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Patients with normal Patients with reduced,

IL=-20 lewe Iz (n=1E) IL=-20 lewve |z
[n=171.,

Mean age at onset [v) 54.9 B2.3,
Mean duration of dizease ([v) E1.E 714,
Type [diffusel limited) L3 B 814,
MRSS (point) 1.2 12,1,
Clinical features |
Pitting scars 0.0 41,2,
Ulcars 3.3 23.9,
Wbleeding 438 588,
W phenamenon 93,8 a1,
LEE&%J&EIE&E 18.8 118,
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Calcinosis 0 5.9,
Diffuse pigmentat ion 12.3 358,
Shor t SF 43,8 52.9,
MSYI'I'P{'DMS 3.3 353,
Organ inwvolvement |
Pulmonary fibrosis,
Mean percent WO 4.0 4.5,
Mean percent %ﬂ Fa.8 m
Pulmonary hypertension 438 58,8,
Ezophagus 12. 3 FEEE
Hear t 25,10 35.%,
Kidney 12.5 o,
Joint 18.8 3905
Thrombosizs 1] o,
ANA specificity, #
Anti-topo I 31,3 23.5,
Anti-centramere S5E.3 41,2,
Anti-U1 RHP 18.8 1.8,

BT i-EFo>-J%ETT.

*P<0.05 wersus patients with normal IL-20 levels using Fisher® s esact probabil ity test. |
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miR-196a

A.
microRNA (miRNA)
mRNA

(Lefkowitz et al .

miRNA

D

13

microRNA

non-coding RNA

MIRNA

miRNA

PLos One 2011)
miRNA

11
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microRNA

11
microRNA real-time PCR

miR-196a

American
College of Rheumatology

Declaration of

Helsinki
2) miRNA
100p 1 C. elegans miR-39 (5

fmol/p 1, Takara Bio Inc) 5p 1
miRNeasy Mini Kit

(Qiagen) miRNeasy MinElute Cleanup kit

(Qiagen)
miRNA
3) miRNA
800
p I Isogen (Nippon Gene) C.

elegans miR-39 (5 fmol/u 1) 5u 1
miRNA

4) miRNA
miRNeasy RNA isolation kit®, mirVanaTM

miRNA TIsolation Kit® (Ambion), Isogen®



Isohair® (Nippon Gene) + Isogen®

miRNA
4

Isohair kit enzyme
solution lysis solution
Isogen
miRNA
5) real-time PCR

miRNA

Mir-X miRNA First Strand Synthesis
(Takara) CDNA
PCR
6) miRNA PCR array analysis
miRNA
miScript 11 RT kit (Qiagen)
CDNA 96-well miScript
miRNA PCR array (Qiagen) PCR Array

C.
1) miRNA
Isogen 4
incubate
RNA miRNA-150
U6 real-time PCR
( 1) Negative
control
miRNA
miRNeasy RNA isolation kit®
mirVana miRNA Isolation Kit®, Isogen®
Isohair® + Isogen®

Isohai Isogen 1-10 (

5cm) ( 1-a) miRNA
« 2

miR-150 U6 Ct

2) miRNA
miR-150 U6 2
2
(¢ -b,o)
3) miRNA
10
MIRNA 88 miRNA  PCR
« 3
miRNA
( -d,e,T)
4) miR-196a
miRNA
miR-196a
target miRNA

(Honda N, et al. J Immunol 2012)

miR-196a
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miR-196a

E.

miRNA
miR-196a

ROC

0.75

miRNA
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0.7

miR-196a
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-
.
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. . 1 —.
p ¢ !
! NS SSc NS SSc NS Ssc
<Serum> <Hair root> <Hair shaft>
2: 13 10 miRNA
miR-196a * p<0.05
150
;';; 100
g}a _..I‘“!*‘-H AUC=0.7462
g SE=0.1097
s I 95%Ci=0.5311 - 0.9612
q
L
0 50 100 150
100%-Specificity %
3: miR-196a  ROC
1. MiRNA
miR-150 U6
Isogen” a hair root 31.54 19.16
surgical nylon suture - -
blank - -
2. miRNA
Ct miR-150 U6
hair shafts (one piece) 33.28 26.73
hair shafts (five piece) 28.60 22.34
hair shafts (ten piece) 27.88 21.98

surgical nylon sutures

blank
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3. PCR Array

miRNA name serum hair root hair miRNA name serum hair root hair

shaft shaft

let-7c -3.34 1.49 -2.82 miR-133b 1.25 13.48 10.24

miR-7 -0.67 7.62 3.60 miR-141 3.02 0.90 -2.78

w
)
»

miR-10a -0.38 12.81 19.79 miR-145 -2.90 7.32

I
N
)]
o1

miR-15a -3.24 2.79 3.65 miR-148a -4.32 0.93

miR-16 -8.84 0.20 -1.85 miR-155 1.24 13.37 5.91

miR-17* 0.60 6.81 4.47 miR-191 -6.30 2.73 -2.93

miR-19a -6.35 0.77 -2.06 miR-193a-5p -2.27 5.00 -0.32

miR-20a -7.13 -0.58 -3.35 miR-196a 2.54 6.57 0.5

miR-22 -5.63 1.01 -1.93 miR-200b 0.92 1.06 -4.45

miR-24 -6.54 -1.55 -4.80 miR-203 0.92 -3.34 -8.60

miR-26a -6.60 -1.29 -5.04 miR-205 -3.02 -4.96 -8.53

miR-27a -5.64 -1.39 -6.53 miR-208a 4.36 17.03 26.26

miR-30d -5.45 2.05 -2.97 miR-211 -0.40 2.36 1.23

miR-31 0.47 -1.29 -3.91 miR-215 -0.75 14.51 7.16

miR-92a -9.92 -0.32 -8.34 miR-222 -3.67 2.59 -1.27




miR-96 3.68 5.41 3.12 miR-224 0.16 3.43 -2.44

miR-103a -4.58 1.27 -0.20 miR-372 3.14 15.75 6.80

miR-107 0.27 4.61 0.95 miR-374a -2.94 5.65 1.09

miR-124 -2.27 9.26 -8.72 miR-376¢ 0.84 8.65 14.69

miR-126 -6.20 7.47 12.21 miR-499-5p 3.59 11.58 10.55
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KLF5 Flil

Maria Trojanowska Arthritis Center, Boston University School of Medicine

Professor

(SS¢)
SSc
SSc
SSc 1%

SSc
SSc
2 (Friend leukemia virus
integration 1 [F1il] Kruppel-like factor 5 [KLF5])

(KIF5"-;F1i1") ssc 3

SSc
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A. Fli1”- CTGF

Flil
1 Flil
! CTGF in
Flil TGF-B vivo
singaling
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epigenetic 8
2 9
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Flil
in vivo KLFS
CTGF
CTGF
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TGF-B signaling
KLF5
TGF-B signaling CTGF
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TGF-B signaling
connective tissue growth factor CTGF
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SSc

B.
2
SSc  diffuse cutaneous SSc:
dcSSc 8 7
| 1
1/3
8

10%

minimal essential medium

3 6
KIT5"-
11 /_-Ii1+/—
12
Tsk/+ Jackson Laboratory

Vectastain ABC kit (Vector Laboratories,

Burlingame, CA, USA)

5 2 S.N. Y.A
Confluent
24
13 14
RIPA (Santa Cruz)

sodium dodecyl
sulfate (SDS)
(Life technologies, Carlsbad, CA, USA)

chemi luminescent
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techniques (Thermo Fisher Scientific,

Rockford, IL, USA)

RNA PCR
lug RNA
Qiagen  RNeasy Mini Kit
iScript cDNA Synthesis Kits (Bio-Rad,
Hercules, CA, USA) CDNA
PCR  SYBR Green PCR
Master Mix (Life technologies) ABI
prism 7000 (Life technologies)
triplicates
18S rRNA

MRNA

Melt curve

15

(1.59/kg)
(Nikon, Eclipse Ti, Tokyo, Japan)
Texas-Red-dextran (25

mg/kg, 70 kDa, Invitrogen, San Diego,

D1830) Hoechst 33342 (10 mg/kg,

Invitrogen, H1399)

Ti:
sapphire laser (Visio 11, Coherent, Santa
Clara, CA) 860 nm
Nikon A1R-MP system

NIS-Elements software (Nikon)

GraphPad Prism 5
2
Mann-Whitney U test

one—-way ANOVA  Bonferroni post hoc

test
two-tailed t-test P < 0.05
+
s.e.m
C.
SSc epigenetic
KLF5
SSc
KLF5
la SSc ECM
epigenetic

16-18



5-aza-2"-deoxycytidine
trichostatin A
KLF5
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( 1)
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KI
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5
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KLFS
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1
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60.8 nm; 34.1-92.4 nm; 6b
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usual interstitial pneumonia

(IR
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fibroblastic foci
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I EEE 315 (540 . B (EO) ., 0.7 2aa/310 (770 . [ 1718 Cadd 0.0z,
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ke o4 RunBL1AZ S0E. 4 PM-So ) 300E. 4T Ko ST0H b mtbErest

fiL RuvBL1/2 FL 8 (n = 370 { #L PheSg | diE R i Overall F.
{n = TEI.. {n= 441 ..

HEEERE) - 59,2 = 4.4, IT.E £ 177, .4 = 15.5. 0_ 0001 .
551 : Bt 15 [41) ., g (18] . g (18, 0002 -
YA
do55e - 12 (28], 12 (161, 15 (240, i
1g55g. S (1), B ET ., 10 (28], 001,
S5coin ower lap . 19 (511, 36 £A7) . 19 (430 . .
B AR -
TN 25 (54 . 72 (290 , 20 (450 0. 0004,
Diffuse within ouer lap.. 12419 (83) . 10436 (28] ., 5519 (26) . 002 .
B RERAEE METRE - 40110, 24 (321 . B 1), 001,
RiFBE 3T ()
FHHTERERE . 32 (8F) . B2 (910 . ITETE 0.%.
AR 21 (570 . 28 0517 . Z2 (500 . 0.7,
LI EEE - zafes (821 . 28495 (520 ., 28440 (731 . 0.04.,
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RNA

RNA RNAP 37
37 9 24%
RNAP ELISA index
250.4 £ 71.2 vs 141.6 + 84.2, p = 0.0013 Cox

RNAP 14.0, 95% 2.2 - 279.7 RNAP
ELISA index 174 8.8, 95% 1.1-197.5 2
2
SSc

systemic sclerosis: SSc
RNAP
! SSc
RNAP SSc

20~—40%

SSc
RNAP SSc
SSc

RNA
RNAP

RNAP

130



SSc
B.
1)
1995
SSc 583
2) RNAP
RNAP
RNAP
RNAP
3)
SSc 583
RNAP
4)
2

Mann-Whitney’ s U test

1 RNAP
SSc 583 RNAP
ELISA
37 6.9% ELISA
2012 RNAP 37
RNAP 1 RNAP 7/
19 RNAP / 7/ 17
RNAP
ELISA MBL
ELISA RNAP 9 24%
8 1%
ELISA 21.6
95 7.8 - 60.3 p < 0.00001
RNAP
RNAP 2
RNAP 37
1
Fisher
RNAP ELISA
index p=0.0013
Cox 3
Cox
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RNAP RNAP
ELISA index 174 2
12
30mg/ 2
4
RNAP 14.0 9
2.2 -279.7 p = 0.0004 RNAP
ELISA index 174
95 1.1 - 197.5 p = 0.045
4 RNAP ELISA index
RNAP
ELISA index 1
RNAP /7 / ELISA index
174 8 7
ELISA index 174
RNAP /7 /
1 index 157
RNAP /
ELISA index 285 1
D.
RNAP RNAP
3 RNAP
SSc /
/ / SSc
RNAP
Topo

RNAP
SLE RNAP 7/

RNAP / SSc

RNAP

Steen

HLA-DRB1*0407
*1304 4

RNAP / RNAP

Harvey

RNAP 7/

> RNAP

ELISA index 174

RNAP ELISA index

1 15mg

®1 30mg

RNAP
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SSc PH

EIPH : exercise-induced pulmonary hypertension

EIPH

148
RVSP 40mmHg
RVSP  40mmHg 113
43 EIPH RVSP  50mmHg
EIPH

BNP
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SG

70

EIPH

PH
2010 2013
12
RVSP  50mmHg
non-EIPH 2

ILD

RVSP



mPAP EIPH mPAP 15 20mmHg

PH
PH SSc
PH SSc
A. heart catheterization 12

PH : Pulmonary hypertension RVSP  40mmHg SSc 113

SSc : Systemic sclerosis 8-10% RVSP  50mmHg 43 EIPH

PH RVSP  50mmHg 70

PH non-EIPH 2 1

[1]1[21[3] PH

TTE
transthoracic echocardiography
EIPH : CPX
exercise-induced pulmonary hypertension cardiopulmonary exercise testing
2
N=113 1
RVSP : right ventricular systolic
pressure
EIPH informed consent
B.
ACC/AHA CPX
2010 2013 [4] CPX
SSc 148
750EC 5
RVSP RVSP 20watts W 4
warm-up ramp 1ow/
RVSP  40mmHg 1
RHC : right peak 2
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AE-300S

, breath by
breath
ML-5000,
ST
V02 (ml/kg/min)
VCO2 (L/min)
VE (L/min)
peak-V02 (ml/kg/min)
30
AT : anaerobic threshold)
V-slope
AT-V02 (ml1/kg/min)
AT peak
TR presure gradient: TR-PG
RVSP = (TR-PG)?
+ 10 (mmHg)
5
7
Swan-Ganz
RAP : right atrial
pressure RVP : right ventricular
pressure PCWP
PAP
mmHg Fick

CO : cardiac output Cl:

cardiac index

137

BP : blood pressure

Fick CO (L/min) =
(ml/min) /
(ml/L) Cl=c0/ BSA :
body surface area StVl :

stroke volume index (ml/beats/m?) = CI /

HR : heart rate

PVR pulmonary vascular
resistance  (dyne - sec '- cm®) =80
x mPAP - mPCWP  / CO

systemic vascular resistance : SVR

((dyne - sec’' - cm® 80 x mBP -
mRAP / CO
PAC : pulmonary artery
compliance (ml/mmHg) StV :
stroke volume / SPAP :
systolic PAP dPAP :
diastolic PAP PAC
ImmHg
1 LVSWI left
ventricular stroke work index (g m/m?)
StVix mBP - mPCWP x 0.0136
45-75 (g m/m*) 1 RVSP :

right ventricular stroke work index (g

m/m*)  StVIx mPAP- mRAP x 0.0136

10-15 (g m/m?)



I+

mean £ SD
2 student
t Dr.SPSS
for Windows 11.0.1J Statistical Software

Package, Chicago, USA P <0.05 2
5
C.
2 RVSP
PAP
Non-EIPH EIPH RVSP
3 2 EIPH co
PVR
ILD
KL-6 BNP 1mmHg
CRP
D.
2
3 EIPH E/A
e’ E/e EIPH
EIPH ILD
%vC, %TLC, %DLCO
2 CPX

4 EIPH
AT peak RVSP
Watt peak-Vv02
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peak
EIPH
RVEDP
mPCWP
S 02 Fick
Stvl
SVR
PAC
Swi
RVSP  40mmHg 113
RVSP  50mmHg
EIPH
BNP
EIPH

SSc



ILD

SSc
SSc-PH

RHC PH mPA 25mmHg

borderline-PH 21 mPA 25mmHg

RVSP 40  Hg
16 RHC PH
2 13%  borderline-PH 4 3%
RVSP  40mmHg
RVSP  50mmHg EIPH
PH O 0%  borderline-PH
2 5% 15 mPA
21mmHg pre-PH mPA  15mmHg
NP normal pressure:
pre-PH 20 47 NP 21
49 Non-EIPH PH O
0%  borderline-PH 1 1%  pre-PH
17 24 NP 42 60
EIPH pre-PH
borderline-PH r
SSc PH

EIPH borderline-PH 2 5%

Non-EIPH

borderline-PH 1 1%

EUSTAR
SSc  EIPH
[5] RVSP  40mmHg SSc164
RVSP  50mmHg
SSc 69 42%

PVR
11%

PAH

240 dyne sec/cm5 (3WU)

ILD

U.K. CTD-PAH Registry 2001-2006, N=484)

[6] EIPH 42
5 12% follow up
4 PH
8 (19%)
477 ) PH

( 837+
PH

mPAP: 35.2+ 10.2mmHg CI : 2.58

+ 0.49 L/min/m2, PVR :

sec/cmb5 EIPH
Kovacs

SSc 1
borderline-PH 12
6 Bosentan
Bosentan
PVR

PH

Bosentan
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478+ 213 dyne

borderline-PH

10

[7]
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MRIE BRI —RE

148 Pts
e EFFRVSP>40mmHg
R 30 Pts
RVSP =40mmHg
125 Pts
SGRIELT
— 12 Pts
SGHETT
113 Pts
= ARVSP>50mmHg
43 Pts
=X
RVSP =50njmHg
70 Pts
1
148
40mmHg 125 SG 113
RVSP  50mmHg RVSP  50mmHg 2
ramp &1 Jﬁ{l%ﬂgﬁi“c
=RCEpl
A5 Watts /531
15 Watts
553 1093
2 ramp
CPX 5
20watts W 4 warm-up 10 ramp 10w/
peak
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1 & L
{N=113) (N=113)
i () 56+13 (26-80) ik 105 (93%)
Male, n (%) 8 (7%) MEFRATIM  40(35%)
deSSc 44 (39%) fitopo-1intk 47 (42%)
EREFH () 78 (0-36) HU1-RNPHLIE 16 (14%)
ILD 37 (33%)
BNP (pg/mil) 38+33 Beraprost 41 (36%)
KL-6 (mg/dl) 523%533 Bosentan 10 (9%)
eGFR (mi/min/1.73m?) BEE18 Ambrisentan 0 (0%)
Hb (mg/dI) 124x14 Sildenafil 2 (2%)
CRP (mg/dl) 0.17£0.35 Tadalafil 0 (0%)
steroid 40 (35%)
ACEI/ARB 19 (17%)
CCB 8 (7%)
statin 13 (12%)
warfarin 4 (4%)
RVSP (mmHg)

RVSPIEDZEL -

90

80

RVSP (mmHg) 70 P

60 60

B0 = 510

40—

40

30 +

30

20 + 20

10 10

0 0

rest Peak rest Peak
EIPHEF(N=70) Non-EIPHEE(N=43)
Peak RVSP<50mmHg Peak RVSP=50mmHg

EIPH=1E B B RIS M EJE (exercise-induced pulmonary hypertension)

3 EIPH non-EIPH RVSP
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2

= H
%&% B =/

(MAtEE. BoiE. ARE)

Peak RVSP S S0mmHg Peak RVSP > 50mmHg p
{N=70) {N=43)

5 il (i2%) 51+12 63ta <0,0001
T n (5] & [9%) 2 |5%) NS
desse 24 (34%) 20(47%) NS
BSA (m2) 1.53+0.15 1.47+0.14 0.0234
IE AR T3 () 7ta 6tag NS
[11] 18 (26%) 19 (44%) 0.0155
BNF (pg/mi) 33t3n a5+ 34 <0,0001
KL-& [mg/dl) 433+ 463 E74t 611 0.0116
eGFR [(mi/minf/1.73m7] 88+ 18 gatis NS

Hb {mg/dl) 125+ 1.4 122t 14 NS
CRP (mg/dl) 0.10+ 0,13 0.27+ 0,53 0.0029
IR TN 63 (90%) 42 (98%) NS
itz FOAF ik 27 (39%) 13 [30%) NS
fitopo-11i. 249 (41%) 18 (42%) NS
fui-rue ik 8 (11%) 8 [19%) M5
Beraprost 25 (36%) 16 (37%) NS
Bosentan 5(7%) 5(12%) NS
Ambrisentan 0 [0%) 0 (0%) NS
Sildenafil 2 (3%) 0 (0%) NS
Tadalafil 0 (0%) 0 (0%) NS
sterold 25 (36%) 15 (35%) NS
ACEI/ARB 11(16%) 8 (19%) NS
cce 6 (9%) 2(5%) NS
statin 7 (10%) 6 (14%) NS
warfarin 2 (3%) 2 (5%) NS
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3 DId—, FREEREE
Peak Peak P
RVSP=50mmHg RVSP>>50mmHg
(N=70) (N=43)
EF (%) 70+7 69+6 NS
E/A 1.34+0.5 1.0%0.3 0.0021
E 11.6+12.8 9.542.2 NS
E/e’ 7.8+3.0 7.9%+3.0 NS
TAPSE (mm) 20.1%£3.7 19.5+4.3 NS
EBE & (mm) 34+6 36+8 0.03
%VC 99418 92420 0.0264
%FEV 1.0 96+17 93+22 NS
%TLC 99+15 90417 0.0097
%DLCO 89417 82419 0.0287
%\ C/%DLCO 1.140.2 1.240.3 NS
4 DETHEEERRE(CPX), EFBFITI—.
Peak Peak p
RVSP = 50mmHg RVSP > 50mmHg
(N=70) (N=43)
Pre RVSP (mmHg) 27.5+5.1 320444 <0.0001
AT RVSP (mmHg) 35.1+8.2 515496 <0.0001
peak RVSP (mmHg) 39.1+75 61.0+8.9 <0.0001
ARVSP (peak-pre) 11.7+6.2 28.9+9.2 <0.001
(mmHg)
Max Watt (watt) 71422 5714 <0.001
Pre BPs (mmHg) 108+19 118423 0.0018
Peak BPs (mmHg) 16029 17332 0.0109
Pre HR (/min) 72411 739 NS
Peak HR (/min) 132+18 13121 NS
Pre-Sp02 (%) 9544 95+3 NS
Peak-Sp02 (%) 9345 9245 NS
rest-VO2 (ml/kg/min}) 4.8+09 5.0%0.8 NS
AT-VO2 [ml/kg/min) 13.1+2.1 12.8+19 NS
Peak-vO2 (ml/kg/min)  18.6=3.8 17.3+3.4 0.0139
% AT-VO2 81413 81+12 NS
% Peak-VO2 76+16 7215 0.0425
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s ALbAT—TILEE.

Peak

Peak

RVSP =50mmHg RVSP > 50mmHg i
(N=T0) (MN=43)
HR (/min) 67+9 68+ 11 NS
BPs (mmHg) 116+ 20 124+ 23 0.0249
BPd (mmHg) 69+ 11 68+ 12 NS
BPm (mmHg) B7+ 22 87+ 14 NS
mRAP (mmHg) 3+2 4+2 NS
RVSP (mmHg) 26+ 4 27+5 0.0069
RV-EDP (mmHg) 6t 2 7+2 0.0255
PAPs (mmHg) 23+4 25+ 4 0.0001
PAPd [mmHg) 8+2 9+3 0.0061
PAPm (mmHg) 13+3 15+3 0.0001
mPCWP (mmHg) 7+2 8t+3 0.0153
5p02 (%) 97+ 4 96+ 2 NS
SvD2 (%) 74t5 71111 0.0195
Fick-CO {ml/min) 4.1+1.0 3.7+ 0.8 0.0103
Fick-Cl {ml/min/m2) 291323 + 241+ 0.4 N5
Fick-5tVi 40+ 7 37+ 7 0.0090
Thermo-CO (ml/min) 46+1.1 43+o08 0.0366
Thermo-Cl (ml/min/m2) 3.0t 0.6 29+t05 NS
F-PVR (dynec-sec-cm™) 126+ 54 158+ 55 0.0023
F-SVR (dynec-sec-cm™®) 1652+ 504 1899+ 532 0.0108
PAC [ml/mmHg) 43+1.2 35+13 0.0002
LVSWI (g~ m/m?) 44+ 12 40+9 0.0218
RVSWI (g- m/m?) 5+ 1 5+2 0.0426
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BYRALTII—RE

L EBFRVSP>40mmHg

PH -2 (13%)
148 Pts L Borderline-PH  : 4 (3%)
RESBFRVSP>40mmHg  SGHETT pre-PH : 8 (50%)
15= mPAP<21mmHg
g1 30Pts 16 Pis NP -2 (13%)
RVSP =40mmHg MPAP<15mmHg
125 Pts EIPHEE | SxARVSP>50mmHg
SCANT mmamms. PH 10 (0%)
12 Pts Pre-PHEE (15<mPAP<21) | Borderline-PH  :2 (5%)
FZEREICEELTVSTA pre-PH : 20 (47%)
SGHEAT LSS, 15<mPAP<21mmHg
NP : 21 (49%)
113 Pts mPAP<15mmHg
B KRVSP>50mmHg
1 43pts Non-EIPHEF | & ARVSP = 50mmHg
wmK Borderline-PHE 1B & & f&7 PH : 0 (0%)
RVSP = 50mmHg TEMNLEFLALMESS | Borderline-PH 1 (1%)
Hb. pre-PH 117 (24%)
70 Pts 155 mPAP<21mmHg
NP 142 (60%)
mPAP<15mmHg
4 RVSP  50mmHg EIPH non-EIPH
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