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(Nail fold bleeding)




Case(D) MZRBRE

IRk 7/16

lgG  1914mg/dl

lgA 199

lsM 154

C3 39

C4  14.0(<54mg/dl)
RF ()

ANA X 1280(< X 80)
(discrete spekled)

HIRNPHLIA (-)

FSminik (-)

SS-AbLiK (-)
HiCentromeredniA X 1280
SCL-708u8A ()

Hulo-1$niAk (-)

P-ANCA 1(<9U/ml)

KL-6 356(<500U/ml)
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B4R R IE (2 &4 2010 )
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2 55 R E (SSc)DImE 458
dSSc ISSc
(diffuse cutaneous SSc) (limited)
R ERE1E AT REER LU iz =L
HEIT IR TR TR
Raynaud REBIED 1T 51T
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Very Early Diagnosis of Systemic Sclerosis (VEDOSS)

KIEH
1.LA4/—1]%

2.1Scl-70(MRAVAS—F 1 )ik, it baATHE,
FIRNATR ) AS—E AR D LT DG (ELISA)

/MR B
a.ZnAEGHE (=AM EER)
b.315 D AR (Puffy finger)
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i fifi - BOBELL
(n=138)

fmmZE Y (n =73)

PAHE &Y

(n=17) Kaplan-Meieri%

|
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PAHEZ B Do D EARE (5F)

Adapted from Koh ET, et al. Br J Rheumatol 1996; 35:989-93.



Survival

Kaplan-Meier survival estimates of
natients with SScPH and PPH

1

Log-rank test P=0.03

0.8

0.6 | |'| iPAH

04 SScPH ‘

0.2 |

0 | | | |

0 1 2 3 4 5
years

SScPH n=22
PPH n=33

Steven M et.al. 2003;123;344-350 Chest



Kaplan-Meier survival estimates of
natients with SScPH and PPH

1 =

L Log-rank test P=0.03
I—|
08 | L
e

©
> 06 | SScPH+Bosentan !'l iPAH
S
S5 04
> 04 |
A SScPH ‘

02 |

0 |

0 1 2 3 4 5

iPAH n=33
SScPH n=22 years
SScPH+Bosentan n=45 Steven M et.al. 2003;123:344-350 Chest

(62.5mg bid for 4w then 125mg bid) Williams MH et.al. 2006 Heart
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fmENARTE A S £ 5 (PAH) DE R

(5t World Symposium on PH , NICE)
B AHT—TIREBICKVAEL =

RefiFFEI R EN IR EmPAP=25mmHg
(IESEAMEIARE21-24. IE¥ =20mmHg)

B fibEARELA EE(PAWP )=15mmHg

m [fMEER(PVR) > 3WoodHifi]
240 (80x3)dyn=sec*cm™

Hoeper MM, et al. J Am Coll Cardiol 2013; 62:D042-50.



IDIA—RTJEICKDFMEIAREDHEE

o £ 7F A EN AR USUHE HA I (esPAP)=4X = 2R F+ I it B K 1R E (TRVmax) 2+ BB I£ (RAP)
« RAP[&3-15mmHg

<15 JiE A5 0-5
15-25 >50% 5-10
15-25 <50% 10-15
> 25 <50% 15-20

* mPAP25mmHglZ#H &9 $sPAPIL35-45mmHg
* TRVmax2.5-3.0m/s CsPAP35-46mmHg
* emPAP=0.61XesPAP+2mmHg

Bossone E,et al. ] Am Soc Echocardiogr26:1-14.2013



R T ZIEIC R DIMBIAREA £ (PAWP) O H# E

- (BIEFFEREPEEN T RN 755 TR iR
THEUGEEADS K. ?E@EEEEODE K,

DEIFEEIDOA BN EoNDS,

s EEFRAMFIEBERDE K e’ J'i'@tof
DIEEDLLE e [XLWVEFDEEEZITT,
AmENAREEA I & IEAB RS,

* PCWP=1.24xE/e’+1.9
* E/e’<8 TPCWP=15mmHg




M-LVDP versus groups defined by values of septal E/e’
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S. R. Ommen et al. Circulation. 2000;102:1788-1794 o Indicates patients with EF <50%; ¢ patients with EF >50%.

= American

Heart
Association-

Copyright © American Heart Association, Inc. All rights reserved.



i E &

(pulmonary vascular resistance: PVR)

A—LOER (BE=EHRXEHn) KLY
MEE=Mljie x MOEER
MM E £ =MmEARFEHIE - MEIAREAE KLY
A N & K Fu [L/min]
= (MEARFHE - MEIAREAL) ~ MR E (=08
HALX £ (mmHg)/mLE(L/mln)—Cn'|'ﬁl./7"" Wood B {i]

F1= XN ZE80BZ L= A—FJLE{L dynes* secrcm™

ePVR=(TRVmax/RVOT-TVI)X10+0.16
ePVR={ (0.61XesPAP+2)-(1.24xE/e’+1.9) } /CO

RVOT-TVI:time-velosity integral in the right ventricular outflow tract

ugg@
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EFQ 66F 2 MIERCT

POmPA=38.6mm



FEFHIQ 66F 2

HIa—

TRVmax=3.0
EF=0.65
E/e’=4.8




EFIQ 66F 2 MEKRE

I S N S

3500 IU/ml
RBC 401 ANA x160 Speckled <x40
Hb 12.0  HIRNPHLIE 64.8 <10 U/ml
TP 9.0 msSminik 1.2 <10 U/ml
BUN 152  HmALDFVEURIK 14 <10 U/ml
Cr 0.72  $SCL70fiA 1.0 <10 U/ml
Na 145 Rt rOA7 i 1.0 <10 U/ml
K 3.7 C3 104 62-132 mg/d|
Cl 105 C4 25 16-51 mg/d|
AST 20 BNP 556 <18.4 pg/ml
ALT 11 NTproBNP 2030 <55 pg/ml
ALP 220

CRP 0.06



RS EEER
mixed connective tissue disease: MCTD

i BE BRREEEERFO—RY )
EHET)TIN—T A(SLE) . ZF AKX (PM) . F8EEE (SSc) DFETR.,
mERIZHUL-RNPILIAD B E,

b.JEF

%
B#&lb(F1:13~16,
30~ 40BN FRE#D

c.fEIR .
RaynaudIR R [LIF X =45,
FHEE IV FDIERS0~90%.,
fifivs M £ fE10%,

d.Ftk

SEAETFEIZ 7%, £ FRIIMEMEEN/ N —FLE4 57V RELEE,
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Hﬁ%[ﬂ&ﬁ@ﬁj\iﬁ (5t World Symposium on PH, NICE)

1. BlENARA% Ril /=5 I FEREC PAH ) 2. EiVERBICE B NS M EE

1.1, 455 1% i &h AR 1% R = M0 EEAECIPAH ) 2.1. ZRINARAEREE

i - 22, ZRIFMERE
12, BEEHRBREHSOEEHPAH) 23 S5

1.2.1. BMPR2 2.4 Xt/ EXEOEDRAR/ REBRESSV
1.2.2. ALK1, ENG, SMAD9, CAV1, 56K i ol BRI
(25 3. RS LY/ SR ERRI L SME NS
- 3.1. BHEERHHES
1.3. FPEIUSVFHE RN 3.2. MRS
- 3.3. MRERERDRARETRIEOMOIFREES
14. OZEBICEAETZIED 3.4. [BIRIFEIREE
1.4.1. B&HAR% 3.5. Hili AR {E 1% S AE
1.4.2. HVEBSREE 3.6. B AORERE
1.4.3. PIIREEFTEE ST MERE
1.4.4. e FHEDOESR 4. {2t mieEEs2 1Al MmAEARE( CTEPH)
1.4.5. (MR i 5. RETREADE A BB 55 M FE
1", FASIREAEM A B(PVOD)BLU /S 5.1, MRS 181 S M R, B ST &S i
EMMZERE(PCH) 5.2. £BEE YN ArR— R B TEAE ) /IR E BT B
5.3. {LHiB S8  IRM. I—> T/, PRIBRS
17, 4 VR B HE M i I EEAE (PPHN) 5.4.0M EHER. SRR, BEBRL.

X5k 14 Fili =5 I FE

Simonneau G, et al. J Am Coll Cardiol 2013; 62:D034-41.



CTD-PH

Raynaud
(Spasm)

Fibrosis Inflamation



i = M E D R HAZ B D=8

| (B ZIEOHE. BP0 |
' l/’f/—r'lks JTU:BZ@ Jktﬂﬁﬂﬁﬁm ‘

' XP. ECGG)%’C?&(Z\TIL\IH_ NTproBNP/EUE ‘

| iU ROAT  RNP, Sm. SS-AFUAEIE |
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58 R (BB TR R ) [ D i i LI i 0D & 5

SSc patients with no severe pulmonary function abnormalities

: 1

v
v

Doppler echocardiography

' l l

VTR < 2.5 m/s VTR 2.5-3 m/s VTR >3 m/s

N

NO DYSPNEA DYSPNEA
(or dyspnea explained (not explained
by another cause) by another cause)

e N

1
1
I
:
1
1
1
v

e -
l' \‘
A A

No PAH Suspected PAH

A French Nationwide Prospective Multicenter Study
ARTHRITIS & RHEUMATISM:Vol. 52, No. 12, 2005, 3792—-3800



8 RAE (BRI IS8 2R HARMA
| (3~)67 A EISbTa— |

' TRVmax>2.5m/s’&ufE| A il TO— |

| DRI PR % () ®6éa\|FaElﬂi=~ﬁ<300m QE/e’<8 |
| TRVmaxA S5 LB AERESE |
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BHZHDI=HODOEB LD T—TILEREER

mPAP = 25mmHg ) I £

IR MEE21~24mmHgZED T HM ?




fiti = 0 [E JiE ) mPAP(mmHg) 52 i & 2

«1973%

S &~

fs MEfE>25. 8

*2008E

- 55 1[0

FEFAR

ffis T E =25. &

WHO meeting( var—7)

= H<15. S EE <20

(FFRAR)

21~24mmHgZE Tl E

B 14+3.3. ]2 AK20.6.

ANEZRARBLEHY EESE
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The adjusted hazard ratio for mortality according to mean pulmonary artery pressure (mPAP).

6
5-
2
o’..

4- ,0”
L= o*? **
- £
= JPRS. n=21727
m 0. .
B 3; 1411 908-day median follow-up
= 411
ol .0’
£ 2
o] o2
g~ **
o o*
= o*

1 esseet

10 20 30 40 S0 60
mPAP (mmHg)
Bradley A. Maron et al. Circulation. 2016;133:1240-1248 All US veterans undergoing right heart catheterization
American (2007-2012) in the Veterans Affairs healthcare system.

Heart
Association-

Copyright © American Heart Association, Inc. All rights reserved.



The adjusted hazard ratio for mortality according to mean pulmonary artery pressure (mPAP).

ks
® ©
® S
-
L 2
1 coee"
y L
- .
" ﬁ“;‘;’,'.‘;“'_‘ Bradley A. Maron et al. Circulation. 2016;133:1240-1248
Association. Copyright © American Heart Association, Inc. All rights reserved.




Hazard Ratio for Mortality and Hospitalization Among Patients Assigned to
the Borderline PH and PH Groups Compared With the Referent Group

mPAP Unadjusted

(mm Hg) Mortality

<18 1.0
1.26

19-24 (1.15-1.39)
2.57

>

225 (2.37-2.78)

o American
Heart

Association-

P Value

<0.0001

<0.0001

Adjusted
Mortality

1.0

1.23
(1.12-1.36)

2.16
(1.96-2.38)

P Value

<0.0001

<0.0001

Unadjusted

Hospitalization

1.0

1.08
(1.03-1.13)

1.30
(1.25-1.36)

Adjusted

Hospitalization

P Value

1.0

1.07

<0.0001 ;171 1y

1.15

<0.0001 1 99-1.22)

Bradley A. Maron et al. Circulation. 2016;133:1240-1248

P Value

0.0149

<0.0001



Case@ 84F 2

FERD BN
B & 149cm. {AE46kg
[£150/70. Ak{H 91/7

CTR72%



Case@ 84F F




Case@ 84m% £




Case®@ 84m%E Ti&E




Case@ 84F L CMR IAMRI(2UTYIR)
= EF59.2%. IMEE =3.6L/min
AZEEF4A5.2%, IDHHE =8.2L/min Qp/Qs2.28




Case®@ 84F 2

* NTproBNP 202ng/L DA 4 <—1.6

e WBC4400 RBC421 Hb12.8 PLT21.3

« ANA(-) i ROATZIHKR() 31Scl7080A(-) AL DA E VU inik(-)

* PH7.33 PaCO, 50.8 Pa0, 72.9 HCO, 29.0 BE2.9 AaDO, 15.9

* FEV1.0% 81.0% %FEV 42.5

« 677447 170m SatO, 93-5>88%

« 51017 PAP46/20(30) PCWP 12 CO4.8L/min PAR 300dyn*sec/cm
Qp/Qs2.26



r B2 66 LMCTDEERZIE

DATE sGC PGlI, NTpro TRVmax | <SPAP
“/7/9/ AT Tk 't'l/-"F“//\ﬁ BNP m/s | mmHg

3/25/16 1.5mg 2030

4/8 3.0mg 1080 225 98 92

4/22 10mg 3.0mg 225 98 92 3.0 46
6/3 10mg 3.0mg 1070 219 97 93 2.7 40
7/1 10mg emg 1270

12/20 10mg 7.5mg 974 219 94 85 2.4 32

1/24/17 10mg 7.5mg 0.4mg 882 244 95 90 2.3 31



EHG 845k 2 ASDEERBE

ET NTproBNP TRV esPVP

Reray max

IIUTIURY | D4 pg/ml m/s mmHg
2/28/2015 245 3.2 51
3/7 60mg 187 92 82
3/13 62.5mg 60mg 200 96 93 3.5 59
6/19 125mg  60mg 120pug 1630 3.3 54
7/11 192.5mg  60mg 120ug 150 93 90 33 54
7/23 250mg  60mg 120pug 1370 3.3 54
9/29 10mg 60mg 120ug 2170 163 95 92 2.9 44
10/9 10mg 2.5mg  120pg 2070 3.0 46

6/20/2016 10mg 60mg  ®IE  5pgXs 208 94 85






EFIMATARAMEAIZLSMITEIRED ZE L

6573 MLS | ‘K | =D 653 ML | |/RXK /N | TRVmax | esPAP
{TEERE | SatO2 | SatO2 1TEERE | SatO2 Sat02 | m/s mmHg
95 89 96 86 3.2 50

umbi

Al 126/76 187 132/63 193

B 3.1 49
557 1& 152/78 122/63 3.1 49
109 132/64 206 91 87 144/68 206 94 85 2.7 40
159 2.8 42
207 1% 126/70 168/84 2.8 42
2577 1& 3.0 47
309 & 132/62 194 92 88 142/62 200 99 88 3.2 50



Case@EL X NTHEIZLAMITENIRENDZE L

&KX &/ TRVmax |eSPAP
SatO, |SatO, |m/s mmHg
7 95 92 42

Bil 13 2.8

0.4mg 150 94 92 2.8 42
0.8mg 166 95 90 2.8 42



Case@IERCT L F /3T 0.8megix &

7/5/2016 2/15/2017

% W St

B — e ——————
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