27

28

2016

3



11

19

25

36



10.

cQ

cQ

CcQ

51

59

63

69

77

81



11.

12.

13.

14,

148

150

171

176

191



2004

2010

2007
EBM

ACR/EULAR

2013



CQ

ACR/EULAR

cQ

cQ

evidence

CQ
cQ

CQ
CQ
evidence
Minds
EBM CQ
1.
2007 2007
2.
2010
3.
EBM Minds
Ver. 1.1
2014

evidence
1. Wang Z, Jinnin M, Nakamura K, Harada
M, Kudo H, Nakayama W, Inoue K,
Nakashima T, Honda N, Fukushima S, Ihn
H. Long non-coding RNA TSIX is
upregulated in scleroderma  dermal

fibroblasts and controls collagen mRNA



stabilization. Exp Dermatol. 25(2) 131-6
2016

Nakamura K, Jinnin M, Kudo H, Inoue K,
Nakayama W, Honda N, Kagjihara I,
Masuguchi S, Fukushima S, Thn H. The
role of PSMB9 up-regulated by interferon
signature in the pathophysiology of
cutaneous lesions of dermatomyositis and
lupus erythematosus. J Dermatol.[Epub
ahead of print]2015

Nakamura K, Nakatsuka N, Jinnin M,
Makino T, Kgjiharal, Makino K, Honda N,
Inoue K, Fukushima S, Ihn H. Serum
concentrations of Flt-3 ligand in rheumatic
diseases. Biosci Trends. 9(5) 342-9.2015
Koga A, Kgjiharal, Yamada S, Makino K,
Ichihara A, Aoi J, Makino T, Fukushima S,
Jnnin M, Ihn H. Enhanced CCR9
expression levels in psoriatic skin are
associated with poor clinica outcome to
infliximab treatment. J Dermatol. [Epub
ahead of print]2015

Inoue M, Jinnin M, Wang Z, Nakamura K,
Inoue K, Ichihara A, Moriya C, Sakai K,
Fukushima S, IThn H. microRNA level is
raised in the hair shafts of patients with
dematomyositis in comparison  with
norma  subjects and patients with
scleroderma. Int J Dermatol. [Epub ahead
of print]2015

Kudo H, Wang Z, Jinnin M, Nakayama W,
Inoue K, Honda N, Nakashima T, Kajihara
I, Makino K, Makino T, Fukushima S, 1hn

10.

11.

12.

13.

H. EBI3 Downregulation Contributes to
Type | Collagen Overexpression in
Scleroderma Skin. J Immunol. 195(8)
3565-73.2015

Wang Z, Jinnin M, Kobayashi Y, Kudo H,
Inoue K, Nakayama W, Honda N, Makino
K, Kgihara I, Makino T, Fukushima S,
Inagaki Y, Ihn H. Mice overexpressing
integrin av in fibroblasts exhibit dermal

thinning of the skin. J Dermatol Sci. 79(3)

268-78,2015
4
1 69: 98-102,
2015.

in press

2015-2016 80-81,2015.

239-243,2015.

54: 283-286, 2015.

23:517-521, 2015.

2015.4.23-25 59
Meet



the Expert

miR-196a
I
2015.5.15-16 47

cobblestone appearance

2015.5.26-28

2015.5.29-31 114

GVHD
1 2015.7.18-19 39

2015.9.7

Nakamura K, Jinnin M, Inoue K,
Fukushima S, Ihn H. Identifying
disease-specific molecules of
dermatomyositis and lupus erythematosus
skin by quatitative proteomics analysis.

2015.9.9-12 45 th Annual ESDR meeting

10.

11.

12.

13.

14.

(Rotterdam, The Netherlands)

2015.10.17-18 67

iPS

2015.10.22-24 43

cobble
stone appearance

2015.10.22-24 43

2015.11.15
143

Kajihara I, Kusumoto S, Makino K,
Ichihara A, Makino T, Fukushima S,
Jinnin M, Ihn H. Increased CCL22
expression levels in psoriatic skin predicts
the good response to infliximab. ESDR
Nakamura K, Jinnin M, Fukushima S, Thn
H. Exome expression in the skin and sera
of systemic sclerosis patients, and its
possible therapeutic application against
skin ulcer.40™JSID(Okayama,Japan)
Makino T, Jinnin M, Nakayama M,
Fukushima S, Nasuguchi S, Ihn H.



Increased CD27 expression in the skin and
sera of patients with systemic sclerosis.

ACR



2010
SSc

ELISA

(systenmic

(systemic sclerosis: SSc)

SSc

SSc  SSc sine scleroderma

SSc  SSc sine scleroderma
2013 11
2013 1

sclerosis: SSc) 1980

1980



(American Rheumatism Association:
ARA) !
derivation study

validation study

SSc(limited

cutaneous SSc: 1¢SSc)
2001

LeRoy & Medsger
2 the Very Early Diagnosis of Systemic
Sclerosis (VEDOSS) EUSTAR multicentre

study? 2013

(American College of Rheumatology:

ACR) (European League
Against Rheumatism: EULAR)

4,5

SSc 3

IcSSc SSc sine scleroderma

derivation study

validation study

validation study

2003 ARA 1980

RNA
2010
ARA
SSc
VEDOSS
2013 1
SSc
SSc
SSc
ACR/EULAR
2013 ACR/EULAR
SSc IcSSc SSc
sine scleroderma SSc



SSc

validation study 2013 ACR/EULAR
“ Sclerodactyly of the fingers (distal to
the metacarpophalangeal joints but

proximal to the proximal interphalangeal

joints)”
MCP
PIP
. 2013 ACR/EULAR
SSc " Fingertip lesions”
" Digital tip ulcers” " Fingertip
pitting scars”
1.
2013 ACR/EILAR 2013 ACR/EULAR
“ Skin thickening of the fingers of " Pulmonary arterial hypertension
both hands extending proximal to the and/or interstitial lung disease”
metacarpophalangeal joints (sufficient PAH “ Pulmonary arterial
criterion)” SSc hypertension diagnosed by right-sided

heart catheterization according to



standard definitions.”

ILD “ Pulmonary fibrosis

seen on high-resolution computed
tomography or chest radiography, most
pronounced in the basilar portions of the
lungs, or occurrence of “ Velcro” crackles
on auscultation, not due to another cause

such as congestive heart failure.”

ILD

HRCT ILD

PAH 2014
validation study 1cSSc
sine scleroderma 2013
ACR/EULAR PAH

6 PAH

RNA

Scl-70

RNA

Scl-70

Scl-70

Scl-70

ELISA

Scl-70

RNA

discrete speckled ELISA

2013 ACR/EULAR

sclerodactyly  puffy finger

SSc

SSc



2 2013 ACR/EULAR

capillaroscopy

2013 ACR/EULAR
capillaroscopy 2
9 SS
3. 1
SSc 6-7 SSc
2013
ACR/EULAR
SSc
2013 ACR/EULAR
“ nephrogenic sclerosing fibrosis,
generalized morphea, eosinophilic SSc
fasciitis, scleredema  diabeticorum,
scleromyxedema, erythromyalgia, porphyria,
lichen sclerosis, graft-versus-host
disease, diabetic cheiroarthropathy” -
SSc
" erythromyalgia”
Crow-Fukase 1. Preliminary criteria for the classification of
SSc systemic sclerosis (scleroderma). Subcommittee
for scleroderma criteria of the American
Rheumatism  Association  Diagnostic  and
Werner SSc Therapeutic Criteria Committee. Arthritis Rheum

1980, 23: 581-590.
2. LeRoy EC, Medsger TA: Criteria for the



classification of early systemic sclerosis. J
Rheumatol 2001; 28: 1573-1576.

3. Minier T, Guiducci S, Bellando-Randone S,
Bruni C, Lepri G, Czirjak L, Distler O, Walker
UA, Fransen J, Allanore Y, Denton C, Cutolo M,
Tyndall A, Miiller-Ladner U, Matucci-Cerinic M,
co-workers atE: Preliminary analysis of the Very
Early Diagnosis of Systemic Sclerosis (VEDOSS)
EUSTAR multicentre study: evidence for puffy
fingers as a pivotal sign for suspicion of systemic
sclerosis. Ann Rheum Dis 2014; 73: 2087-2093.
4. van den Hoogen F, Khanna D, Fransen J,
Johnson SR, Baron M, Tyndall A,
Matucci-Cerinic M, Naden RP, Medsger TA,
Carreira PE, Riemekasten G, Clements PJ,
Denton CP, Distler O, Allanore Y, Furst DE,
Gabrielli A, Mayes MD, van Laar JM, Seibold JR,
Czirjak L, Steen VD, Inanc M, Kowal-Bielecka O,
Miiller-Ladner U, Valentini G, Veale DJ, Vonk
MC, Walker UA, Chung L, Collier DH, Csuka
ME, Fessler BJ, Guiducci S, Herrick A, Hsu VM,
Jimenez S, Kahaleh B, Merkel PA, Sierakowski S,
Silver RM, Simms RW, Varga J, Pope JE: 2013
classification criteria for systemic sclerosis: an
American College of Rheumatology/European
League against Rheumatism collaborative
initiative. Arthritis Rheum 2013; 65: 2737-2747.
5. van den Hoogen F, Khanna D, Fransen J,
Johnson SR, Baron M, Tyndall A,
Matucci-Cerinic M, Naden RP, Medsger TA,
Carreira PE, Riemekasten G, Clements PJ,
Denton CP, Distler O, Allanore Y, Furst DE,

Gabrielli A, Mayes MD, van Laar JM, Seibold JR,

Czirjak L, Steen VD, Inanc M, Kowal-Bielecka O,
Miiller-Ladner U, Valentini G, Veale DJ, Vonk
MC, Walker UA, Chung L, Collier DH, Ellen
Csuka M, Fessler BJ, Guiducci S, Herrick A, Hsu
VM, Jimenez S, Kahaleh B, Merkel PA,
Sierakowski S, Silver RM, Simms RW, Varga J,
Pope JE: 2013 classification criteria for systemic
American

sclerosis: an college of

rheumatology/European league against
rheumatism collaborative initiative. Ann Rheum
Dis 2013; 72: 1747-1755.

6. Alhajeri H, Hudson M, Fritzler M, Pope J,
Tatibouet S, Markland J, Robinson D, Jones N,
Khalidi N, Docherty P, Kaminska E, Masetto A,
Sutton E, Mathieu JP, Ligier S, Grodzicky T,
LeClercq S, Thorne C, Gyger G, Smith D, Fortin
PR, Larché M, Baron M: The 2013 ACR/EULAR
Classification Criteria for Systemic Sclerosis
Out-perform the 1980 Criteria. Data from the

Canadian Scleroderma Research Group. Arthritis

Care Res (Hoboken) in press






2010

Scl-70 RNA



Scl-70 RNA
Crow-Fukase Werner

1 MCP PIP

2 2 # capillaroscopy

H##
3
#
1 2
w2

1. 2. capillaroscopy




2010



1) 2009 CQ1 modified Rodnan total skin thickness

score

® MRSS

1B

CQ2

® dcSSc

()

C1



Q3 2D

CQ8
2C MMF
Co4 2C
2D
2C
CQ9
1C
CQ5 D-
D- SSc
2B
2B CQ10
CQ6
IFNa
TNF
IFNy  IVIG
2A IFNa 1A TNF
IFNy IVIG
CQ7
Co11

MTX

2C



2A quality of life: QOL

CQ12

1A

CQ13

2A
evidence-based medicine: EBM

Q14

2C

European League Against

Rheumatism: EULAR
2)



D

2)

CD20
cQ

2010
Kowal-Bielecka O, Landewé R, Avouac J,
Chwiesko S, Miniati I, Czirjak L, Clements

P, Denton C, Farge D, Fligelstone K,

Foldvari I, Furst DE, Miller-Ladner U,
Seibold J, Silver RM, Takehara K, Toth BG,
Tyndall A, Valentini G, van den Hoogen F,
Wigley F, Zulian F, Matucci-Cerinic M;
EUSTAR Co-Authors. EULAR
recommendations for the treatment of
systemic sclerosis: a report from the EULAR
Scleroderma Trials and Research group
(EUSTAR). Ann Rheum Dis.
2009;68:620-8.

/Bio
p211-220,
2015

p1295-1297
2015

MP
32:1125-1129, 2015






|
) @- | CQo-14




3-10%
5%

(ACEID)

ACEI
(scleroderma renal crisis, SRC)
L2 1980 .
ACEI
» clinical question (CQ)

(GFR) ACEI cQ



1. CQ (clinical question)

cQ
10 CQ
CQ 1: SSc
(SRC)
CQ 2: SRC
CQ 3: SRC
CQ 4: SRC
CQ 5: SRC
(ACE)
CQ 6:  SRC
CQ 7:  ACEi
CQ 8: SRC ACE
CQ 9: SRC
CQ 10: SRC

CQ

CQ 1: SSc
(SRC)
SSc
1C
SSc
SSc 10-19%
L2 SRC
4.2%
1.1%
3)
5% M
SRC
1990
- (MPO-ANCA)
SSc 5N
SSc  ANCA
SRC SSc  ANCA 7-13
ANCA
5, 8, 9)
D-
10. 1) 1990
SSc



12)

SRC

CQ 2:

SRC

1C

SRC

60%

9 SRC
CQ 3:
1, 14)
SRC
11%
SRC
SRC
SSc
L19  gRC 11%

15)

SRC

SRC

15, 16)
SRC
SRC
SRC
RNA
RNA
1C
1)
SRC
RNA 11

SRC

1A



15, 17, 18)

15mg/ 3.0

mg/dl
SSc
Scl70 SRC »
Scl70 24.25)
SRC
1519 SSc
90 SRC eGFR,
HLA DRB1*0407, DRB1*1304 m/ /1.73 m* *
SRC 1. Normal
19 2. Mmild
CD147 SRC 3. Moderate
20) 4. Severe
RNA 5. Very severe
SSc
(0-41%)™ RNA
11 6-10.7%
2.29) RNA 11
ELISA ELISA index
157 SSc CQ 5: SRC
SRC (ACE)
SRC
CQ 4: SRC
1C
SRC
(eGFR) SRC
(ACEI)
24, 26, 27)
20 mmHg

1C 10 mmHg



CQ 6:  SRC
SRC
2C
ACEi
2 ACEj
ACEi
CQ 7:  ACEi
ACEi
2D

140 mmHg

28)

(ARB)

SRC

ARB

D

SRC

ACEi

ACEi

CQ 8:

CQ

30)

31)

SRC ACE
SRC

1B

SSc  ACEi

QUINS trial

ACEi  SRC
) ACET  SRC
SSc SRC

34)

SRC
SRC

1C



40%

ACEi 30-60%
L. 53%
%) ACEi 20%
2000 SRC
38)
20-50%
ACEI
ANG9
ACEi 5%
ACEi
CQ 10: SRC
SRC
2C .
SRC %)
SRC ACEi
1.  Steen VD. Scleroderma renal crisis. Rheum
Dis Clin North Am 2003;29:315-333
40 I
(40,238 ) SSc 127 2. Nihtyanova S, Tang EC, Coghlan JG, et d.
0.3% 127 Improved survival in systemic sclerosis is
22 associated with better ascertainment of

ACEi internal organ disease. A retrospective



cohort study QJM 2010;103:109-115
IVa
Waker UA, Tyndall A, Czrjak L, et d.
Clinical risk assessment of organ
manifestations in systemic sclerosis. a
report from the EULAR Scleroderma Trials
And Research group database. Ann Rheum
Dis 2007;66:754-763 IVa
Hashimoto A, Endo H, Kondo H, et 4.
Clinical features of 405 Japanese patients
with systemic sclerosis. Mod Rheumatol
2012;22:272-279 IVa
Akimoto S, Ishikawa O, Tamura T, et a.
Antineutrophil cytoplasmic antibodies in
patients with systemic sclerosis. Br J
Dermatol 1996;134:407-410 \%
Endo H, Hosono T, Kondo H.
Antineutrophil cytoplasmic autoantibodies
in 6 patients with renal failure and systemic
sclerosis. J Rheumatol 1994;21:864-870
\%

Omote A, Muramatsu M, Sugimoto Y, et al.
Myeloperoxidase-specific  anti-neutrophil
cytoplasmic autoantibodies-related

scleroderma renal crisis treated with

double-filtration plamsapheresis.  Intern
Med 1997;36:508-513 \

Locke IC, Worrall JG, Leaker B, et 4.
Autoantibodies to myeloperoxidase in

systemic sclerosis. J Rheumatol
1997;24:86-89 IVb
Ruffatti A, Sinico RA, Radice A, et 4.

Autoantibodies to protenase 3 and

10.

11

12.

13.

14.

15.

16.

myeloperoxidase in systemic sclerosis. J
Rheumatol 2002;29:918-923

IVb

Steen VD, Medsger J TA, Rodnan GP.
D-penicillamine therapy in progressive

systemic  sclerosis  (scleroderma): a
retrospective analysis. Ann Intern Med
1982;97:652-659 IVa

Derk C, Jmenez S. Goodpasture-like
syndrome induced by D-penicillamine in a
patient with systemic sclerosis. report and
review of the literature. J Rheumatol
2003;30:1616-1620 \Y

Denton CP, Sweny P, Abdulla A, et al.
Acute rena failure occurring in scleroderma
treated with cyclosporine A: a report of
three cases. B J Rheumatol 1994;33:90-92

\%
Moore H, Sheehan H. The kidney of
scleroderma. Lancet 1952;1:68-70
IVa

Bose N, Chiesa-Vottero A, Chatterjee S.
Scleroderma renal crisis. Semin Arthritis
Rheum 2015 E-pub ]
Helfrich D, Banner B, Steen V, et 4.
Normotensive rena failure in systemic
sclerosis. Arthritis Rheum
1989;32:1128-1134 IVa
Manadan AM, Haris C, Block JA.
Thrombotic thrombocytopenic purpura in
the setting of systemic sclerosis. Semin
Arthritis Rheum 2005;34:683-688

\Y,



17.

18.

19.

20.

21.

22.

23.

Teixeira L, Mouthon L, Mahr A, et 4.
Mortality and risk factors of scleroderma
rena crisis: a French retrospective study of
50 patients. Ann Rheum Dis
2008;67:110-116 IVa

Steen VD, Medsger J TA. Case-control
study of corticosteroids and other drugs that
either precipitate or protect from the
development of scleroderma renal crisis.
Arthritis Rheum 1998;41:1613-1619

IVa

Nguyen B, Mayes MD, Arnett FC, et a.
HLA-DRB1*0407 and *1304 are risk
factors for sclerodermarenal crisis. Arthritis
Rheum 2011;63:530-534 IVb
Yanaba K, Asano Y, Tada Y, et a. Increased
serum soluble CD147 levels in patients with
systemic sclerosis association  with
scleroderma rena crisis. Clin Rheumatol
2012;31:835-839 IVb
Sobanski V, Dauchet L, Lefevre G, et d.
Prevalence of anti-RNA polymerase Il
antibodies in systemic sclerosis. Arthritis
Rheum 2014,66:407-417 IVa
Hamaguchi Y, Kodera M, Matsushita T, et
a. Clinical and immunologic predictors of
scleroderma rena crisis in  Japanese
systemic sclerosis patients with anti-RNA
polymerase 111 antibodies. Arthritis Rheum
2015;67:1045-1052 IVa

Satoh T, Ishikawa O Ihn H, et al. Clinica
usefulness of anti-RNA polymerase 111

antibody measurement by enzyme-linked

24,

25,

26.

27.

28.

29.

30.

sorbent Rheumatol ogy

assay.
2009;48:1570-1574 IVb

Steen VD, Costantino JP, Shapiro AP, et al.
renal crisis

Outcome of in systemic

sclerosis:  relation to  availability of

angiotensin  converting enzyme (ACE)

inhibitors. Ann Intern Med
1990;113:352-357 ( 1)
Steen VD, Medsger TA. Long-term

outcomes of scleroderma renal crisis. Ann
Intern Med 2000;133:600-603
IVa
Zawada ET, Clements PJ, Furst DA, et al.
Clinical course of patients with scleroderma
renal crisis treated with captopril. Nephron
1981,;27:74-78 IVb
Walder K, Pope J. Expert Agreement on
EULAR/EUSTAR recommendations for the
management of systemic sclerosis. J
Rheumatol 2011;38:1326-1328
I
Smith CD, Smith RD, Korn JH.
Hypertensive crisis in systemic sclerosis:
treatment with the new ora angiotensin
converting enzyme inhibitor MK 421
(Enalapril) in captopril-intolerant patients.
Arthritis Rheum 1984;27:826-828

\%
Caskey Fj, Thacker EJ, Johnston PA, et al.
Failure of losartan to control blood pressure
in scleroderma  renal  crisis.  Lancet
1997;349:620 "

Dhaun N, Maclntyre IM, Bellamy CO, et al.



31

32

33.

34.

35.

36.

Endothelin receptor antagonist and renin
inhibition as treatment options for
scleroderma kidney. Am J Kidney Dis
2009;54:726-731 V

Walker KM, Pope J. Trestment of systemic
sclerosis complications: what to use when
first-line treatment fails - a consensus of
systemic sclerosis experts. Semin Arthritis
Rheum 2012;42:42-55 \Y,
Maddison P. Prevention of vascular damage
in scleroderma with angiotensin-converting
enzyme (ACE) inhibition. Rheumatology
2002;41:965-971 I

Giddon AE, Dore CJ, Black CM, et 4.
Prevention of vascular damage in
scleroderma and autoimmune Raynaud’s
phenomenon: a multicenter, randomized,
double-blind, placebo-controlled trial of the
angiotensin-converting enzyme inhibitor
quinapril. Arthritis Rheum
2007;56:3837-3846 II

Hudson M, Baron M, Tatibouet S, et al.
Exposure to ACE inhibitors prior to the
onset of scleroderma renal crisis: Results
from the International Scleroderma Renal
Crisis Survey. Semin Arthritis Rheum
2014;43:666-672 IVa

Penn H, Howie AJ, Kingdon EJ, et al.
Scleroderma renal crisis: patient
characteristics and long-term outcomes.
QIM 2007;100:485-494 IVa
Pham PT, Pham PC, Danovitch GM, et al.

Predictors and risk factors for recurrent

scleroderma renal crisis in the kidney
allograft: case report and review of the
literature. Am J Transplant
2005;5:2565-2569 v

37. Siva B, McDonald SP, Hawley CM, et al.
End-stage kidney disease due to
scleroderma — outcomes in 127 consecutive
ANZDATA registry cases. Nephrol Dial
Transplant 2011;26:3165-3171
IVa

38. Gibney EM, Parikh CR, Jani A, et al.
Kidney transplantation for systemic
sclerosis improves survival and may
modulate disease activity. Am J Transplant

2004;4:2027-2031 IVa

1.

1.Higuchi T, Kawaguchi Y, Takagi K, Tochimoto A, Ota
Y, Katsumata Y, Ichida H, Hanaoka M, Kawasumi H,
Tochihara M, Yamanaka H. Sildenafil attenuates the
fibrotic phenotype of skin fibroblasts in patients with
systemic sclerosis. Clin Immunol 161:333-338, 2015
2.Terao C, Matsumura T, Yoshifuji H, Kirino Y,
Maejima Y, Nakaoka Y, Takahashi M, Amiya E,
Tamura N, Nakajima T, Origuchi T, Horita T,
Matsukura M, Kochi Y, Ogimoto A, Yamamoto M,
Takahashi H, Nakayamada S, Saito K, Wada Y,
Narita [, Kawaguchi Y, Yamanaka H, Ohmura K,
Atsumi T, Tanemoto K, Miyata T, Kuwana M,
Komuro I, Tabara Y, Ueda A, Isobe M, Mimori T,
Matsuda F. Takayasu arteritis and ulcerative

colitis — high concurrence ratio and genetic



overlap. ArthritisRheumatol 67:2226-2232,
2015

3.Tanaka M, Koike R, Sakai R, Saito K, Hirata S,
Nagasawa H, Kameda H, Hara M, Kawaguchi Y,
Tohma S, Takasaki Y, Dohi M, Nishioka Y,
Yasuda S, Miyazaki Y, Kaneko Y, Nanki T,
Watanabe K, Yamazaki H, Miyasaka N, Harigai
M. Pulmonary infections following
immunosuppressive treatments during
hospitalization worsen the short-term vital
prognosis for patients with connective tissue
disease-associated interstitial pneumonia. Mod
Rheumatol 25:609-614, 2015

4.Yamazaki H, Sakai R, Koike R, Miyazaki Y,
Tanaka M, Nanki T, Watanabe K, Yasuda S,
Kurita T, Kaneko Y, Tanaka Y, Nishioka Y,
Takasaki Y, Nagasaka K, Nagasawa H, Tohma S,
Dohi M, Sugihara T, Sugiyama H, Kawaguchi Y,
Inase N, Ochi S, Hagiyama H, Kohsaka H,
Miyasaka N, Harigai M; for the PREVENT Study

Group. Assessment of risks of pulmonary
infection during 12 months following
immunosuppressive treatment for active
connective tissue diseases: a large-scale
prospective cohort study. J Rheumatol
42:614-622, 2015

5.Yasuda S, Atsumi T, Shimamura S, Ono K,
Hiromura K, Sada K, Mori M, Takei S,
Kawaguchi Y, Tamura N, Takasaki Y.
Surveillance for the use of mycophenolate mofetil
fir adult patients with lupus nephritis in Japan.

Mod Rheumatol 25:854-857, 2015



CO1L, CQ2, CQ3 |

v v

ANCA

| cos

|

| cos cqs, cor
ACE *
|

| |

l CQ1

l CQ1

O -

*ACE:




Clinical Question CQ

2007

Clinical

Question CQ CQ
cQ

CQ1l



1C

3,4

1C

CcQ2

2B
2C

1B

10-12

PPI

13

PPI

8,9



5,14-16
CQ3
PPI
1A
25,26

PPI

PPI

17,18

PPI

19-24

PPI

26

20mg/
40mg/

33-35

PPI
21,27
28 Barrett
19,29,30
Barrett
RFA
7,31
CQ4
2D
2.5gx%
32
CQ5

20,23,24



2D
36
37
38
Roux-en-Y
38
39
CQ6
2D

40

CQ7

2D

41

5,7,42

CQ8



2D

B12

43

45

47-49

a4

ST

46

CQ9
2D
50
51,52
CQ10
1D

PGF2a

44,46

51,54,55

39,53

10



56

1D

CQ11

2B

57

58

59,60

CQ12
2D
61
CQ13
2D
65,66

CQ14

64

62,63



2D

67

o/

68

CQ15

2D

69

CQ16

2D

71

CQ17

1D

70

15

72



51,73

CQ18

2D

417580 TPN

TPN

74

72

1D

TPN

CQ

Nebel OT, Fornes MF, Castell DO.
Symptomatic  gastroesophageal  reflux:
incidence and precipitating factors. Am J
Dig Dis 1976, 21:953-6

De Vault KR, Castell DO (The Practice
Parameters Committee of the American
College of Gastroenterology). Guidelines
for the diagnosis and treatment of
gastroesophageal reflux disease. Arch
Intern Med 1995, 155:2165-73

Wright LE, Castell DO. The adverse effect
of chocolate on lower esophageal sphincter
pressure. Am J Dig Dis 1975, 20:703-7
Murphy DW, Castell DO. Chocolate and
heartburn:  evidence of  increased
esophageal acid exposure after chocolate
ingestion. Am J Gastroenterol 1988,
83:633-6

Camilleri M, Parkman HP, Shafi MA, et al.

Clinical guideline:  management  of



gastroparesis. Am J Gastroenterol 2013,
108:18-37

Rose S, Young MA, Reynolds JC.
Gastrointestinal manifestations of
scleroderma. Gastroenterol Clin North Am
1998, 27:563-94

Kirby DF, Chatterjee S. Evaluation and
management of gastrointestinal
manifestations in scleroderma. Curr Opin
Rheumatol 2014, 26:621-9

Johnson DA, Drane WE, Curran J, et al.
Metoclopramide response in patients with
progressive systemic sclerosis. Effect on
esophageal and gastric motility
abnormalities. Arch Intern Med 1987,
147:1597-601

Sridhar KR, Lange RC, Magyar L, et al.
Prevalence of impaired gastric emptying of
solids in systemic sclerosis: diagnostic and
therapeutic implications. J Lab Clin Med
1998, 132:541-6

2007, 84:1553-6
Boeckxstaens GE, Bartelsman JF
Lauwers L, et a. Treatment of Gl
dysmotility in scleroderma with the new
enterokinetic agent prucalopride. Am J
Gastroenterol 2002, 97:194-7

2002 79 2033-35

Vigneri S, Termini R, Leandro G, et
a. A comparison of five maintenance
therapies for reflux esophagitis. N Engl J
Med 1995, 333:1106-10

Fiorucci S, Distrutti E, Bassotti G, et
al. Effect of erythromycin administration
on upper gastrointestinal motility in
scleroderma patients. Scand J
Gastroenterol 1994, 29:807-13

Annese V, Janssens J, Vantappen G,
et a. Erythromycin accelerates gastric
emptying by inducing antral contractions
and improved gastroduodenal coordination.
Gastroenterology 1992, 102:823-8

Tomomasa T, Kuroume T, Arai H, et
al. Erythromycin induces migrating motor
complex in human gastrointestina tract.
Dig Dis Sci 1986, 31:157-61

Chiba N, De Gara CJ, Wilkinson JM,
et a. Speed of healing and symptom relief
in grade 1l to IV gastroesophageal reflux
disease: a meta-analysis. Gastroenterology
1997, 112:1798-810

Van Pinxteren B, Numans ME, Bonis
PA, et a. Short- term treatment with
proton pump inhibitors, H2-receptor
antagonists  and prokinetics  for
gastro-oesophageal  reflux  disease-like
symptoms and endoscopy negative reflux
disease. Cochrane Database Syst Rev 2006,
3:CD002095



Savarino E, Furnari M, de Bortoli N,
et a. Gastrointestinal involvement in
systemic sclerosis. Press Med 2014,
43:e279-91

Olive A, Maddison PJ, Davis M.
Treatment of oesophagitis in scleroderma
with omeprazole. Br J Rheumatol 1989,
28:553

Marie I, Ducrotte B, Denis P, et 4.
Oesophageal mucosal  involvement  in
patients with systemic sclerosis receiving
proton pump inhibitor therapy. Aliment
Pharmacol Ther 2006, 24:1593-601

Herrick AL. Development of agents
for the treatment of systemic sclerosis.
Expert Opin Investig Drugs 2001,
10:1255-64

Shoenut JP, Wieler JA, Micflikier AB.

The extent and pattern of
gastro-oesophageal reflux in patients with
scleroderma oesophagus. the effect of
low-dose omeprazole. Alimet Pharmacol
Ther 1993, 7:509-13

Hostein J, Li V, Carpentier P, et al.
Omeprazole: crucial progress in the
trestment of esophagitis in progressive
systemic scleroderma. Gastroenterol Clin
Biol 1991, 15:460-461

Kundrotas L, Ward RW. Omeprazole
vs ranitidine in pts with progressive
systemic sclerosis and  symptomatic
esophagitis  (abstract  34). Am ]
Gastroenterol 1992, 87:1250

Pakozdi A, Wilson H, Black CM, et
a. Does long-term therapy  with
lansoprazole  slow  progression  of
oesophageal involvement in systemic
sclerosis.  Clin Exp Rheumatol 2009,
27:5-8

Hendel L, Hage E. Therapeutic
monitoring of omeprazole treatment of
gastro-oesophageal reflux disease
(abstract). Gastroenterology 1993,
104(suppl):A99

Fussner H, Kreis M, Weiser HF.
Motility disorders of the esophagus in
progressive systemic scleroderma.
Pathophysiology, diagnosis and therapy.
Hautarzt 1988, 39:291-7

Katzka DA, Reynolds JC, Saul SH, et
al. Barrett’s metaplasia and
adenocarcinoma of the esophagus in
scleroderma. Am J Med 1987, 82:46-52

DeVault K, McMahon BP, Celebi A,
et al. Defining esophageal landmarks,
gastroesophageal reflux disease, and
Barrett’s esophagus. Ann N Y Acad Sci
2013, 1300:278-95

Spechler SJ, Sharma P, Souza RF, et
al. American Gastroenterological
Association technical review on the
management of Barrett’s esophagus.

Gastroenterology 2011, 140:e18-e52

> >

2011,



53:1767-70

2011, 15:12-8

Tatsuta M, Ilishi H. Effect of
treatment with liu-jun-zi-tang (TJ-43) on
gastric emptying and gastrointestinal
symptoms in dyspeptic patients. Aliment
Pharmacol Ther 1993, 7:459-62

Takahashi T, Endo S, Nakajima K, et
al. Effect of rikkunshito, a Chinese herbal
medicine, on stasis in patients after
pylorus-preserving gastrectomy. World J
Surg 2009, 33:296-302

Stirling MC, Orringer MB. Continued
assessment of the combined Collis-Nissen
operation. Ann Thorac Surg 1989,
47:224-30

Poirier NC, Taillefer R, Topart P, et al.

Antireflux operation in patients with
scleroderma. Ann Thorac Surg 1994,
58:66-7

Kent MS, Luketich JD, Irshad K et al.
Comparison of surgical approaches to
recalcitrant ~ gastroesophageal  reflux
disease in the patients with scleroderma.
Ann Thorac Surg 2007, 84:1710-15

Sjogren RW. Gastrointestinal features
of scleroderma. Curr Opin Rheumatol

1996, 8:596-75

1992 69 3541-44

Abu-Shakra M, Guillemin F, Lee P.
Gastrointestinal manifestations of systemic
sclerosis. Semin Arthritis Rheum 1994,
24:29-39

McCallum R, Lin Z, Wetzel P, et al.
Clinical response to gastric electrical
stimulation in patients with postsurgical
gastroparesis. Clin Gastroenterol Hepatol
2005, 3:49-54

Kowal-Bielecka O, Landewe R,
Avouac J, et al. EULAR recommendations
for the treatment of systemic sclerosis: a
report from the EULAR Scleroderma
Trials and Research group (EUSTAR).
Ann Rheum Dis 2009, 68:620-8

Gasbarrini A, Lauritano EC, Gabrielli
M, et al. Small intestinal bacterial
overgrowth: diagnosis and treatment. Dig
Dis 2007, 25:237-40

Di Stefano M, Malservisi S, Veneto G,
et al. Rifaximin versus chlortetracycline in
the short-term treatment of small intestinal
bacterial overgrowth. Aliment Pharmacol
Ther 2000, 14:551-6

Pimentel M, Chow EJ, Lin HC.
Normalization of lactulose breath testing
correlates with symptom improvement in
irritable bowel syndrome: a double-blind,
randomized, placebo-controlled study. Am

J Gastroenterol 2003, 98:412-419



Butt S, Emmanuel A. Systemic
sclerosis and the gut. Expert Rev
Gastroenterol Hepatol 2013, 7:331-9

Pimentel M. Review of rifaximin as
treatment for SIBO and IBS. Expert Opin
Investig Drugs 2009, 18:837-38

Scarpellini E, Gabrielli M, Lauritano
CE, et al. High dosage rifaximin for the
treatment of small intestinal bacterial
overgrowth. Aliment Pharmacol Ther 2007,
25:781-6

Young MA, Rose S, Reynald JC.
Scleroderma, Gastrointestinal
manifestations of scleroderma. Rheumatic
Dis Clin North Am 1996, 22:797-823

Sjogren RW. Gastrointestinal motility
disorders in scleroderma. Arthritis Rheum
1994, 37:1265-82

Lundeberg AC, Akesson A, Akesson
B. Dietary intake and nutritional status in
patients with systemic sclerosis. Ann
Rheum Dis 1992, 51:1143-8

Panganamamula KV, Parkman HP.
Chronic intestinal  pseudo-obstruction.
Curr Treat Options Gastroenterol 2005,
8:3-11

Battle WM, Snape WIJ Jr, Wright S, et
al.  Abnormal colonic motility in
progressive systemic sclerosis. Ann Intern
Med 1981, 94:749-52

Snape WJ Jr. Myoelectric and motor
activity of the colon in normal and

abnormal states. Scand J Gastroenterol

Suppl 1984, 96:55-60

F
1985 17 952-55

Soudah HC, Hasler WL, Owyang C.
Effect of octreotide on intestinal motility
and bacterial overgrowth in scleroderma.
N Engl J Med 1991, 325:1461-7

Nikou GC, Toumpanakis C, Katsiari
C, et al. Treatment of small intestinal
disease in systemic sclerosis with
octreotide: A prospective study in seven
patients. J Clin Rheumatol 2007,
13:119-23

Verne GN, Eaker EY, Hardy E, et al.
Effect of octreotide and erythromycin on
idiopathic and scleroderma-associated
intestinal pseudoobstruction. Dig Dis Sci
1995, 40:1892-901

Perlemuter G, Cacoub P, Chaussade S,
et al. Octreotide treatment of chronic
intestinal pseudoobstruction secondary to
connective tissue diseases. Arthritis Rheum
1999, 42:1545-9

Tokita Y, Yuzurihara M, Sakaguchi M,
et al. The pharmacological effects of
Daikenchuto, a traditional herbal medicine,
on delayed gastrointestinal transit in rat
postoperative ileus. 2007, 104:303-10

Horiuchi A, Nakayama Y, Tanaka N.
Effect of Japanese medicine,
Daikenchuto(TJ-100) in patients with

chronic constipation. Gastroenterol Res



2010, 3:151-5

Numata T, Takayama S, Tobita M, et
al.  Traditional  Japanese  medicine
Daikenchuto improves functional
constipation in poststroke patients. Evid

Based Complement Altemat Med 2014,

2014:231258 Epub
2012 74:5-9
1
2006 253-57
overlap
2006 60
247-51

Ambiru S, Furuyama N, Aono M, et
al. Hyperbaric oxygen therapy for the
treatment of postoperative paralytic ileus
and adhesive intestinal  obstruction
associated with abdominal surgery:
experience with 626 patients.
Hepatogastroenterology 2007, 54:1925-9

Saketkoo LA, Espinoza LR. Normal
bowel function restored after oxygen
therapy in systemic sclerosis and colonic

inertia. J Rheumatol 2007, 34:1777-8

1999 11 338-41

Loftus CG, Harewood GC, Baron TH.
Assessment of predictors of response to
neostigmine for acute colonic
pseudo-obstruction. Am J Gastroenterol
2002, 97:3118-22

Law NM, Bharucha AE, Undale AS,
et al. Cholinergic stimulation enhances
colonic motor activity, transit, and
sensation in human. Am J Physiol
Gastrointest ~ Liver ~ Physiol 2001,
281:G1228-37

Lindsey I, Farmer CR, Cunningham
IG. Subtotal colectomy and cecosigmoide
anastomosis for colonic sclerosis: report of
a case and review of the literature. Dis
Colon Rectum 2003,46:1706-11

Quiroz ES, Flannery MT, Martinez
EJ, et al. Pneumatosis cystoids intestinalis
in progressive systemic sclerosis: a case
report and literature review. Am J Med Sci
1995, 310:252-5

Davis RP, Hines JR, Flinn WR.
Scleroderma of the colon with obstruction:
report of a case. Dis Colon Rectum 1976,
19:256-9

Cheng S, Clements PJ, Brequist WE.
Home central venous hyperalimentation in
fifteen patients with severe scleroderma

bowel disease. Arthritis Rheum 1988,



32:212-6

1999 39 768-79
Grabowski G, Grant JP. Nutritional
support in patients with scleroderma. J
Parenter Enteral Nutr 1989, 13:147-51
Clements PJ, Becvar R, Drosos AA,
et al. Assessment of gastrointestinal
involvement. Clin Exp Rheumatol 2003,
21(3 suppl 29):S15-8
Maddern GJ, Horowitz M, Janieson
GG, et al. Abnormalities of esophageal and
gastric emptying in progressive systemic
sclerosis. Gastroenterology 1984, 87:922-6
Stafford-Brady FJ, Kahn HJ, Ross
TM, et al. Advanced scleroderma bowel:
complications and

management.

Rheumatology 1988, 15:869-74

y 6 NKT

59

2015 4 23-25

Kuwana M, Hasegawa M, Shirai Y,
Ishikawa O, Endo H, OgawaF, Goto D, Sato S,
Ihn H, Kawaguchi Y, Takehara K. Parameters
That Predict Worsening of Skin Thickness in
Patients with Early Diffuse Cutaneous Systemic
Sclerosis. ACR 79™ Annual Scientific Meeting,
San Francisco, CA, USA, Nov.6-11, 2015

. Segawa S, Goto D, lizuka A, Kaneko S,

Yokosawa M, Kondo Y, Matsumoto I, Sumida T.
The regulatory role of 3T «cells in
bleomycin-induced pulmonary fibrosis. ACR
79" Annual Scientific Meeting, San Francisco,

CA, USA, Nov.6-11, 2015



Clinical Question

cQ

1. SERIEHILEREDNZHET T X L

B R R R 15
B BB TIEE . KU
1S BTERERE

HE
cQis F1i

BERR PR IRE R




cQ

CQ

2010



cQ

2010

cQ

cQ

CQ1
(PH)
SSc PH
(PAH)
PH(PVH)
PH(ILD-PH) PAH SSc
10% SSc-PAH PVH
ILD-PH 10 10 25 3

CQ2
(SSc-PAH)

IcSSc
U1RNP PAH
SSc 1

1C

CQ3 SSc-PAH

( BNP NT-proBNP

) (
)
(%WFVC/%DLCO )

1C



CQ4
(TRV)
3.4mls
(RVSP) 50mmHg
PH
TRV 3.4ml/s
RVSP 50mmHg
PH
TRV 3.4m/s RVSP
50mmHg 2A TRV
3.4m/s RVSP 50mmHg
2B
CQ5 PH
(PVOD)
SSc-PAH PVOD
CT
2C
CQ6 PH
SSc-PAH

WHOFC

(Ch 1cC
WHOFC
(PVR) 2C
CQ7 SSc-PAH
PaO:2
60mmHg
2C
CQ8 PH
SSc-PAH
2C
CQ9 (21-24mmHg)
WHO
(21-24mmHg)
WHO
CQ10 WHO SSc-PAH

(ERA)(



)
(PDE)5

)

(sGC) (
WHOFC SSc-PAH
1B
CQl1 WHO SSc-PAH
ERA(
) PDES5 (
)
WHOFC
SSc-PAH
WHOFC
SSc-PAH
ERA PDES5
1B
2A
CQ12 WHO SSc-PAH
WHOFC SSc-PAH

ERA(

) PDES5 (

1A
=2A ERA(
PDES5 (
)
2C
CQ13 SSc-PAH
WHOFC
<8mmHg
>2.5-3.0 L/min/m2 6
>380-440m BNP
NT-proBNP
1C
CQ14 PH(ILD-PH)
ILD PH PAH
2C
CQ15 SSc-PAH ILD
SSc-PAH  ILD



2C

CQ16 SSc-PAH

2B

CQ17 SSc-PAH

SSc-PAH

cQ

e )

PAH

(E
E/e>15

1

CQ1

CQ2

CQ3

CQ4

SSc
20%

1C

SSc

1C

BNP NT-proBNP

2C

SSc
MRI

SSc



CQ5

CQ6

CQ7

CQs8

2C

Ca

2C

ACE

2C

SSc

2C

SSc

ARB

Ca

SSc

2)-4)

CQ

ACE

ARB  SSc

MRI cQ

CQ

1) Galié N, Humbert M, Vachiery JL, Gibbs S,
Lang I, Torbicki A, Simonneau G, Peacock A,
Vonk Noordegraaf A, Beghetti M, Ghofrani
A, Gomez Sanchez MA, Hansmann G,
Klepetko W, Lancellotti P, Matucci M,
McDonagh T, Pierard LA, Trindade PT,
Zompatori M, Hoeper M. 2015 ESC/ERS
Guidelines for the diagnosis and treatment of

pulmonary hypertension: The Joint Task



2)

3)

4)

Force for the Diagnosis and Treatment of
Pulmonary Hypertension of the European
Society of Cardiology (ESC) and the
European Respiratory Society (ERS):
Endorsed by: Association for European
Paediatric and Congenital Cardiology
(AEPC), International Society for Heart and
Lung Transplantation (ISHLT). Eur Heart J.
2015 [Epub ahead of print]

Overbeek MJ, .et al. Pulmonary arterial
hypertension in limited cutaneous systemic
sclerosis: a distinctive vasculopathy. Eur
Respir J. 2009; 34(2) : 371-9.

Giinther S, et al. Computed tomography
findings of pulmonary venoocclusive disease
in scleroderma patients presenting with
precapillary pulmonary hypertension.
Arthritis Rheum. 2012; 64(9) : 2995-3005.
Mathai SC, et al. Survival in pulmonary
hypertension associated with the scleroderma
spectrum of diseases: impact of interstitial
lung disease. Arthritis Rheum. 2009; 60(2) :
569-717.



WHO WHO WHO
l — |
CQ9 | CQ10 ] ‘ ’ COLL I ‘
’ | \ CQ13 CQ12
| Q13 Q15

H -

BRIERDHI( Séf’ﬁﬂ#étmh HiE. I6<oH)

ID':%‘_
PEHETIR
/ Eégg CQl\ DB X

AR

DEEOTHA
5 'L.\ﬁ"ﬁHE’.j( FrIEAE
T (KR ERT 255,
. f*ﬁ#l’ﬂiﬁ’l’ér :“NW—-L.\E@
.ua*/ﬁa*vw— €Q2 -
SPECT. ‘LEEMRI
BNPET=IENT- er
Mﬁh%@g
= ¥ o34 co2
Coamgm | BMLCHSLEEE  [rsaa| ¥
* N i SR :
FIRE ¥ &#_L’;%th_
cQs [B7Ovh— ARB.CafEinZE|  CQ7 s
CQ5, 6 Q



SSc ILD
SSc-ILD

SSc-ILD

14

SSc
ILD

SSc
ILD
ILD



EULAR EULAR

Scleroderma Trials and Research group;

EUSTAR 2009 SSc
D ILD
6
2015 5
SSc-ILD

PubMed http://www.ncbi.nlm.nih.gov/

2015 5 1 systemic
sclerosis scleroderma interstitial
lung disease interstitial pneumonia

pulmonary fibrosis pulmonary interstitial
fibrosis
case
report
SSc
ILD

14

C.
2015 5 1 PubMed
1441
SSc-ILD
122
14
SSc ILD
1
SSc-ILD
SSc-ILD
2
SSc-ILD



SSc-ILD

. Kowal-Bielecka O, Landewé R, Avouac J, et
al. EULAR recommendations for the
treatment of systemic sclerosis: a report from
the EULAR Scleroderma Trials and Research
group (EUSTAR). Ann Rheum Dis 2009;
68(5): 620-8.



SSchEZ M
1

ERHRCT  CQ1
1

v v
CQ14 | pMEMmERSY | | MEMmESRLL |

KEMRE~NDER TR CQ2

v v
| ®uzy | | #\uzy |
ma S T FIEORERE
ca3  «
PZE e
ARUEITE (o] casr3
BEHEL ‘

| HHRUE | cQ4




2010 clinical
question (CQ) CQ
EBM
EBM
2010
risk-benefit
0004 11 clinical

question (CQ)

2002

2007
2010

2010



2010
CQ
| VI
(1
CQ
Minds ( 2
A D
C1
B
o
(]
2010

CQ

cQ

cQ

CQ1. ?.
CcQz.
CQs.

CQ4.

CQ5.

CQeo.
CQ7.
CQs.
CQo.
cQ1o.

CQ11.

CQ12.
? . CQ13.
CQ14.

cQ

(1 CQ
cQ
CQ
o

CQ1.



CQ2. ?
CQs. ?
CQ4.
? evidence based medicine (EBM)
CQ5.
? EBM
CQ6.

CQ7. ?
CQs.

CQo. 5

cQlo. ?

CQ11. 2

CQ12. 2
CQ13.

CQ14. ?

CQ15.
" QOL

CQ1e6.

®
CQ

®
cQ



27



IEFYADLANVGE EOFE D DJE)

VATRTA VY7 c VE2—=/RCTDAYTF) VA
12U EDT ¥ ¥ ALHEBRBRIC L 5

1

i ET v ¥ AMEHBGREBRIC X B

Va SINTIEEMIEE (34— M%)

Vb SINTIEEE TGS GEGIN HRRFZE. BEBTIIZE)

% FLREFE GEIHE Ry —Z « Y1) —X)

Vi BETF—=2 12RO, EMBRAKRPLEMRBAOER
2; Minds
2) WO/ DIBT

HROBE ORI, HoHPLHAT—TICRRLTHDLHIET, 474
TER Y W — T HSHsES 5o MRS IE, (1) RHERT D, #ITOHRST2) 55
SHERT 2 BWET2)0 250 ) THRRENHZ LAS v, X)) LTHHERDAS %
ROGNZVWE Z 1L, [ LIE L, WHAERNTEZVHEELH D, R0,
ERHEROBENCIEF > 20ME (A, B, C, D)ZHRL, UToXH i

"y 2.

B1) 1)BE P LTHM ] %475 & L 2 #33 5 (1A)

= GRVWHESR, BORILCES Q)

2)BEPICH L THEMC IS SREHT 17 T & 2HRET 5 (20)

= (R, oIS )

3)BEPIIH LTHMC DHEM bTbRVI L 2RET 5(2D)

= (FVHESR, & THHEHVRIUCES)

4)BEPICHLTHER ] 27D & 2| 3RS 5 (1B)

= GRVHESE, PREORIICES )



BEEDRE

0 (normal) normal

1 (mild) Raynaud’s phenomenon
2 (moderate) digital pitting ulcers

3 (severe) other skin ulcerations

4  (very severe) digital gangrene

EBPICEFELLE, BOEHEFEEOBVREZHEICHMTD
*Digital pitting ulcers(Z. FIEAMIISEHMBIBNX D HLEMLD/NEBHEEET D

MERZEDEZHET7ILIT U A
cQi1-10

i 1 cQi1-15

RSEE - WAL RE8E - ®EHO




CQ

CQ

CQ

CQ

CQ

CcQ



CO1:

HAQ

QoL SF-36
QoL

Saint George’ s Respiratory Questionnaire

CAT

HAQ A Saint

George’ s Respiratory Questionnaire

C CAT C
HAQ L HAQ
HAQ
Hand
Mobility in Scleroderma (HAMIS)?
Duruoz’ s Hand Index (DHI)? Hand
functional disability scale’ ABILHAND

5

Saint George’ s
Respiratory Questionnaire® COPD
assessment test (CAT) ’

Saint George’ s Respiratory

Questionnaireha
Mouthon L

MHISS Mouth Handicap in Systemic

Sclerosis 8
Co2:
B
C
Mugii
ROM o Poole
10
Askew 10
1 Pils
RCT 8 3
12 Sandqvist
RCT 17 1
13

Mancuso Poole 3 8 3

14



55

18

16

Seeger 19 2
6
15
C03:
C0o4:
C
Melvin
D 16
o 20 Naylor
21
22
2 16 Melvin
7
17 35
2
Someya 2 2 Maddali-Bongi 2



48

26

MHISS

cQ

2010

25

Yuen

CQ

1)Poole JL, Steen VD. The use of the Health
Assessment Questionnaire(HAQ) to determine
physical disability in systemic sclerosis. Arthritis



Care & Reserarch.1991; 4: 27-31.

2)Sandqvist G, Eklund M. Validity of HAMIS: a
test of hand mobility in scleroderma. Arthritis
Care & Reserarch. 2000; 6: 382-387.

3)Silman A et a. Assessment of functional ability
in patients with scleroderma: a proposed new
disability assessment instrument. J Rheumatol
1998; 25: 79-83.

4)Sandgvist G, Eklund M et al. Daily activities
and hand function in women with scleroderma
Scand J Rheumatol. 2004; 33: 102-107.
5)Vanthuyne M et a.Vadidation of a manua
ability questionnaire in patients with systemic
sclerosis. Arthritis Care & Reserarch. 2009; 61:
695-703.

6)Beretta L. et al. Validity of the Saint George’s
Respiratory Questionnaire in the evaluation of the
health-related quality of life in patients with
interstitial lung disease secondary to systemic
sclerosis. Rheumatology. 2007; 46: 296-301.
7)Someya F. et al. Application of the COPD
assessment test (CAT) to patients with interstitial
lung disease. Health 2014; 6: 2562-2569.
8)Mouthon L et al. Development and validation of
a scale for mouth handicap in systemic sclerosis:
the Mouth Handicap in Systemic Sclerosis scale.
Ann Rheum Dis. 2007; 66: 1651-1655.

9)Mugii N. Hasegawa M et al. The efficacy of
self-administered stretching for finger joint
motion in Japanese patients with systemic
sclerosis. The Journal of Rheumatology. 2006;
33: 1586-1592.

10)Poole JL. Musculoskeletal rehabilitation in the
person with scleroderma. Curr Opin Rheumatol.
2010;22:205

11)Askew LJ, Beckett VL, An K, et al. Objective
evaluation of hand function in scleroderma to

assess effectiveness of physical therapy. Br J

Rheumatol. 1983; 22: 224-232.

12)Pils K, Graninger W, Sadil F. Paraffin hand
bath for scleroderma. Phys Med Rehabil. 1991; 1:
19-21.

13)Sandqvist G, Akesson A, Eklund M.
Evaluation of paraffin bath treatment in patients
with systemic sclerosis. Disabil Rehabil 2004;
26:981-987.

14)Mancuso T, Poole JL. The effect of paraffin
and exercise on hand function in persons with
scleroerma: a series of single case studies. J] Hand
Ther 2009; 22:71-77.

15)Seeger MW, Furst DE. Effects of splinting in
the treatment of hand contractures in progressive
systemic sclerosis. AJOT. 1987; 41: 118-121.

16)

2002; 30  563-566.

17)Mugii N, et al. Reduced hypoxia risk in a

systemic sclerosis patient with interstitial lung

disease after long-term pulmonary rehabilitation.

Clinical Medicine Insights: Case Reports. 2011;

4: 53-56.

18)Someya F, et al. Pulmonary rehabilitation

outcome of exercise-induced oxygen desaturation

in systemic sclerosis with interstitial lung disease.

Health. 2013; 5: 1-5.

19)Melvin JL. Systemic sclerosis. In  Melvin

JL ,ed. Rheumatic disease in the adult and child:

occupational  therapy and  rehabilitation.

Philadelphia: FA Davis, 1989.

20)Melvin JL  Caring for tour hands and fase
AOTA, 1994.

21)Naylor WP. Oral management of the

scleroderma patient. J Am Dent Assoc. 1982;

105: 814-817.

22)Naylor WP, et al. The nonsurgical treatment of

microstomia in scleroderma: a pilot study. Oral



Surg. 1984; 57: 508-511.

18
2006; 224 232.
24)
2010;

22

191 198.
25)Maddali-Bongi S, et al. The rehabilitation of

facial involvement in systemic sclerosis: efficacy

of the combination of connective tissue massage,

23)

Kabat’s  technique and kinesitherapy: a
randomized controlled trial. Rheumatol Int 2010;
18: 1382-13809.

26)Yuen HK, et al. Effect of orofacial exercises

on oral aperture in adults with systemic sclerosis.

Disabil Rehabil.2012; 34: 84-89.



v \ v
co4
S
——
1
SSc
| co1
v | v I
— —
v ¢
o ¥ |
v v v !
co4 [ Jees[ ]







QoL

QoL

DNA

Blaschko
(1) Blaschko



3cm 4

plaque morphea

linear morphea

Morphea guttata



1 SomaY, Fujimoto M. Frontoparietal
scleroderma (en coup de sabre) following
Blaschko's lines. JAm Acad Dermatol. 1998;38(2
Pt 2):366-8.

2. Christianson HB, Dorsey CS, Kierland
RR, O'Leary PA. Localized scleroderma; a
clinical study of two hundred thirty-five cases.
AMA Arch Derm. 1956;74(6):629-39.

3. FalangaV, Medsger TA, Jr. Frequency,
levels, and significance of blood eosinophiliain
systemic sclerosis, localized scleroderma, and
eosinophilic fasciitis. JAm Acad Dermatol.
1987;17(4):648-56.

4, Sato S, Fujimoto M, Thn H, Kikuchi K,
TakeharaK. Clinical characteristics associated
with antihistone antibodies in patients with
localized scleroderma. J Am Acad Dermatol.
1994;31(4):567-71.

5. Kelsey CE, Torok KS. The Localized
Scleroderma Cutaneous Assessment Tool:
responsiveness to change in a pediatric clinical
population. JAm Acad Dermatol.
2013;69(2):214-20.

6. Li SC, Torok KS, Pope E, Dedeoglu F,
Hong S, Jacobe HT, et a. Development of
consensus treatment plans for juvenile localized
scleroderma: a roadmap toward comparative
effectiveness studiesin juvenile localized
scleroderma. Arthritis care & research.
2012;64(8):1175-85.






CcQ

CQ

23



cQ

2014

23 CQ

2015 4 cQ
2015
12
cQ
163
;
7 71
cQ
20 Q
cQ
cQ
23 Q
CQ1-11
Q CQ11-23
cQ
3 163
11 Q

cQ



52; 8: 1047-1056.

2. Kister 1, Inglese M, Laxer RM, Herbert
J. Neurologic manifestations of
localized scleroderma: a case report
and literature vreview. Neurology.
2008; 71: 1538-1545.

3. Sato S, Fujimoto M, Hasegawa M, Takehara
K.  Antiphospholipid antibody in
localised scleroderma. Ann Rheum Dis.

2003; 62: 771-774.

Parry-Romberg syndrome 2.



[CQ1]
[CQ2]
[CQ3]
[CQ4]
[CQS5]

2
[CQ1]
[CQ2]
[CQ3]
[CQ4]
[CQ5]
[CQ6]
[CQ7]
[CQ8]
[CQ9]
[CQ10]
[CQ11]
[CQ12]

[CQ1]
[CQ2]
[CQ3]
[CQ4]
[CQS5]
[CQ6]
[CQ7]
[CQs8]
[CQ9]

[CQ1]

CQ



[CQ2]
[CQ3]
[CQ4]
[CQS5]
[CQ6]
[CQ7]

[CQ8]
[CQ9]

MTX

[CQ10] Parry-Romberg syndrome

[CQ11]

[CQ12]
[CQ13]
[CQ14]
[CQ15]

[CQ16]
[CQ17]
[CQ18]
[CQ19]

[CQ1]
[CQ2]
[CQ3]
[CQ4]
[CQS5]

[CQ1]
[CQ2]
[CQ3]
[CQ4]
[CQS5]

(

Parry-Romberg syndrome



[CQ6]
[CQ7]
[CQs8]
[CQ9]
[CQ10]
[CQ11]
[CQ12]
[CQ13]
[CQ14]

[CQ1]
[CQ2]
[CQ3]
[CQ4]
[CQ5]
[CQ6]
[CQ7]



[CQ1]
[CQ2]
[CQ3]
[CQ4]
[CQS5]
[CQ6]
[CQ7]

[CQ8]

[CQ9]

[CQ10]
[CQ11]
[CQ12]
[CQ13]
[CQ14]
[CQ15]
[CQ16]
[CQ17]
[CQ18]
[CQ19]

[CQ20]

CQ

Parry-Romberg syndrome



[CQ1]
[CQ2]
[CQ3]
[CQ4]
[CQS5]
[CQ6]
[CQ7]
[CQ8]
[CQ9]
[CQ10]
[CQ11]
[CQ12]
[CQ13]
[CQ14]
[CQ15]
[CQ16]
[CQ17]
[CQ18]

[CQ19]
[CQ20]
[CQ21]
[CQ22]
[CQ23]

Parry-Romberg

CQ



[CQ1]

Padua Consensus classification 5 circumscribed morphea linear

scleroderma  generalized morphea pansclerotic morphea mixed morphea

1D

14 1961
Winkelmann 1!

morphea linear scleroderma generalized morphea 3

Morphea

5-7

Linear scleroderma

4,7,8
9
morphea en coup de sabre
Parry-Romberg progressive facial hemistrophy,
CQ10

Generalized mor phea

Tuffanelli  Winkelmann

Tuffanelli

40 - 70%



generalized morphea
1994 Sao  °
2 Sao generalized morphea

3cm 4 2
10,11 generalized morphea
morphea linear scleroderma
10
generalized morphea 87% 74%

1995 Peterson 2 Tuffanelli  Winkelmann

3 plague morphea generalized morphea bullous
morphea linear morphea deep morphea 5

atrophoderma of Pasini and Pierini
1

Padua Consensus classification 3

atrophoderma of Pasini
and Pierini 3
mixed morphea 2

circumscribed morphea linear scleroderma  generalized morphea  pansclerotic morphea  mixed

morphea 5 4 2006
750 15% mixed morphea
4
Tuffanelli  Winkelmann Peterson Padua

Consensus classification
Plague mor phea/Circumscribe mor phea
Peterson plague morphea Padua Consensus classification circumacribed

morphea Tuffanelli ~ Winkelmann morphea

Guttate morphea



Peterson plaque

morphea

Atrophoder ma of Pasini and Pierini

13,47 superficial variant

131920 peterson plague morphea
Padua Consensus classification circumscribed morphea
superficial variant morphea  atrophoderma of Pasini and Pierini

circumscribed morphea 20%  atrophoderma of Pasini and

19

Pierini circumscribed morphea

21

Kedoid morphea (nodular mor phea)

Peterson
plague morphea
Lichen sclerosus et atrophicus
22-25
Peterson plague morphea
24,26, 27
Bullous mor phea
circumscribed morphea bullous morphea

28

Linear mor phea/Mor phea en coup de sabre/Progressive facial hemistrophy
Peterson linear morphea Tuffanelli ~ Winkelmann Padua
Consensus classification linear scleroderma Peterson morphea
en coup desabre  progressive facial hemiatrophy  linear morphea
Padua Consensus classification linear scleroderma
Trunk/limbs Head 2



Deep mor phea/M or phea profunda/Subcutaneous mor phea

circumscribed morphea linear scleroderma
Peterson deep
morphea linear scleroderma
Peterson
deep morphea Padua Consensus classification circumscribed morphea  deep variant
Peterson deep morpeha
subcutaneous morphea morpheaprofunda 2

eosinophilic fasciitis

pansclerotic morphea of childhood  deep morphea

Eosinophilic facditis
Peterson deep morphea  variant

Eosinohiplic fasciitis

Pansclerotic mor phea/Panscler otic mor phea of child hood

Generalized morphea
29

Peterson
pansclerotic morphea of childhood
Padua Consensus classification pansclerotic morphea
30
29-31
32,33
Tuffanelli ~ Winkelmann
Peterson Padua Consensus
classification 2

Tuffanelli  Winkelmann

Padua Consensus classification

circumscribed morphea/deep variant  pansclerotic morphea

Padua Consensus classification

circumscribed morphea linear scleroderma generalized morphea pansclerotic



morphea mixed morphea 5



1. Tuffanelli  Winkelmann

(i) Morphea is usualy characterized by circumscribed, sclerotic plagues with an ivory-coloured
centre and surrounding violaceous halo. Punctate morphea is considered to be a variant of morphea,
in which there appear small plague complexes.

(i) Linear scleroderma appears in a linear, bandlike distribution, and scleroderma en bondes is a
synonym of linear scleroderma. Frontal or frontoparietal linear scleroderma (en coup de sabre) is
characterized by atrophy and a furrow or depression that extends below the level of the surrounding
skin.

(iii) Generalized morphea, the most severe form of localized scleroderma, is characterized by
widespread skin involvement with multiple indurated plaques, hyperpigmentation and fregquent
muscle atrophy.
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