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[Ca1]

Padua Consensus classification 5 circumscribed morphea [linear

scleroderma generalized morphea pansclerotic morphea mixed morphea

1D

1-4 1961 Tuffanelli
WinkelImann 11!

morphea linear scleroderma generalized morphea 3

Morphea
1

5-7

Linear scleroderma
40 - 70%

morphea en coup de sabre

Parry-Romberg progressive
facial hemistrophy, CQ10

Generalized morphea



Tuffanelli Winkelmann
generalized morphea
1994 Sato ¥
2 Sato generalized morphea

3cm 4 2

10, 1 generalized morphea morphea

linear scleroderma
10 generalized morphea

87% 74%
1995 Peterson 2 Tuffanelli  Winkelmann

3 plaque morphea generalized morphea bullous

morphea linear morphea deep morphea 5

atrophoderma of Pasini and Pierini

1
12-18 2004
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

Plaque morphea/Circumscribe morphea

10



Peterson plaque morphea Padua Consensus classification

circumacribed morphea Tuffanelli  Winkelmann morphea

Guttate morphea

Peterson plaque
morphea
Atrophoderma of Pasini and Pierini
13, 17 superficial variant
13, 19, 20 peterson plague morphea
Padua Consensus classification circumscribed morphea
superficial variant morphea  atrophoderma of Pasini and
Pierini circumscribed morphea  20% atrophoderma of
Pasini and Pierini ¥ circumscribed morphea
21
Keloid morphea/Nodular morphea
Peterson
plaque morphea
Lichen sclerosus et atrophicus
22-25
Peterson plague morphea
24, 26, 27
Bullous morphea
circumscribed morphea bullous morphea

28

11



Linear morphea/Morphea en coup de sabre/Progressive facial hemiatrophy
Peterson linear morphea Tuffanelli Winkelmann
Padua Consensus classification linear scleroderma Peterson
morphea en coup de sabre progressive facial hemiatrophy linear morphea
Padua Consensus classification

linear scleroderma  Trunk/limbs Head 2

Deep morphea/Morphea profunda/Subcutaneous morphea

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

eosinophilic fasciitis

pansclerotic morphea of childhood deep morphea

Eosinophilic facsiitis
Peterson deep morphea variant

Eosinohiplic fasciitis

Pansclerotic morphea/Pansclerotic morphea of child hood
Generalized morphea
2 Peterson
pansclerotic morphea of childhood

Padua Consensus classification pansclerotic morphea

30
29-31

32, 33

Mixed morphea
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Padua Consensus classification circumscribed morphea liner scleroderma

generalized morphea pansclerotic morphea 2

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

1D
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1. Tuffanelli  Winkelmann

(i) Morphea is usually 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 plaque complexes.

(ii) 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.
(i1i) Generalized morphea, the most severe form of localized scleroderma, is

characterized by widespread skin involvement with multiple indurated plagues,

hyperpigmentation and frequent muscle atrophy.

14



2. Sato generalized morphea

2 generalized morphea

1. 3cm 4

2 morphea

linear scleroderma
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3. Peterson

Plaque morphea
Plaque morphea
Guttate morphea
Atrophoderma of Pasini and Pierini
Keloid morphea (nodular morphea)

(Lichen sclerosus et atrophicus)

Generalized morphea

Bullous morphea

Linear morphea
Linear morphea (linear scleroderma)
Morphea en coup de sabre

Progressive facial hemiatrophy

Deep morphea
Morphea profunda
Subcutaneous morphea
Eosinophilic fasciitis

Pansclerotic morphea of childhood

16



4. Padua Consensus classification
Circumscribed morphea
a) Superficial
b) Deep
Linear scleroderma
a) Trunk/limbs
b) Head
Generalized morphea

Pansclerotic morphea

Mixed morphea

17



[CQz]

1D

Taniguchi 3 16

circumscribed morphea
circumscribed morphea/deep variant pansclerotic morpeha

linear scleroderma generalized morphea

zosteriform connective tissue nevus
circumscribed morphea linear scleroderma keloid morphea

circumscribed morphea

circumscribed morphea/deep variant linear scleroderma Parry-Romberg

bullous morphea
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Atrophoderma of Pasini and Pierini
circumscribed morphea
circumscribed morphea
superficial variant Parry-Romberg linear

scleroderma CQ10

CQ8

linear scleroderma

34

atrophoderma of Pasini and Pierini
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[Cas]

50%
2D
DNA 39 - 59%%
11
generalized morphea 82%
4
i N
39, 40
IL-2
35, 41-45
DNA

20

DNA

46 - 80% %
36 - 87y % 60%

37

DNA

37, 38

10

C

generalized morphea

DNA



[CQ4]

MRI
MRI
CT MRI SPECT
1C

Circumscribed morphea

linear scleroderma

MRI1
subclinical
Schanz % 43 circumscribed morphea/deep variant
9 linear scleroderma 19 generalized morphea 12 pansclerotic morphea 3
42 MRI1 74% 96%
38% 65% 60%
53% 40% 21% 16% 14% 7%
5% pansclerotic morphea linear scleroderma 68%

generalized morphea 50% circumscribed morphea/deep variant  44%
38%

subclinical

47-52

MRI
MRI
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CT MRI
CT  MRI
SPECT

53

CT MRI

CT
MRI

MRI

54

MRI MRI
CT MRI SPECT
1C
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[CQs]

3 -5 50%
2C
Peterson °
82 30 9.2 33 50%
3.8 circumscribed morphea
2.7 deep morphea 5.5
4
Christen-Zaech @ 136 3.7%
6 linear scleroderma
Saxton-Daniels
27 linear scleroderma 20 generalized morphea 5
circumscribed morphea 2 24 89%
8 29% 16 59%
6 - 18 9 50
3 Mirsky % 3
90 linear scleroderma/limbs 48 circumscribed
morphea 26 linear scleroderma/head 23 28%
1.7 linear scleroderma/limbs
9.25 7.08 2 linear
scleroderma/head
Piram linear scleroderma 52
5.4
31% 10
3 -5 50%

linear scleroderma
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[CQe]

morphea

2C

circumscribed morphea/deep variant li

scleroderma generalized morphea pansclerotic morphea

generalized morphea

58

Parry-Romberg 20%

CT MRI SPECT
CQ4

Parry-Romberg 15%

25

59

4, 53, 58

generalized

near

CQ22



59

59

4, 7
Sato IgM
1gG 46% 24%
circumscribed morphea  30% linear scleroderma
35% generalized morphea  67% generalized morphea
71% Hasegawa
/ 17% generalized morphea 27%
750

4 generalized morphea 40%
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[carl

localized scleroderma

systemic sclerosis

diffuse cutaneous systemic sclerosis; dcSSc
limited cutaneous systemic sclerosis;

1cSSc 61

localized limited
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[Cas]

1D

62 90%

- 40% RNA 11
U3RNP
5%

11

1D

Scl-70

28

Th/To

35

50%

DNA

5%

39 - 59%
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[CQ9]

CQ7
4,7
2 - 3%
I Scl-70 3
1 linear scleroderma 17
4, 6, 57
Soma % 135
4 5
6.7%

10 2.7 80 0.2% 5

genelarized morphea-like systemic sclerosis

64
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[CQ10] Parry-Romberg

Parry-Romberg

Parry-Romberg

Parry-Romberg

scleroderma

53, 58, 65

Parry-Romberg

Co11

linear scleroderma

42% 25%
circumscribed morphea
Parry-Romberg 57%
DNA
Parry-Romberg

Parry-Romberg

30
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[CQ11]

60-70%

2D

Parry-Romberg

MRI

60-70%

31



[CQ12]

1D 2D

2012 Childhood

Arthritis and Rheumatology Research Alliance (CARRA) juvenile localized scleroderma

CORE workgroup 5
66
3
MR
1 3
CK
2
MR
CARRA 1
67
47-52
50 MR
% CARRA
CK
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circumacribed morphea/deep variant

DNA 1

Zwischenberger  Jacobe®

1D

33



5. Childhood Arthritis and Rheumatology Research Alliance (CARRA)

Active disease definition for comparative effectiveness studies

Group 1
New lesion(s) within the prior 3 months, documented by a clinician
Extension of an existing lesion within the prior 3 months, documented by a
clinician®
Erythema of moderate or marked level in lesion or an erythematous lesion border
Violaceous lesion or border color
Documentation of active or progressive deep tissue involvement; documentation can

be by clinical examination, photographs, MRI, or ultrasound

Group 2

Patient or parent report of new lesion OR extention of existing lesion occurring
within the prior 3 months. Note: this ONLY applies for new patients (i.e. first
visit to clinician’ s office)

Lesion warmth

Mild erythema of lesion

Marked or moderate induration of lesion border

Worsening hair loss in scalp, eyebrow, or eyelashes, documented by a clinician

Elevated creatine kinase level in the absence of other source

Lesion biopsy sample showing active disease (i.e., inflammation and progressive
tissue fibrosis, microvasculature occlusion, and increased connective tissue

macromolecules [e.g., collagen, glycosaminoglycans, tenascin, and fibronectin])

* Patients can have either 1 item from group 1 or 2 items from group 2 to qualify as
having active disease. MRl = magnetic resonance imaging.
$ Lesion extension observed in serial photographs or tracings, or documentation of

>30% difference in lesion size (maximum length x width).
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[CQ13]

1D
69
circumscribed morphea 6 15 - 59 1 1-2 3
6 5 2
0 circumscribed

morphea very strong strongest

mild n linear scleroderma

1D
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[CQ14]

1B

Circumscribed morphea

1 2

Kroft 7 circumscribed morphea 10 44

1-9 0.1%

2
0.1% 1 2
12

Stefanaki ™ circumscribed morphea 13 41 - 74 2 -3

0.1% 1 2

Mancuso ™4 ™

0.1% 1 2

circumscribed morphea 7

Cantisani circumscribed morphea

0.1% ooT 1 2

circumscribed morphea 0.1%
oDT

linear scleroderma

36

22 - 72 3 -7
oDT

generalized morphea 1

8

0.1%



[CQ15]

1C
1
Joly 7”7 17 7 linear scleroderma 5
generalized morphea 5 14 - 63 6 - 96
7 0.5 mg/kg/day 10 1 mg/kg/day 6
5-170 18.3 4 1-3
6 -12 13
36.8 6 - 114 6
35% 2 1

Piram linear scleroderma 52

4

4 20
24 24 28
1
Zulian 78 70  linear scleroderma generalized morphea
mixed morphea
24
1 mg/kg/day 50 mg 3
9
3
12
CQ16

0.5 - 1 mg/kg/day
0.5mg/kg/day
1C

37



[CQ16]

2B 2C
2D 2C
1
4 7
1
2
Zulian ™ 70 linear scleroderma generalized morphea
mixed morphea 6 - 17 2.3
15 mg/m? 20 mg 1 12
1 mg/kg/day 50 mg 3
3
12 12
4 70 24 46
Seyger 9 genelarized morphea 7 circumscribed morphea 2
48 6 15 mg/week
24 12 25 mg/week
VAS
Uziel % 10 generalized morphea 6 linear scleroderma 3 Parry-
Romberg 1 6.8 4 0.3-0.6
mg/kg/week 9 3 30 mg/kg 3
1 9 3
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Kreuter & 15 generalized morphea 10 linear scleroderma 4
1 18 - 73 8.7 15 mg/week
1000 mg 3 6
14
Torok # 36 linear scleroderma/limbs 12 linear scleroderma/head 6

generalized morphea 12 subcutaneous morphea 3 circumscribed morphea 3

7.86 19.15 1
mg/kg/week 25 mg/week 2 mg/kg/day 60 mg/day
24 12
0.25 mg/kg/day 12
1.77
7 8. 56, 57, 83-86 397
2B
linear scleroderma 1 2
3 mg/kg/day 12
linear scleroderma 3 4
1 87 7
3 18
88
Martini % 4
10

39



pansclerotic morphea 2 generalized morphea 3
scleroderma 2 8 18

600 - 1200 mg/m?*/day 20

27 1

90

Q14

Q23

40

linear



[CQ17]
circumscribed morphea UVA1 bDbroad band
UVA PUVA narrow band UVB
UVA1 2B broad band UVA 2B PUVA 2C narrow band UVB 2C

circumscribed morphea UVAlL
PUVA broad band UVA narrow band UVB NBUVB
1994 Kerscher %

PUVA 2
Kerscher
UVA1 10
92
1995 UVAl 93-99
121 caucasian 3 - 73 6 -20 circumscribed morphea
circumscribed morphea/deep variant linear scleroderma 70
low dose UVA1 20 J/cm* 5 - 20 600 - 800 J/cm?
90%
UVAl
2 Sator ¥ circumscribed morphea 16
3 low dose UVAl 20 J/cm? 600 J/cm®> medium dose UVAl
70 J/cm? 2100 J/cm?
3 6 12
medium dose UVAL low dose UVAl
Stege ® 17 circumscribed morphea 15 linear
scleroderma 2 9 -72 9 -6 high dose UVAl (130
J/cm? 3900 J/cm? low dose UVAL (20 J/cm? 600 J/cm?
high dose UVA1 low dose
UVA1 high dose UVAL 10 4
3 9
UVA1
skin type 2
Jacobe 1 high dose UVAlL 101

4



Fitzpatrick skin types I %

47 skin type
Wang 10
18 high dose UVA1 130 J/cm? medium dose UVAL
65 J/cm? 3 14 high dose UVAlL skin type
I 1 matrix metalloproteinase
1 high dose UVAl | 11
3 high dose UVAL
UVAl
Broad band UVA PUVA low dose broad band UVA
PUVA 2 102, 108 30 PUVA-bath 17
PUVA 11 PUVA 2 80%
Low dose broad band UVA El-Mofty 104105 2
Circumscribed morphea 12 low dose broad band UVA
20 J/cm? 20
circumscribed morphea 63 low dose broad band UVA
5 10 20 J/cm®* 20
2 T7T%
NBUVB UVAl 1
Kreuter 1% 64  circumscribed morphea 50 linear scleroderma/limbs

4 linear scleroderma/head 4 circumscribed morphea/deep variant 2 generalized

morphea 3 5-73 5 - 39 low dose UVAL 20
J/cm?  medium dose UVA1 50 J/cm® NBUVB Fitzpatrick skin type Il 0.1 J/cm?
Fitzpatrick skin type 111 0.2 J/cm? 0.1 - 0.2 J/cw?
1.3 J/cm* 1.5 J/cm? 5 8 62
3 medium dose UVAL  NBUVB
low dose UVA1  NBUVB medium dose UVAl1  low dose
UVA1 NBUVB  low dose UVAL
50% 400

42



photosensitivity 1
UVAL Dbroad band UVA PUVA NBUVB circumscribed
morphea UVAl
UVAL 30 - 60
NBUVB

UVA1  broad
band UVA
2B
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[CQ18]

D
2C
2C 2C
D 2C
1A y O 1A
D
_Dy
Dytoc 7 12 5%
3
6
2
4
Campione ®  circumscribed morphea 2
2 16
Dytoc
morphea 6 15 - 59 1 1-2
2

Cunningham 1%

44

S%

1B

12

circumscribed

6

5



2 obT 3

Diab 66 generalized morphea 5 mg/kg/month
2 4
3 Moinzadeh ' PUVA
generalzied morphea 74
12 200mg/day 6 3
6
Inamo 2 generalized morphea 3 1mg/kg/day
9.5mg/m?/week 235 mg/m?/day
3 1
Coelho-Macias '3
generalized morphea 50 10
12 200mg/day 3 300mg/day 9
3 Cribier
2 generalized morphea

linear scleroderma

Schlaak 115

generalized morphea 2g/day
2 2 6
4 10
Falanga % 11
2 - 5 mg/kg/day 11 7 64%
7 5
2
2 - 5 mg/kg 15 - 53 1
D

45

16
bullous
6
D
3-6
3
3



Karrer 17

5-aminolaevulinic acid [ALA]

1-2 /
5-ALA oDT
6
1
Hulshof
6 1.25u g/day

Hunzelmann 2

mg 5 2

mRNA

6
20
24
100 mg

46

1

67
3% 5-ALA

118 2

20%

0.75 [lg/day
6

-U 100
18



[CQ19]

Linear scleroderma

2D

linear scleroderma

7 121-125

linear scleroderma/limbs 5 Parry-Romberg 2

dystonia neuropathy

continuous muscle fiber activity neuromyotonia

Taniguchi 3

linear scleroderma

Kumar % neuromyotonia
Linear scleroderma
Saad
Magalhdes 1% linear scleroderma 9 linear scleroderma/limbs 7 Parry-
Romberg 2 8
Parry-Romberg 2 1
linear
scleroderma 1
linear scleroderma subclinical
10 linear scleroderma/limbs 4
circumscribed morphea 2 linear scleroderma/head 4 127-134
10 1

133

47



linear scleroderma/limbs 5 3

) 1 121, 123, 124 Parry-Romberg

122, 125

Linear scleroderma

Parry-Romberg 2

125

10 9 5- 70mg/day

124
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[CQ20]

1D 2D 2D

circumscribed morphea/deep variant linear scleroderma generalized

morphea pansclerotic morphea

CQlZ 38, 68
1D
2,17, 135, 136 pydolph  Leyden'® 6 3-5
linear scleroderma
14 1 2 1

138

Chazen
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[CQ21]

2D

Parry-Romberg
QoL

Palmero %
Medpor
10
QoL

50

Parry-Romberg

2D



[CQ22]

1D 2D
141-151
78%
152
80%
90% 127, 142, 143, 145-147, 153, 154
1 111 4 142, 143, 146, 154
3 125, 129, 131 2
147 142 145 153
-Y
1
153, 155
1 156
2 153, 157
158-160 1
1
153, 161
142, 143, 162,
163 144, 164, 165
145 1 MMF 162
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