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Systemic Sclerosis Fibrosing syndrome and
Raynaud’s- Clinical Aspects and Therapeutics
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668. Effect of the ETA Selective Endothelin Receptor Antagonist Ambrisentan
on Digital Ulcers in Patients with Systemic Sclerosis:Results of a Prospective
Pilot Brucato,A.etal. Italy
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20fE5IDSScEE  digital ulcer(EF153.05+2.11, F153.3+1.58mm;E %5
[ZxLT 7o)t 42 5mglHL1EIERE

Prospective Open Label Study
T ————

Mean number of Total Digital 3.05+2.11—1.754+2.02 p=0.004
Ulcer

Nean Number of Total DU per Patient During Ambrisentan Treatment

s 16

) +
23 + Physician Global assessment 16 0.45+0.69—0.06+0.68 P=0.42
1 4 -
s ¢ 20
B | Digital ulcer diameter 16 3.3+1.58—2.01+2.13 P<0.001
as ¢
W 12

Adverse Events
1. Leg edema, hand, arm, foot edema 15/20(75%)
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713.Evaluation of the Effect of Ambrisentan on digital
microvascular flow in patients with systemic sclerosis using
doppler pefusion imaging

o« T AIEESMmg 1M H,10mg2/m B  double blind placebo control

 Laser Doppler Perfusion Imaging(LDPI):noninvasive perfusion mapping of
area of skin

* Digital microvascular perfusion flow
T 2R : Limited SSc2015I F&JE Vo 74 LLA, Digital ulcer(3 &<
mean age 50(20-70)
* 0,1, 12W visit cold challenge test (10°C) 2min
* Primary outcome:mean change of blood flow in selected resion(ROI)
* Secondary outcome:Raynaud’s condition score, SclerodermaHAQ,PainVAS
#a2R :ROI(BFTIIR) DBEELWREGL
RCSEP-VASIZBEELNE
faim: LY RBILGME Y REY M E DremodelingZ s AN s &



2483. Digital ischmic ulcers in Scleroderma Treated with Oral
Treprostinil diethanolamine:A randamized , Double Blind
Controlled, Multicenter Study

* an analogue of prostacyclin
* RCT 148 SSc 48.85% . HERHAMRI10.55F 27Centers
67% limitedSSc, Treprostinil 16mg bid

e 5E®E20BFETEEM Primary endopoint :net ulcer burden
BERWELL

pa-
p=0.43

S cer Burde

Mean Net Ul

Secondary endpoint®VASHSHAQ-DITEEEZHY . LA /—IRELEITHE?



1449. A Meta-Analysis of Randamized Trials in
treatment and prevention of digital ulcer in SSc

Digital Ulcer IZR§9 5 EF/ABDRCT

SSc Fi5;EE %9 540 TrialdD>5 21Trial ARCTTHY

lv ilioprost standard mean defference—0.77:new ulcer® HIBZEHNHIL 1=,
Oral prostacyclin(X3h B ALY,
SildenafillEZEEITEBZABEIEAIHELEMNREILVENEEIH S,
Tadarafilb BEZEVNSTREN—DH D,

o Sildenalll Vs. Placebo in Improvement of DU

Sicenaful Mawbo sk Rate Risk Ratio

STy OF SUbDgroup Evemis Toss Evenis 1O WeigM MM Random, 955 0O MM AN00m, 95% L

; 00 s 00 10.5% 189.3} , )
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848 : Prospective Observational Study of Mycophenolate Mofetil Treatment in
Rapidly Progressive Diffuse Cutaneous Systemic Sclerosis of Recent Onset
Mendosa FA et al. philadelphia

o 256D EHEAELITE (245 A Ri) deSSclZxf T HMMFD IR
DIRET

« W5 EMMF2000mg/day, F118.2+8.73M AR5

#EE - mRSS 24.56+8.62—14.52+10.9 (P=0.004)

* BSA(affected body surface area) 36x16%—14+13.3%
(P=0.00001)
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Long-term experience of mycophenolate mofetil for
treatment of diffuse cutaneous systemic sclerosis
Ann Rheum Dis.2011,70,1104-1107.

Johns Hopkins Scleroderma Center

° MMF(Zg:42%’3g:52%) ; MMF cohort

- FEREAM7.7£4.7Y
o 5 HAMI19.2+14M

50

Modified Rodnan Skin Score (mRSS)
0 10 20 30 40
s

* 12 months follow-up

e 3months AN THEREMNZEHLNS

« BEBEDMNATEELGHENEIFEE
¢« MMF :—7.59+8.6

(D-PC: —2.47+7.12)
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687.

Clinical Features of CTD-ILD patients treated with MMF

Age

Female gender

Ethmicity

Past smokers
Current smokers
MMF d@scontinuation

Predmisone dose
Predmisone dose (@

(@ MMF start
12 moaths

55 (218D

30 (64%)

54 (8995) Whate, 6 (10%) Hispanic, 1 (2%) Black
25 (419%)

0

7(11%), symptoms of intolerability (3), leukopenia (1)

abnormal liver tests (1), lymphoma (1) ILD
progression (1)

30 patients on prednisone; mean 14 mg / d (+/-16)
34 patients on prednisone; mean 4 mg / d (+/-5)

FVC% e
FVC% (@
FVC% @
FVCY% @

DLco% @

DLco%

DLco% @
DLco% (@

MMF start (n=61)
12 months (n=61)
24 months (n=42)
16 months (n=29)

MMF sart (n=61)
(@ 12 months (n=61)
24 months (n=42)
36 months (n=29)

Survival @ 36 months

MMF therapy:¥153.5years(1-105F ) 3g/day 38(62%), 2g/day(34%)

b (+/—17)

60 (+/—-16)
4 (+/-17)
15 (+/-16)
50 (+/=17)
51 (+/=17)
52 (+/=17)
52 (+/-16)

1009%

PSL 14mgMhHaAmgNBET H31E

CTD-ILD 6115l SSc 25(41%), anti-synthetase antibody 14 (23%),RA 6(10%)

Mycophenolate Mofetil Is An Effective, Well-Tolerated, Steroid-Sparing
Agent for a Diverse Spectrum of Connective Tissue Disease-Associated
Interstitial Lung Disease.

Serial pulmonary function testing in CTD-ILD patients treated with MMF

OFve
EDLCO
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702. Effect and Safety of Rituximab in SS: An Analysis
from the European Scleroderma Trial and Research Group

EUSTAR CohortlZ#E LY TRetorospectivel Z5f & : mRTSS,FVC, DAS28,CK level
Skin 12/ A . Lung 6/ A THITE. LB EMHER

7245l DSScEEF 227/ 5% TRTXIX 5 (52dcSSc. 19LcSSc)disease duration 6 years
(3-10years)14f5IMTX# 5 | 1g day0&1gday14ix 5

58 Skin:
mRTSS18.2 +10.9—14.5+9.9 (P=0.0002 )
dcSSc only n=26, 26.5+6.8—20.4+8.9 (P<0.0001)
European SSc activity score3.7—1.7(P=0.01)
Organ involvement:
Lung(n=11: FVC 57.749.1%—56.2+16% (P=0.5)
DLCO, HRTCEE ZE%L
SSc-associated arthritis(n=8) DAS28 4.8—3.7, P=0.2 ) . BAEI R IZHIERAL
Myositis(n=11) (CK 273+177—184+139, P=0.03
&l4ER Infection 14 patients, Fatigue 29 patients, Nausea 9 patients.
AfEBIFE T (LFEBFI AT 2 L 1D A ERTX infusionf®1.55 A)
fham RIS DML, B RITH L TRIXCAEIEE R RTCHAHE




703. B cell depletion Therapy in Systemic sclerosis: a follow up
4 years on Skin and Lung Involvement in Fourteen Patients
Bosello,SL,et.al. Italy

Ak 14 patients : it 44.3+14.35% dcSSc

*Rituximab 1g dayO, day14 DIV

*Mean disease duration:32.9+37.1H° B (SFEMI (T 1FE LAR O B HALEH)
*RTSS, digital ulcer

IEIN #%8E (FVC, DLCO), HR-CT

48 41.0+14.8HBFollow RTSS 24.9+9.8—12.0+6.7 (BE R
11.0-85.1%)

*Digital Ulcer® 7 1=7% H IR X 7%2<2/6451 (33%) X AR R IZ =
9l (X %VCIZZE L B9 3EHIETE. 25EHIEAL
*HR-CT_E106lIEZEL7%L . 15D Ak ZE. 3B EL (BHIK1451)

taam  Rituximab(3 R EE1EDERZHIHIT 5, MREDERZH]
Hll L4 I TR EAREBI (XN RV ERE




B cell depletion in diffuse progressive systemic sclerosis: safety, skin score
modification and IL-6 modulation in an up to thirty-six months

follow-up open-label trial

Silvia Bosello1,Bosello et al. Arthritis Research & Therapy 2010, 12:R54

94E | Clinical improvement during follow up

in nine systemic sclerosis patients treated with anti-CD20
mTSSmean21.1—4.0
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1448. Two Years Follow-up Results After Rituximub Treatment

(Baseline and month 6) in Patients with “ Early” Systemic Sclerosis
with Diffuse Skin Involvement

Smith V et.al. Belgium

o SHEHID B HdcSSc (8-30M) Open-label study

* Rituximab1000mgDIV O, 2W, 6M# (24W&E26W)
e 1000mg methylpredonisoloneZ x5

* 0,3,6,12,15,18,24M

* mRSS, internal organ functions (lung, heart,
kideny) HAQ-DI,SF36

RFEMMCD19count




Change in Clinical and laboratory parameters in the study upon
treatment with rituximab

30

25

20

15

10

5

0

TSS

P<0.01

0 3 6 12 15 18 24
——TSS 24.8 19.8 14.3 10.8 10 10.8 13.6
Disease Activity Score LVEF
5 72
Z \ —4—Disease Activit y Score 0 \
35 \
3 \ §
2.5 62
2 \ E 60 —
1.5 \ 58
~—
0 3 6 12 15 18 24

TSSIMWATIETLEMARFRT
EELHIETAHRLI=

%DLCO, %VC,SF-36,HAQ-DI,
Ccer, PAPIZE B ZEIX G oT=

<5 CD19 cell 6MEF = T= 45l
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Smith V, Van Praet JT, Vandooren B, Van der Cruyssen B, Naeyaert JM, Decuman
S, Elewaut D, De Keyser F. Rituximab in diffuse cutaneous systemic sclerosis: an
open-label clinical and histopathological study. Ann Rheum Dis. 2010,69(1):193-7
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1462. Outcomes of Systemic Sclerosis associated Polyarthritis patients
treated by biotherapies Tocilizumb or Abadacept:A EUSTER observational study

e EUSTER network|Z# 17 4BiologicsM3NE
* 13 SSc patients
* 9 tocilizumab:8mg/kg/M

DAS28 5.0+0.9—2.8%1.0

mRSS 8+8—9+9 HAQ 1.4+0.5—1.7%0.7
* 4 abadacept:10mg/kg/M

DAS28 5.2+5.0—1.2+1.8



707. A Pilot Study of Abadacept for the Treatment of patients with Systemic

Sclerosis

Variable

Abatacept (n = 7)

placebo (n = 3)

p-value

. ks .
Abadacept BEFE D Baseline
= Age (vear, SD) 398 (11.4) 48.6 (13.9) 0.32
5= DIV %% Male 8.6
OW. 2W. 4W. ZMD 4 vt camcasian 574 o0 :
’ ’ ’ 1 l)m‘llia‘n [‘I aynauds) -;.Q(‘ 4) Q" (32) 0.0s
S JL = 2 ) "V \ 3 3 3
Wﬂ?xlq_' 24W$_C Duration (1st non-ravnauds) 24 (1.6) 8 8 (3 8) 00042
mRSS 23.6 (6.6) 30 (3) 0.15
HAQ-DI 0.6 (0.8) 1.5 (1.1) 0.18
Physician Global VAS 37.6 (13.8) 56.3 (5.5) 0.57
- HI Patient Global VAS 53 (35.8) 61.7 (44.8) 0.75
%f}w E | MRSS%"‘] Patient Pain VAS 42.7(35.3) 53 (47.8) 0.71
ET9 5., HAQ-DI, FVC 773 (19) 3.3 (27.6) 0.79
DLCO 87 (17.5) 80.3 (24) 0.65
VAS’PL”monary Outcomes |
function test Change in HAQ-DI —0.04 (0.2) 0.25 0.56
Absolute change in mRSS —8.6 (7.5) —2.3 (15.0) 0.059
% change in mRSS —33(29.0) —6.2 (52.3) 0.31
7A Abadacept 3A Change in Physician Global —11.9(18.1) —17.3(23.2) 0.048
’ Chanoe in Patient Global —R(7.6) —27(6 7 0023
Placebo Change in Patient Pain —11.4(8.3) —15.0 (25.1) 0.18
Change in FVC 1.3 (8.5) 0.3 (8.5) 0.72
Change in DLCO 2.0(6.3) —74(10.7) 0.84
mRSS@ff‘ﬁi‘TﬂEk # Adverse events 7 7
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