Vall d'Hebron
Husputal e

Novedades en el diagnostico y
tratamiento en las EAS: TOP 5 del 2014

ESCLERODERMIA

V. Fonollosa Pla - CP. Simedn Aznar
Unidad de Enfermedades Autoinmunes Sistémicas
Servicio de Medicina Interna

Universitat
Autbnoma
de Barcelona




ESCLERODERMIA. Tratamiento

Factor XII| Metotrexato Ciclofosfamida
Colquicina Dexametasona Azatioprina
Fotoféresis D-penicilamina lloprost
Aferesis Ketanserina Simpatectomia
Radiacion Ketotifeno Biofeedback
SEULEE] No drug has been proven totalljid
5-fluoruraci : _— SR Na
Ineffective until it's been tried In

Dimetil sulft o nte MO
N scleroderma” Eric Bywathers -

Ciclofenil Vitamina D Colageno tipo |
Potaba Nifedipino Halofuginona
IECAS Omeprazol Minociclina
ARA 2 Octreotido Bosentan
Aspirina Cisapride Probucol
Globulina anti-T Prednisona Fluoxetina




Targeted therapies for systemic sclerosis

Christopher B Denton & Voon H. Ong

Table 2 | Current clinical trials in SSc*

NATURE REVIEWS | RHEUMATOLOGY 2013

Study; identifier (cdate record
updated)

Agent (type)

Condition

Frimary endpoint

Intervention in active

arm

Design

Phase
and status

SEDUCE; NCTO1295736
(Oct 20022

SCOT; NCTOO114530 (July 2011 )1

Allogeneic hematopoietic-cel|
transplantation after nonmyeloablative
conditioning for patients with severs
S55c; NCTODE22895 (Oct 2012

Study of ambrisentan with antifibrotic
agent combination therapy in diffuse
55c; NCT01093885 (March 2010)

High-dose intravenous MAC versus
iloprost for early, rapidly progressive
diffuse S5c; NCTO0428883

{Jan 2007 pae

Study of pomalidomide (CC-A047) to
evaluate safety, tolerability,
pharmacokinetics, pharmacodynamics
and effectivenass for subjects with
S5c with ILD; NCTO1559129

(Oct 201 2=

IL1-TRAF. rilonacept, in S5¢;
NCTO1538T19 (July 2012)€

Sildenafil (type 5
phosphodiesterase
inhibitor)
Autologous SCT

Allogeneic SCT

Ambrisentan
(ERA)

NAC

Pomalidomide
(derivative of
thalidomide)

Rilanocept (fusion
protein, IL-1
inhibitor)

S5c with
ischasmic DUs

dc S5

S5c and
progressive
lung fibrosis

Tirme to healing of
ischasmic DUs at
a0 days

Event-free survival
at 48 and

54 months post
randomization, FVC,
SSc—HAQ, mRSS

Event-free survival
at 2 years

mRSS at
12 months

MRS5S

Change in mRSS
and FVC at week
B2

d-gene biomarker
of skin disease and
mRSS

20mg three times per

day

Autologous SCT
and high-dosa
immunosuppressive
therapy

Allogeneic SCT

and high-dosa
immunosuppressive
therapy

5-10mg daily

MAC versus iloprost

1 mg daily over
52 weeks

320mg day 0 and
160mz weekly for
5 weeks,
subcutaneously

Double-blind
RCT

RCT

Open label

Open lakbel

Double-blind
RCT

Double-blind
RCT

Phase Ill,
recruiting

Phasz I,
ongning

Phase 1/,
onEning

Phas= 11711,
recruiting

Phase |I,
recruiting

Phase 1/,
recruiting




Targeted therapies for systemic sclerosis

Christopher P Denton & Voon H. Ong NATURE REVIEWS | RHEUMATOLOGY 2013

A trial of tadalafil in ILD of Tadalafil (PDES 35c and lung Change in FVC over  20mg alternate days Double-blind Phasze I,
scleroderma; NCTO1553981 inhibitor) fibrosis & months over 5 months RCT recruiting
(Dec 2012

Fresolimumab in S5c; NCT01284322 Fresolimumab dcS5c Change in Cne-off intravenous Open label Phase I,
(July 2012)4= (GC1008) TGFpregulated dose of 1 mg/kg or recruiting
gene exprassion in - bmglkg
skin over T weeks

Rituximab for treatment of 55c—PAH; Rituximakh Change in PYR over 2 infusions, 1,000mg Double-blind Phasa II,
MCTOL08E6540 (Nov 2012 (antFCD20 24 weeks each, 14 days apart RCT recruiting
antibody)

Macitentan for the treatment of DUs in - Macitentan S5c with DUs Reduction of new 3mg or 10mg daily for  Double-blind Phase I,
S5¢c patients; NCTO1474109 (selective ERA) DUs at 16 weeks 16 weeks RCT recruiting
(Sep 2012+

SLSIl; NCTOOBB3128 (Sep 2010 WMIF; 35¢c and lung FVC over MMF max 1.5z twice RCT Phas= Il,
cyclophosphamide  fibrosis 24 months daily for 2years or oral recruiting

cyclophosphamide max

2mg/ kg for 12 months

A study of RoActemra/Actemra Tocilizumah mRSS at 6 months 162 mg once perweel, Double-blind Phase Il,
(tocilizumaly) versus placebo in (antHL-E receptor subcutaneously RCT recruiting
patients with S5c; NCTO1532869 antibody)

(Feb 2013

A protocolased treatment for early Rituximahb Death or major 1,000 mg on days 1 Phase Il,
and severe S5c with (anti-CD20), ongan involvement and 15 and at week ongoing
fituximab; NCTO0378431 at 28 weeks 26-28, intravenously
(Feb 2013)%2 with 100mg

methylpradnisolone

prior to each infusion

AIMSPRO in established doSSc; AIMSPROE mRSS at week 26 Subcutaneous injection Double-blind Phas= Il,
MCTOOTE9028 (Aug 2011)+ (hyper immune goat of serum, 1 ml twice RCT ongning
SErum) weelkly for & months




Stem cell transplantation in

systemic sclerosis

of HSC

Step 2. Leukapheresis, : ~—
ex-vivo manipulation, d—  of blood wjo

i laukocytes »
and cryopreservation :

Step 1. Mobilisation

i.v. cyclophosphamide + s.c. G-C5F

Processing of HSC from
leukapheresis product.

-
L

Reinfusion

|

Step 3. Conditioning
and reinfusion of HSC




Autologous Hematopoietic Stem Cell Transplantation vs

Intravenous Pulse Cyclophosphamide in Diffuse Cutaneous
Systemic Sclerosis

A Randomized Clinical Trial

Jacob M. van Laar et al.

Figure 1. Flow of ASTIS (Autologous Stem Cell Transplantation

International Scleroderma) Trial

156 Patients randomized

79 Randomized to receive HSCT
75 Received HSCT as randomized
4 Did not receive HSCT
2 Major protocel violation®
1 Nonadherent
1 Withdrew consent

77 Randomized to receive
cyclophosphamide (control)
15 Received cyclophosphamide
as randomized
2 Did not receive
cyclophosphamide
1 Died
1 Nonadherent

!

v

11 Completed intervention

4 Discontinued intervention
3 Died

1 Adverse event

57 Completed intervention
18 Discontinued intervention
8 Nonadherent
4 Died
4 Adverse event
1 Major organ failure
1 Major protocol violationP

I

'

79 Included in primary analysis

77 Included in primary analysis

JAMA. 2014.311(24).2490-2498,




Autologous Hematopoietic Stem Cell Transplantation vs
Intravenous Pulse Cyclophosphamide in Diffuse Cutaneous

Systemic Sclerosis
A Randomized Clinical Trial

Jacob M. van Laar et al.

JAMA. 2014:311{24):2450-2498.

Flgure 2. Event-Free and Overall Survival During 10-Year Follow-up
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E Event-free survival

100

301

&0 J""I"'--"l.|.|_|.|J.|.|.|_.I|I|.H_|
Control T

40+

20+
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Autologous Hematopoietic Stem Cell Therapy
in Severe Systemic Sclerosis
Ready for Clinical Practice?

Dinesh Khanna, MD, MS; George E. Georges, MD; Daniel R. Couriel, MD, MS

JAMA. 2014

Mortalidad relacionada con el tratamiento: 10,1%

Recaidas postrasplante: 22,4% (12 — 24 meses)

Efectos adversos graves: 62,9 %

Selecciodn de los pacientes




Autologous Hematopoietic Stem Cell Therapy
in Severe Systemic Sclerosis
Ready for Clinical Practice?

Dinesh Khanna, MD, MS; George E. Georges, MD; Daniel R. Couriel, MD, MS

JAMA. 2014

Patients who are candidates for HSCT should be
enrolled in protocols that aim to:

1. find disease biomarkers that identify patients likely
respond to HSCT and that predict relapse,

2. improve the treatment regimen,

3. provide careful follow-up to evaluate long-term
outcome.

Currently, consideration should be limited to patie nts with:

1. diffuse cutaneous systemic sclerosis within the first 4 to 5 years
of onset with mild-to-moderate internal organ involvement (severe
internal organ involvement will make patients ineligible because
of risks associated with HSCT)

2. limited cutaneous systemic sclerosis with progressive internal
organ involvement.
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Targeting pathogenic processes in SSc.

Attenuate autcantigendriven inflammation Stimulate controlled vascular regeneration
and antibodymediated pathology and repair endothelial damage

Systemue sclerosis complications Immunosuppressive agents

Active skan mvolvement Mycophenolate mofetil
Methotrexate
Cyelophosphamide
Rituximab
Intravenous immunoglobulin

Organ complications Pulmonary fibrosis Mycophenolate mofetil
Cvelophosphamide
Rituximab

Cardiac scleroderma Mycophenolate mofetil
Cyelophosphamide

Eenal cnisis low dose MMF

Reduce inappropriate
or excessive ECM deposition




Targeted immunotherapies in systemic sclerosis

J. Avouac and Y. Allanore

RITUXIMAB

Clin Exp Rheumatol 2014 32 (Suppl. 81):

S165-5172.

Table 1. Results of available trials regarding the efficacy and safety of rituximab in systemic sclerosis.

Smuth ef al.
(40}

Lafyatis ef al .

(42)

Bosello ef al.
(43}

Daoussis ef al
(44)

n=8

9-30 months of
dizeasze duration
mostly diffuse
cutaneous S5e¢

n=15 deSS5c
1% symptoms
<18 months

n=9 diffusze
cutanecus S5c¢
Cutaneous
PIOBIESSION
despite CYC

Dhnsease duration:

49+73 months

n=14 deS5¢
Dhsease duration
=5 years
Topoisomerase-1
antibodies + and
presence of ILD

1000 mg RTX at days At week 24, reduction

l'and 15 + 100 mg
methylprednisolone
58 +MTX

New treatment at
week 26 and 28

1000 mg RTX at
days 1 and 15

1000 mg RTX at days

1 and 15 + 100 mg
methylpredmsolone
29+ MTX

Randomization
Bvs. 6

Mo placebo

4 X 375 mg/m2/s
at melusion and
at & months

of skin score from 24 .8
(34)wl143(35)
(40% improvement)

Stability of Rodnan skin

score at 2 vears: 13 .8 (5.6)

No change of the skan
seore at 6 months: -0.37

(-145; +14) (20.6 1o 20.2)

Skin score: 21120 to
120 +6.1 (6 months)
and 7.0+4.0 (12 months)

{global improvement 57%)

Improvement of
VEVC: + 102% vs.
decrease of 5.0% in the
control group

2/ DLCO: + 19 5% vs.
decrease of 7.5% 1 the
control group

3/ skan score; 39 2%
decrease vs. 20.1%
decrease in the control
group

585¢-DAS score at 6 months:
451575 t01000-2.0)
HAQ-DI at 6 months: 1.3
(08-210t0 1.1 (03-2.13

Stability of 55¢-DAS score
at2years: 2.1 (00-55)
Stability of HAQ-DI at

2 years: 13 (0 4-20)

No change of DLCO
(79783 10 77.8£73),

FVC (892+10.8 to 92.7+10.3)
and HAQ : 067032 to
0644036

55c-DAS 10523 2 to

7242 8 (6 months) and
6.2+2 8 (12 months)
58c-HAQ: 0907 to

04405 (6 months) and
0.3+0 7 (12 months)

No change of DLCO and FVC

HAQ:069(03-125) 0031
(0.12-0.69) at 12 months in
the RTX group vs. non
significant change in the
control group 031 (0.1-0.9)
to 0.125 (0.1-0.4)

2 zenous side effects not
related to BT (one
myocardial mfaretion and
one unexplamed fever)

At 2 years, 3 additional sericus
side effects (one infection of
digital uleer, one sepsis and
one episode of hyperventilaton)

Infusion reaction: 47%
1 urinary tract infection
1 dental abscess

1 prostatic cancer

1 breast cancer

1 infection requesting IV
anabioties




Two-year Results of an Open Pilot Study of a
2-treatment Course with Rituximab in Patients with
Early Systemic Sclerosis with Diffuse Skin Involvement

VANESSA SMITH, YVES PIETTE, JENS T. VAN PRAET, SASKIA DECUMAN , ELLEN DESCHEPPER,,
DIRK ELEWAUT, and FILIP DE KEYSER

O hective. To study safety and potential efficacy of a 2-treatment course (mimth 006) with rituximah
(ETX ) in early diffuse systemac sclerosis (deSSc).
Methods. Two yean” followup (open-label study) was dondol 8 ]'.Ii.LII'::rII.'-: with eard v deS5c. Patents
received an infusion of 1000 mg RTX 2 tmes ot months 0 and 6,.W e viprednisolone.
Clmwcal measurements, Disease Activity Score, funct omal status, and CD194 p:ﬂ iphera ] blood count
W e FItT[':.}ﬂlltlﬂ ot months 0, 3,6, 12, 15, 18, and 24 and histopathologcal evalustion of the skin at
months 0, 3, 12, and 24,

Rexuils. T]'I'.-]'l" witd i chinically significant change in skin score, with @ mean Modified Rodnun skin
seore of 248 ol haseline (SD 3.4) and 136 ot Month 24 [SD 5.6; mixed models anmnlvses (MMA)
p < 00001] and & significant decrease in Disease Activity Score (DAS), with a median of 4.5 at
baselme {(range | 5-7.5) and 0.5 at Month 24 (range 0.0-5.5; MM A p < 00001 1. Indices of miermnal
orgin mvolvemen! remained stable thmoughout the study. RTX induced effective B cell depletion at
baseline and Month 6 (< 5 CD 19 cells/ul blood). The blmdly assessed hyvalnised collagen score
changed significantly over time (MMA p = 0009), with & mean of 693 al baseline (SD 22 8} and
33.1 at 24 months (SD 270). Five serious adverne events were considerad umrelated w the RTX

tres tment.
-If"-rmc.n’u.nhm. A E-Lr-.-:ul.nl-.-:nl COHT e ||r|-:|r||||~. 61 with BRTX sppears 1o be well wolersted snd may

Clinical Trials Repistration NCTOO37943 1. (First Belease Nov 1 2012; 1 Rheumaal X013 ;40: 527,
don: 10 3899 wheum 1 20778




Effects and safety of rituximab in systemic sclerosis:
an analysis from the European Scleroderma Trial
and Research (EUSTAR)

Jordan S, et al. Ann Rheum Dis 2014;

Table 1 Baseline demographics and clinical characterstics of all
analysed 55¢ patients (N=63)

Baseline characteristics (N=63)

Age |yaars) mean=SEM N=63; 509:1.6
S n

female 5
Sclerodarma sulitype

Dittuse
Limited
Disaase diration in years median (OR) H=E

Followr-uip in manths 10R)

Autoantibodies positie N
ACA a2
Ant-RNA polymasse 52
Ant-5- 10
Anti-U1-m AP 250




Change of modified Rodnan Skin Score (mMRSS)

Whole Cohort
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N=25;26.6+1.4 vs. 20.3+1.8; p=0.0001 n=25;0 vs. -24.0+5.2 %; p=0.0001
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Effects and safety of rituximab in systemic sclerosis:
an analysis from the European Scleroderma Trial
and Research (EUSTAR)

Jordan S, et al. Ann Rheum Dis 2014;

Table 3 Baseline demographics and dinical characteristics of
diffuse, severe SSc patients treated with RTX matched with diffuse,
severe control SSc patients (N=25 pairs)

Baseline characteristics of S5¢ patients with diffuse severe skin fibrosis
(N=25 each group)

Matched
RTX treated control p Value

Age (years) mean+SEM N=25; 45.0+2 .4 N=25; 50.0+3.0 02
Sex n/N % n/i %
female 16 64.0 19 760 05
mRSS N=25; 26.6+1.4 N=25; 25.0+12 !
Disease duration in years 09
median (range)
Follow-up in months (range) 6 (5-9) 7 (4-9) 04
Autoantibodies positive 19/25 : 15/20 i 1.0
ACA 1125 : 1118 ; 1.0
Anti-RNA polymerase Il 3N ; 1M . 1.0
Anti-Scl-70 1623 : 14720 i 1.0
Anti-UT-snRNP 0/22 115 } 04
DMARDs treatment 20024 : 16/22 ] 05




Absolute change of mRSS

-2 HTX treated
-®- matched control

- RTX treated

-+ matched control

delta mRSS

o

.{\E’
\'\
& &
< ,{6“
N=25;RTX(26.6+1.4 B vs.20.3+1.8 FU; p=0.0001) vs.
MC (25.0+1.2 B vs. 23.0+1.5 FU; p=0.1) N=25:-6.3+1.4 vs.-1.9+1.0;p=0.02

Percental change of mRSS

ninsaled
Mid tiloksning
& | M derate hilohsning

i RTX treated L] 2 vers tiokening
-m- matched control W e [ ERR G E
privieE |

Hnamlm
Thign [ D

change of mRSS (%)

b
o

L] i 1
ﬁ"* = o

&

N=25;-24.0+ 5.2 % vs.-7.7+4.3 % ;p=0.03

oot




FVC (% predicted)

m

delta FVC (% predicted)

-& RTX treated

-m- matched control

o
&

N=9; RTX (60.6+2.4 B vs. 61.3+4.1 FU;p=0.5) vs.
MC (60.9+2.8 B vs. 56.1+4.0 FU;p=0.02)

Absolute change of FVC (% predicted)

i RTX treated
matched control

&
&
é:\\ o
o &

N=9; 0.8+2.2 vs.-4.8+1.7; p=0.01

We could show beneficial effects of RTX
on skin and lung fibrosis in patients with
SSc compared with matched-control SSc
patients without RTX treatment. These
promising results need to be confirmed in
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The Many Faces of Scleroderma
Virginia D. Steen, MD

Department of Medicine, Georgetown University, 3800 Reservoir Road,
LL Gorman, Washington, DC 20007, USA

In summary, scleroderma-specific autoantibodies are strongly associated
with mmmngful clinical manilestations. These antibodies can be helplul in
| determining prugmhh and mumlurmg and ll"LdllnE patients. Thu should
be used in performing clinical trials and in doing gL]‘lLllL and basic research.
Hopefully, these scleroderma antibodies will lead to a better understanding
of the pathogenesis of scleroderma.




Table 1
Features of patients with limited scleroderma-specific autoantibodies

Antibody ACA Th/To Pm/Sd  UI-RNP
No. of patients 291 2 36 71
Male sex, %* 8 19 19 21
African African, %* 3 3 13
Age of onset* 42 K} 33
Diffuse SSc, %* 5 / 20

Disease duration

At diagnosis*

Joints, %*

Digital ulcers, %*

Gangrene, %*

Digital tuft

Resorption®* (x-ray numbers actually performed)
Calcinosis, %*

Muscle inflammation, %*

Any GI, %

Severe GI, %*

Any lung, %

Number with PFTs

Severe fibrosis, %*

Lowest FVC.* % predicted

Isolated PAH*

Severe heart, %*

Renal crisis, %*

Survival, % cumulative survival from diagnosis
S5y.10y 35,7 78.65

Major differences in bold.
Abbreviations: ACA, anticentromere antibody; FVC, forced vital capaaty; Gl, gastromtesti-
nal; PFT, pulmonary function test; PAH, pulmonary arterial hypertension; SS¢, systemic sclerosis.
* P < .001 by analysis of varnance. Steen, 2008




Good outcome of interstitial lung disease in patients with scleroderma
associated to anti-PM/Scl antibody

Alfredo Guillen-Del Castillo, MD**, Carmen Pilar Simeon-Aznar, MD, PhD~,

Vicent Fonollosa-Pla, MD, PhD?, Serafin Alonso-Vila, MD?, Maria M. Reverte-Vinaixa, MDP,
Xavier Mufioz, MD, PhD°®, Esther Pallisa, MDY, Albert Selva-O'Callaghan, MD, PhD?,
Andreu Fernandez-Codina, MD?, Miquel Vilardell-Tarrés, MD, PhD“

Seminars m Arthntis and Rheumaosm 8 (20104

63 Pacientes ESC — EPID : 14 anti-PM/Scl >< 49 an ti-Scl 70




Lung outoome

Global (n = 63}

Ant-5d-70(n = 49]

Anb-PMScl (n = 14)

P value

Dhyspnea, n ()
Pulmonary hypertension, nix}
Follow-up®, median (IQR), years
D ferences in PFTS, median (1GR]
AFVC % prediched
AKCO, & predicted

D ferences in FETS year median (10R )

AFVC E predicied! year

AKCD, ¥ predicted'year
Worsening FWC ATSERS, n (%]
Improvement FWC ATSERS, n (%)
FVC = 50%. m (%)

43 (62}
19 (301}
70 (3.5-10.0)

—72({—160 to —01) {7 = 55
—128(-247 o —03) {n = 32}

— 12 —40 to — 010 (n = 55]
—16{—-37 o —03){n = 32}
24/55 (43.6)

TE5{12.7)

19/55 {34.5)

36 (73.4)
16 (32.7)
71 {37-9.1)

=109 (245 tn —2.
—L5{-2501m —02

3) (0 = 42)
J (=2}

LBl =50 to —04]) (n =42)
—1.2{-37 to —0.3){n = 23]
12 (42 (52 4)

342 (71

1B/42 (42.9]

11 (—91 o 134) {n = 13}
146 (—313 to — 46) {n = 9)

03 [— L6 to 19) (n = 13}
—18{-32mw —-01)(n=9)
2{13(15:4)

4/13(30.8)

1/13(7.7)

LTI
052

L6

004
36

o1
057
001
04
00z




Regimens of treatment

Anti-SA-70  Anti-PM{Scl
{1 = 49) n = 14)

Prednisone = 10 mgiday 37 (5B7)  2B{57.1) 9 (643 ; Conclusions:
{ =3 months] .
Prednisane t,- 10 mg/day 38 (603)  31(633) 7 (50,0) Several features and prognosis of ILD

=3 months)

Cydophosphamide 21 (333} 20(408) 171} £ InSSC may be mOdIerd dependlng on the
Myoophenolate 21 (333) 20{408) 171} . oY . 2 3
sy i sy e identified immunological profile.
(R L A N el g

Oclosporm A or B (12.7) 1{210) 7 (50.0)

tacrolimus
Intravenous B {12.7) ai 4 [28.6)

mmrmuno globulin
Rituximab 4 |63} 0 0.0}
Cigenotherapy 4 (6.3) 0 {0.0)

Log Rank p= 0.008 N Log Rank p=0.04

sssaaaas P

=1 anti-Scl-70 e
51 antl-PMISel \ .

= anti-Scl-T0
£t anti-PMISc]

Severe restrictive disease-free survival
Progression-free survival

T T T 00 T T T
d i B 10 i} 4 B ] 10
Time elapsed from ILD diagnosis, years Time elapsed from ILD diagnosis, years
Humber 2t Risk Mumber at Risk:
ScL70; A9 A 5 - & Sck10: 44 248 18 13

PMISE: 14 : T Priscl 14 10 T 5]




E S
s AN I-CEN'EROI\/IER(?

C.REE.S.T. =

L FJAYNAUD EFRIMARIO
ES(ELERCDEIA-?NIIAE :
® 5SCLERO§|S
ES@_ERODACTILIA Anti 6ucleola}res

C%CSSﬁTEé\/HCAL
A
MMORFEA . P§OGRES|VA

A

Calésﬁ%?@%@'ﬁayg@“d SIASstéanica

Antﬁtopmsomerasa I




Report of a Meeting of Physicians and Scientists, Royal Free Hospital School of Medicine, London*

Panel: Classification of the systemic sclerosis subsets

1. “Pre-scleroderma” Raynaud’s phenomenon plus nailfold
capillary changes,; disease specific circulating anti-nuclear
autoantibodies (anti-topoisomerase-l, anti-centromere
[ACA], or nucleolar); and digital ischaemic changes.

2. Diffuse cutaneous SSc (dcSSc) Onset of skin changes
(puffy or hidebound) within 1 year of onset of Raynaud’s;

tr!lnrnl and arral ekin invnlveameant - nrecanra nf tandnan

4, Eclerudanna sine scleroderma Raynaud’s; no skin
involvement; presentation with pulmonary fibrosis,
scleroderma renal crisis, cardiac or gastrointestinal
disease; antinuclear antibodies may be present (Scl70,
ACA, nucleolar)

late incidence of pulmonary hypertension, with or without
interstitial lung disease, skin calcification, telangiectasiae
and gastrointestinal involvement; high prevalence of ACA
( 70-80%),; dilated nailfold capillary loops, usually without
capillary dropout.
4. Scleroderma sine scleroderma Raynaud’s; no skin
involvement; presentation with pulmonary fibrosis,
scleroderma renal crisis, cardiac or gastrointestinal
disease; antinuclear antibodies may be present (Scl70,
ACA, nucleolar)

Lancet 1996: 347: 1453-58



Esclerodermia sine esclerodermia

Fendmeno de Raynaud

Acs. Antinucleares positivos
Afeccion visceral tipica de ESC
Sin afeccion cutanea

1954: primer caso

1962: Rodnan y Fennel: “progressive systemic sclerosis sine scleroderma
1968: Giordano : Subtipo de esclerodermia sine esclerodermia

1988: LeRoy y Medsger: se incluye en esclerodermia cutanea limitada
2000: Poormoghim: 48 casos

2013: Marangoni: 79 casos

2014: Diab: 27 casos

2 subsets: diffuse cutaneous SSc: onset of RP within 1 year; truncal and acral skin involvement; tendon friction 877
rubs; early incidence of ILD, renal failure, diffuse GI disease, myocardial involvement; absence of ACA,

ahnormal ND; limited cutaneous SSc: RP for years, skin involvement limited to hands, face, feet, forearms or

absent; Ite incidence of PAH, trigeminal neuralgia, calcinosis, telangiectasia; high incidence of ACA,

domerinal NC




Systemic sclerosis sine scleroderma and limited cutaneous
systemic sclerosis: similarities and differences

C.P. Simeén-Aznar!,C. Tolosa-Vilella?, L. Gabarr6-Julid >, M. Campillo-Grau®,
A. Guillén del Castillo!, V. Fonollosa-Pla!, M. Vilardell-Tarrés!

N: 444
M/V: 398 / 46 (89,6 % / 10,4 %)

Esclerodermia definida: 415 (93,4 %)
Pre-esclerodermia: 29 (6,5%)

Limitada: 267 (60,1 %)
Difusa: 87 (19,5 %)
Sine esclerodermia 61 (13,7 %)

© Copyright CLINICAL AND
EXPERIMENTAL RHEUMATOLOGY 2014.




Tahla T (Wwoan inynlvement 3o AS natisnte writh ¢oS8~ and 186 natiante writh 1088~

Digital ulcers
Telangiectasia
Calcinosis

PAH

Peripheral vascular

Ravnaud’s phenomenon

Acro-osteolvsis

Raynaud’s phenomenon -H (96%) 179 (96%) 0.414
Digital ulcers 7 (16%) 94 (50%) 0.000
Telangiectasia 28 (62%) 140 (75%) 0.093
Calcinosis 5 (11%) 48 (26‘1} 0.047

3 (96%) 179 (96% } 0.414

7 (16%) 94 (50% 0.000

"8 (62%) 140 (75% } 0.093

5 (11%) 48 (26%) 0.047

0 (0%) 18 (10%) 0.028

oo 13(29%) . 35 (19%) 0.15
Pyrosis 16 (36%) 92 (49% ) 0.099
Barret’s oesophagus 1 (2%) 3 (2%) 0.582
Gastric hyvpomotility 6 (13%) 24 (13%) 1
Malabsorption 1 (29%) 6 (3%) 1

Table I. Organ involvement in 45 patients with ssSSc and 186 patients with 1leSSc.

TasLe 2 Comparison of ss55c¢ series reported in the medical literature with Brazilian ss55c patients

Variables Brazilian Pittsburgh
Age at disease onset, mean 46.04 (13.1) 51 (17-78)  0.058% NR 44.9 (18.2) 06712
(s.0.) or mean (range)
Female 76/79 (96.2) 41/48 (85) 0.041"* 20/22 (90.9) 0.398" 62/69 (89.8) 0.189"
Digital ulcers 19/79 (24.1) 16/48 (33) 0.256°  7/22 (31.8) 0.461° 10/69 (14.5) 0.209°
Articular 35/79 (44.3) 21/48 (44) 0.951° ?f22 (31.8) 0.293° 9/69 (13) <0.001°*
Muscular 10/79 (12.7) 2/48 (4) 0.132" 22 (13.6) =0.999" 2/69 (2.9) 0.036"*
Oesophageal dysmotility 64/77 (83.1) 37/48 (77) 0.475° 15322 (72.7) 0.367° 31/69 (44.9) <=0.001%*
ILD 37/65 (56.9) 32/47 (68) 0.230° 16/22 (72.7) 0.183° 44/69 (63.7) 0.418°
PH 18/79 (22.8) 11/48 (23) 0.986°  3/22 (13.6) 0.349° 17/69 (24) 0.791°¢
ACA 33/79 (41.8) 15/45 (33) 0.354°  8/22 (36.4) 0.648° 27/69 (24.8) 0.977°¢
Mortality rate 6/79 (7.6) 19/48 (40) <0.001** NR 6/69 (8.7) 0.806°
Neoplasia 4 (99%) 13 (7%) 0.750




Systemic sclerosis sine scleroderma and limited cutaneous
systemic sclerosis: similarities and differences

C.P. Simeén-Aznar!,C. Tolosa-Vilella’, L. Gabarré-Julia?, M. Campillo-Grau®,
A. Guillén del Castillo!, V. Fonollosa-Pld!, M. Vilardell-Tarrés!

Conclusions. ss55¢ and [eSSc patients
share demographic, clinical and im-
munologic features. Survival is also
similar in both groups. Differences
are mainly due to peripheral vascular
manifestations. However, despite great
similarities, we believe that ssSSc pa-
tients should be considered as a differ-
ent subset in order ro avoid misdiagno-
sis, 5588¢ patients should be truly dif-
ferentiated from early SSc using sensi-
tive and specific studies looking for any
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Early Systemic Sclerosis: Analysis of the Disease
Course in Patients With Marker Autoantibody
and/or Capillaroscopic Positivity

GABRIELE VALENTINI,"* ANTONELLA MARCOCCIA,* GIOVANNA CUOMO," SERENA VETTORI'
MICHELE TUDICI,' FRANCESCO BONDANINI* CARLO SANTORIELLO,® ALDO CIANIL?
DOMENICO COZZOLINO," GIOVANNI MARIA DE MATTEIS,? SALVATORE CAPPABIANCA,'
FILIBERTO VITELLI,? ano ALBERTO SPANO?

Arthritis Care & Research
Vol. 66, No. 10, October 2014, pp 1520-1527




Table 1. Epidemiologic, serologic, and clinical features of the 3 early systemic sclerosis
subsets and UCTD patients at baseline*

UCTD
patients
(n = 44)

Naples
Rheumatology
(n = 40)

Rome
Angiology
n = 20) P

Sex, F/IM

Ape, median (range) years

Duration from RP onset, median

([range) years

Subset 1
Anti—Scl-70 positive
Anticentromere positive
Anti-ENA polymerase positive
Megacapillaries only
Avascular areas = megacapillaries
Puffy fingers

Subset 2
Anti—Scl-70 positive
Anticentromere positive
Anti-ENA polymerase positive
Puffy fingers

Subset 3
Megacapillaries only
Avascular areas = megacapillaries
Puffy fingers

431
39 (18-71)
4 (0.4-30)

39/1
41 (17-73)
3 (0.5—24)

[-3
i

=R — i<

=L,
2 = o

L~ I = R Ll =

17/3 0.060
34 (16—61) 0.146
3 (1-20) 0.185

0.0001
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8
2 8,7

Subset
|
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i

% of patients fulfilling the
ACR/EULAR criteria

24 48 T2 96
Maonths

ACR/EULAR criteria

Conclusion.

Our data demonstrated faster progression
of SSc in autoantibody-positive patients,
particularly in those with preclinical
internal organ involvement at baseline,

Subset
—— preclinical involvement
not preclinical involvement

than in autoantibody-negative patients.
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Pre-esclerodermia >< Esclerodermia inicial
VEWEE) (Early)

Pre-SSc  SScinicial SSc sine

Fenomeno de Raynaud

Alteraciones capilares

AANS

GI/ILD/HTAP/CRE/COR

EEI hipotenso

DLCO <70%

Disfuncion Diastolica




Stem cell transplantation in systemic sclerosis
Ready for Clinical Practice?

Effects and safety of rituximab in systemic sclerosis:

These promising results need to be confirmed in phase Il randomised-controlled trials.

Good outcome of interstitial lung disease in patients with scleroderma
assoclated to anti-PM/Scl antibody

Several features and prognosis of ILD inSSc may be modified depending on the identified
immunological profile.

Systemic sclerosis sine scleroderma and limited cutaneous
systemic sclerosis: similarities and differences
we believe that ssSSc patients should be considered as a different subset

Early Systemic Sclerosis: Analysis of the Disease
Course in Patients With Marker Autoantibody
and/or Capillaroscopic Positivity

Our data demonstrated faster progression of SSc in autoantibody-positive patients, particularly in
those with preclinical internal organ involvement at baseline, than in autoantibody-negative
patients.




