Sclérodermie systémique: quel suivi évolutif ?
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Paul Klee : 1879-1940 (I)
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Paul Klee: 1879-1940 (2)

Mask — 1921 Death and Fire — 1940

Paul Klee Polyphonies, Cité de la musique, Paris
18 October 2011 - 15 January 2012



Suivi évolutif d’'un malade sclérodermique

* Diffus vs limité

 Examen clinique

* Examens complémentaires
* Atteintes viscérales

* Handicap/qualité de vie



Fréquence suivi

Diffuse:
- Consultation trimestrielle ou plus fréquente

- Bilan annuel ou plus frequent

Limitée:
- Consultation semestrielle ou plus fréquente
- Bilan annuel



Evaluation clinique

Lésions cutanées

Score de Rodnan modifié
Télangiectasies
Ulcérations/calcinoses
Hyperpigmentation/dépigmentation

Pouls périphériques

Pouls cubitaux
Manoeuvre d’Allen

Articulations/muscles

Douleurs
Déformations
Synovites

Force musculaire
Frictions tendineuses

Les poumons
- Dyspnée
- Crépitants velcro des bases

Le coeur

- Palpitations

- Fréquence
cardiaque/bruit/souffle

Tube digestif

- reflux/dysphagie

- Vomissements

- Distention abdominale
- Constipation / diarrhée
- Incontinence anale



The modified Rodnan skin score (MRSS)
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Disease duration at peak skin score of the patients who
had dcSSc from the Royal Free Hospital scleroderma
database.

Nihtyanova SlI, Denton CP. Rheum Dis Clin N Am 34 (2008) 161-179



Disease duration and skin score in dcSSc

Change in skin score over 3 years in

the subgroups Survival in the subgroups
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Telangiectases in Scleroderma: A Potential Clinical Marker of

Pulmonary Arterial Hypertension
Shah et al. J Rheumatol 2010

No ' s

Graphs by FAH on Echocardiogram (RSP > 45 monHgh or Right Heart Cathetar zation




Sclerodermie systemique: bilan initial
(examens biologiques)

¢+ NFS plaguettes ¢* NT pro-BNP

¢ lonogram, creatinin ¢+ ANA

¢+ CRP ¢ Anti-ECT

¢ Liver enzymes ¢ Anti-RNA polymerase Il
¢ uricemia ¢ Anti-fibrillarine

¢ CK

¢ Serum protein
electrophoresis



SYSTEMIC SCLEROSIS : EVOLUTION

Diffuse

ILD + PAH

Bowell

Myositis

Bowell

Years

Skin score

Visceral involvement



Scléerodermie systemigue: examens
complémentaires

Capillaroscopie: au diagnostic
ECG chaque année(HOIter ECG)
Radiographie des mains au diagnostic puis selon évolution

Echographie cardiague avec mesure PAPS chague ann¢e (IRM
cardiaque)

EFR avec mesure DLCO chaque année
Scanner thoracigue coupes fines haute resolution au diagnostic

puis fonction de la présence PID

FibrOSCOpie OeSO'gaStrO'dUOdenale: dans les 5 premiéres années



Anomalies du Holter ECG des 24 heures au
cours de la sclerodermie systémique

Anomalie

Incidence
Extra-systole auriculaire 61%
Tachycardie supra-ventriculaire 21-32%
Extra-systole ventriculaire 67%
Tachycardie ventriculaire 10-13%

Anomalies de conduction 8-14%



Interstitial Lung Disease in Systemic Sclerosis

A Simple Staging System
Goh NSL, AJRCCM 2008
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Combined Pulmonary Fibrosis and Emphysema
Syndrome in Connective Tissue Disease

Table 1. Classification of connective tissue diseases in the 34 study
patients*

Rheumatoid arthritis B
Systemic sclerosis 0
Diffuse cutaneous 3
Limited cutaneous 7(20)
Mixed connective tissue disease 2(
Owerlapping connective tissue disease 2(
Sjdgren's syndrome 1
Polymyositis 1

* Values are the number (%) of patients.

100+
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Time (years)
# at risk 32 17 13 7

Figure 2. Kaplan-Meier estimates of survival in patients with com-
bined pulmonary fibrosis and emphysema syndrome and connective
tissue disease.
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HTAP-SSc : un pronostic sombre...

Long-term outcome of systemic sclerosis-
associated pulmonary arterial hypertension treated
with bosentan as first-line monotherapy followed or
not by the addition of prostanoids or sildenafil

David Launay">**, Olivier Sitbon"*3, Jérome Le Pavec'*?, Laurent Savale'??,
Colas Tchérakian'?®, Azzedine Yaici'*>, Lara Achouh'??, Florence Parent'??,
Xavier Jais"?®, Gérald Simonneau"?® and Marc Humbert'??
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PAH-SSc: Prevalence

Author Yegr O.f Country PAH definition (RHC) PAH prevalence
publication
Mukeriee et MPAP > 25 mmHg at rest or > 30
aIJ 2003 UK at exercise pulmonary capillary < 12% (86/722)
' 14 mmHg
Hachulla E MPAP > 25 mmHg at rest or > 30
ot al ’ 2005 France at exercise pulmonary capillary < 7,85% (47/599)
' 14 mmHg
PAPmM 225mmHg at rest and
Vonk, et al. 2009 Netherlands normal pulmonary capillary 9,9% (113/1,148)
pressure
PAPmM 225mmHg at rest, or
Phung, et : =230mmHg at exercise pulmonary 0
al. 2009 Australia capillary < 15 mmHg and PVR> 13% (24/184)
240 dyn/s/cm?
PAPmM =225mmHg at rest, or
S :
Avouac, et 2010 France and _30mmHg at exercise pulmonary 3,6% (42/1,165)
al. Italy capillary < 15 mmHg absence of
pulmonary fibrosis
North PAPm 225mmHg au repos, ou
Hsu et al. 2014 America =230mmHg a l'effort et PCP < 13,9% (35/251)

15mmHg

tegemndre

P vouthom £ PTesse Med 20—



Cardiac EchoDoppler
PAH definition

Vi
‘/V 2.5-3 mls
V.<25mls " Vir>3mis
(= SPAP < 30 mmHag) (:—S/PAP 30-45 mmHg) (~ SPAP > 45 mmHg)
No dyspnea Dyspnea (not
or dyspnea related to related to other
another cause causes)
I\ J N\ J
Y Y
NO PAH PAH echography
U

Right cardiac catheterisation
Hachulla et al. Arthritis Rheum 2005



Cardiac catheterisation (n=33)

« PAH : 18

 [IMPAP > 25 mmHg at rest or > 30 mmHg
at exercise with PAwWP < 15 mmHg]
— 25-35 mmHg: 14
— 35-45 mmHg: 3
— 45 mmHg: 1

» Post-capillary “venous”pulmonary
hypertension: 3 (10%)

 No PAH : 12 => 6 with mPAP > 20 mmHg

Hachulla et al. Arthritis Rheum 2005



Estimated incidence of pulmonary hypertension
during the 3-year followup period*

Estimated incidence
(no. of cases per
100 patient-vears)  95% CI

All forms of pulmonary 1.37 0.74-2.00
hypertension

Pulmonary arterial hypertension (.61 0.26—1.20
Among patients with leS5c 0.40 0.11-1.03
Among patients with deS5c 1.25 0.34-3.20

Postcapillary pulmonary (.61 0.26—1.20
hypertension

Pulmonary hypertension secondary 0.15 0.02-0.55

to pulmonary fibrosis

¥Q5% CI = 959% confidence interval; lehSc = limited cutaneous
systemic sclerosis; deSSc = diffuse cutaneous systemic sclerosis.

Hachulla et al. Arthritis Rheum 2009



Selection of screening variables in the DETECT study

112 variables

Demographic and Serum tests ECG parameters Echocardiographic
clinical parameters parameters
(n =68) (n=13) (n=3) (n =28)

Descriptive statistics and univariable regression

Expert selection:
Clinically relevant and feasible variables

Multivariable regression
within groups of variables

Multivariable
regression
across groups

.

8 variables:

6 non-echocardiographic
2 echocardiographic

38; 20 October 2013 Coghlan JG, et al. Ann Rheum Dis 2013; Epub ahead of print.

ECG: electrocardiography



DETECT: Two-step decision tree performance

SSc patients to be screened (n = 408)

— Step 1 NO No referral for echo
M'SS'EQ data \o_ ____ 6 non-echo variables b True PAH neg. (n = 50)

(n = 52) Total risk score > 3007 (n = 52)

YES
(n = 304)

o Step 2 No referral for RHC
MlssTgsgata €————- Step 1 total score plus 2 echo variables E%Q True PAH neg. (n = 68)

(n=37) Total risk score > 35? (n = 69)

YES
(n = 198)

RHC for diagnosis of PAH
True PAH positive (n = 69)

For step 1: ROC AUC = 0.844 (95% ClI, 0.795, 0.898)
For step 2: ROC AUC = 0.881 (95% ClI, 0.824, 0.923)

ROC: receiver operating characteristic; AUC: area under the curve
39; 20 October 2013 Coghlan JG, et al. Ann Rheum Dis 2013; Epub ahead of print.



Detect: results

° Y i
* Six simple assessments in FVC % predicted/DLCO

Step 1 of the algorithm %predicted
determined referral to * Current/past

echocardiography. telangiectasia
e Anti-centromere Abs

* Serum NT-pro-BNP
* Serum urate
* ECG: right axis

deviation
* |n Step 2, the Step 1

prediction score and two . Righ _
echocardiographic variables Ight atrium area

determined referral to RHC. * TR velocity

Coghlan G, ARD, 2013



DETECT online PAH risk calculator

ETECT g)

DETECTion of PAH n

HOME | WHAT ISDETECT? | PAH RISKCALCULATOR | ABOUT SSC AND PAH | SUPPORTING INFORMATION

WELCOME TO THE PAH RISK CALCULATOR

for all physicians dezling with systemic sclerosis (SSc)

nthe DETECT study. The DETECT s

AH risk czlculatoris 2 tool 1
?’catec‘
experts, zll of whom are physicians

ic
si
c by Actelion Pharmaceuticals Lt

lator was developed anc val

ed and carried out by a gr

ing in different countries, and w
The czalculator was developed for your daily clinical practise. It will help you to identify
and diagnose SSc patients with pulmonary arterial hypertension (PAH), whichis 2
serious condition that develops in 8-13% of SSc patients and is the leading cause of
ceath in patients with this disease. The calculator is based on an zalgorith
ity and specificity and can help you to decide which of your SSc patients should

sensitivi
be evzluated using echocardiography, and of those patients who should be referred

m with 2 high

for right heart catheterization.

http://detect-pah.com

40; 20 October 2013




Pulmonary arterial hypertension: definition

Right heart catheterization

Internal jugular vein

Pulmonarv artery

‘ Left lung

quhl ventricle

Galié et al. Eur Heart J 2009, Standard approaches for catheter access



