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The patient journey

Diagnosis Screening Treatment Follow up



Total score of ≥ 9 is classified as SSc
van den Hoogen F et al Ann Rheum Dis 2013; 72;1747-55 and Arthritis Rheum 2013, 65:2737-47.

ACR/EULAR criteria for the 
classification of systemic sclerosis (SSc)



Classification is not diagnosis: Pre-SSc/VEDOSS

• Raynaud phenomenon

• ANA/SSc-antibodies

• SSc-specific capillaroscopy changes

• Puffy fingers

• No skin fibrosis

• No organ involvement



Risk factors to progress from pre-SSc into definitive SSc 

VEDOSS study, Del Galdo et al, Lancet Rheumatol 2021 Dec;3(12):e834-e843



The patient journey

Diagnosis Screening Treatment Follow up



Screening, risk assessment and treatment selection is 
organ-based

Del Galdo et al, EULAR 2024, Ann Rheum Dis. 2025 Jan;84(1):29-40



PAH is a deadly disease manifestation which can be treated

Distler et al, Rheumatology, 2024, 63, 1139–1146

After adjustment for
mortality confounders



When pulmonary arterial hypertension becomes evident 
significant damage has already occurred

Humbert et al, European Heart Journal (2022) 00, 1–114



Different screening methods are available 
for early detection

6MWD: 6-minute walk distance; CTD: connective tissue disease; DLCO: diffusing capacity for carbon monoxide; ECG: electrocardiogram; NT-proBNP: N-terminal pro-brain natriuretic peptide; PAH: pulmonary arterial hypertension; PFT: 
pulmonary function test; PH: pulmonary hypertension; RHC: right heart catheterisation; SSc: systemic sclerosis; TRV: tricuspid regurgitation velocity; TTE: transthoracic echocardiography.
1. Galiè N, et al. Eur Heart J 2016; 37:67-119; 2. Coghlan JG, et al. Ann Rheum Dis 2014; 73:1340-9; 3. Hoffmann-Vold A, et al. RMD Open 2019; 5:e000826; 4. Morrisroe K, et al. Arthritis Res Ther 2017; 19:42; 5. Thakkar V, et al. Arthritis 
Research & Therapy 2013; 15:R193.
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Echocardiography1

(TTE)

ESC/ERS 2015 guidelines 
recommend the use of annual 
resting TTE as a screening test 
in asymptomatic patients with 
SSc and in symptomatic 
patients with other CTDs

DETECT2

A 2-step algorithm 
using non-
echocardiographic and 
echocardiographic 
variables to screen for 
PH

Australian Scleroderma 
Interest Group4,5

An Australia-wide screening 
program where enrolled 
patients were recommended to 
have PFTs, ECG, TTE, and NT-
proBNP measurement; and if 
abnormal, RHC and 6MWD4,5

PFT and NT-proBNP

DLCO was <70% predicted 
and FVC/DLCO ≥1.8 

and/or
NT-proBNP > 210 pg/ml

DLCO was ≥70% predicted and 
FVC/DLCO <1.8 

and
NT-proBNP was ≤ 210 pg/ml

Echocardiography ±
HRCT, V/Q,

6MWT (optional)

Suspected PAH

RHC

Confirmed PAH

PAH is unlikely

No PAH

Repeat screening
6–12 months

Peak TRV 
(m/s)

Presence of other 
echocardiographi

c PH signs

Echocardiograp
hic probability 

of PH

≤ 2.8 or 
not 

measurable

No Low

≤ 2.8 or 
not 

measurable

Yes

Intermediate 

2.9–3.4 No

2.9–3.4 Yes
High

> 3.4 Not required



PAH must be diagnosed by right heart catheterization



Risk assessment in PAH- ESC/ERC guidelines

Humbert et al, European Heart Journal (2022) 00, 1–114



Simplified 4-strata risk model from COMPERA

Hoeper et al, Eur Respir J 2022; 60: 2102311



How we do risk-assessment in SSc-PAH

Bjørkekjær et al, Rheumatology, 2025, 00, 1–14 

Mortality



Treatment algorithm for PAH (ESC/ERS Guidelines)

Humbert et al, European Heart Journal (2022) 00, 1–114

Cardiopulmonary comorbidities are 
conditions associated with an 
increased risk of left ventricular 
diastolic dysfunction, and include 
obesity, hypertension, diabetes 
mellitus, and coronary heart disease



Why combination therapy? SSc-PAH from AMBITION

death, 
hospitalisation
for worsening 
PAH, disease 
progression or 
unsatisfactory 
long-term 
clinical 
response

Coghlan et al, Ann Rheum Dis. 2017 Jul;76(7):1219-122



Combination therapy true in real-life? Better long-term 
survival with combination therapy

Distler O et al, Rheumatology, 2024, 63, 1139–1146

After adjustment for
mortality confounders



Screening, risk assessment and treatment selection is 
organ-based

Del Galdo et al, EULAR 2024, Ann Rheum Dis. 2025 Jan;84(1):29-40



The patient journey

Diagnosis Screening Treatment Follow up



Treatment of ILD in SSc

Severe
multiorgan

involvement

Early diffuse 
SSc and signs
of inflammation

ILD±
extrapulmonary

involvement

No indication 
for treatment

Fibrosis extent on 
HRCT ≥10% and 

no extrapulmonary
involvement

Mycophenolate Nintedanib
Combination of 
immunosuppres

sants
Tocilizumab Cyclophosphamide

or rituximab

Monitoring

ILD progression, ILD and extrapulmonary involvement
not controlled or treatment goals not metTreatment goals met

Add on or switch of therapy may be considered:

• If on mono or combination treatment, add or switch immunosuppressant
• If progressive pulmonary fibrosis, add nintedanib
• Biologics are to date not used in combination
• Consider referral for lung transplant consideration in case of progressive and severe ILD
• Avoid use of high-dose glucocorticoids

SSc-ILD

High risk of progression

Nintedanib and 
MMF

Conditional recommendation
Strong recommendation
Usual clinical practice



The concept of ILD progression



Minor ILD progression on HRCT is associated with mortality

Overall survival for participants with ≥2% vs < 2% increase in QILD score for entire lung from baseline to 12 months in SLS I. 
QILD = quantitative interstitial lung disease,

Volkmann ER et al. Chest 2022;161:1310-1319



Hoffmann-Vold AM et al. POS0063 Abstract presented at EULAR 2022

Progression and damage start early and continue into 
late stages of SSc-ILD 



Hoffmann, Distler et al, ACR 2024



SSc-ILD

Patient-reported 
outcome 

measures

Lung function test 
(FVC and DLCO)

HRCT (pattern 
and extent)

6 MWD and O₂
desaturation

< 3-5 years > 3-5 years

Indication of 
progression

Conduct

Low risk

Every 3-6 
months

Every 12 months

Every 6-12 
months Every 12 months

Every 6-12 
months

Conduct

Conduct

ConductEvery 6-12 
months

Every 12 months

High risk

< 3-5 years > 3-5 years

Every 6-12 
months Every 12 months

After 2 yearsEvery 12 months

Every 6-12 
months

Every 6-12 
months

Every 12 months

Every 12 months

Clinical 
indication

Assess prognosis, risk of progression and disease severity 
at every visit 

Disease
duration

Anytime

Conditional recommendation
Usual clinical practice

Monitoring of ILD in SSc



Take home

• Diagnosis is not application of classification criteria

• Screening, diagnosis, risk assessment and treatment selection is organ based

• PAH as an example: 
• DETECT et al for screening
• Diagnosis with right heart catheterization
• 4 strata model for risk assessment
• upfront combination therapy

• Follow up: Based on risk assessment
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