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Structure

• Are my children at risk to get scleroderma?

• Scleroderma is damaged vessels

• Scleroderma is inflammation

• Scleroderma is too much extracellular matrix

• Why does my neighbour have such a different 
disease from me?
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Are my children at risk to get 
scleroderma?

This is not 
scleroderma !!! 
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Great! So I do not need to worry at all?

Well: 

Change of function
Increased risk 
to get 
scleroderma
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Genetic changes in SSc

Agarwal et al, Curr Opin Rheumatol. 2010 Mar;22(2):133-8
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Confusing! 
Are my children now at risk or not?

• There is an increased risk in family members
• This risk is approx. 20-fold increased

BUT:
• Chance to get scleroderma for everyone is 0.01%
• 20-fold increase – 0.2% for your children
• Scleroderma is rare in families

Your children are at increasedrisk, but it is

VERY unlikely that the get scleroderma
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Did I do anything wrong?

• Not that we know

• Infections? Nothing known, hypothesis

• Psychological stress? Nothing known

• Food? Nothing known
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Scleroderma is damaged vessels

Capillaries and small arteries

Fibroproliferation (small arteries) 

(Intimal hyperplasia)

Destruction (Capillaries)
(Dilatation, Instability)

(Malformation, Rarefication)

Cutolo M, Arthritis Rheum 2009, 61:405-10, Von Bierbrauer Br J Rheumatol 1998; 37:1272-8
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Damaged Vessels: Pulmonary arterial 
hypertension

wt Fra-2

Fra-2



Damaged vessels are found in 
many organs

D’Angelo WA, Am J Med. 1969;46(3):428–440.

Involvement Clinical 
manifestation

No involvement

Skin Ulcers Brain

Lungs PAH Liver

Kidneys Renal crisis Spleen

GI tract Pancreas

Skeletal muscle

Myocardium



Scleroderma is inflammation

Psoriasis

Scleroderma



Scleroderma is too much 
extracellular matrix

Genetic susceptibility External Stimuli?

Inflammation

Proteins activating 
matrix producing cells

External stimuli?

Vessel Damage

Activation of fibroblasts

Production of extracellular 
matrix proteins
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Extracellular matrix
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Scleroderma is very heterogeneous
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Thanks for your attention!


