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156 (91%)
51+14
60 £ 14
9572

14099

44 (26%)
6.1+£75

165 (96%)
16 (9%)

17 (10%)
83 (49%)
29 (17%)
21 (12%)
11 (6%)
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8 (5%)
2 (1%)
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29 (17%)
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A polymerase III antibody

RNP antibody

Endothelin receptor antagonists
Parenteral prostanoids

Risk factors for atherosclerosis
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8 (5%)

7 (4%)

2 (1%)

1 (0.6%)
0.25 £0.53

23 (13%)
9 (5%)
12 (1%)
8 (5%)
3 (2%)

15 (9%)
10 (6%)
3 (2%)
1(1%)

SD'= standard deviation.
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FIGURE LEGENDS

Figu?é%?%?%evels of circulating pentraxin 3 (PTX3) and fibroblast growth factor-2 (FGF2)

d th X3/FGF2 ratio in systemic sclerosis (SSc) patients grouped by the presence or

never developed DU. A. A receiver operating characteristic (ROC) curve analysis

evaluatin: ?Zthe optimal cut-off values of pentraxin 3 (PTX3), fibroblast growth factor-2
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', d the PTX3/FGF2 ratio for predicting new occurrences of DU. AUC = area under

S =not significant. B. Kaplan-Meier analysis to evaluate cumulative occurrence

&
é‘%‘
4

! concentrations of PTX3 or fibroblast growth factor-2 (FGF2) in circulation, or the
“

.01"and 0.005, respectively).
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Figure 1. Levels of circulating pentraxin 3 (PTX3) and fibroblast growth factor-2 (FGF2), and the PTX3/FGF2
ratio, in patients with systemic sclerosis (SSc) and in healthy control subjects. SSc patients were classified
into diffuse cutaneous SSc (dcSSc) and limited cutaneous SSc (IcSSc). The horizontal line indicates the
mean. Mann-Whitney U tests were used for comparisons between two groups. NS = not significant.
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Figure 2. Levels of circulating pentraxin 3 (PTX3) and fibroblast growth factor-2 (FGF2) and the PTX3/FGF2
ratio in systemic sclerosis (SSc) patients grouped by the presence or absence of digital ulcers (DU) or
pulmonary arterial hypertension (PAH). The horizontal line indicates the mean in each group. Mann-Whitney
U tests were used for comparisons between two groups. NS = not significant.
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Figure 3. The distribution of pentraxin 3 (PTX3) and fibroblast growth factor-2 (FGF2) levels in 4 groups of
systemic sclerosis (SSc) patients stratified by the presence or absence of digital ulcer (DU) and pulmonary
arterial hypertension (PAH). Broken lines indicate the mean PTX3 and FGF2 levels in SSc patients (3.88

ng/mL and 9.82 pg/mL, respectively).
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Figure 4. Predictors for new digital ulcers (DU) in 148 patients with systemic sclerosis (SSc) who had
never developed DU. A. A receiver operating characteristic (ROC) curve analysis evaluating the optimal cut-
off values of pentraxin 3 (PTX3), fibroblast growth factor-2 (FGF2), and the PTX3/FGF2 ratio for predicting
new occurrences of DU. AUC = area under the curve. NS = not significant. B. Kaplan-Meier analysis to
evaluate cumulative occurrence rates of new DU in SSc patients stratified by PTX3 levels and the PTX3/FGF2
ratio. Differences in two groups were assessed by log-rank test.
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Figure 5. The relationship between endothelial progenitor cell (EPC) counts and the concentration of
circulating pentraxin 3 (PTX3) in patients with systemic sclerosis (SSc). A. EPC counts in SSc patients
stratified by the presence or absence of digital ulcers (DU) or pulmonary arterial hypertension (PAH).
Horizontal line: the mean. Mann-Whitney U tests were used for comparisons between two groups. B.
Correlations between EPC counts and concentrations of PTX3 or fibroblast growth factor-2 (FGF2) in
circulation, or the PTX3/FGF2 ratio. NS = not significant. C. The effect of PTX3 on in vitro EPC differentiation.
Mouse bone marrow mononuclear cells were cultured in pro-angiogenic conditions in the presence or
absence of PTX3 (5 or 20 nM). Left panel: typical morphological images of colony forming unit-endothelial
cells (CFU-EC) and colony forming unit-granulocytes, erythrocytes, monocyte/macrophages, and
megakaryocytes (CFU-GEMM). Scale bar: 0.2 mm. Results are shown as the mean £ SD of 10 independent
measurements. *Statistically significant differences in comparison with 5 or 20 nM of PTX3 (P = 0.01 and
0.005, respectively).
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