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ELEVATED SERUM INTERLEUKIN-18 IN PATIENTS WITH SYSTEMIC SCLEROSIS
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OBJECTIVE : Although the pathogenic mechanism of systemic sclerosis has not been established, T cell hyperactivity
is thought to be important in the pathogenesis of SSc. IL-18, formerly called IFN--inducing factor, is a novel
cytokine which is thought to play an important role in the TH1 response. In this study, we investigated the
association of circulating 1L-18 in SSc and its relationship with clinical manifestations and other T-cell stimulatory
cytokines in SSc patients.

PATIENT and METHOD : We measured serum leveis of IL-18 in 54 patients with SSc and 27 healthy controls. At
the time of sampling clinical and !aboratory findings were assessed including the presence of interstitial lung
disease, reflux esophagitis, digital ulceration, anti-topoisomerase antibody and serum HL-15 and IFN- level in S8c
patients.

RESWAT : The serum level of IL-18 was significantly higher in SSc patients than in healthy controls ( 290.2 130.0
pr/ml vs. 1226 206 pg/mi, p < 0.01). Patients with diffuse type SSc had higer levels of serum IL-18 (n = 32)
than those with fimited type (n = 22) ( 3254 1373 pg/ml vs. 239.3 102.1 pg/mi , p < 0.05 ). However, serum
IL-18 level was not associated with the presence of interstitial lung disease, reflux esophagitis, digital ulceration,
anti-topoisomerase antibody. Serum level of IL-18 showed positive correlation with that of IL-15 and IFN- in S5¢
patients ( IL-15 : r = 0.50, p <0.01, IfN~ ; r=0.53, p < 0.01 ).

CONCLUSION : These data suggest that IL-18 may be involved in the pathogenesis of systemic sclerosis.
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Elevated soluble fms-like tyrosine kinase and vascular endothelial growth factor in

patients with systemic sclerosis.
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OBJECTIVE @ Systemic sclerosis ( SSc ) is characterized by microvascuair injuries followed by narrowing and
eventual oblileration. Soluble fms-like tyrosine kinase ( sFLT-1 ), a soluble receptor of vascular endothelial growth
factor { VEGF ), is reported to have antagonistic activity against VEGF which is a highly specific mitogen for
vascular endothelial cells. We tried to investigale the association of sH.T-1 and VEGF in SS5c patients.

PATIENT and METHOD : We measured serum levels of sFLT-1, VECGF, and TGF- in 54 patients with SSc and 27
healthy controls. SSc patients was divided into 2 groups according to skin involvement ( diffuse type 32, limited
type 22 ). At the time of sampling, we assessed clinical and laboratory findings including the presence of digital
ulceration, reflux esophagitis, interstitial lung disease, and anti-topoisomerase antibody in SSc patients.

RESULT : The serum level of sFLT-1 and VEGF were significantly higher in SSc patients than in healthy controls (
1543 923 pg/ml vs. 77.2 219 pg/ml, p < 001 , 4066 2335 pg/ml vs. 1789 396 pg/ml, p < Q.01,
respectively). Serum level of sFLT-1 tended to be lower in patients with diffuse type disease than in those with
limited type disease (141.9 103.6 pg/ml vs. 1722 722 pg/ml , p > 005 ). However, serum level of VECGF was
higher in those with diffuse type disease than in those with limited type disease ( 484.3 256.0 pg/mi vs. 292.1
133.7 pg/ml, o < 0.01 ). The level of sFLT-1 showed negative correfation with that of VEGF and TGF- ( VEGF i r =
-0.55, p < 001, TGF- : r = -0.46, p < 0.01 ). VEGF level showed positive correlation with TGF- level ( r = 0.48 |
p < 001 ). There was no significant difference in sFHLT-1 level according to the presence of above clinical and
laboratory findings. CONCLUSION : Our data suggests that elevated serum sFLT-1 and sVECGF is associated with

SSc and that sFLT-1 may play-a certain role in the regulation of VEGF activity in patients with SSc.
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