Extracellular matrix protein fibulin-1 plasma levels
are associated with increased cardiovascular risk
INn chronic kidney disease
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Background

Fibulin-1 Is one of the few
extracellular matrix proteins present
In blood Iin high concentrations. We
almed to define the relationship
between plasma fibulin-1 levels and

risk markers of cardiovascular
disease In patients with chronic
Kidney disease..

Methods

Plasma fibulin-1 was determined In

Table 1. Population characteristics of
chronic kidney disease  study
participants. Values are medians (25
% - 75 % percentile) or numbers
(percentages), n = 32. Abbreviations:
ACE = angiotensin  converting
enzyme, AT = angiotensin, eGFR =
estimated glomerular filtration rate,
Kt/V = dialysis dose. " n = 16, eGFR
determination only in patients without
hemodialysis therapy. T n = 8.

Table 2. Biochemical, hemodynamic
and vascular variables of chronic
kidney disease study participants.

Values are medians (25%-75%
percentile), n=32.

Abbreviations:HbA,~=glycated

hemoglobin, IL6=interleukin 0,
CRP=C-reactive protein,
SBP=systolic blood pressure,
DBP=diastolic blood pressure,
PP=pulse pressure, CAP=central
augmentation pressure,

Aix=augmentation index, Alx@75 =

patients with chronic kidney disease

ge, years 023 (97 = 13) augmentation index at a heart rate of
(n=32; median age, 63 years; inter-  Sex, men, n (%) 25 (78) ug ,
quartile range, 51 to 73 vyears). Body mass index, kg/m? 24.8 (21.7 - 28.1) 75  beats/min,PWV=pulse  wave
Serological biomarkers related to 3?;::;?; (%) idney 18 (36) velocity. n=12
cardiovascular disease (fibrinogen, disease, n (%) P_Fibulin-1, ug/mL 73.9 (54.9 — 85.3)
interleukin 6, C-reactive protein) were Diabetic nephropathy 2 (6) HbA, ", % 7.2 (5.6 —8.2)
measured. Arterial applanation Nephrosclerosis 9 (28) P_Fibrinogen, umol/L 11.7 (10.0 — 13.4)
tonometry was used to determine o o merenepnrtis 14?((153;) P-IL6, pg/mL 5.03 (3.50 - 8.36)
. ‘ ol _
central hemodynamic and arterial Disease prevalence, n CRP, mg/L 4.30 (1.52 - 11.86)
stiffness indices. (%) S-Albumin, g/ 41 (39 - 44)
Niabetes 11 (34) P-Creatinine, pmol/L 380 (171 - 701)
Hypertension 25 (78) P-Urea, mmol/L 15.2 (11.7 = 19.4)
ReSUItS Peripheral artery 2 (6) SBP ,rachia, MMHg 138 (130 — 152)
Tdisease he characteristics of chronic d'Eng;m tery 0 (28) DBP rachiai; MMHg 77 (70 - 86)
kidney study participants are shown  jiccace iiianmm 2:::3 12?9((1?115 —81;‘)‘3')
in Table 1. Biochemical, Stroke 5 (16) aortic: B
. . : x » - —
hemodynamic and vascular variables eGFR, mL/min/1.73 m? 39.9 (23.3 - 58.9) fﬁ‘”:t'”’ Tm: > - jﬁ 8: 22;
f hr nl kl N | t Kt/\/T 11 (Ug — 14) edll rdalte, pedls/min —
0 .C. onic . .ey .d i_easle 28 Udy Medication, n (%) CAP, mmHg 13 (8 -21)
participants are given in Table 2 Phosphate binder 16 (50) Ao % 31 (23 — 35)
We GbseNed El p08.|t|ve CGrr9|at|0n Gf Erythrﬂpﬂietin analng 15 (47) Alx @?5anrtic: % 26 (21 _32)
flbU||n'1 |9V9|S W|th Elge (r=038, | P'EltE'Et aggregatlﬂn 8 (25) Pwvanrtic: m/s 10 1 (79 _ 133)
p=0.033), glycated hemoglobin inhibitor
_ o _ _ . Diuretic 7 (22) . . .
(r_O-SO: p—O-OOS),.Cf:eatlnlne (r_0-35: ACE  inhibitor /AT 14 (44) Table 3. Multivariable regression
p=0.045), and flbrlnr:)g.en .(r=0.39; antagonist analysis of plasma fibulin-1. Age,
p=0.027).. Qlomerular flltratllr:m rate gaéfl-‘riu? antagonist 12 (;;) presence of diabetes, creatinine,
and  fibulin-1  were  inversely ocke (55) central augmentation pressure, and
correlated (r=-0.57; p=0.022). There Conclusions logarithmically transformed plasma

was a positive correlation between
fibulin-1 and central pulse pressure

fiorinogen concentration were used In

Increased plasma fibulin-1 levels . .
a stepwise backward selection

r=0.44- =0 011 and  central were associated with impaired _ e
augmentation pressure (12055, Kdney functon and _diabetes D ontral augmentation prossure,
p=0.001). In a  multivariable Floulin-1- levels  were  also |
regression model, diabetes, associated with  hemodynamic ndependent  Adjuste p p
creatinine, fibrinogen and central cardiovascular risk markers. We arene -
augmentation  pressure  were conclude, that fibulin-1 is involved e e
independent predictr:)rs of plasma In , the pat-hogenesm ot Creatinine 0:43 0:002
fibulin-1 (Table 3). cardiovascular disease observed CAP 025 0073
in chronic kidney disease Fibrinogen,, 039 0011
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