o Vasopressin-related copeptin is a novel predictor of early endothelial dysfunction in patients with aqult polycystic Kidney disease

* Ismail Kocyigit! Mafmut llker Yilmaz’ Ozkan Gungor® ® Eroglu®, Aydin Unal*, Ozcan Orscelik *, Bulent Tokgoz" , Murat Sipahioglu’,
Ahmet Sen°, Juan Jests Carrero®, Okiay Oymak!, Jonas Axelsson’®

o LErciyes University Medical Faculty, Department of Nephrology, Kayser, Turkeyi:

+ *(ulhane School of Medicing, Department of Nephrology, Ankara, Turkey;

+“KahramanMaras Sutcu Imam University, Department of Nephrology, Kahramanmaras, Turkey

o “Mersin University Medical Faculty, Department of Cardiology, Mersin, Turkey:

- °Erciyes University Medical Faculty, Department of Biochemistry, Kayseri, Turkey;

« SDivision of Renal Medicine, Department of Clinical Science, Karolinska Institutet, Stockholm, Sweden:

- "\ascular Biology Group, Department of Medical Biochemistry and Biophysics, Karolinska Institutet; and ® Department of Clinical
Immunology, Karolinska University Hospital, Stocknolm, Sweden.

+ ABSTRACT

+ Background: Inthis stuay, we examined the relative usefulngss of serum copeptin levels as a surrogate marker of vasopressin (AVP) by
correlating It with baseline and fongitucinal changes in markers of both renal function and common CVD manifestations (nypertensive
Vascular q1sease, atherosclerosis and endotnelial aysfunction) that accompany the progression of adult polycystic kidney disease (ADPKD).

* Methocis: We studied a conort of young and otherwise healtny ADPKD patients (n=235) and measred caraiovascular function using flow-
mediation cilatation (FMD), carotic Intima meaia thickness (cIMT) and pulse wave velocity (PWV), as well as serum copeptin (commercial
ELISA, a stanle marker of AVP activity). The same analyses were carried out at baseling and after three years of follow-Up.

o Results: At baseline, median eGFR was 69 mL/min./L73m¢, mean FMD 6.9£0.9%, ¢cIMT 0.7:0.1 mm, and PWV 8.1:1.2 m/s. At follow-
U, equivalent values were 65 (44-75) mLimin./1.73m?, 5.80.9%, 0.80.1 mm. and 8.2£1.3 mis. with all changes statistically significant
Plasma copeptin also rose from 0.62£0.12 0 0.94+0.19 ng/mL and this change correlated with AeGER (-0.33, p<0.001), AFMD (0,599,
0<0,001), AcIMT (0.562, p<0.001) and APWV (0.27, p<0.001) also after linear reqression moaeling to correct for confounders (AAve (e
24-n DBP, mmHg AProteinuria, ACIMT, ana ACRP.). Finally, ROC analysis was done for a high copeptinwith AeGFR [cut-0ff.<59],
AFMD {cut-0ft: <7.08], AcIMT [cut-off:>0.76], APWV, {cut-0ft:<7.80] and at baseling predicted future change In FMD and ¢IMT

- Conclusions: Vascular aystunction as reflected by FMD and cIMT, but not PWV or an altered cardiac geometry, precede most other signs
0f disease In ADPKD hut IS predlictea by elevated levels of the circulating AVP-marker copeptin
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