
underway to test drugs that improve the response of these receptors mutated to
dDAVP. At this experimental phase will follow the application in the patient according
to a "precision medicine" approach.
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INTRODUCTION AND AIMS: Left ventricular hypertrophy and concentric remodel-
ing of the left ventricle (LV) is a hallmark of chronic kidney disease (CKD). The Silent
Information Regulator gene 1 (Sirt1) belongs to a family of NADþ-dependent protein
deacetylases involved in a wide range of biologic processes, including inflammation,
oxidative stress and nitric oxide synthesis, which are altered in CKD. Sirt1 promotes
cardiomyocyte growth under stress conditions and therefore polymorphisms in the
gene regulating this protein may be involved in the geometric remodeling of the LV in
CKD.

METHODS: We investigated the cross-sectional and longitudinal relationship between
three candidate polymorphisms in the Sirt1 gene (i.e. rs7895833 A>G, rs7069102 C>G
and rs2273773 C>T) and LV mass and geometry (LV mass-to-volume ratio) in two
cohorts of CKD patients including 179 Greek stage G1-5 CKD patients maintained on
conservative treatment and 235 Italian patients on chronic dialysis (stage G5D).

RESULTS: In the cross-sectional analysis, the Sirt1 rs7069102 polymorphism (domi-
nant model: CC/CG versus GG) coherently associated with LV mass-to-volume ratio in
the two study cohorts both in unadjusted and adjusted analyses (Greek cohort,
beta¼0.15, P¼0.048; Italian cohort, beta¼0.16, P¼0.017) but neither with LV mass nor
with LV volume. In longitudinal analyses by linear mixed models including baseline
and repeated LV mass-to-volume ratio measurements as dependent variable (1186
measurements over a follow up extended up to 36 months), patients with CC/CG geno-
type showed an increase in LV mass-to-volume ratio over time which was significantly
higher than that observed in patients with GG genotype and this difference was statisti-
cally significant and of similar magnitude in the two cohorts both in unadjusted (Greek
cohort, regression coefficient¼0.14, 95%CI: 0.02-0.26; P¼0.02; Italian cohort, regres-
sion coefficient¼0.14, 95%CI: 0.003-0.287; P¼0.045) and adjusted analyses (Greek
cohort, regression coefficient¼0.13, 95%CI: 0.01-0.26; P¼0.037; Italian cohort, regres-
sion coefficient¼0.15, 95%CI: 0.01-0.29; P¼0.003). Neither the rs7895833 A>G nor
the rs2273773 C>T polymorphism associated with LV mass or LV geometry.

CONCLUSIONS: The rs7069102 polymorphism in the Sirt1 gene associates with con-
centric remodeling of the left ventricle both in stage G1-5 pre-dialysis patients and in
stage G5 CKD patients maintained on chronic dialysis. Longitudinal analyses also
document that the same polymorphism coherently predicts the evolution of concentric
remodeling in the same patients. These results provide a genetic basis to the hypothesis
that the Sirt1 gene plays an important role in LV remodelling in patients with CKD of
various severity.
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INTRODUCTION AND AIMS: TransplantLines is a Dutch biobank collecting data on
organ transplantation. It contains a unique resource: a large number of healthy kidney
biopsies of which both genome-wide genotype and expression (Illumina HumanHT-
12 v4) measurements are available.

METHODS: The dataset includes both living (N¼34) and deceased donors (N¼100).
In a subset of samples, we also have repeated expression measurements from different
time-points: before transplantation (N¼134), before (N¼17) and after reperfusion
(N¼49). In total, expression and genotype data are available for 237 kidney biopsies of
134 donors. To our knowledge no larger public healthy kidney eQTL dataset exists.

RESULTS: The TransplantLines Kidney eQTL resource has been used by various stud-
ies to follow up on findings of genome-wide association studies. For example, addi-
tional to an eQTL analysis in whole-blood datasets, we performed an eQTL analysis of
161 loci associated with blood pressure in the TransplantLines resource. This yielded an
association of 9 SNPs with expression levels of 13 genes. Of these, 4 signals were unique

to the kidney, and 3 had not been previously reported (Wain et al., 2017).We also per-
formed eQTL analyses for genetic markers associated with kidney function. We looked
at 64 markers associated with estimated glomerular filtration rate by the CKDgen con-
sortium (Gorksi et al., 2017) and identified 13 kidney eQTLs related to 11 SNPs
(unpublished data). Furthermore, we analysed 29 SNPs associated with serum urea,
and found three to be eQTLs (manuscript in preparation).

CONCLUSIONS: We recently performed genotyping in 52 additional samples. Both
old and new samples will be re-imputed using data of the Haplotype Reference
Consortium (HRC). To date, the TransplantLines Kidney eQTL resource has only been
used for cis-eQTL look-ups. However, our main goal is to perform a genome-wide
eQTL analysis using the HRC-imputed genotypes of the expanded sample.
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INTRODUCTION AND AIMS: Fabry disease (FD) is an X-linked, lysosomal storage
disease. Mutations in the gene coding for alfa-galactosidase A, leads to accumulation of
globotriaosylceramide (Gb-3) in lysosomes. Accumulation has been found in the pla-
centa and umbilical cord. Impact of FD on foetal development during pregnancy is
undisclosed. Clinical trials of the effect and safety of enzyme replacement therapy
(ERT) during pregnancy do not exit. The present case describes the first data from a
severely affected, ERT-receiving FD patient during pregnancy complicated by pre-
eclampsia.

METHODS: Case report of a genetically verified FD patient on ERT during pregnancy.
Clinical data, blood- and urine samples were repeatedly assessed during follow-up.
Term placenta was obtained from an uncomplicated pregnancy and compared with the
placenta from the FD patient by immunohistochemical analysis.
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