
underwent genetic testing were identified. 13 (65%) and 14 (87.5%) cases of paediatric
and adult onset, respectively, had a positive family history of kidney disease in first- or
second-degree relatives. 5 (25%) and 4 (25%) cases of paediatric and adult onset,
respectively, had extra-renal clinical features suggestive of underlying genetic disorder.
13 patients had no abnormal genetic variants identified. 23 patients had�1 abnormal
genetic variant identified, including both genetically unresolved cases (n¼8) and genet-
ically resolved cases (n¼15). Resolved cases of paediatric onset (n¼9) and adult onset
(n¼6) are summarized in Tables 1 and 2, respectively.

CONCLUSIONS: Yield of molecular genetic testing was high (41.67%) in patients with
clinical presentations suggestive of hereditary proteinuric kidney disease, and was com-
parable in those with paediatric (45.0%) and adult (37.5%) onset of disease. Molecular
genetic testing for suspected hereditary proteinuric kidney diseases should be consid-
ered in both paediatric and adult patients alike.

SP004 EFFECTS OF LONG-TERM MIGALASTAT TREATMENT ON
RENAL FUNCTION BY BASELINE PROTEINURIA IN PATIENTS
(PTS) WITH FABRY DISEASE

Raphael Schiffmann4, Daniel Bichet7, Dominique Germain10, Roberto Giugliani6,
Derralynn Hughes9, Kathleen Nicholls8, William Wilcox5, Hadis Williams1,
Julie Yu3, Jeffrey Castelli3, Nina Skuban1, Jay Barth2

1Clinical Research, Amicus Therapeutics, Inc., Cranbury, NJ, United States, 2Executive,
Amicus Therapeutics, Inc., Cranbury, NJ, United States, 3Program Management, Amicus
Therapeutics, Inc., Cranbury, NJ, United States, 4Institute of Metabolic Disease, Baylor
Research Institute, Dallas, TX, United States, 5Human Genetics, Emory University School
of Medicine, Atlanta, GA, United States, 6Genetics, HCPA/UFRGS, Porto Alegre, Brazil,

7Molecular and Integrative Physiology, Hôpital du Sacré-Coeur, University of Montreal,
Montreal, QC, Canada, 8Medicine, Royal Melbourne Hospital, Parkville, Australia, 9Royal
Free London NHS Foundation Trust, University College London, London, United
Kingdom and 10University Paris-Saclay, University of Versailles”“St. Quentin en Yvelines
(UVSQ), Montigny, France

INTRODUCTION AND AIMS: Fabry disease is an X-linked disorder of a-galactosi-
dase A (a-Gal A) deficiency, leading to substrate accumulation and multiorgan disease.
eGFR declines of up to -6.9 mL/min/1.73 m2/y have been reported in male pts with
untreated Fabry disease and high levels of proteinuria. Migalastat, an oral pharmaco-
logical chaperone, stabilizes and induces proper folding of specific mutant forms of a-
Gal A. In the Phase 3 FACETS study (NCT00925301), migalastat stabilized renal func-
tion in enzyme replacement therapy (ERT)-naive pts with Fabry disease and amenable
mutations. Here, we evaluated renal outcomes by baseline proteinuria.

METHODS: ERT-naive pts who received migalastat during a Phase 2 trial
(NCT00526071) or the FACETS study were eligible to continue open-label migalastat
150 mg QOD in a separate Phase 3 extension (NCT01458119). Annualized change rate
in eGFRMDRD was calculated based on baseline proteinuria (<100, 100-1000,>1000
mg/24 h); migalastat 150 mg QOD is not intended for use in pts with severe renal
impairment. Pts with amenable mutations who entered the Phase 3 extension and
received migalastat 150 mg QOD for�17 m were analyzed. Results were compared
with changes reported in the literature for untreated pts with Fabry disease (natural his-
tory cohort; Schiffmann R et al. Nephrol Dial Transplant. 2009;24:2102-11).

RESULTS: Median treatment duration ranged from 3.5-4.8 y (max 5.3 y) across protei-
nuria subgroups. Mean annualized change in eGFR was smaller overall in pts treated
with migalastat vs that observed in the natural history cohort across proteinuria catego-
ries (Table). Although eGFR declined in all untreated subgroups, increases were seen
with migalastat in pts with baseline proteinuria<100 (males) and 100-1000 mg/24 h
(males and females). Regardless of treatment, eGFR decreased in pts with baseline
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proteinuria>1000 mg/24 h; however, pts treated with migalastat had smaller decreases
compared to the natural history cohort.

CONCLUSIONS: Long-term migalastat treatment (~3-5 years) was generally associ-
ated with stable renal function in pts with Fabry disease and amenable mutations,
regardless of baseline proteinuria levels.

SP005 SCREENING OF FABRY DESEASE IN RISK POPULATION

Jessica Ugalde2, Maria Jose Coll1, Laura Gort Mas1, Johana Reinoso2,
Jordi Yague1, Esteban Poch2, Jose Vicente Torregrosa2

1Biomedical Diagnostic Center, Clinic Hospital of Barcelona, Barcelona, Spain and
2Nefrology, Clinic Hospital of Barcelona, Barcelona, Spain

INTRODUCTION AND AIMS: Fabry disease (FD) is a rare disease consisting of a
hereditary alteration of the catabolism of glycosphingolipids resulting from deficient or
absent activity of the enzyme a-galactosidase A (a-Gal A). Linked to the X chromo-
some, it can affect males and females. The enzymatic defect produces a progressive
accumulation of glycoprotein globotriaosylceramide (Gb3 or Gl3) in the lysosomes of
multiple organs, which produces selective and progressive damage in various cell types:
as the renal pricipally with preferential epithelial cels, myocardiocytes, neurons of the
dorsal roots of the ganglia and the autonomic nervous system among the most com-
mon. It has a very heterogeneous clinical presentation and there is no phenotype-geno-
type correlation which makes the diagnosis difficult and delayed. That is why several
screening studies have been proposed in the general population, in patients susceptible
to suffer such as those in centers of hemodialysis or in kidney transplantation or in new-
borns; however, until now there has not been a study combining several risk groups.
The main objective of this study is to assess the prevalence of Fabry disease in patients
at risk population.

METHODS: Is a descriptive statistical study from a multicenter screening program of
patients in whom FD was clinically suspected, carried out in Spain during 2002 to 2008.
The screening was based on samples analyzed at the Hospital of reference. The finally
analysis is based on 259 samples from risk groups: Chronic kidney disease, Heart, neu-
rological or dermatological disease, family risk, biopsy or autopsy.

RESULTS: FD was confirmed genetically by the presence of one or more mutations,
including controversial such as c.937G>T p.D313y, and one case in that do not confirm
genetically but has the kindey biobsy confirmation. The 37.5% were male, 47.9% female
and 14.7% gender was undetermined, 127 (49.0%) were positive evidence of FD and
132 (51.0%) were negative, from the positive group 52.0% were female, 32.3% male
and undetermined in 15.7%, gender distribution between FD-positive and FD-negative
were not statistically significant (p¼0.24). FD-positive subjects has different 35 geno-
types, non described mutations occurred in 25(19.7%), the most common were
c.713G>A p.S238N in 17.3% and c.937G>T p.D313y in 14.2% with the remainder all
being less than 7% each. The majority of inheritance type was heterozygous 50.4%. The
most common risk groups were family risk, chronic kidney disease and heart disease.
Approximately 10% more of the FD-positive subjects (40.2%) had kidney disease com-
pared to FD-negative subjects, was reversed for family risk. The proportions with heart
disease were similar in both groups. These differences were statistically significant
(p¼0.039). One or more of the 3 risk factors occurred in nearly 90% of FD-positive
subjects.

CONCLUSIONS: With this study it can be concluded that the performance of com-
bined screening programs for patients with clinical suspicion of fabry disease has a high
utility since approximately 50% of the assessed patients have presented positivity,
mainly if we talk about renal, cardiac or as is logical family risk. It allows a greater detec-
tion of patients suffering from the disease, its monitoring and treatment earlier, as well
as a detection of those patients with controversial mutations that could benefit from a
narrow follow-up. It is important to highlight that there may be cases with clinical and
histological diagnosis without genetic confirmation as we have seen in our study.

SP006 CLINICAL MANIFESTATIONS AND PREVALENCE OF FABRY
DISEASE IN HEMODIALYSIS PATIENTS

Sergey Moiseev3,2, Leyla Namazova-Baranova4, Kirill Savostyanov4,
Nikolay Bulanov2, Ekaterina Karovaikina2, Aleksey Moiseev3, Viktor Fomin1

1The 1st department of faculty therapy, I.M. Sechenov First Moscow State Medical
University (Sechenov University), Moscow, Russian Federation, 2The department of inter-
nal, occupational diseases and pulmonology, I.M. Sechenov First Moscow State Medical
University (Sechenov University), Moscow, Russian Federation, 3Faculty of Fundamental
Medicine, Lomonosov Moscow State University, Moscow, Russian Federation and
4Scientific Research Institute of Pediatrics, National Medical Research Center of
Children’s Health, Moscow, Russian Federation

INTRODUCTION AND AIMS: Fabry disease (FD) is an X-linked lysosomal storage dis-
order caused by mutations in the GLA gene, which leads to a deficiency in alpha-galactosi-
dase A (Gal A). The progressive accumulation of glycosphingolipids results in
multisystemic damage particularly in kidney, heart, and nervous system. First manifesta-
tions are usually present from childhood and adolescence. However, diagnosis of FD is fre-
quently delayed and can be established only by screening in high-risk groups of patients,
e.g. undergoing dialysis or kidney transplantation. The aim of our study is to evaluate the
prevalence and clinical manifestations of FD among hemodialysis (HD) patients.

METHODS: We performed a cross-sectional study involving 5572 patients (63.7%
males) undergoing HD in the Russian dialysis units. Gal A activity was measured in the
dried blood spots by tandem mass spectrometry both in males and females. In patients
with low Gal A activity (�1.89 mmol/l/h), diagnosis of FD was confirmed by sequencing
of the entire GLA gene and by evaluating globotriaosylsphingosine concentration.

RESULTS: FD was diagnosed in 20 (0.36%) patients at the median age of 43 years (28;
58). There were 19 males and 1 female. The prevalence of FD in dialysis patients was
0.53% in males and 0.05% in females. However, the prevalence of FD reached 0.99%
and 1.33% in males aged of 30 to 39 and 40 to 49 years, respectively. Renal replacement
therapy was initiated at the median age of 39 years (20; 49). Chronic kidney disease was
first diagnosed at the end-stage renal disease (ESRD) in 6 patients (30%), while the
remaining 14 patients (70%) underwent HD over 4 years (3; 13) after detection of pro-
teinuria. Eighteen different GLA mutations were identified; five of them were novel.
Median age at the initiation of HD was the same between patients with missense and
nonsense mutations. Sixteen patients (80.0%) presented with classic symptoms of FD
from childhood (neuropathic pain in 16, angiokeratoma in 7 and hypohydrosis/anhyd-
rosis in 16). However, diagnosis of FD was never considered. All patients had left ven-
tricular hypertrophy on echocardiography, and 8 patients (40%) presented with a
history of ischemic stroke (one of them died from recurrent ischemic stroke).

CONCLUSIONS: FD is rare but an important cause of ESRD in young and middle age
males. A higher awareness of FD among nephrologists is essential for timely diagnosis.
Screening for FD in dialysis units is justified, since it allows identifying patients and
their relatives with treatable disease.

SP007 EARLY FETAL OUTCOME OF 28 PREGNANCIES IN WOMEN
WITH ATYPICAL HEMOLYTIC UREMIC SYNDROME

Martina Gaggl2, Christof Aigner2, Natalja Haninger2, Zoltan Proh�aszka4,
Renate Kain1, Raute Sunder-Plassmann3, Gere Sunder-Plassmann2,
Alice Schmidt2
1Clinical Institute of Pathology, Medical University of Vienna, Vienna, Austria,
2Department of Medicine III, Division of Nephrology and Dialysis, Medical University of
Vienna, Vienna, Austria, 3Genetics Laboratory, Department of Laboratory Medicine,
Medical University of Vienna, Vienna, Austria and 4Research Laboratory, IIIrd
Department of Internal Medicine, Semmelweis University, Budapest, Hungary

INTRODUCTION AND AIMS: Pregnancy is a high-risk scenario for women with pre-
existing aHUS and about 20% of female cases first present in relation to pregnancy.
Classically, pregnancy-aHUS presents in the postpartum period and was believed to have lit-
tle effect on fetal outcome. However, HELLP syndrome (hemolysis - elevated liver enzymes
- low platelet) and (pre-)eclampsia, which are both strongly linked to complement dysregu-
lation, may present undetected aHUS episodes with potential worse fetal outcomes. The
study aimed to analyze early fetal outcome of pregnancies in women with aHUS.

METHODS: Up until 2016 we recorded 28 pregnancies in 14 women with diagnosed
aHUS (clinical course, laboratory and genetic analysis, renal biopsy). We retrospec-
tively analyzed early fetal outcome by means of chart review, personal interview of the
mother, and the Austrian mother/child-book if available.

RESULTS: Of the 28 pregnancies (table 1), 20 (71%) resulted in a term live birth, 2
(7%) were preterm live births, and 2 (7%) were preterm stillbirths (figure 1a and b).
Four (14%) pregnancies led to an abortion prior to gestational week (gw) 21. Of note,
15 (54%) pregnancies were delivery by c-section, of which 4 were emergency surgeries.
Seven (25%) pregnancies led to pregnancy-associated aHUS, of which 4 women pre-
sented post partum (2 term and 1 preterm live birth, 1 spontaneous abortion (gw 18)).
Three women presented antepartum as HELLP/preeclampsia (1 preterm stillbirth, 1
preterm live birth, 1 fetal death (gw 18)) Taken together, the prevalence of adverse fetal
outcome in our cohort was 21 (95%CI: 10, 40) per 100 pregnancies in women with
aHUS and 70 (95%CI: 33, 93) per 100 p-aHUS episodes.

CONCLUSIONS: Early outcome of newborns from mothers with a history of aHUS
without or a postpartum aHUS episode is comparable with those from healthy
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