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FP822 VIRAL INFECTIONS AS RISK FACTORS FOR CAKUT
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INTRODUCTION: Congenital anomalies of the kidney and urinary tract (CAKUT)
are the most frequent form of malformation at birth and represent the cause of 40-50%
of pediatric and 7% of adult end-stage renal disease worldwide. The possible causes of
congenital kidney and urinary tract malformations are multifactorial and involve
maternal health, genetics and in utero environmental factors. The purpose of our
research was to determine significant maternal risk factors of CAKUT-syndrome.

METHODS: We have reviewed the clinical history of 48 children’s mothers with Cakut
to identify whether there were of risk factors also infectious. The clinical history of the
mother and child includes information on maternal health conditions, mode of
delivery (vaginal delivery, caesarean section), and polyhydramnios during pregnancy,
premature birth in the second half of pregnancy, irregular increase of fetus weight,
birth weight in grams and evaluation of Herpes virus, or CMV disease incidence in
pregnancy or shortly before. A control group (20 children) was randomly selected from
healthy newborns. The selected variables were analyzed with conditional multivariate
logistic regression.

RESULTS: Significant maternal factors associated with CAKUT in the multivariate
model were: gestational diabetes (OR, 2.18; 95% CI, 1.06 – 4.67), polyhydramnios or
oligohydramnios (OR, 7.16; 95% CI, 5.46 – 15.37), chronic Herpes and CMV infection
(OR, 2.43; 95% CI, 1.38 – 4.28).

CONCLUSIONS: This study shows that polyhydramnios, oligohydramnios, are strong
risk factors for CAKUT, which is consistent with previous studies. For mothers with
diabetes, the adjusted OR (2.18; 95% CI, 1.06–4.67) confirmed the well-known
association between GDM and CAKUT. Our study also shows that another important
risk factors for development renal abnormalities in newborns are mother’s chronic
Herpes and CMV. These results underline how incomplete or inaccurate maternal
health information, including diseases before and during pregnancy, might be a
potential cause of CAKUT. Further efforts are needed to study the sporadic forms.
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INTRODUCTION: Atypical hemolytic uremic syndrome (aHUS) is a rare disease
caused by dysregulation of the alternative complement pathway leading to renal and
other ends-organ damage. Eculizumab, a terminal complement inhibitor, has been
shown to decrease the risk of chronic kidney disease (CKD) in retrospective and
prospective case series in both adults and pediatric patients.

Our study aims to characterize the treatment response with eculizumab in pediatric
patients with aHUS.

METHODS: This is a retrospective cohort of pediatric patients who were diagnosed
with aHUS between the years 2012 - 2017 and treated with eculizumab at our
institution. The main outcome measure is thrombotic microangiopathy (TMA)
response as defined by normalization of hemolysis markers including, platelet count
and hemoglobin, and improvement of renal functions in the first 6 months of
treatment. Other outcome measures include onset of response, rate of response by
genetic mutation, and relapse status in whom treatment was discontinued after full
recovery.

RESULTS: A total of 10 patients were included (median age and weight: 8 years and 20
kg, respectively). Seven patients (70%) had an identified complement genetic
abnormality (MCP 40%, CFH 20%, C3 10%). One (10%) patient had a DGKE
mutation and no genetic abnormality was detected in 20% of the patients. Eculizumab
was given as per the labeled dosing protocol which is weight-based. Complete TMA
response was achieved in nine (90%) of patients, with a median onset of response of 7
days. The only patient (10%) who did not respond carried the DGKE mutation. Three
(30%) patients (one with MCP gene mutation, one with C3 mutation, and one with no
identified mutation) relapsed after discontinuation following full response. The relapse
occurred after 12 months, 6 months, and 19 months; respectively following treatment
discontinuation. The 3 patients who relapsed in addition to a sister of one of them were
considered for life-long therapy. Two patients (20%) have been off-therapy for 3 and 5

years, respectively with no single relapse. No safety issues were encountered during
eculizumab therapy.

CONCLUSIONS: Eculizumb is effective in reversing complement-mediated TMA with
rapid onset of response. Whether DGKE should be considered as an unresponsive
mutation, further investigation is required. The duration of therapy is another question
that remains unanswered and still an area for debate. More prospective studies with a
larger sample size are warranted to determine the proper duration of therapy. Our
study is limited by the small sample size due to the rarity of the disease.
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INTRODUCTION: Background.The question whether idiopathic hypercalciuria (IH)
impairs renal water handling is controversial. Up to our knowledge, this is the first
longitudinal study on renal water handling (RWH) in patients diagnosed with IH in
the pediatric age, followed-up until adulthood [median follow-up time 18.2 years (IR
12.2-19.3 years)].

METHODS: Method. The study included twenty nine patients (7M, 22F) older than 24
years (mean 28.2 6 2.9 years; range: 24.1-35.9), who had been diagnosed with IH in the
pediatric age (mean 7.6 6 3.2 years; range: 1-14). Maximum urine osmolality (UOsm)
and/or urine volume adjusted for 100 ml GFR (V/GFR) were determined both in the
pediatric and adult age. Additionally, plasmatic creatinine, sodium and uric acid were
measured and the citrate/creatinine ratio and calcium/citrate ratio were calculated at
both ages whenever possible. Patients underwent renal and bladder ultrasound studies
at both ages.

RESULTS: Results. Impaired RWH was found in 9/29 pediatric patients (31%) (four
ones presenting low maximum UOsm and five ones, high V/GFR). In adulthood,
impaired RWH was found in 7/29 patients (24.1%) (six with low maximum UOsm and
one with high V/GFR). When compared with pediatric patients, adults showed lower
V/GFR, calcium/creatinine ratio and citrate/creatinine ratio, but higher plasmatic
creatinine and uric acid levels and calcium/citrate ratio. No difference was found in
maximum UOsm between pediatric and adult age results. However, UOsm was
significantly lower in adults who suffered from renal colic, as compared with those who
did not (p=0.04).

CONCLUSIONS: Impaired RWH occurred in about one third of IH patients and
remained unchanged 20 years after diagnosis. We postulate that such results might be due
to compliance with recommended protective dietary measures and pharmacological
treatment administered at the time of IH diagnosis in the pediatric age.
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INTRODUCTION: Pediatric kidney transplantation (KT) affects children’s development
on several ways. Although KT is the best option for a renal replacement therapy, especially
in children, it comes with complications, comorbidities. The major cause of death after
transplantation is cardiovascular disease (CVD). Therefore, CV risk plays a major role in
the long term mortality and morbidity, and should be monitorized well. However serious
CV events are rare in children, long-term impact, early signs of pathological processes are
important in the long-term survival. 24-Hour Ambulatory Blood Pressure Monitoring
(ABPM) is the most precise way to control patients blood pressure (BP).

The main purpose of the study was to describe the BP profiles and changes, 5 and 10
years after KT.

METHODS: 77 pediatric kidney recipients (mean age: 11,44 (6 3,15 years; 44 males),
with 110 measurement points were retrospectively analysed. We investigated 110
ABPM measurements 0,96 (6 0,48) years (Timepoint A), 5,04 (6 0,75) years
(Timepoint B) and 10,24 (6 1,44) years (Timepoint C) after transplantation. Inclusion
criteria was KT before 20 years of age, at least one measurement in any Timepoint
above, minimum difference between two included measurements from the same
patient was 2 year. Patients with severe CV malformations were excluded. We also
collected casual blood pressure (CBP) measurements, demographic-, anthropometric-,
donor-, complications-, medication informations and outcomes.

RESULTS: 14 rejections and 1 exitus occured, 5 out of them in our timerange. Mean
24-hour BP were A: 87,22 6 6,25 Hgmm B: 88,06 6 7,53 Hgmm C: 88,1 6 6,65
Hgmm. Non-dippers and reverse-dippers (n) were A: 24 (75%), B: 33 (58,75%), C: 23
(76,66%). Normal tension was observed in 5 (15,63%) - 26 (54,17%) - 19 (63,33%)
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