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INTRODUCTION: Alport syndrome, a rare and serious hereditary disease with no
approved therapy, is caused by mutations in genes encoding type IV collagen. These
mutations cause structural defects of the glomerular basement membrane resulting in
inflammation, tissue remodeling, fibrosis, and loss of kidney function. Through
induction of Nrf2 and suppression of NF-jB, bardoxolone methyl (Bard) improves the
pathology in multiple animal models of renal injury and disease. In previous studies
that together enrolled over 2,600 patients, with the majority of patients having chronic
kidney disease (CKD) caused by type 2 diabetes, Bard improved estimated and
measured GFR as assessed by inulin clearance. Herein, we describe the baseline
characteristics of patients with Alport syndrome enrolled in the Phase 3 CARDINAL
trial testing Bard.

METHODS: Phase 3 CARDINAL (NCT03019185) is a double-blind, randomized,
placebo-controlled, multinational, multicenter study. Eligible patients include those on
stable RAAS blockade (unless contraindicated), ages 12 to 70 years with confirmed
genetic or histologic diagnosis of Alport syndrome, eGFR values between 30 to 90 mL/
min/1.73 m2, and urinary albumin to creatinine ratios (UACR)� 3500 mg/g. Patients
with elevated BNP or a history of cardiac failure were excluded. Patients were
randomized 1:1 (Bard:placebo) and received blinded treatment of Bard or matched
placebo at doses up to 20 mg (baseline UACR� 300 mg/g) or 30 mg (baseline UACR>
300 mg/g). The primary efficacy endpoint is change from baseline in eGFR after 48
weeks of treatment. The key secondary endpoint is the change from baseline in eGFR at
Week 52 following a 4-week drug treatment withdrawal period. Patients will continue
to be treated through Week 100 on drug and followed for an additional 4 weeks after
drug treatment discontinuation.

RESULTS: A total of 157 patients were enrolled in the study. Baseline characteristics
(mean [6 SD] or percentage) include age 39 6 15 years, with 23 patients (14.6%)< 18
years of age, 58.0% female, 75.8% Caucasian, and 77.7 % receiving RAAS blockade.
Baseline eGFR was 62.8 6 18.0 mL/min/1.73 m2, with 56.1% and 40.1% having stage 2
or stage 3 CKD, respectively. The geometric mean UACR at baseline was 141.0 mg/g
(95% CI: 100.9 to 197.0) and the frequency of UACR� 300 mg/g and> 300 mg/g was
54.1% and 45.9%, respectively. Of the enrolled patients, 144 (91.7%) patients had
diagnosis of Alport syndrome by genetic testing (98 [68%] X-linked [57% female, 43%
male], 43 [30%] autosomal dominant or recessive, and 3 [2%] unknown mode of
inheritance) and 8.3% by histological assessment using electron microscopy.

CONCLUSIONS: CARDINAL is the first randomized, placebo-controlled trial, testing
the long-term efficacy and safety of Bard in patients with Alport syndrome. The
CARDINAL population is representative of the broader Alport syndrome population
and includes patients with a wide range of disease severity.
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INTRODUCTION: Anti-Neutrophil Cytoplasmic Antibodies (ANCA)-associated
vasculitides (AAV) are multisystem diseases characterized by necrotizing vasculitis that
predominantly affects small vessels and presence of autoantibodies targeting
myeloperoxidase (MPO) and proteinase 3 (PR3). Kidneys and lungs are frequently
involved during the course of the inflammatory process. We report our experience with
AAV patients followed at our institution.

METHODS: We retrospectively and prospectively reviewed medical records and chest
radiological examinations of the patients (pts) referred to our institution between

January 2010 and December 2018 for rapidly progressive renal failure with a clinical
and histologic diagnosis of AAV with renal involvement. Every patient underwent renal
biopsy within the first few weeks of admission. Laboratory parameters including
ANCA, chest X-rays and High Resolution Computed Tomography (HRCT) studies
were assessed at the beginning of the observation and every 6-12 months. Birminghan
Vasculitis Activity Score was evaluated at the diagnosis.

RESULTS: We identified 52 pts: 28 males, 24 females, mean age 71.2 6 12.5 years, 40
had MPO-ANCA, 12 PR3-ANCA, 5 had concurrent anti-glomerular basement
membrane antibodies. Microscopic polyangiitis (MPA) was diagnosed in 38 pts,
Granulomatosis with Polyangiitis (GPA) in 11 pts, EGPA in 4 pts. Mean serum
creatinine at diagnosis was 5.364.8 mg/dl, 30% of pts were dialysis-dependent.
BVASv3 was 20.865.

All patients were treated with steroids and cyclophosphamide or rituximab as
induction therapy. Plasma exchange was added in 9 pts.

75% of pts presented lung involvement: 32% ILD, 30-50% pulmonary oedema, 20%
alveolar hemorrhage, 25% other findings (opacities, nodules, atelectasis); 77% of pts
with lung involvement had MPO-ANCA. 15% of pts with lung involvement compared
to none without lung involvement

died within 8 months from the diagnosis.

CONCLUSIONS: Lung involvement in patients affected by pauci-immune necrotizing
glomerulonephritis secondary to AAV is relatively common and can show different and
changeable radiological and clinical features. In our cohort the commonest
manifestations were interstitial / alveolar oedema, ILD and alveolar hemorrage. ILD
was almost exclusively associated with MPO-ANCA and preceded or occurred
concurrently with the vasculitis in the majority of affected individuals. The presence of
ILD was a risk factor for early mortality and can impact on the long-term prognosis.
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INTRODUCTION: Schistosomiasis kidney involvement is poor investigate.
Schistosomal glomerulopathy is the main findings (incidence ranging from 5-6%,
increasing to 15% in severe hepatosplenic form). The increased parasitic load and it
impacts with renal abnormalities have not yet been investigated and glomerular
involvement may be decisive for the further development of chronic kidney disease
(CKD). The aim of this study is to investigate the association between the circulating
anodic antigen levels and glomerular damage using urinary biomarkers associated with
glomerular injury in S. mansoni-infected patients.

METHODS: Samples of feces and urine were collected from individuals from the
Bananeiras community - Capistrano municipality in the State of Cear�a - Brazil. The
up-converting phosphor-lateral flow circulating anodic antigen (UCP-LF CAA) assay
in urine was used for Schistosoma mansoni diagnosis. Standard curves of CAA spike in
negative urine were used to quantify CAA levels (pg/mL urine) in the clinical samples.
After diagnosis, two groups were enrolled: positive and negative diagnosis groups.
Regarding urinary biomarker, was quantified albuminuria by immunoturbidimetry
(Cobas C111, ROCHE VR ) and proteinuria by colorimetric method (Labtest VR ).
Moreover, urinary oxidative strees was assessed using determination of urinary
malonaldehyde (MDA) that reacts with thiobarbituric acid (TBARS). Finally, urinary
biomarkers of podocyte injury (uVEGF) and of glomerular inflammation (uMCP-1)
were determined by immunoassay (ELISA, R&D Systems VR ). All urinary biomarkers
were expressed by urinary creatinine ratio.

RESULTS: Recruited S. mansoni-infected patients had mean age of 29619 and 37
(46%) were male. Positive (PG) and negative (NG) groups had 40 individuals each. All
groups had no individuals with signals of clinical renal disease. When urinary
biomarkers were compared between groups no significant differences were observed.
However, after stratified the PG according to the CAA percentile 75 (less or bigger than
4.0 pg/ml), was observed in “bigger than 4.0 pg/ml” group increased levels of uVEGF,
albuminuria and proteinuria, but only uVEGF was statistically significant (
median=48.9 and interquartile range of 26.0 – 93.5 vs 23.3 (13.5 – 42.5) mg/g-Cr,
p=0.30). Importantly, only uVEGF was correlated with CAA levels (r=0.391, p=0.020).
Moreover, uVEGF had significant correlation with albuminuria (r=0.491, p=0.002),
protein�uria (r=0.607, p<0.001) and uMCP-1 (r=0.464, p=0.003), but no correlation
with uMDA.

CONCLUSIONS: The Schistosoma circulating anodic antigen levels were associated
with increased signals of glomerular damage that may be associated with podocyte
injury. Further studies are needed to analyze the long-term impacts of initial infection.
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