Findings
Intensive Urate Lowering in Diabetic Kidney Disease

Can nTregs Minimize
Immunosuppression after
Kidney Transplant?
An approach using autologous natural
regulatory T cells (nTregs) appears safe and
feasible for minimizing immune suppression after kidney transplantation, according to a phase I/IIa clinical trial in The British Medical Journal.
The researchers report an initial experience with their “in-house” autologous
CD4+CD25+FoxP3+ nTreg product in 11
living kidney donor transplant recipients.
The nTreg product was administered 7
days posttransplant in a single intravenous
dose of 0.5, 1.0, or 2.5 to 3.0 × 106 cells/kg.
After treatment, the investigators attempted stepwise tapering of standard triple immunosuppression to low-dose tacrolimus
monotherapy up to week 48.
A composite clinical and safety outcome (biopsy-confirmed acute rejection,
nTreg infusion-related adverse effects, and
signs of overimmunosuppression) was assessed at 60 weeks, plus an additional 3
years’ follow-up. Outcomes were compared
with those of nine recipients enrolled in a
previous reference trial. The study also assessed allograft functioning and an exploratory biomarker portfolio.
For all 11 enrolled patients, a 40- to 50mL sample of peripheral blood obtained
2 weeks pretransplant yielded nTregs of
sufficient yield, purity, and functionality.
There were no dose-limiting toxic effects.
All recipients in both trials had a functioning allograft at 3 years with similar clinical
and safety outcomes.
Ten of the 11 patients receiving nTregs
were successfully weaned to low-dose tacrolimus monotherapy. Two patients were
switched back to standard immunosuppression due to clinical events; thus, 8
patients achieved stable monotherapy immunosuppression. Mechanistic studies
suggested that nTregs reduced activation of
conventional T cells, with an in vivo shift
from a polyclonal to an oligoclonal T cell
receptor repertoire.
Preclinical trials have suggested that
adoptive transfer of nTregs might be a
promising approach for tapering immunosuppression after organ transplantation.
The new study adds further evidence of
good clinical and safety outcomes with
nTregs. The investigators conclude, “These
data show stable minimisation of immunosuppression in most patients receiving
nTreg treatment after kidney transplantation” [Roemhild A, et al. Regulatory T
cells for minimising immune suppression
in kidney transplantation: Phase I/IIa
clinical trial. BMJ 2020; 371:m3734. doi:
10.1136/bmj.m3734].

An intensive urate-lowering strategy consisting of verinurad and febuxostat reduces
albuminuria in patients with type 2 diabetes and hyperuricemia, reports a phase
2 trial in the American Journal of Kidney
Diseases.
The multicenter trial enrolled 60 adult
patients with type 2 diabetes; albuminuria,
urine albumin-to-creatinine ratio (UACR)
30 to 3500 mg/g; and hyperuricemia, serum urate (sUA) concentration 6.0 mg/dL
or greater. Mean age was 61.5 years, 70%

of patients were men, and about one-half
had an estimated glomerular filtration rate
(eGFR) of less than 60 mL/min/1.73 m2.
The study excluded patients with stage 4
or 5 chronic kidney disease (CKD).
Patients were randomly assigned to
intensive urate-lowering therapy with the
specific urate reabsorption inhibitor verinurad (9 mg) plus the xanthine oxidase
inhibitor febuxostat (80 mg) or placebo.
Treatment lasted for 24 weeks. The primary outcome was change in UACR from

In the identification of Alport syndrome

LOOK BENEATH
THE SURFACE
Alport syndrome (AS) is more prevalent
than you may think.
In fact, AS is the second most common cause of
inherited kidney failure affecting 30,000 — 60,000 men
and women, boys and girls in the United States.1,2
AS often goes undetected, especially in females and
those with non sex-linked inheritance patterns.3,4
Recognize the cardinal signs and symptoms to1,5,6:

HIGHlightAS

Persistent Hematuria
Underlying Inflammation
Reduced GFR
Family History of CKD or AS
GFR=glomerular filtration rate; CKD=chronic kidney disease.
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baseline to 12 weeks.
Intensive urate lowering was associated with significant reductions in UACR
compared to placebo: by 38.6% at 1 week,
39.4% at 12 weeks, and 49.3% at 24
weeks. The verinurad/febuxostat combination also lowered sUA levels: by 59.6% at
12 weeks and 63.7% at 24 weeks.
There were no significant differences
in eGFR, serum creatinine, or cystatin C.
The urate-lowering combination was well
tolerated, with safety outcomes similar to
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High Rate of AKI
in Hospitalized
COVID-19 Patients
those of placebo.
Hyperuricemia is associated with the
presence and development of CKD and is
an independent predictor of the development of microalbuminuria. Experimental
and clinical evidence suggests that treatment to lower sUA may slow CKD progression, while reducing kidney and cardiovascular events.

This proof-of-concept study shows that
the combination of verinurad and febuxostat, which reduces uric acid via different
mechanisms, can lower albuminuria in patients with type 2 diabetes and hyperuricemia. Although noting that their study shows
a “true pharmacologic effect,” the authors
emphasize the need for larger clinical trials to
determine whether intensive urate lowering

can help to preserve kidney function [Stack
AG, et al. Effect of intensive urate lowering
with combined verinurad and febuxostat on
albuminuria in patients with type 2 diabetes: A randomized trial. Am J Kidney Dis,
published online ahead of print Oct. 29,
2020. doi: 10.1053/j.ajkd.2020.09.009;
https://www.ajkd.org/article/S02726386(20)31072-6/fulltext].

Early and accurate diagnosis followed by
appropriate intervention could decelerate or
prevent kidney failure. Genetic testing offers
powerful precision medicine.5,7
Learn more at Alportsyndrome.com
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More than one-fourth of patients with
COVID-19 admitted to a New York City
hospital in the early weeks of the pandemic
had acute kidney injury (AKI), reports a
study in the American Journal of Nephrology.
The retrospective analysis included 469
patients with COVID-19 admitted to the
study hospital over a five-week period in
March–April 2020. The hospital, which
served a high-poverty area of Brooklyn, was
among the centers with the most COVID-19 admissions. The study focused on
the incidence of in-hospital AKI among
COVID-19 patients, defined by The Kidney Disease: Improving Global Outcomes
(KDIGO) criteria. Baseline characteristics
and laboratory findings associated with this
diagnosis were analyzed as well.
Mortality associated with AKI among
COVID-19 patients was analyzed as a
secondary outcome. The study excluded
patients on maintenance hemodialysis or
kidney transplant recipients.
The study’s patients had a mean age of
64 years and were 57% male and 73% African American. About 15% of patients were
in a hemodynamically unstable condition
at presentation, and 21% received mechanical ventilation during their hospital stay.
At admission, 44.1% of the patients
had an estimated glomerular filtration rate
(eGFR) of less than 60 mL/min/1.73 m2.
During hospitalization, 27.1% of COVID-19 patients developed AKI; this included 39.1% of patients with a low eGFR compared to 17.9% of those with an eGFR of 60
mL/min/1.73 m2 or higher. Stage 3 AKI was
present in about one-half of the cases.
Patients with low eGFR were more likely to develop AKI within 48 hours after admission: 53.1% versus 23.4%. Risk factors
for AKI included male sex; hypertension;
angiotensin-converting enzyme inhibitor
or nonsteroidal anti-inflammatory drug
use; hemodynamic instability; mechanical ventilation; acute respiratory distress
syndrome; and elevated ferritin, creatinine
kinase, brain natriuretic peptide, and troponin 1 levels.
Mortality was 71.1% among patients
with AKI versus 28.45% in those without
AKI. On adjusted analysis, independent
risk factors for death were elevated blood
urea nitrogen, hazard ratio (HR) 1.75; low
eGFR, HR 1.43; AKI stage 2, HR 1.86;
and AKI stage 3, HR 2.1. For patients with
stage 3 AKI, kidney replacement therapy
did not improve survival.
As has become clear, COVID-19 is associated with a significant risk of AKI in
hospitalized patients. These data from early
in the pandemic show a high incidence of
AKI at a hospital serving a low-income,
racial/ethnic minority population in New
York.
The experience shows “extremely high”
mortality, particularly in patients with stage
3 AKI [Zahid U, et al. Acute kidney injury
in COVID-19 patients: An inner city hospital experience and policy implications.
Am J Nephrol 2020; 51:786–796. doi:
10.1159/000511160].

