Findings
Early resolution of AKI
leads to better longterm outcomes
The first 72 hours after diagnosis of acute
kidney injury (AKI) have a major impact on
the long-term risk of kidney-specific outcomes, according to an analysis of prospective cohort data reported in JAMA Network
Open.
The study included 1538 hospitalized
patients from the prospective multicenter
Assessment, Serial Evaluation, and Subsequent Sequelae of Acute Kidney Injury
(ASSESS-AKI) study: 769 patients with
AKI and 769 without. Participants were
enrolled 3 months after hospital discharge
between 2009 and 2015, with follow-up
to 2018. The two groups were matched
for demographic characteristics, hospital,
comorbidity, and preadmission estimated
glomerular filtration rate (eGFR).
About 62% of patients had “resolving
AKI,” defined as a decrease in serum creatinine concentration of ≥ 0.3 mg/dL or at least
25% from the peak value, within 72 hours
after AKI diagnosis. The main outcome of
interest was a composite of major adverse
kidney events (MAKE): occurrence or progression of chronic kidney disease (CKD),
long-term dialysis, or death of any cause.
The patients were 964 men and 574
women, mean age 64.6 years. At a median
follow-up time of 4.7 years, the MAKE primary outcome occurred in 36% of patients:
incidence rate 5.9 events per 100 patientyears in the non-AKI cohort, 11.9 events
per 100 patient-years in those with resolving AKI, and 16.6 events per 100 patientyears in those with nonresolving AKI.
The adjusted hazard ratio (HR) for
MAKE was 1.95 for patients with resolving
AKI and 2.80 in those with nonresolving
AKI, compared with the non-AKI group.
The associations persisted after further analysis for KDIGO stage at 72 hours, shock,
mechanical ventilation, and major surgery:
HR 1.52 and 2.30, respectively.
Among patients with AKI, the risk of
MAKE was 51% higher for those with nonresolving AKI: HR 2.40 for incident CKD
and 1.58 for progressive CKD. The two
AKI groups were at similar risk for dialysis
and death. Associations between AKI recovery pattern and MAKE were independent
of hospital length of stay, vasopressor initiation, and serum creatinine concentration at
discharge.
The trajectory of kidney recovery after
AKI provides useful information on the risk
of poor short-term outcomes. The new results suggest that hospitalized patients with
early resolution of AKI have better longterm outcomes.
Patients whose AKI doesn’t resolve within the first 72 hours are at higher risk for
MAKE, specifically incident and progressive CKD. Stratification by early recovery
pattern may aid prognosis and targeting
resources for follow-up and early detection
of CKD [Bhatraju PK, et al. Association between early recovery of kidney function after acute kidney injury and long-term clinical outcomes. JAMA Network Open 2020;
3:e202682].

Center volume affects outcomes of pediatric kidney transplantation
Higher-volume transplantation centers
achieve better outcomes in children undergoing kidney transplantation, according to a study in Kidney Medicine.
The case-cohort study included data
on 3762 kidney transplants in patients
<18 years between 2010 and 2015, drawn
from the Scientific Registry of Transplant

Recipients. Procedures were performed at
115 centers, which were classified as lowvolume (fewer than four transplantations
per year), intermediate-volume (four to
eight per year), and high-volume (more
than eight per year). The 3-year graft survival was compared among these volume
groups, with adjustment for covariates.

The three groups of recipients were
similar in terms of sex, age, ethnicity, kidney disease diagnosis, and kidney donor
profile index score. The analysis included
2379 deceased-donor and 1383 livingdonor transplantations.
The 3-year graft survival was 92.1%
at centers performing a high volume of
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procedures, compared with 90.3% at intermediate-volume centers and 88.4% at
low-volume centers. The number needed
to harm was 27: for every 27 children
treated at a low-volume versus high-volume center, there would be 1 additional
patient with graft loss. The graft survival
rates were better at centers in high-income
versus low-income states, with no interaction between household income and
center volume.
Center volume was related to the outcomes of living-donor transplantation:
3-year graft survival was 91.7% at lowvolume and intermediate-volume centers

combined, compared with 95.3% at highvolume centers. There was no significant
difference in outcomes of deceased-donor
transplantation: about 89% in all three
groups.
A recent study reported similar outcomes of adult kidney transplantation
for centers performing differing volumes
of transplantation procedures. Little is
known about how center volume affects
the outcomes of pediatric kidney transplantation, which constitute only about
2% of procedures nationwide.
The new study finds lower 3-year graft
survival in children undergoing kidney

transplantation at lower-volume centers. The effect of volume is most marked
for living-donor kidney transplantations.
The 1-month survival is similar across
volume groups. This finding “argues
against surgical factors being a key factor
and suggests that limited experience may
compromise the optimal handling of immunosuppression and prevention of infection accounting for the differences in
3-year graft survival,” the researchers write
[Contento MN, et al. Center volume and
kidney transplant outcomes in pediatric patients. Kidney Med doi: 10.1016/j.
xkme.2020.01.008].

It’s time for kidney talk
When you see unexplained signs of kidney disease,
think Alport syndrome. It can filter through a family.
Incurable disease
• Alport syndrome (AS) is a permanent, hereditary condition responsible for
a genetically defective glomerular basement membrane, causing chronic kidney
inflammation, tissue fibrosis, and kidney failure1-6
• Across the entire range of AS genotypes, patients are at risk of progressing
towards end-stage kidney disease (ESKD)3,7,8

Hidden signs
• Patients often go undiagnosed, as the clinical presentation of AS is highly variable
and family history may be unavailable 3,9-11
• Persistent, microscopic hematuria is the cardinal sign of AS and should prompt
immediate diagnostic investigation—particularly when combined with any family history
of chronic kidney disease8,11,12

Early action
• Expert guidelines published in the Journal of the American Society of Nephrology now
recommend genetic testing as the gold standard for diagnosing Alport syndrome8
• Early AS detection via genetic diagnosis, and its ability to guide a patient’s treatment
decisions, demonstrates the powerful impact of precision medicine in nephrology12-14
Reata and Invitae have collaborated to offer no-charge genetic testing for rare chronic
kidney disease diagnosis and greater clinical insights. For more information regarding the
KIDNEYCODE program or to order a test, please visit www.invitae.com/chronic-kidneydisease or contact Invitae client services at clientservices@invitae.com or 800-436-3037.

Abnormal kidney function can have a strong family connection—
Alport syndrome
Learn more about Alport syndrome at
ReataPharma.com.
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C1-inhibitor may help
prevent contrastinduced nephropathy
Given before coronary angiography in
high-risk patients, recombinant human
C1-esterase-inhibitor (rhC1INH) reduces
biomarkers for contrast-induced kidney
injury, reports a trial in JACC: Cardiovscular Interventions.
The Prophylactic RhC1-inhibitor to
Prevent Contrast-induced Nephropathy
(PROTECT) trial included 77 high-risk
patients scheduled for elective coronary
angiography. All had an eGFR of ≤50 mL/
min per 1.73 m2 plus one additional risk
factor (diabetes, age ≥75, anemia, congestive heart failure, or history of pulmonary
edema). The patients were 54 men and
23 women, mean age 77 years and mean
eGFR 40 mL/min per 1.73 m2.
Patients were randomly assigned to
treatment with rhC1INH 50 IU/kg or
placebo before and 1 hour after coronary
angiography. The main efficacy outcome
was peak change in neutrophil gelatinaseassociated lipocalin (NGAL), a biomarker
of kidney injury. Secondary outcomes
included contrast-induced nephropathy
(CIN), based on serum creatinine increase
of at least 25% or 0.5 mg/dL, and a ≥10%
increase in cystatin C.
On per-protocol analysis, rhC1INH
was associated with a lower peak change
in NGAL: 4.7 ng/mL versus 22.5 ng/mL.
However, a modified intention-to-treat
analysis found no significant difference:
7.2 ng/mL versus 22.5 ng/mL, respectively.
On a post hoc analysis of patients undergoing percutaneous coronary intervention, the peak change in NGAL was
sharply lower in the rhC1INH group: median 1.8 ng/mL versus 26.2 ng/mL.
Sixteen percent of patients receiving
rhC1INH had a cystatin C increase of
≥10% within 24 hours, compared with
33% of the placebo group. The CIN rate
was similar between groups: 10.5% and
5.6%, respectively. Adverse events were
comparable as well.
New approaches are needed to prevent contrast-associated kidney injury in
high-risk patients. rhC1INH, which is
approved for the treatment of hereditary
angioedema, has been shown to reduce renal ischemia/reperfusion injury in animal
models.
This proof-of-concept study reports
reductions in NGAL and cystatin C in
high-risk patients receiving rhC1INH
before elective coronary angiography. The
protective effect appears larger in patients
undergoing percutaneous coronary interventions.
The authors call for larger clinical trials of rhC1INH for this indication, addressing CIN rate and other meaningful
clinical outcomes [Panagiotou A, et al. A
randomized trial of recombinant human
C1-esterase-inhibitor in the prevention
of contrast-induced kidney injury. JACC:
Cardiovasc Interv 2020; 13:833–842].

