Findings
Similar Long-Term Outcomes with DCD versus DBD Kidneys
Even after decades of follow-up, kidneys transplanted after
circulatory determination of death (DCD) show similar
outcomes to kidneys donated after brain death (DBD), reports a study in Nephrology Dialysis Transplantation.
Of 1133 kidney transplants performed between 1985
and 2000 at the authors’ Swiss medical center, 122 used
DCD grafts. The DCD kidney recipients—74 men and 48
women, median age 46 years—were matched one to one
for sex, age, and transplant year to patients receiving DBD
grafts during the same period. Outcomes were assessed
through 2020.
At 35 years’ follow-up, median graft survival was almost
identical between groups: 24.5 years for DCD recipients
versus 23 years for DBD recipients. Delayed graft function
was more common in DCD recipients—47 patients—
compared with 23 patients after DBD transplants. However, there were no long-term differences in graft or patient
survival.
Among patients with more than 20 years of graft survival, measures of graft function were similar between groups.
The slope of change in glomerular filtration rate was −0.6

Rapid Drop in COVID-19
Antibodies for Dialysis Patients
A nationwide data analysis confirms that SARS-CoV-2 antibody responses to vaccination decrease rapidly in dialysis patients, leaving them at risk of breakthrough infection, reports
Annals of Internal Medicine.
The researchers analyzed real-world data on 4791 patients receiving care in a large US network of dialysis facilities. Residual plasma from routine monthly tests performed
at a central laboratory was used to measure qualitative and
quantitative antibodies to the SARS-CoV-2 receptor-binding
domain (RBD). The analysis began in January 2021, before
COVID-19 vaccines were widely available. By mid-September 2021, 2563 patients were fully vaccinated.
Trends in antibody levels were assessed, including the possible association between antibody titers and the risk of breakthrough COVID-19 infection. Among vaccinated patients,
the estimated rate of undetectable RBD responses increased
from 6.6% at 14 to 30 days after vaccination to 20.2% at 5
to 6 months. Median index values decreased from 91.9 to
8.4, respectively.
During follow-up, clinically documented COVID-19 occurred in 2% of fully vaccinated dialysis patients, compared
with 3% of partially vaccinated (one dose) and 11% of unvaccinated patients. In a nested case-control analysis, each
breakthrough case was matched to five controls for age, sex,
and vaccination month, with adjustment for diabetes status
and region.
The analysis included 56 patients with breakthrough infections, with samples collected a median of 21 days before
diagnosis. Waning of the antibody response was significantly
associated with the risk of breakthrough infection. Compared
with an index RBD range of 23 or higher (reflecting an antibody level of 506 binding antibody units per milliliter),
rate ratios for breakthrough infection were 11.6 at pre-breakthrough RBD values of less than 10 and 6.0 at values between
10 and 23. Peak antibody responses were higher for patients
with evidence of previous SARS-CoV-2 infection, although
this difference lessened during follow-up.
SARS-CoV-2 antibody levels after vaccination are “strongly associated” with the risk of breakthrough COVID-19 infection in dialysis patients, the study concludes. The findings
have implications for efforts to define a “persisting antibody”
threshold for protection against COVID-19, which may be
especially important for high-risk or immunocompromised
patients. The researchers note that 40% of dialysis patients
with breakthrough infections were hospitalized [Anand S,
et al. SARS-CoV-2 vaccine antibody response and breakthrough infection in patients receiving dialysis. Ann Intern
Med, published online ahead of print December 14, 2021.
doi: 10.7326/M21-4176; https://www.acpjournals.org/
doi/10.7326/M21-4176].

mL/min/year in the DCD group and −0.3 mL/min/year
in the DBD group. Creatinine levels were 133 versus 119
μmol, and proteinuria was 370 versus 240 mg per 24 hours,
respectively.
Kidneys donated after cardiovascular death are an important source of organs for transplantation. Studies have
reported similar outcomes for DCD and DBD kidneys up
to 10 years, but there are few data on longer-term outcomes.
This 35-year follow-up study shows similar graft survival
and excellent function with DCD versus DBD kidneys.
Good outcomes are achieved despite the higher rate of delayed graft function in DCD organs. The researchers conclude: “[O]ur results indicate that criteria for selecting grafts
for deceased kidney transplantation should not be based on
the type of organ donation” [Müller A, et al. Long-term outcomes of transplant kidneys donated after circulatory death.
Nephrol Dial Transplant, published online ahead of print
December 17, 2021. doi: 10.1093/ndt/gfab358; https://
academic.oup.com/ndt/advance-article/doi/10.1093/ndt/
gfab358/6468756].

Starting SGLT2 Treatment Lowers AKI Risk in Type 2
Diabetes
For older adults with type 2 diabetes, treatment with a sodium glucose cotransporter-2 inhibitor (SGLT2i) is associated with a lower risk of acute kidney injury (AKI), compared with other antidiabetic medications, according to a
pre-proof paper in the American Journal of Kidney Diseases.
The population-based cohort study used Medicare feefor-service data on more than 417,000 patients, aged 66
years or older, with type 2 diabetes. All enrolled patients
had a newly filled prescription for an SGLT2i, a dipeptidyl
peptidase 4 inhibitor (DPP-4i), or a glucagon-like peptide-1
receptor agonist (GLP-1RA) from 2013 through 2017.
New SGLT2i users were propensity score matched to new
DPP-4i or GLP-1RA users. Cox proportional hazards analyses were performed for the primary outcome of hospitalization for AKI, as either the primary or secondary discharge
diagnosis.
Analyses included approximately 68,000 matched pairs
for comparison of patients initiating SGLT2i versus DPP4i treatment and 71,000 pairs for comparison of SGLT2i
versus GLP-1RA. Mean patient age was 72 years. In both
comparisons, about 65% of patients starting SGLT2i treatment received canagliflozin. About three-fourths of patients
were prescribed metformin, whereas nearly one-third were
prescribed insulin.
In both comparisons, SGLT2i treatment was associated with a lower rate of AKI hospitalization. Incidence rate
per 1000 patient-years was 19.6 with SGLT2i versus 27.8
with DPP-4i; hazard ratio (HR) 0.71. For SGLT2i versus
GLP-1RA, incidence rates were 21.7 versus 27.1 per 1000

patient-years; HR 0.81.
Secondary outcomes also favored SGLT2i treatment,
including a reduced risk of AKI hospitalization requiring
dialysis: HR 0.39 versus DPP-4i and 0.56 versus GLP-1RA.
The results were also consistent across a range of sensitivity
analyses. The data also confirmed the known associations of
SGLT2i treatment with an increased risk of diabetic ketoacidosis and a reduced risk of hospitalization for heart failure.
SGLT2i treatments have been shown to have a wide
range of benefits for patients with type 2 diabetes, including
decreased rates of kidney disease progression and death from
renal or cardiovascular causes. However, these medications
are also associated with an acute reduction in glomerular
filtration rate, raising concerns for a potential increase in
the risk of AKI. Based on postmarketing data, the US Food
and Drug Administration has issued warnings that SGLT2i
treatment might cause AKI.
The new population-based study may alleviate those
concerns. The authors find that the risk of AKI hospitalization is lower in older patients with type 2 diabetes who initiate SGLT2i treatment compared with DPP-4i or GLP-1RA
treatment. Although acknowledging the limitations of the
analysis, the researchers conclude: “Our results add to the
available evidence on the safety profile of SGLT2i in older
adults” [Zhuo M, et al. SGLT2 inhibitors and the risk of
acute kidney injury in older adults with type 2 diabetes. Am
J Kidney Dis, published online ahead of print November 8,
2021. doi: 10.1053/j.ajkd.2021.09.015; https://www.ajkd.
org/article/S0272-6386(21)00953-7/fulltext].

Belzutifan Shows Activity against Renal Cancers
in VHL Disease
Renal cell and non-renal cell carcinomas associated with von
Hippel−Lindau (VHL) disease show evidence of response to
the hypoxia-inducible factor inhibitor belzutifan, reports a
study in The New England Journal of Medicine.
The phase 2, open-label trial included 61 adults with
VHL disease, with diagnosis based on the presence of germline VHL alterations and at least one renal cell carcinoma
measuring at least 10 mm. All patients were treated with belzutifan, a novel oral hypoxia-inducible factor 2α (HIF-2α)
inhibitor, at a dose of 120 mg/day. Complete or partial objective responses were assessed by an independent radiology
review committee, following standard criteria. Responses of
non-renal cell cancers, which included pancreatic lesions in

all patients, were also analyzed, along with safety outcomes.
The patients were 32 men and 29 women, median age
41 years. All but 2 had undergone previous surgery or ablative procedures, with a median of 4 procedures per patient.
Median follow-up was 21.8 months.
The objective response rate in patients with renal cell
carcinoma was 49%. All of these were partial responses; another 49% of patients had a best response of stable disease.
Among evaluable patients with partial responses, the median
linear growth rate was 4.1 mm per year before belzutifan
versus −5.6 mm per year on treatment. Responses were also
observed for non-renal cancers: 47 of 61 for pancreatic cancers (77%) and 15 of 50 for central nervous system heman-

