Findings
Differences in Patient Rituximab versus Cyclosporine for Membranous Nephropathy
Characteristics Affect In patients with membranous nephropathy, ble quantified creatinine clearance of 40 cyclosporine; the 8% difference was within
rituximab is noninferior to cyclosporine in
mL/min/1.73 m or higher and at least
the limit of noninferiority. At 24 months’
Generalizability of
inducing remission, and superior in terms
3 months on angiotensin-system block60% of patients in the rituximab
Dialysis Clinical Trials of maintaining proteinuria remission up to ade. Patients were assigned to rituximab, follow-up,
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2 years, reports a trial in The New England
Journal of Medicine.
The randomized, open-label “Membranous Nephropathy Trial of Rituximab”
(MENTOR) included 130 patients with
membranous nephropathy enrolled at
22 North American centers. All had sta-

two 1000 mg IV infusions given 14 days
apart; or oral cyclosporine, starting dose 3.5
mg/kg/d for 12 months. In the rituximab
group, treatment could be repeated at 6
months in case of partial response.
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mission for proteinuria compared to 20%
in the cyclosporine group; the 40% difference was significant.
Among patients in remission who were
positive for anti-phospholipase A2-receptor
antibodies, the decline in antibodies was
faster, larger, and lasted longer with rituxi-

T:10.5"
S:9.75"

Patients enrolled in major clinical trials of
end stage kidney disease (ESKD) differ in
key demographic and clinical characteristics, compared to the general population of
dialysis patients, concludes a meta-analysis
in JAMA Internal Medicine.
A systematic review identified 189 randomized clinical trials enrolling dialysisdependent adults with ESKD. The studies,
which enrolled at least 100 patients from
2 or more sites, included a total of 80,104
participants. Meta-analysis compared prespecified characteristics of the RCT participants to patients in the US Renal Data
System (USRDS) registry. Study characteristics associated with measures of generalizability were analyzed as well.
Patient age was the primary outcome:
RCT participants were significantly
younger than the USRDS patients, 58.9
versus 61.2 years. The clinical trial patients
were also more likely to be male, 58.8%
versus 55.7%, and less likely to have diabetes, 40.4% versus 44.2%. The RCT cohort
was also much less likely to have diabetes
as the cause of renal failure, 29.9% versus
44.2%, or hypertension as the cause of
renal failure, 20.7% versus 29.0%. Based
on 187 studies, mortality was 8.9 per 100
patient-years in the RCT cohort versus
18.6 per 100 patient-years in the USRDS
cohort.
Most of the differences in patient characteristics were similar on analysis of studies
recruiting from the United States, although
diabetes was more common among RCT
participants: 54.6% versus 44.2%. On
analysis of study characteristics, mortality
was lower in trials with commercial sponsorship or those published more recently.
Differing patient characteristics may
affect the generalizability of clinical trial
results. Previous studies have described differences in RCT cohorts versus the general
population of patients undergoing kidney
transplantation, but this issue has not been
addressed in the ESKD population.
Dialysis patients enrolled in RCTs are
younger, have differing patterns of comorbidity, and have lower mortality than the
general population of ESKD patients. The
researchers emphasize the need for caution
in generalizing RCT results to older, frailer
patients, and call for efforts to increase the
generalizability of ESKD trials [Smyth B,
et al. Representativeness of randomized
clinical trial cohorts in end-stage kidney
disease: A meta-analysis. JAMA Intern
Med 2019; DOI: 10.1001/jamainternmed.2019.1501].
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Canagliflozin as Primary
Prevention: Findings
from CREDENCE
mab. Adverse event rates were 17% with
rituximab and 31% with cyclosporine.
For patients with membranous nephropathy requiring immunosuppressive
therapy, the calcineurin inhibitor cyclosporine is effective, but has a high relapse
rate after discontinuation. Since B-cell dysfunction plays a pathogenetic role in this

condition, selective B-cell suppression with
rituximab is a promising alternative.
This study finds no difference in the rate
of complete or partial remission with rituximab compared to cyclosporine for patients
with membranous nephropathy. Rituximab
isB:8.75"
superior in terms of long-term proteinuria
remission up to 24 months in patients
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at high risk of progressive disease. The researchers note that intravenous rituximab
may improve adherence compared to oral
cyclosporine; its higher cost may be offset
by its prolonged benefits [Fervenza FC, et
al. Rituximab or cyclosporine in the treatment of membranous nephropathy. N Engl
J Med 2019; 381:36–46].
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He has her eyes.
And maybe her Alport syndrome.
When you see patients with abnormal kidney function, think Alport syndrome.
It can filter through the family.1
• Alport syndrome is a rare disease and
is the second leading cause of inherited
chronic kidney disease after polycystic
kidney disease2
• Alport syndrome is a progressive,
genetic kidney disease that can lead
to dialysis, transplant, and/or death3

• Women are just as likely to have Alport
syndrome as men1
• Investigating a patient’s family history
could be a determining factor toward
improving outcomes for other relatives1

Reata is focused on targeting novel molecular pathways to treat life-threatening diseases
that have few or no FDA-approved therapies, including Alport syndrome.

Abnormal kidney function could be Alport syndrome.
It’s time to start making the family connection.

Learn more at Reatapharma.com
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The sodium-glucose co-transporter 2
(SGLT2) inhibitor canagliflozin reduces
cardiovascular and renal events in diabetic
patients with chronic kidney disease—even
those with no previous history of cardiovascular disease, according to a clinical trial
report in Circulation.
The analysis included 4401 individuals from the phase 3 CREDENCE trial
(Canagliflozin and Renal Events in Diabetes with Established Nephropathy Clinical
Evaluation) with type 2 diabetes and CKD
but no previous cardiovascular disease. In
CREDENCE, patients were randomly assigned to canagliflozin or placebo, while
continuing optimized standard therapy.
Compared to 2220 secondary prevention patients, those in the primary prevention group were younger, 61 versus 65 years;
more likely to be women, 37% versus 31%;
and had a shorter duration of diabetes, 15
versus 16 years. Estimated glomerular filtration rate and urine albumin-to-creatinine
ratio were similar between groups.
On analysis of the primary outcome,
canagliflozin was associated with a lower
risk of cardiovascular events overall, hazard
ratio (HR) 0.80; in the primary prevention group, HR 0.68; and in the secondary prevention group, HR 0.85. All of the
component outcomes were also lower with
canagliflozin: HR 0.78 for cardiovascular
death, 0.81 for nonfatal myocardial infarction, and 0.80 for nonfatal stroke.
Rates of the primary composite renal
outcome (end stage kidney disease, doubling of serum creatinine, or renal or cardiovascular death) were also lower with
canagliflozin: HR 0.70 overall, 0.69 in the
primary prevention group, and 0.70 in the
secondary prevention group. Heart failure
hospitalization was significantly reduced,
with no increase in fractures or amputations. Numbers needed to treat for the
primary composite renal outcome were 19
in the primary prevention group and 26 in
the secondary prevention group.
It has been uncertain whether the benefits of SGLT2 inhibition in patients with
type 2 diabetes and CKD extend to those
without a history of previous cardiovascular
disease. This analysis of CREDENCE data
shows “robust and consistent” reductions in
major cardiovascular and renal outcomes in
this group of primary prevention patients.
The investigators conclude: “These data
support the initiation of canagliflozin in a
much broader patient population with type
2 diabetes including those with glycated
hemoglobin as low as 6.5% and in patients with estimated glomerular filtration
rate between 30 to 45 mL/min/1.73 m2
with expected reductions in renal and cardiovascular outcomes” [Mahaffey KW, et al.
Canagliflozin and cardiovascular and renal
outcomes in type 2 diabetes and chronic
kidney disease in primary and secondary
cardiovascular prevention groups: results
from the randomized CREDENCE trial.
Circulation 2019; DOI: 10.1161/CIRCULATIONAHA.119.042007].
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