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JASN 33: 238–252, 2022.

Circulating anti-nephrin antibodies are present in almost 1/3 of patients 

with MCD, that correlates with disease activity 

29%

18/62



JASN 33: 238–252, 2022.

Diffuse punctate IgG (but not albumin) staining in a patient with MCD IgG colocalizes with nephrin but not with synaptopodine

CONCLUSION

Nephrin is a target of circulating autoantibodies in a subset of 

patients with MCD 
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• APOL1 G1 G2 gain-of-function variants 
increase APOL1 channel function, and 
increase the risk of progressive proteinuric
kidney diseases, including FSGS

• Inaxaplin may inhibit APOL1 channel function 
and lower proteinuria

• in vitro and mouse model followed by a

• open, phase 2A, 13 week study with inaxaplin
in 16 patients with two (G1,G2) variants and 
FSGS

• Outcome: change in protein-to-creatinine ratio

N Engl J Med 2023;388:969-79.



• Inaxaplin inhibited APOL1 channel 
function in vitro and reduced proteinuria 
in the mouse model

• 13 evaluable participants had a mean 
reduction in the urinary protein-to-
creatinine ratio of nearly 50%. A 
decrease was seen within 2 weeks 

• No adverse events led to treatment 
discontinuation.

N Engl J Med 2023;388:969-79.



• APOL1 expressed in the kidney 
(among others) confers protection 
against infection by Trypanosoma 
brucei

• G1 and G2 variants conferred further 
fitness advantage against the 
rhodesiense and gambiense variants 
in sub-Saharan Africa

N Engl J Med 2023;388:969-79.
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NefIgArd phase B

ERA Congress Milan June 2023



NefIgArd phase B

Main result

ERA Congress Milan June 2023



NefIgArd phase B

Conclusion

ERA Congress Milan June 2023

• 9 month treatment with 16mg of Nefecon, on top of standard of care,  

provided clinically relevant preservation of eGFR in IgAN

• The size of eGFR benefit was maintained over the 15 month off-drug 

observation period

• Generally well tolerated



• Sparsentan, a dual endothelin A and 
angiotensin receptor antagonist, being 
evaluated as non-immune renopotective
therapy in IgAN

• Prespecified interim analysis at 36 weeks

• N=404, PCR 1.3, eGFR 57

• Sparsentan vs. Irbesartan

• Primary outcome: change in PCR

Lancet 2023; 401: 1584–94



Conclusion

• in patients with high risk IgA nephropathy once-daily sparsentan compared with the active 
control of maximum labelled or tolerated irbesartan produces a robust and meaningful 
reduction in proteinuria 

• safety of sparsentan was consistent with previous studies in focal segmental 
glomerulosclerosis and similar to irbesartan

Lancet 2023; 401: 1584–94
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• To evaluate the effects of 
empagliflozin in patients with a 
wide range of CKD, independent 
of diabetic status 

• eGFR 20-45 or eGFR 45-90 and 
ACR>200g/g

• N=6609, 54% no diabetes, 34% 
<30eGFR , 20% < 30ACR

• 10mg empagliflozin vs. placebo

• Primary outcome: progression of 
kidney disease or CV death

N Engl J Med 2023;388:117-27.



Conclusion

• Among a wide range of patients with chronic kidney disease who were at risk for progression, 
empagliflozin therapy was associated with a lower risk of disease progression or death from 
cardiovascular causes 

• Well tolerated

• Further study of patients with a ACR < 300 mg/g may be useful.

N Engl J Med 2023;388:117-27.
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• Studies have suggested that evening 
dosing with antihypertensive therapy 
might have better outcomes than morning 
dosing

• N=21104 HTN-ve patiens (UK)

• Randomisation: all antihypertensives in 
the morning v.s. evening

• Age 65y, 13% previous CVD, 13% 
diabetes

• Primary outcome: CV death, 
hospitalisation for stroke, MI (data
linkage)

Lancet 2022; 400: 1417–25

Primary outcome

3.4 vs. 3.7%



Conclusion

• Evening dosing of usual antihypertensive medication was not different from morning dosing in terms of 
major cardiovascular outcomes. 

• Patients can be advised that they can take their regular antihypertensive medications at a convenient 
time that minimizes any undesirable effects. 

Lancet 2022; 400: 1417–25



• Blocking of aldosterone synthase is difficult as it
shares 93% sequence similarity the enzyme
required for cortisol synthesis

• Baxdrostat has 100:1 selectivity for aldosterone
synthase

• To assess efficacy and safety of baxdrostat in RHT

• N=275 RHT, eGFR >45

• 0.5, 1, 2mg baxdrostat or placebo for 12 weeks

• Outcome: change in seated office SBP 

N Engl J Med 2023;388:395-405.



• No change in cortisol levels

• Baxdrostat related K>6mmol/l in 2 patiens
N Engl J Med 2023;388:395-405.
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• Thiazide diuretics are widely used for the prevention 
of kidney-stone recurrence, but data regarding their 
efficacy and dose–response effects are limited.

• To assess three doses of HCT in patients with 
recurrent calcium-containing kidney stones

• N=416, median 2.9 years

• 12.5, 25, 50 mg HCTZ or placebo

• Primary outcome: symptomatic or radiologic 
recurrence of kidney stones

N Engl J Med 2023;388:781-91



N Engl J Med 2023;388:781-91



N Engl J Med 2023;388:781-91

Conclusion
Among patients with recurrent kidney stones, the incidence of recurrence did not

appear to differ substantially among patients receiving HCTZ once daily

• Dosing frequency?

• Oxalate excretion increased, citrate excretion decreased

• High Na intake
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• Several studies have suggested that patients with 
ESKD may benefit from high-dose HDF 

• N=1360, 62y, 45%CVD, 35% DM, on >3 months high-
flux HD

• Candidates for convection volume >23L/session

• Open label high-dose HDF vs. high-flux HD

• Median 30 months

• Primary outcome: death from any cause

CONVINCE Trial, N Engl J Med June 16, 2023  DOI: 10.1056/NEJMoa2304820



CONVINCE Trial, N Engl J Med June 16, 2023  DOI: 10.1056/NEJMoa2304820

Death from any cause

17.3% vs. 21.9%

HR= 0.77 (0.65 – 0.93)



CONVINCE Trial, N Engl J Med June 16, 2023  DOI: 10.1056/NEJMoa2304820

Conclusion

Online HDF (>23L volume per session) resulted in a lower risk of death compared to high-flux
HD

• Considerable benefit in HD patients

• No reason for safety concern

• Cause specific mortality: interpretation with caution
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• 0·9% sodium chloride is widely used 
during and after Tx surgery but might 
increase the risk of delayed graft 
function (DGF) due to its high chloride 
content

• Balanced solutions might decrease the 
risk of DGF

• N=808 kidney Tx (55y, 5-6 mismatch 
38%, DCD 25%)

• Saline or Plasma-Lyte 148 during 
surgery and up until 48h

• Outcome: DGF (dialysis within 7 days 
post Tx)

Lancet 2023; 402: 105–17



Conclusion

Among patients receiving a deceased donor kidney transplant, intravenous fluid 
therapy with balanced crystalloid solution reduced the incidence of DGF compared 
with saline 

• Higher pH and HCO3-, no difference in K+

• No difference in long term (52 weeks) kidney and patient outcome

Lancet 2023; 402: 105–17



N Engl J Med 2022;386:1889-98.
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