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Disclosures

• Off label medication use: 
• prednisone / prednisolone / methylprednisolone for glomerular diseases

• Only time for sample of exciting, high quality work
• Shameless plugs for some of my own work



• Why we need randomized controlled trials

• Some important RCTs from the last year

• Some potentially important trials underway 



Does this 
treatment 
improve lives?

• Human health is 
complex
• Genetics

• Environment

• Behaviour

• Need to isolate effects 
of treatment



Why Randomized?

27% of observational studies disagree with randomized studies 
(Ioannidis et al. JAMA. 2001)



Quantity of Randomized Controlled Trials in 
Nephrology and Other Specialties

Kyriakos et al. J Am Soc Neph. 2018; Konstantinidis et al. JAMA. 2016.

• Generating fewest trials
• Patients with CKD excluded from 

57% CVD trials



Chronic Kidney Disease is a Rapidly Increasing 
Cause of Death Globally

3rd fastest growing
No improvement in 
treatment

GBD Collaborators. Lancet. 
2016.



End-stage Kidney Disease is Increasing

971,000 to 1,259,000 in USA
~6.5 million Globally

650,000 in USA
~3 million Globally

McCullough et al. J Am Soc Neph. 2018.



Decreasing the 
Risk of 
Requiring 
Dialysis

• In 4200 patients with Type 2 DM 
and eGFR 30 to 60

• Canagliflozin 100 mg vs placebo



On the Horizon
Trial Patients Included Drug New Knowledge

Dapa-CKD 4000 pts with CKD
eGFR 25 to 75 or UACr 200-5000

Dapagliflozin Extends to non-diabetic 
CKD, lower eGFR, lower ACR

5000 pts with CKD 
eGFR 20 to 45 or UACr >200

Empagliflozin Extends to non-diabetic 
CKD, lower eGFR, lower ACR

SCORED 10,500 pts with diabetic CKD and high risk 
of CV disease
eGFR 25 to 60

Sotagliflozin New agent, lower eGFR, 
removes ACR



Glomerulonephritis and CKD





Outcome Reduced 
Dose

Standard 
Dose

Incidence Rate Ratio 
(95% Confidence Interval)

P-value

Year 1 Serious Infections, n (%) 96 (27) 116 (33) 0.70 (0.52 – 0.94) 0.02

Prednisone Exposure in ANCA 
Associated Vasculitis

Risk of death or end-stage kidney disease



Improving Heart Health for Patients that 
Require Dialysis

Heart Related Deaths
~50%







IC Macdougall et al. N Engl J Med 2019;380:447-458.

Cumulative Incidence of the Primary Efficacy End Point, of 
Death from Any Cause, and of Death from Any Cause and a 
Composite of Cardiovascular Events as Recurrent Events.



Mineralocorticoid Antagonists in Patients Receiving Dialysis

Only 54 outcome events
~600 needed to be convinced



Final Visit

(Common close out approximately 3 years after last participant randomized)

Follow-up Assessments (months 3, 6, then every 6 months)

Outcome assessments, safety assessments, drug adherence monitoring, and drug resupply

Randomization

Eligibility Assessment & Informed Consent

Active Run-in

Open label spironolactone 25 mg daily for ≥8 weeks

Final Eligibility Assessment

Serum potassium ≤6.0 mmol/L and ≥80% adherence

Spironolactone 25 mg 

daily

Matching Placebo 

daily
At least 2750 participants 

from 12 countries







43 dialysis units with 
~3200 patients

Routine screening ever 2 
months 

vs 

Standard care



Summary

• (Large) randomized controlled trials are the best way to determine if a 
treatment “works”

• Nephrology needs more RCTs to improve care

• In the last 12(ish) months we saw advances in treating patients with:
• Diabetic kidney disease progressing to dialysis
• Glomerulonephritis
• Complications of dialysis

• Exciting next five years!
• More trials
• Larger trials
• Treatments for problems most important to patients


