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Why are we here? KDIGO mission 

“To improve the care and outcomes of kidney
disease patients worldwide through .. Clinical trials“  

KDIG
O



KDIGO Controversies Conference on Challenges in the Conduct of Clinical Trials in Nephrology 
September 8-11, 2016   |   Paris, France

Transformative trials
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Overview

• A snapshot of our current state

• The past: Too much waste

• The future: Cause for hopeKDIG
O
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CURRENT SNAPSHOT
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Number of RCTs in nephrology: 
more than you think
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1Am J Kidney Dis 2011;58(3):349

But not enough: 
Holders of the ‘wooden spoon’
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THE PAST: TOO MUCH 
RESEARCH WASTE

KDIG
O



KDIGO Controversies Conference on Challenges in the Conduct of Clinical Trials in Nephrology 
September 8-11, 2016   |   Paris, France

Avoidable waste or inefficiency in biomedical research

Are research 
decisions 
relevant to 
users of 
research?

Appropriate 
research 
design, 
methods, and 
analysis?

Efficient 
regulation and 
management?

Fully accessible 
research 
information?

Unbiased and 
usable 
research 
reports?

Research waste

Lancet 2014;383:101–4

85% of US$240 billion in 2010
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1. Question: already answered
e.g. IL2RA for induction immunosuppression
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1. Question: already answered
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1. Question: already answered
e.g. ESA therapy
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1. Question: 
important ones not addressed

4/25 involved patients
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Question Med. IQR

1 How effective are lifestyle programs (diet, exercise and smoking cessation) for 
preventing deterioration in kidney function in patients with early CKD?

5 2-10

2 What strategies will improve donor family consent to deceased donation taking 
different cultural groups into account?

6 3-13

3 What interventions can improve long term post-transplant outcomes (drugs, 
lifestyle)?

7 2-11

4 What are the effective interventions for post HD fatigue? 7 4-14

5 What can we do to improve and individualize drug therapy in terms of better 
management of side effects?

8 4-12

6 What strategies help patients maintain work while on HD? 8 4-13

7 What psychological interventions would improve the psychological health for 
transition between kidney stages?

9 5-16

8 How do we improve health outcomes in young transplant recipients? 10 5-15

9 What are the best interventions to improve the decision making process of people 
faced with HD?

10 6-16

10 Does provision of culturally appropriate information about early CKD modify 
acknowledgement, medication adherence, and health service uptake in patients with 
early CKD?

11 6-15

Prevention

Lifestyle

Quality of life

Long-term impact
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1. Question: important ones not addressed 
e.g. depression
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1. Question: not informed by a systematic review 
e.g. PTH lowering
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2. Design/reporting 
risk of bias 

KDIG
O



KDIGO Controversies Conference on Challenges in the Conduct of Clinical Trials in Nephrology 
September 8-11, 2016   |   Paris, France

3. Too small e.g. IL2A
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3. Too small
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4. Wrong comparator e.g ESAs
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5. Outcomes: inconsistent, low 
importance, biased reporting

Outcome N (%)
Serum phosphate 85 (37%)

Serum calcium 77 (34%)

Inflammatory
markers/oxidative stress

76 (33%)

Parathyroid hormone 75 (33%)

Anaemia/Haemoglobin/Iron 69 (30%)

Mortality 25 (11%)

Cardiovascular disease 20 (9%)
220 HD trials
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5. Outcomes reporting bias
eg Immunosuppressive agents in kidney transplant recipients 
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Howell et al 2016

• 41 reports
• 23 trials (n=4549)
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THE FUTURE: CAUSE FOR 
HOPE

Paradigm shift: Integrate trials and routine clinical careKDIG
O
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The future: more, better, more 
relevant trials

1. Culture change: evidence savvy community*
2. Consumer engagement*
3. Informed by systematic reviews of trials and 

observational studies
4. Multi-disciplinary & multi-speciality
5. Core outcomes*
6. Novel designs*
7. Larger, more effective, networks of networks*
8. More effective knowledge transfer
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The comparator: observational studies used 
for causal inference

• The ‘Perfect Storm’ for bias 
– POWER: Low type II error (random error)

• Large routinely collected registries (DOPPS, ERA, 
ANZDATA, USRDS…)

• Frequent end points
– PLACE: High type I error (systematic error)

• Confounders not measured, misclassified or 
incompletely adjusted for

• Multiplicity of analysis (within and across registries)
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Consumers improve trials by:

• Identifying and prioritising topics 
– Stevens, 2003

• Getting trials funded 
– Terry, 2007

• Improving information sheets and consent forms 
– Marsden & Bradburn, 2004

• Ensuring outcome measures are relevant and feasible 
– Ali, 2006

• Increasing trial recruitment and identifying trials likely to recruit poorly
– Terry, 2007

• Understanding the results of trials
– Hanley, 2001

31
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Core outcomes: patients’ delphi rating 
for HD trials’ outcomes
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Patients-professionals differences

KDIG
O



KDIGO Controversies Conference on Challenges in the Conduct of Clinical Trials in Nephrology 
September 8-11, 2016   |   Paris, France

Novel designs: 
registry, adaptive, mendelian…

$350,000 or $50 per patientKDIG
O
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Novel designs: 
registry, adaptive, mendelian…
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Networks of networks
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SINCE 1994 CTG ENDORSED AND SUPPORTED STUDIES HAVE

RANDOMISED OVER 43,000 PATIENTS INTO

CLINICAL TRIALS AND INCLUDED MORE THAN 25,000
PATIENTS IN OBSERVATIONAL STUDIES

RECEIVED OVER $80 MILLION IN TOTAL RESEARCH

FUNDING
PUBLISHED 148 PEER REVIEWED PUBLICATIONS,

INCLUDING 10 PAPERS IN THE NEW ENGLAND JOURNAL OF
MEDICINE WITH A h-INDEX of 38

IN 2014-2015 THERE WERE

68 ADULT AND PAEDIATRIC MEMBER INTENSIVE CARE

UNITS ACROSS AUSTRALIA AND NEW ZEALAND

WITH OVER 700
CLINICIANS & RESEARCHERS

CURRENTLY SUBSCRIBED TO THE CTG MAILING LIST

PARTICIPATING IN 39 ACTIVE STUDIES

Australia-NZ Intensive Care Triallists
Collaboration
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Overview

• A snapshot of our current state

• The past: Too much waste

• The future: Cause for hopeKDIG
O
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30% by 2021
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