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Parsons et al Lancet 1961



• 5.1.1: Initiate RRT emergently when life-threatening changes in 
fluid, electrolyte, and acid-base balance exist. (Not Graded)

• 5.1.2: Consider the broader clinical context, the presence of  
conditions that can be modified with RRT, and trends of  
laboratory tests—rather than single BUN and creatinine 
thresholds alone—when making the decision to start RRT. (Not 
Graded)

KDIGO CPG for AKI_KI (suppl) 2012



Gaudry et al NEJM 2016

•HYPOTHESIS: 
• A strategy of  delayed RRT initiation would confer greater 

survival benefit when compared to a strategy of  early RRT 
initiation among critically ill patients with severe AKI (KDIGO 
stage 3)



Gaudry et al NEJM 2016

• INTERVENTIONS (STRATEGIES):

• EARLY = RRT within 6 hr of  fulfilling KDIGO stage 3 AKI 
(98% at 4.3 hr) ~ (helps that consent was not needed!)

• DELAYED = RRT in response to clinical criteria and AKI 
complications (51% at 57 hr)

RRT delivery not protocolized and prescribed according to 
French guidelines (only criteria for starting)

(initial IHD in 55% ~ similar in both groups) 



Gaudry et al NEJM 2016

• SAMPLE SIZE ESTIMATION:
• Powered to detect a 15% absolute reduction in 60-day mortality in favor 

of  the delayed RRT strategy (assuming baseline mortality 55%) 

AKIKI was not designed as non-inferiority trial of  a delayed 
RRT strategy – may still be inadequately powered



RRT-free at 28-days

49% of  DELAYED group did not receive RRT

• Was there reasonable 

probability that all these 

patients would have needed 

RRT?

• Was there input from 

clinicians about the impending 

recovery (or death) that may 

have otherwise influenced the 

decision to start RRT?



DELAYED RRT 

CRITERIA

Key triggers for RRT 

initiation were:

oliguria ≥ 72 hr, and 

serum urea ≥ 40 mmol/L

Gaudry et al NEJM 2016



Did a protocol-

mandated delay in 

starting RRT 

contribute to 

undesirable events?

Gaudry et al NEJM 2016



Gaudry et al NEJM 2016

DELAYED >> EARLY: accumulated metabolic complications 

and were exposed to interventions to manage AKI complications

Was there an association between these complications and the 

observed deleterious outcome of receiving RRT? 



Gaudry et al NEJM 2016

• DELAYED >> EARLY: 

• ↑ CKD (12% vs. 7%, p=0.02)

• ↑ bleeding complications

• ↑ RRT sessions among survivors

• Death modified by acuity + RRT:
• Early: 48.5%

• Delayed – NO RRT: 37.1%

• Delayed – RRT: 61.8%



Prowle et al KI 2015

Was there risk of  practice misalignment and heterogeneity in 

treatment effect in AKIKI when applying relatively fixed criteria for 

starting RRT?



Conclusions

• The issue of  who, when and under what circumstance to ideally 
start RRT for critically ill patients with AKI (in the absence of  
life threatening complications) an important evidence care gap

• AKIKI has been a major contribution towards improved 
understanding on this controversial issue ~ has suggested that 
“waiting” may be an acceptable strategy

• Additional randomized trials are needed to harmonized AKIKI 
findings with other discordant trials


