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THE CALM (BEFORE THE STORM) 
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THE EVIDENCE 

“Although	
  dual	
  blockade	
  of	
  the	
  RAS	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  
may	
  have	
  seemingly	
  beneficial	
  effects	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  

on	
  certain	
  surrogates	
  (e.g.	
  BP	
  albuminuria)...	
  
it	
  failed	
  to	
  reduce	
  mortality	
  and	
  was	
  

associated	
  with	
  an	
  excessive	
  risk	
  of	
  adverse	
  
events…	
  The	
  risk	
  to	
  benefit	
  ra0o	
  argues	
  

against	
  the	
  use	
  of	
  dual	
  therapy.”	
  
Makani H et al. BMJ 2013;346:bmj.f360 
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LESS HOSPITALISATION FOR CHF 

BMJ 2013;346:bmj.f360 

18% REDUCTION         
  

IN HEART FAILURE 
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NO EFEFCT ON MORTALITY 

BMJ 2013;346:bmj.f360 
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BMJ 2013;346:bmj.f360 

41% INCREASE IN 

RENAL FAILURE 

KDIGO



KDIGO Diabetes Conference   |   February 5-8, 2015   |   Vancouver, Canada 

OTHER SIDE EFEFCTS 

BMJ 2013;346:bmj.f360 

ý 	
  Increase	
  hyperkalemia	
  (á55%)	
  
ý 	
  Increase	
  hypotension	
  (á66%)	
  
ý 	
  Increase	
  drug	
  withdrawal	
  due	
  to	
  AE	
  (á27%)	
  

But what about specifically patients with DKD? 
(who have higher risk of these complications but 
also heart failure, albuminuria and hypertension) 
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VA-NEPHRON-D Fried LF et al. N Engl J Med 2013;369:1892-1903. 
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VA-NEPHRON-D Fried LF et al. N Engl J Med 2013;369:1892-1903. 

As in ONTARGET and ALTITUDE, combination therapy decreased albuminuria 
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The study was stopped early (median FU of 2.2 y)               
owing to safety concerns along with low conditional                        
power (<5% for the observed trend) to detect a                            
treatment effect on the primary end point.  
 
! Hyperkalemia  
    HR 2.8 (95% CI, 1.8 to 4.3; P<0.001). 
 
á Acute kidney injury  
   HR 1.7 (95% CI, 1.3 to 2.2; P<0.001). 

VA-NEPHRON-D.  
 

Fried LF et al. N Engl J Med 2013;369:1892-1903. 
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GUIDELINES 

The use of a combination of ACE-Is and ARBs as a dual 
blockade of the RAS cannot be recommended at present K/
DOQI 
 
“No significant benefits of combination use were seen in 
people who did not have heart failure and there was an 
increased risk of hyperkalaemia, hypotension, and impaired 
renal function” European safety review 
 
MHRA advised that people with diabetic nephropathy 
should not be given an ARB with an ACE inhibitor because 
they are already prone to developing hyperkalaemia. NICE 
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IS CLOSE MONITORING ENOUGH? 

Closely monitor blood pressure, renal function 
and electrolytes in patients ..  

On agents that affect the RAS 
 
vs 

 

Since we have no outcome data showing benefit 
for dual RAS blockade, this is not simply a 

question of closely monitoring?” 
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