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  RENOPROTECTION BY DUAL RAAS BLOCKADE 

 

 

 

 

 

 

 

    ir—Naoyuki Nakoa and colleagues (Jan 11, p 117 (1)) show that, in patients with non-
diabetic chronic renal disease, the risk of reaching end-stage renal disease or doubling of 
serum creatinine concentration was reduced by almost 50% after dual blockade of the 
renin-angiotensin aldosterone system (RAAS) compared with use of angiotensin-
converting enzyme (ACE) inhibitors or angiotensin II receptor type 1 (AT1) blockers 
alone. The differences in renoprotection are probably due to the much larger 
antiproteinuric effect of dual blockade. 

S 

The value of proteinuria reduction with respect to long-term renoprotection has 
been consistently shown in clinical and experimental studies (2). The effect of 
proteinuria reduction holds true not only for between-group difference for regimens with 
different antiproteinuric efficacies—as in Nakoa and colleagues’ study—but also for 
within-group differences in renal outcome between individuals with a poor, compared 
with a good, antiproteinuric response (3). Thus, the value of proteinuria reduction is 
independent of the way it is obtained. 

Although the COOPERATE study shows the improved benefit of combination 
treatment, many patients still progressed to end-stage renal disease. Nakoa and 
colleagues identified non-responding patients as having a smaller antiproteinuric 
response. Thus, to optimise renoprotective strategies, should we not aim for more 
effective proteinuria reduction (4)? The individual antiproteinuric dose response to ACE 
inhibitor or AT1 antagonist reveals that some patients need a higher dose to obtain the 
same antiproteinuric effect. We have shown individual dose-dependent differences in 
maximum reduction of proteinuria from baseline after 6 weeks of monotherapy, with a 
much more effective reduction of proteinuria after combined treatment (5). 

Given these data, we argue that for optimum renoprotection, one should not only 
apply dual RAAS blockade with fixed dose-titration for proteinuria—as Nakoa and 
colleagues did—but specifically pursue the lowest level of proteinuria by individual 
dose-titration in combination with additive measures that enhance antiproteinuric 
efficacy, such as dietary sodium restriction, diuretic therapy, and protein restriction (4). 
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