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Background and objectives In the treatment of CKD, individual patients show Alert me if a correction is
a wide variation in their response to many drugs, including renin-angiotensin- posted
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aldosterone system inhibitors (RAASi). To investigate whether therapy resistance Similar articles in this journal
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to RAASi can be overcome by uptitrating the dose of drug, changing the mode of Download to citation manager MOST READ
intervention (with drugs from similar or different classes), or lowering dietary
sodium intake, we meta-analyzed individual responses to different modes of Gl . MOST CITED
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interventions.
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Design, setting, participants, & measurements Randomized crossover [+] PubMed CJASN erress
trials were analyzed to assess correlation of individual responses to RAASi and MupdﬁtSdZ%IIZB
arc
nonsteroidal anti-inflammatory drugs (NSAIDs; n=395 patients). Included studies " .
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compared the antialbuminuric effect of uptitrating the dose of RAASi (n=10
studies) and NSAIDs (n=1), changing within the same class of RAASi (e.g., l] ﬁ
angiotensin-converting enzyme inhibition to angiotensin receptor blockers; n=5)
or NSAIDs (n=1), changing from RAASi to NSAIDs (n=2), and changing from high

to low sodium intake (n=5). A two-stage meta-analysis was conducted: Deming
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regression was conducted in each study to assess correlations in response, and

individual study results were then meta-analyzed.

Results The albuminuria response to one dose of RAASi or NSAIDs positively
correlated with the response to a higher dose of the same drug (r=0.72; 95%
confidence interval [95% CI], 0.66 to 0.78), changes within the same class of
RAASi or NSAIDs (r=0.54; 95% CI, 0.35 to 0.68), changes between RAASi and
NSAIDs (r=0.44; 95% Cl, 0.16 to 0.66), and changes from high to moderately low
salt intake (r=0.36; 95% Cl, 0.22 to 0.48). Results were similar when the individual
systolic BP and potassium responses were analyzed, and were consistent in

patients with and without diabetes.

Conclusions Individuals who show a poor response to one dose or type of RAASI
also show a poor response to higher doses, other types of RAASi or NSAIDs, or a
reduction in dietary salt intake. Whether other drugs or drug combinations
targeting pathways beyond the renin-angiotensin-aldosterone system and
prostaglandins would improve the individual poor response requires further

study.
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