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A b s t r a c t      

B a c k g r o u n d  a n d  o b j e c t i v e s                          In  the treatm en t o f  C KD , ind iv idual patien ts  s ho w
a w ide v ariat io n  in  their res po ns e to  m any  d rugs , in c lud ing  ren in- ang io tens in-
a ldo s tero n e s y s tem  inh ib ito rs  (RA A S i). To  in ves tigate w hether therapy  res is tanc e
to  RA A S i c an  be o verc o m e by  up titrat ing  the do s e o f  d rug , c hang ing  the m o de o f
in terv en tio n  (w ith  d rugs  fro m  s im ilar o r d if feren t c las s es ), o r lo w ering  d ietary
s o d ium  in tak e, w e m eta- analyzed  ind iv idual res po ns es  to  d if feren t m o des  o f
in terv en tio ns .

D e s i g n ,  s e t t i n g ,  p a r t i c i p a n t s ,  &  m e a s u r e m e n t s                                              Rando m ized  c ro s s o v er
tria ls  w ere analyzed  to  as s es s  c o rre lat io n  o f  ind iv idual res po ns es  to  RA A S i and
no ns tero ida l an ti- in f lam m ato ry  d rugs  (N SA ID s ; n= 395 patien ts ). In c luded  s tud ies
c o m pared  the an tia lbum inu ric  effec t o f  up titrat ing  the do s e o f  RA A S i (n= 10
s tud ies ) and  N SA ID s  (n= 1), c hang ing  w ith in  the s am e c las s  o f  RA A S i (e .g .,
ang io tens in- c o nvert ing  enzym e inh ib it io n  to  ang io tens in  rec ep to r b lo c k ers ; n= 5)
o r N SA ID s  (n= 1), c hang ing  fro m  RA A S i to  N SA ID s  (n= 2), and  c hang ing  fro m  h igh
to  lo w  s o d ium  in tak e (n= 5). A  tw o - s tage m eta- analy s is  w as  c o nduc ted : D em ing
reg res s io n  w as  c o nduc ted  in  eac h  s tudy  to  as s es s  c o rre lat io ns  in  res po ns e, and
ind iv idual s tudy  res u lts  w ere then  m eta- analyzed .

R e s u l t s        The a lbum inu ria  res po ns e to  o ne do s e o f  RA A S i o r N SA ID s  po s it iv e ly
c o rre lated  w ith  the res po ns e to  a  h igher do s e o f  the s am e drug  (r= 0 .72 ; 95%
c o n fidenc e in terv a l [95%  C I], 0 .66  to  0 .78 ), c hanges  w ith in  the s am e c las s  o f
RA A S i o r N SA ID s  (r= 0 .54 ; 95%  C I, 0 .35  to  0 .68 ), c hanges  betw een  RA A S i and
N SA ID s  (r= 0 .44 ; 95%  C I, 0 .16  to  0 .66 ), and  c hanges  fro m  h igh  to  m o derate ly  lo w
s alt  in tak e (r= 0 .36 ; 95%  C I, 0 .22  to  0 .48 ). Res u lts  w ere s im ilar w hen  the ind iv idual
s y s to lic  BP and  po tas s ium  res po ns es  w ere analyzed , and  w ere c o ns is ten t in
patien ts  w ith  and  w itho u t d iabetes .

C o n c l u s i o n s            Ind iv iduals  w ho  s ho w  a po o r res po ns e to  o ne do s e o r type o f  RA A S i
a ls o  s ho w  a po o r res po ns e to  h igher do s es , o ther types  o f  RA A S i o r N SA ID s , o r a
reduc tio n  in  d ietary  s a lt  in tak e. W hether o ther d rugs  o r d rug  c o m binatio ns
targeting  pathw ays  beyo nd  the ren in- ang io tens in- aldo s tero ne s y s tem  and
pro s tag land ins  w o u ld  im pro ve the ind iv idual po o r res po ns e requ ires  fu rther
s tudy .
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