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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                          So lub le u ro k inas e p las m ino gen  ac tiv ato r rec ep to r
is  a  no vel b io m ark er s tro ng ly  p red ic t iv e o f  c ard io v as c u lar o u tc o m es  im p lic ated  in
the patho genes is  o f  k idney  d is eas e. So lub le u ro k inas e p las m ino gen  ac tiv ato r
rec ep to r lev els , ho w ever, c o rre late w ith  dec lin ing  k idney  func tio n . It  is  unc lear
w hether s o lub le u ro k inas e p las m ino gen  ac tiv ato r rec ep to r lev els  rem ain
as s o c iated  w ith  o u tc o m es  in  patien ts  w ith  ESRD .

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                                              W e m eas u red  p las m a
s o lub le u ro k inas e p las m ino gen  ac tiv ato r rec ep to r lev els  in  1175  patien ts  (m ean
age = 66± 8 years  o ld , 54%  m en ) w ith  type 2  d iabetes  m ellitu s  o n  hem o d ia ly s is
part ic ipating  in  the Germ an  D iabetes  and  D ia ly s is  S tudy  fo llo w ed  fo r a  m ed ian  o f
4  years  fo r o u tc o m es  in c lud ing  a ll- c aus e death , c ard io v as c u lar ev en ts , and
in fec tio n- related  m o rta lity . Su rv iv a l analy s is  w as  perfo rm ed  us ing  s tepw is e C o x
pro po rtio nal hazards  m o dels  ad jus ted  fo r po ten tia l c o n fo unders . A ls o ,
a d ju s t m e n t s  w ere m ade fo r in f lam m ato ry  m ark ers  (C - reac tiv e p ro te in  and
leuk o c y te c o un t) and  the o x idativ e s tres s  m ark er as ym m etric  d im ethy l arg in ine to
inves tigate po ten tia l m ed iato rs  o f  the re lat io ns h ip  betw een  s o lub le u ro k inas e
p las m ino gen  ac tiv ato r rec ep to r and  o u tc o m es .

R e s u l t s        M ed ian  s o lub le u ro k inas e p las m ino gen  ac tiv ato r rec ep to r lev els  w ere
10 ,521  pg/m l (in terquart i le  range, 9105– 12 ,543  pg/m l). W hen  s trat if ied  by
tert i les , patien ts  w ith  s o lub le u ro k inas e p las m ino gen  ac tiv ato r rec ep to r > 11,633
pg/m l (th ird  tert i le ) had  ad jus ted  1 .6- fo ld  h igher m o rta lity  (hazard  rat io , 1 .60 ;
95%  c o n f idenc e in terv a l, 1 .27  to  2 .03 ) c o m pared  w ith  tho s e w ith  lo w  s o lub le
u ro k inas e p las m ino gen  ac tiv ato r rec ep to r < 9599 pg/m l (f irs t  tert i le ). R is k s  o f
s udden  death  and  s tro k e w ere h igher (ad jus ted  hazard  rat io , 1 .98 ; 95%  c o n f idenc e
in terv a l, 1 .27  to  3 .09  and  ad jus ted  hazard  rat io , 1 .74 ; 95%  c o n f idenc e in terv a l,
1 .05  to  2 .90 , res pec tiv e ly ), to gether ac c o un ting  fo r h igher in c idenc e o f
c ard io vas c u lar ev en ts  (ad jus ted  hazard  rat io , 1 .48 ; 95%  c o n f idenc e in terv a l, 1 .15
to  1 .89 ). A s s o c iat io ns  w ith  o u tc o m es  pers is ted  after ad jus ting  fo r C - reac tiv e
pro te in , leuk o c y te c o un t, and  as ym m etric  d im ethy l arg in ine. A dd it io n  o f  s o lub le
u ro k inas e p las m ino gen  ac tiv ato r rec ep to r to  a  ris k  fac to r m o del m o des tly
im pro ved  ris k  d is c rim inatio n  fo r a ll- c aus e death  (Δ C  s tat is t ic , 0 .02 ; 95%
c o n fidenc e in terv a l, 0 .00  to  0 .03 ) and  c ard io vas c u lar ev en ts  (Δ C  s tat is t ic , 0 .02 ;
95%  c o n f idenc e in terv a l, 0 .00  to  0 .05 ).

C o n c l u s i o n s            The as s o c iat io n  o f  s o lub le u ro k inas e p las m ino gen  ac tiv ato r
rec ep to r lev els  w ith  o u tc o m es  pers is ts  in  patien ts  o n  hem o d ia ly s is . A dd it io nal
s tudy  is  w arran ted  to  c harac terize the underly ing  pathw ays  o f  that as s o c iat io n ,
w h ic h  m ay  y ie ld  o ppo rtun it ies  to  develo p  new  therapeu tic  s trateg ies .
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