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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 c reas es  in  f ib ro b las t g ro w th  fac to r 23  p rec ede
k idney  func tio n  dec line in  au to s o m al do m inan t po ly c y s tic  k idney  d is eas e;
ho w ever, the ro le  o f  f ib ro b las t g ro w th  fac to r 23  in  au to s o m al do m inan t po ly c y s tic
k idney  d is eas e has  no t been  w ell c harac terized .

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  in tac t
f ib ro b las t g ro w th  fac to r 23  lev els  in  bas eline s erum  s am ples  fro m  1002
part ic ipan ts  in  the H A LT- PKD  S tudy  A  (n= 540; m ean  eGFR  = 91± 17 m l/m in  per
1 .73  m 2) and  B (n= 462; m ean  eGFR  = 48± 12 m l/m in  per 1 .73  m 2). W e us ed  linear
m ix ed  and  C o x  p ro po rtio nal hazards  m o dels  to  tes t as s o c iat io ns  betw een
fib ro b las t g ro w th  fac to r 23  and  eGFR  dec line, perc en tage c hange in  heigh t-
ad jus ted  to ta l k idney  vo lum e, and  c o m po s ite  o f  t im e to  50%  reduc tio n  in  eGFR ,
o ns et o f  ESRD , o r death .

R e s u l t s        M ed ian  (in terquart i le  range) in tac t f ib ro b las t g ro w th  fac to r 23  w as  44
(33– 56 ) pg/m l in  H A LT- PKD  S tudy  A  and  69  (50– 93 ) pg/m l in  S tudy  B. In  ad jus ted
m o dels , annualized  eGFR  dec line w as  s ign if ic an tly  fas ter in  the upper f ib ro b las t
g ro w th  fac to r 23  quart i le  (S tudy  A : quart i le  4 , − 3 .62 ; 95%  c o n f idenc e in terv a l,
− 4 .12  to  − 3 .12  v ers us  quart i le  1 , − 2 .51 ; 95%  c o n f idenc e in terv a l, − 2 .71  to  − 2 .30
m l/m in  per 1 .73  m 2; P  fo r trend  < 0.001 ; S tudy  B: quart i le  4 , − 3 .74 ; 95%
c o n fidenc e in terv a l, − 4 .14  to  − 3 .34  v ers us  quart i le  1 , − 2 .78 ; 95%  c o n f idenc e
in terv a l, − 2 .92  to  − 2 .63  m l/m in  per 1 .73  m 2; P  fo r trend  < 0.001 ). In  S tudy  A ,
h igher f ib ro b las t g ro w th  fac to r 23  quart i les  w ere as s o c iated  w ith  g reater
lo ng itud ina l perc en tage in c reas e in  heigh t- ad jus ted  to ta l k idney  v o lum e in
ad jus ted  m o dels  (quart i le  4 , 6 .76 ; 95%  c o n f idenc e in terv a l, 5 .57  to  7 .96  v ers us
quart ile  1 , 6 .04 ; 95%  c o n f idenc e in terv a l, 5 .55  to  6 .54 ; P  fo r trend  = 0.03 ). In  S tudy
B, c o m pared  w ith  the lo w es t quart i le , the h ighes t f ib ro b las t g ro w th  fac to r 23
quart ile  w as  as s o c iated  w ith  e lev ated  ris k  fo r the c o m po s ite  o u tc o m e (hazard
ratio , 3 .11 ; 95%  c o n f idenc e in terv a l, 1 .84  to  5 .25 ). A dd it io n  o f  f ib ro b las t g ro w th
fac to r 23  to  a  m o del o f  annualized  dec line in  eGFR≥ 3.0  m l/m in  per 1 .73  m 2 d id
no t im pro ve ris k  p red ic t io n .

C o n c l u s i o n s            H igher s erum  f ib ro b las t g ro w th  fac to r 23  c o nc en trat io n  w as
as s o c iated  w ith  k idney  func tio n  dec line, heigh t- ad jus ted  to ta l k idney  v o lum e
perc en tage in c reas e, and  death  in  patien ts  w ith  au to s o m al do m inan t po ly c y s tic
k idney  d is eas e. H o w ever, f ib ro b las t g ro w th  fac to r 23  d id  no t s ubs tan tia lly
im pro ve p red ic t io n  o f  rap id  k idney  func tio n  dec line.
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