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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                          W e tes ted  the hypo thes is  that s ing le nuc leo tide
po lym o rph is m s  (SN Ps ) in  the c a lc ium - s ens ing  rec ep to r (C A SR ) a lter the res po ns e
to  the c a lc im im etic  c inac a lc et.

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 analyzed  D N A  s am ples
in  the Ev a luatio n  o f  C inac a lc et H C l Therapy  to  Lo w er C ard io v as c u lar Ev en ts
(EV O LV E) tria l, a  rando m ized  tria l c o m paring  c inac a lc et to  p lac ebo  o n  a
bac k g ro und  o f u s ual c are. O f the 3883  patien ts  rando m ized , 1919  (49% )
c o n s e n t e d  to  D N A  c o llec t io n , and  s am ples  fro m  1852 part ic ipan ts  w ere
geno typed  fo r 18  C A SR  po lym o rph is m s . The Eu ro pean  anc es try  (EA ; n= 1067) and
A fric an  anc es try  (A fA n ; n= 405) g ro ups  w ere as s es s ed  s eparate ly . SN Ps  in  C A SR
w ere tes ted  fo r their as s o c iat io n  w ith  b io c hem ic a l m eas u res  o f  m inera l
m etabo lis m  at bas eline, perc en t c hange fro m  bas eline to  20  w eek s , and  ris k  o f
c lin ic a l frac tu re as  dependen t v ariab les .

R e s u l t s        There w ere m o des t as s o c iat io ns  o f  C A SR  SN Ps  w ith  in c reas ed  bas eline
s erum  parathy ro id  ho rm o ne and  bo ne a lk a line pho s phatas e p rim arily  w ith  the
m ino r a lle le  in  the EA  g ro up  (a ll P≤ 0.03 ), bu t no t in  the A fA n  s am ple. In  c o n tras t,
there w as  a  m o des t as s o c iat io n  o f  dec reas ed  bas eline s erum  c a lc ium  and  FGF23
w ith  C A SR  SN Ps  (P= 0.04 ) p rim arily  w ith  the m ino r a lle le  in  the A fA n  bu t no t in  the
EA  s am ple. The m ino r a lle le  o f  tw o  SN Ps  w as  as s o c iated  w ith  dec reas ed  perc en t
reduc tio n  in  parathy ro id  ho rm o ne fro m  bas eline to  20  w eek s  in  the EA  po pu latio n
(P< 0.04 ) and  th is  w as  no t a ltered  w ith  c inac a lc et. In  bo th  EA  and  A fA n , the s am e
SN P (rs 9740) w as  as s o c iated  w ith  dec reas ed  c a lc ium  w ith  c inac a lc et treatm en t (EA
and  A fA n  P≤ 0.03 ). Th ree SN Ps  in  h igh  link age d is equ ilib rium  w ere as s o c iated  w ith
a h igher ris k  o f  c lin ic a l frac tu re that w as  attenuated  by  c inac a lc et treatm en t in  the
EA  s am ple (P< 0.04 ).

C o n c l u s i o n s            Thes e m o des t as s o c iat io ns , if  v a lidated , m ay  p ro v ide ex p lanatio ns
fo r d if ferenc es  in  C KD – m inera l bo ne d is o rder o bs erv ed  in  EA  and  A fA n
po pu latio ns , and  fo r d if feren tia l b io c hem ic a l res po ns es  to  c a lc im im etic s .
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