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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                          The o b jec tiv e o f  th is  m eta- analy s is  is  to  c o m pare
the in c idenc es  o f  c y to m egalo v irus  and  BK po lyo m a v irus  in fec tio ns  in  renal
trans p lan t rec ip ien ts  rec eiv ing  a  m am m alian  target o f  rapam yc in  inh ib ito r
(m TO R)– bas ed  reg im en  c o m pared  w ith  a  c a lc ineu rin  inh ib ito r– bas ed  reg im en .

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 c o nduc ted  a
c o m prehens iv e s earc h  fo r rando m ized , c o n tro lled  tria ls  up  to  January  o f  2016
addres s ing  o u r o b jec tiv e. O ther o u tc o m es  in c luded  ac u te re jec t io n , g raft  lo s s ,
s erio us  advers e even ts , p ro te inu ria , w o und- healing  c o m plic at io ns , and  eGFR . Tw o
rev iew  au tho rs  s e lec ted  e lig ib le  s tud ies , abs trac ted  data , and  as s es s ed  ris k  o f
b ias . W e as s es s ed  quality  o f  ev idenc e us ing  the G rad ing  o f  Rec o m m endatio ns
A s s es s m en t, D evelo pm en t and  Eva luatio n  m etho do lo gy .

R e s u l t s        W e in c luded  28  rando m ized , c o n tro lled  tria ls  w ith  6211  part ic ipan ts
c las s if ied  in to  c o m paris o n  1 : m TO R inh ib ito r v ers us  c a lc ineu rin  inh ib ito r and
c o m paris o n  2 : m TO R inh ib ito r p lu s  reduc ed  do s e o f  c a lc ineu rin  inh ib ito r v ers us
regu lar do s e o f  c a lc ineu rin  inh ib ito r. Res u lts  s ho w ed  dec reas ed  in c idenc e o f
c y to m egalo v irus  in fec tio n  in  m TO R inh ib ito r– bas ed  g ro up  in  bo th  c o m paris o n  1
(ris k  rat io , 0 .54 ; 95%  c o n f idenc e in terv a l, 0 .41  to  0 .72 ), w ith  h igh  quality  o f
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ev idenc e, and  c o m paris o n  2  (ris k  rat io , 0 .43 ; 95%  c o n f idenc e in terv a l, 0 .24  to
0 .80 ), w ith  m o derate quality  o f  ev idenc e. The ava ilab le ev idenc e neither c o n f irm ed
no r ru led  o u t a  reduc tio n  o f  BK po lyo m a v irus  in fec tio n  in  m TO R inh ib ito r– bas ed
gro up  in  bo th  c o m paris o ns . Sec o ndary  o u tc o m es  rev ealed  m o re s erio us  adv ers e
ev en ts  and  ac u te re jec t io ns  in  m TO R inh ib ito r– bas ed  g ro up  in  c o m paris o n  1  and
no  d if ferenc e in  c o m paris o n  2 . There w as  no  d if ferenc e in  g raft  lo s s  in  bo th
c o m paris o ns . eGFR  w as  h igher in  the m TO R inh ib ito r– bas ed  g ro up  in  c o m paris o n
1  (m ean  d if ferenc e = 4.07  m l/m in  per 1 .73  m 2; 95%  c o n f idenc e in terv a l, 1 .34  to
6 .80 ) and  s im ilar to  the c a lc ineu rin  inh ib ito r– bas ed  g ro up  in  c o m paris o n  2 . M o re
p ro te in u ria  and  w o und- healing  c o m plic at io ns  o c c u rred  in  the m TO R inh ib ito r–
bas ed  g ro ups .

C o n c l u s i o n s            W e fo und  m o derate-  to  h igh- quality  ev idenc e o f  reduc ed  ris k  o f
c y to m egalo v irus  in fec tio n  in  renal trans p lan t rec ip ien ts  in  the m TO R inh ib ito r–
bas ed  c o m pared  w ith  the c a lc ineu rin  inh ib ito r– bas ed  reg im en . O u r rev iew  a ls o
s ugges ted  that a  c o m binatio n  o f  a  m TO R inh ib ito r and  a  reduc ed  do s e o f
c a lc ineu rin  inh ib ito r m ay  be as s o c iated  w ith  s im ilar eGFR  and  rates  o f  ac u te
re je c t io n s  and  s erio us  advers e even ts  c o m pared  w ith  a  s tandard  c a lc ineu rin
inh ib ito r– bas ed  reg im en  at the ex pens e o f  h igher in c idenc e o f  p ro te inu ria  and
w o und- healing  c o m plic at io ns .
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