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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 c o m plem en t inh ib ito r ec u lizum ab  has
dram atic a lly  im pro ved  the o u tc o m e o f atyp ic a l hem o ly tic  u rem ic  s yndro m e.
H o w e v e r, the o p tim al du ratio n  o f  ec u lizum ab  treatm en t in  atyp ic a l hem o ly tic
u rem ic  s yndro m e rem ains  debated . W e repo rt o n  the F renc h  atyp ic a l hem o ly tic
u rem ic  s yndro m e w o rk ing  g ro up ’s  f irs t  2- year ex perienc e w ith  ec u lizum ab
d is c o n tinuatio n  in  patien ts  w ith  atyp ic a l hem o ly tic  u rem ic  s yndro m e.

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                                             U s ing  the F renc h  atyp ic a l
hem o ly tic  u rem ic  s yndro m e reg is try  databas e, w e retro s pec tiv e ly  iden tif ied  a ll
d ia ly s is – free patien ts  w ith  atyp ic a l hem o ly tic  u rem ic  s yndro m e w ho  d is c o n tinued
ec u lizum ab  betw een  2010 and  2014 and  rev iew ed  their re lev an t c lin ic a l and
b io lo g ic  data . The dec is io n  to  d is c o n tinue ec u lizum ab  w as  m ade by  the c lin ic ian
in  c harge o f  the patien t. A ll patien ts  w ere c lo s ely  m o n ito red  by  regu lar u rine
d ips tic k s  and  b lo o d  tes ts . Ec u lizum ab  w as  rap id ly  (24– 48  ho u rs ) res tarted  in  c as e
o f re laps e.

R e s u l t s        A m o ng  108  patien ts  treated  w ith  ec u lizum ab , 38  patien ts  (n ine c h ild ren
and  29  adu lts ) d is c o n tinued  ec u lizum ab  (m ed ian  treatm en t du ratio n  o f  17 .5
m o nths ). Tw en ty- o ne patien ts  (55% ) c arried  no v el o r rare c o m plem en t genes
v arian ts . Renal rec o very  under ec u lizum ab  w as  equally  go o d  in  patien ts  w ith  and
tho s e w itho u t c o m plem en t gene v arian ts  detec ted . A fter a  m ed ian  fo llo w - up  o f
22  m o n ths , 12  patien ts  (31% ) ex perienc ed  atyp ic a l hem o ly tic  u rem ic  s yndro m e
relaps e. E igh t o f  11  patien ts  (72% ) w ith  c o m plem en t fac to r H  v arian ts , fo u r o f
e igh t patien ts  (50% ) w ith  m em brane c o fac to r p ro te in  v arian ts , and  zero  o f  16
patien ts  w ith  no  rare v arian t detec ted  re laps ed . In  re laps ing  patien ts , early
re in tro duc tio n  (≤ 48 ho u rs ) o f  ec u lizum ab  led  to  rap id  (< 7  days ) hem ato lo g ic
rem is s io n  and  a  retu rn  o f  s erum  c reatin ine to  bas eline lev el in  a  m ed ian  t im e o f
26  days . A t las t fo llo w - up , renal func tio n  rem ained  unc hanged  in  no n relaps ing
and  re laps ing  patien ts  c o m pared  w ith  bas eline v a lues  befo re ec u lizum ab
d is c o n tinuatio n .

C o n c l u s i o n s            Patho gen ic  v arian ts  in  c o m plem en t genes  w ere as s o c iated  w ith
h igher ris k  o f  atyp ic a l hem o ly tic  u rem ic  s yndro m e re laps e after ec u lizum ab
d is c o n tinuatio n . Pro s pec tiv e s tud ies  are needed  to  iden tify  b io m ark ers  p red ic t iv e
o f re laps e and  determ ine the bes t s trategy  o f  retreatm en t in  re laps ing  patien ts .
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