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Background.  Anti-drug  antibodies  (ADAs)  against  emi-
cizumab can reduce treatment efficacy by neutralizing drug
function  or  accelerating  its  clearance.  They  are  rare  and
usually develop within the first 25 weeks of exposure. We re-
port  a case of  loss of  efficacy likely due to ADAs develop-
ment after 6 years of regular use.
Case Report. A 24-year-old man with congenital severe he-
mophilia  A  who developed  high-responding  inhibitors  at  1
year of age and failed multiple courses of immune tolerance
induction  including  association  with  immunosuppressive
therapy with steroids and cyclosporine. In 2018, after many
years of on demand treatment with bypassing agents for re-
current  joint  bleeds,  he  started  prophylaxis  with  emi-
cizumab (dosing  regimen:  1.5  mg/kg/week).  From 2018 to
October 2024 he had no breakthrough bleeds and received
recombinant  activated factor  VII  (rFVIIa)  only  for  an elec-
tive  surgical  procedure  (pilonidal  cyst  removal).  From
November  2024,  he  reported  a  significant  increase  in  his
bleeding tendency with 6 bleeding episodes over 10 months:
1  subcutaneous  hand  hematoma,  1  episode  of  hematuria
and 4 elbow bleeds with evidence of synovial hypertrophy at
point-of-care musculoskeletal ultrasound examination. All th-
ese  bleeding  events  were  spontaneous  and  treated  with
rFVIIa. Regular check of emicizumab plasma concentration
allowed us to detect a significant reduction in concomitance

with  the  worsened  bleeding  phenotype.  In  fact,  levels
dropped from 46.3 mcg/mL to 1.2 mcg/mL (Figure 1). Ade-
quate  adherence  to  treatment  regimen  and  drug  storage
were  confirmed,  therefore  suggesting  the  development  of
ADAs  with  neutralizing  potential  against  emicizumab.  To
overcome the neutralizing effect of those ADAs and consider-
ing that they could be transient, emicizumab dose was up-ti-
trated to 3 mg/kg/week with favorable clinical and laborato-
ry  outcomes.  A  significant  improvement  of  the  bleeding
phenotype was observed with no further events and progres-
sive improvement of synovial hypertrophy. In parallel,  emi-
cizumab plasma concentration increased up to 65 mcg/mL
as of  January 2026,  when he resumed his  previous dosing
regimen (1.5  mg/kg/week)  maintaining emicizumab plasma
concentration  levels  around  35  mcg/mL  without  bleeds
thereafter (Figure 1).
Conclusions. This report demonstrates that clinically signif-
icant ADAs can occur even after several years of continuous
regular use of  emicizumab and supports the evidence that
drug plasma concentration is a valid indicator of their pres-
ence as well as a useful tool to monitor the effect of treat-
ment  tailoring.  Additionally,  this  case  confirms  that  emi-
cizumab  up-titration  could  be  considered  as  a  strategy  to
overcome the effect of ADAs and restore a good protection
against bleeds.
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