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Background.  NXT007,  a  next-generation  bispecific  anti-
body  based  on  emicizumab  that  mimics  activated  factor
(F)VIII  function in people with hemophilia  A (HA),  was in-
vestigated  in  two  Phase  I/II,  open-label,  non-randomized,
multicenter,  multiple-ascending-dose (MAD) studies:  one in
Asia  (NXTAGE  Part  B;  jRCT2080224835),  one  Global
(NCT05987449).
Aims.  Report  outcomes  in  three  pooled  NXT007  dose  co-
horts  from  two  MAD  studies  (F.  Hoffmann-La  Roche
Ltd/Chugai Pharmaceutical Co., Ltd) with equivalent dosing.
Methods.  Eligible participants were emicizumab-naïve and
aged 12–64 years (Global study: ≤59 years).  Subcutaneous
NXT007 maintenance doses in NXTAGE cohorts B2, B3 and
B4 are  identical  to  Global  cohorts  1,  2  and 3  (0.28,  0.70,
and 1.08 mg/kg,  respectively,  every  4  weeks;  predicted to
achieve non-hemophilic  FVIII  activity),  and are pooled into
Groups X, Y, and Z. Loading doses were weekly in NXTAGE
Group X and Y (X: six doses; Y: four doses) and as two dos-
es  at  2-week  intervals  in  the  Global  study  and  NXTAGE
Group  Z.  Informed  consent  and  ethics  approval  were  ob-
tained.  Outcomes  included  safety,  pharmacokinetics,  phar-
macodynamics,  immunogenicity,  and  model-based  annual-
ized bleeding rates (ABRs).

Results.  Overall,  42 participants  received NXT007 (Group
X:  n=13;  Group  Y:  n=15;  Group  Z:  n=14).  Forty  (95.2%)
had severe HA;  one (2.4%; Global  study)  had FVIII  inhibi-
tors.  Median (range)  age was  36 (12–56)  years.  At  cut-off
(NXTAGE: 06-Nov-24; Global: 21-Apr-25), median (range) ob-
servation  periods  in  Groups  X,  Y,  and  Z  were  80.0
(61.1–113.3), 44.1 (42.1–72.4), and 21.6 (5.4–34.4) weeks, re-
spectively.  NXT007  had  favorable  safety  outcomes  across
doses. D-dimer remained within normal range and prothrom-
bin fragment 1+2 elevated slightly; neither increased dose-
dependently.  ABR  (95%  confidence  interval)  for  treated
bleeds in the maintenance period was 0.3 (0.1–0.8; Figure);
36/42 (85.7%) participants had zero treated bleeds. NXT007
plasma concentrations increased dose-dependently, with no
ethnic  differences.  Thrombin  generation  peak  height  in-
creased from baseline with all doses. Overall, 34/42 (81.0%)
participants  developed  anti-drug  antibodies  (ADAs);  one
(2.4%; Group Y, NXTAGE) had ADAs impacting pharmacoki-
netics;  none  impacted  safety  or  cross-reacted  with  emi-
cizumab.
Conclusions.  NXT007 had favorable safety outcomes, with
low treated ABRs. One participant had ADAs impacting phar-
macokinetics.  These data  support  progression to  Phase III
trials.
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