
Clinical outcomes over 3 years of efanesoctocog alfa in adults and adolescents 
with severe haemophilia A: European results from the second interim analysis 
of XTEND-ed

Introduction
	� Efanesoctocog alfa is a first-in-class high-sustained factor VIII (FVIII) 

replacement therapy, also known as ultra-long half-life FVIII, designed to 
overcome the half-life limitations caused by FVIII binding to endogenous 
von Willebrand factor.1–3

	� In the completed Phase 3 XTEND-1 (NCT04161495) study, once-weekly 
efanesoctocog alfa was well tolerated and provided FVIII activity in the 
normal to near-normal range (>40%) for most of the week in patients 
≥12 years of age with severe haemophilia A.4

	� Participants completing XTEND-1 could continue efanesoctocog alfa in the 
long-term extension study XTEND-ed (NCT04644575); results of a second 
interim analysis (data cut-off: 22 February 2024) of the overall XTEND-ed 
population have previously been published.5

Objectives
	� To assess long-term clinical outcomes in European adults and adolescents 

included in the XTEND-ed second interim analysis.

Methods
Study design
	� XTEND-ed is an open-label extension study, evaluating long-term safety 

and efficacy of once-weekly efanesoctocog alfa (50 IU/kg) for the 
treatment of severe haemophilia A.

	� Participants who completed XTEND-1 (or XTEND-Kids, a separate study 
that assessed once-weekly efanesoctocog alfa in patients <12 years of age) 
were eligible to enter into XTEND-ed (Arm A) (Figure 1).

	� All those participants ≥12 years of age when entering XTEND-1 and enrolled 
at European sites, including Belgium, Bulgaria, France, Germany, Greece, 
Hungary, Italy, Netherlands, Spain and the United Kingdom, were included 
in the current XTEND-ed subanalysis.

Outcomes
	� The primary endpoint was occurrence of FVIII inhibitors.

	— Inhibitor development was evaluated using the Nijmegen-modified 
Bethesda assay at a central laboratory and defined as an inhibitor result 
of ≥0.6 BU/mL, confirmed by a second test result from a separate sample 
2–4 weeks later.

	� Secondary endpoints included annualised bleed rates (ABRs), efficacy of 
bleed treatment and safety.

	— Mean (standard deviation [SD]) ABR values (treated bleeds) are based on 
the number of participants with an evaluable efficacy period, defined as 
the treatment regimen period from the first injection of efanesoctocog 
alfa in Arm A of XTEND-ed to the day of the last dose of efanesoctocog 
alfa or the data cut-off date of 22 February 2024 (the date of the second 
interim data cut), whichever was first. The efficacy period excluded 
periods of surgery/rehabilitation (minor and major) and large injection 
intervals (>28 days). 

	— Efficacy of bleed treatment was evaluated based on the number of 
injections required to treat a bleeding episode and patient assessment 
of treatment response (rated as ‘excellent’, ‘good’, ‘moderate’ or ‘none’).

Results
Patient population
	� The patient population consisted of 76 male participants ≥12 years of age 

who were enrolled at European sites participating in the XTEND-ed study.
	� Key patient demographics are shown in Table 1.

Treatment duration and factor usage
	� Median (range) treatment duration in XTEND-ed was 123.6 (22.9–140.6) 

weeks (865.2 [160.3–984.2] days).
	� Median (range) cumulative treatment duration, including XTEND-1, was 

175.5 (46.3–192.6) weeks (1228.5 [324.1–1348.2] days).
	� Median (range) weekly dose of efanesoctocog alfa was 51.3 (39.4–58.6) IU/kg.

FVIII inhibitor development
	� No FVIII inhibitors were detected.

Annualised bleed rates (ABR)
	� The mean (SD) ABR was 0.64 (1.01) for adults and adolescents enrolled at 

European sites (n=76) of the XTEND-ed study; this is consistent with interim 
analysis data for the overall XTEND-ed adult and adolescent population 
(n=146; Figure 2). The model-based mean ABR (95% CI) for these patients 
was 0.63 (0.44; 0.90).

	� Mean (SD) ABRs by 6-month period (n=76 in each period) were 0.69 (1.92), 
0.66 (1.59), 0.56 (1.27) and 0.61 (1.91) for Day 1–Month 6, Months 6–12, 
Months 12–18 and Months 18–24, respectively (Figure 2). 

Patients achieving zero bleeds
	� The majority of patients did not experience bleeding episodes (Figure 3).

	— Specifically, 80%, 79%, 78% and 80% of participants (n=76) had 
zero bleeds of any type during the 6-month intervals of Day 1–Month 6, 
Months 6–12, Months 12–18 and Months 18–24, respectively.

	— Similarly, 91%, 91%, 90% and 86% of participants had zero spontaneous 
bleeds for the same intervals.

Treatment of bleeding episodes 
	� The majority of treated bleeds (102/109 [93.6%]) were resolved with a single 

dose of efanesoctocog alfa (Figure 4a).
	� Response for treatment of bleeding episodes was rated ‘excellent’ or ‘good’ 

for 139/160 (86.9%) injections (Figure 4b).
Safety
	� Efanesoctocog alfa was well tolerated with reported treatment-emergent 

adverse events (TEAEs) as expected for this population (Table 2).
	— 64 participants (84.2%) experienced ≥1 TEAE.
	— 13 participants (17.1%) had ≥1 treatment-emergent serious adverse 
event (TESAE).

	— 1 participant had a treatment-related TEAE (isolated incident of low FVIII 
activity levels).

	— 1 participant had a TEAE leading to discontinuation due to use of a 
prohibited medication (alternative FVIII concentrate used for femur 
fracture surgery).

	— 1 participant experienced a thromboembolic event (cerebral infarction 
[in the setting of chronic atrial fibrillation]) that was unrelated to 
efanesoctocog treatment. Anticoagulation was commenced and initially 
efanesoctocog alfa treatment was continued. The patient however 
subsequently discontinued the study due to use of anticoagulation.

	— There were no treatment-related TESAEs or TEAEs leading to death.
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Conclusions
	� This subanalysis of interim data from adults and adolescents enrolled at European sites of the XTEND-ed study through 3 years 
of continuous treatment demonstrates that efanesoctocog alfa continues to be well tolerated and provide highly effective 
bleed protection, without FVIII inhibitor development, with long-term use. 

Table 2. Safety data for adult and adolescent patients enrolled at 
European XTEND-ed study sites 

XTEND-ed European 
adults and adolescents 

(n=76)

Total number of TEAEs 373
Participants with ≥1 TEAE, n (%) 64 (84.2)
Participants with ≥1 treatment-related TEAE, n (%)a 1 (1.3)b

Total number of TESAEs 22
Participants with ≥1 TESAE, n (%) 13 (17.1)
Participants with ≥1 treatment-related TESAE, n (%) 0

Participants with TEAEs leading to death 0

Participants who discontinued (use of prohibited 
medications)

2 (2.6)c

aAdverse events with missing causality assessment are included in the treatment-related TEAE; bCoagulation FVIII 
level decreased (isolated incident of low FVIII activity levels observed prior to next dose of efanesoctocog alfa; FVIII 
activity levels were measured locally). This event resolved; cOne participant received an alternative FVIII product in 
hospital after a femur fracture and subsequently discontinued efanesoctocog alfa. A second patient experienced 
a thromboembolic event (cerebral infarction [in the setting of chronic atrial fibrillation]). Anticoagulation was 
commenced and initially efanesoctocog alfa treatment was continued. However, the patient subsequently 
discontinued the study due to use of anticoagulation.

Table 1. Baseline characteristics of adults and adolescents enrolled at 
European XTEND-ed study sites

XTEND-ed European adults 
and adolescents (n=76)

Age at enrolment of XTEND-ed (years)a

Median (min; max) 37.5 (13; 71)
12–17, n (%) 10 (13.2)
18–64, n (%) 63 (82.9)
≥65, n (%) 3 (3.9)

Sex, n (%)
Male 76 (100)

Race, n (%)
White 57 (75.0)
Black or African American 1 (1.3)
Asian 6 (7.9)
Not reported 12 (15.8)

Ethnicity, n (%)
Hispanic or Latino 1 (1.3)
Not Hispanic or Latino 69 (90.8)
Not reported 6 (7.9)

Weight (kg)
Median (min; max) 78.0 (35.9; 132.8)

aAge = year of informed consent minus year of birth.

Figure 1. XTEND-1 and XTEND-ed study design

Baseline Week 26 Week 52 XTEND-ed
second interim analysis

(data cut-o	: 22 February 2024)

XTEND-ed
Year 4

XTEND-14

Arm A: Prior prophylaxis (n=133)

Weekly prophylaxis efanesoctocog alfa 50 IU/kg

Weekly prophylaxis 
efanesoctocog alfa 50 IU/kg

On-demand 
efanesoctocog alfa 50 IU/kg

Arm B: Prior on-demand (n=26)

XTEND-ed5

Arm A: Adult and adolescents
• Overall population (n=121)
• European sub-population (n=76)

Weekly prophylaxis efanesoctocog alfa 50 IU/kg

Figure 2. ABRs in XTEND-ed overall adult and adolescent population and adult and adolescent population enrolled at European study sites

Overall ABRs for the adult and adolescent 
XTEND-ed population

ABRs by 6-month periodsb for the XTEND-ed adult
and adolescent population, Europe (n=76)
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aPublished previously;5 bSix-month intervals are based on individuals’ scheduled visits. In case of an intermediate missing visit date, the target date per protocol was used.

Figure 3. Participants enrolled at European sites of XTEND-ed with zero overall bleeds and zero spontaneous bleeds by 6-month intervalsa
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Day 1 –
Month 6

Months
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12–18

Months
18–24

80.3 78.9 77.6 80.3

Zero bleeds overall (n=76)

(n=61) (n=59)(n=60) (n=61)

Day 1 –
Month 6

Months
6–12

Months
12–18

Months
18–24

90.8 90.8 89.5
85.5

Zero spontaneous bleeds (n=76)

(n=69) (n=68)(n=69) (n=65)

aSix-month intervals are based on individuals’ scheduled visits. In case of intermediate missing visit date, the target date per protocol was used.

Figure 4. Number of injections needed to resolve a bleeding episodea 
and response rating in adult and adolescent population enrolled at 
European sites of XTEND-ed

1 injection: 93.6%
2 injections: 4.6%
3 injections: 0.9%

4 injections: 0%
>4 injections: 0.9%c

a) Number of injections needed to 
resolve a bleeding episodea (n=109) 

Excellent: 45.0%
Good: 41.9%
Moderate: 12.5%
None: 0.6%

b) Patient assessment of response to 
treatment of bleeding episodeb

aAll injections given from the initial sign of a bleed, until the last date/time within the bleed window were counted; 
bBased on 160 injections with an evaluation. ‘None’ means that there was no improvement, not that the participant 
did not provide a response; cThe participant requiring >4 injections was an adult with a history of significant non-
compliance during the trial. The patient recorded 7 injections to treat an exercise-induced traumatic haematoma 
within the right iliopsoas muscle. Doses of 50 IU/kg were administered every other day and the participant 
resumed routine prophylaxis 18 days after the first injection.


