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Introduction : The burden of the management and clinical sequelae of hemophilia B (HB) negatively impacts health-related
quality of life (HRQoL), including chronic pain and mental health. Fidanacogene elaparvovec (PF-06838435, formerly SPK-
9001) is an adeno-associated virus-based gene therapy vector transferring the high activity variant of human factor IX (FIX),
FIX-R338L, aimed at enabling endogenous FIX expression in individuals with hemophilia B. We present descriptive data on
the impact on HRQoL for participants in the �danacogene elaparvovec phase 1/2a study.
Methods: Fifteen participants with moderately severe to severe hemophilia B (FIX activity ≤2%) received a single infusion
of �danacogene elaparvovec 5e11 vg/kg as part of a phase 1/2a study (NCT02484092). The study was 52 weeks in duration,
after which participants were eligible to enroll in a long-term follow-up (LTFU) study for up to 5 years (NCT03307980). All
15 participants completed the phase 1/2a study and 14 subsequently enrolled in the LTFU study (1 participant declined
participation). Participants in both studies completed patient-reported outcome (PRO) HRQoL assessments, including the
Haemophilia Quality of Life Questionnaire for Adults (Haem-A-QoL), the visual analog scale of the EQ-5D (EQ-VAS), and the
Change in Level of Activity questionnaire, every 6 months through Week 156 post infusion and then once annually during the
LTFU study. The Haem-A-QoL questionnaire consists of 46 items pertaining to 10 domains to assess HRQoL, and domains
scores and the Total Score ranging from 0-100 based on the individual items (high scores indicate high impairment in HRQoL).
In the EQ-VAS, participants rate their current health state for endpoints of 100 (best imaginable health) to 0 (worst imaginable
health). In the Change in Level of Activity questionnaire, participants assess whether they have been doing more/fewer/the
same amount or intensity of physical activities in the past month. The data cutoff date was August 2, 2022.
Results: For 14 participants (aged 20 to 63 years), the mean (SD) age at entry to the LTFU study was 42 (13.7) years, body mass
index was 26.4 (4.4) kg/m 2, and 85.7% were White. Of the 14 participants, 13 had HRQoL data available through Week 156;
beyond this time point, there were 10 or fewer participants with both post- and pre-vector infusion (baseline) values. For the
Haem-A-QoL assessment, the mean (SD) Total Score at Week 156 (n=12) decreased by 15.2 (10.3) from pre-vector infusion,
indicating an improvement in HRQoL ( Fig. 1). A 7-point reduction in the total score has been shown to be clinically meaningful
in previous studies (Von Mackensen S et al, Haemophilia 2020;26:1019-30; Wyrwich KW et al, Haemophilia 2015;21:578-84).
Of the 12 participants with data at Week 156, 8 had Total Score decreases of 7 or more at each visit through Week 156.
Similarly, participant scores for each individual domain decreased over time (implying an improvement in HRQoL) from pre-
vector infusion in all instances except for theDealingwith Hemophilia domain ( Fig. 1). Mean EQ-VAS scores were abovemean
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baseline score and were consistently greater than baseline by 7 to 8 points during Year 2 onward, suggesting an improvement
in overall health status. At Week 156, the EQ-VAS score increased from baseline by mean (SD) 7.2 (6.2): baseline 83.7 (7.3),
n=13; Week 156 91.5 (5.4), n=12. An EQ-VAS score change of 7 points has been shown to be clinically meaningful (Pickard
AS et al. Health Qual Life Outcomes 2007;21:5:70). Responses in the Change in Level of Activity questionnaire showed that
a greater proportion of participants at each visit (n=12-14) reported doing the same or more intensive physical activities up
to Week 156 than reported at baseline ( Fig. 2). No participant reported a reduction in the amount or intensity of physical
activities at Week 156 (n=13) ( Fig. 2).
Conclusion :HRQoL improvements after gene therapy are an indicator that �danacogene elaparvovec can reduce the burden
associatedwith hemophilia. PROassessments will be a part of BENEGENE-2, an ongoing pivotal phase 3 study to demonstrate
the ef�cacy of �danacogene elaparvovec and will provide additional insights via the analyses of secondary endpoints into
HRQoL bene�ts for participants with HB following gene therapy with �danacogene elaparvovec.
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OffLabel Disclosure: Fidanacogene elaparvovec incorporates a hepatotropic AAV capsid and a high-activity FIX transgene
encoding FIX-R338L and is currently in development for patients with severe and moderately severe hemophilia B
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Figure 1
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