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CO N C LU S I O N S Table 1: Baseline demographics* Table 2: Outcomes across the 4-year observation period Table 3: Joint health scores in the overall population

* The fifth interim analysis of the A-MORE study demonstrates that prophylaxis with recombinant factor VIII Fc fusion protein UEEl NI 2 ELE Overall NIDI-SEERE
. . . . . . . . population subgroup population subgroup Baseline Year 1 Year 2
(rFVIIIFc) provides sustained protection against bleeding and supports maintenance of joint status across 4 years for persons (N=423) (n=38) (N=414%) (n=36%)
with haemophilia A in the overall population and non-severe subgroup. -
. 22.0 33.2 ABR (treated bleeds), mean™ 0.59 0.39 HEAD-US
. . . . . Age (years), median (range) 959 C|

* In the overall population and non-severe subgroup, average bleed rates remained low, high proportions of patients had zero (0-83) (3-77) (95% Cl) (0.50-0.70) (0.23-0.67) (n=162)

bleeding episodes, and injection frequency and dose remained stable across 4 years. Age category (years), n (%) AJBR (treated bleeds), mean™ 0.37 0.29 Total score,

(95% Cl) (0.30-0.45) (0.15-0.56) 8.49 8.15 8.14 8.24 8.45

least-squares

<12 140 (33.1) 10 (26.3) (6.66-10.32) (6.38-9.92)  (6.35-9.93) (6.31-10.17) (6.44-10.46)

Zero bleeds across 4 years, 46.9 52.8 mean (95% Cl)
I NTRO D U CTI O N R ES U LTS 12-17 51(12.1) 4 (10.5) % of PWHA?! (n=194) (n=19)
. . HJHS
18—39 137 (32.4) 11 (28.9) Zero joint bleeds across 4 years, 62.3 66.7 (n=191)
. . . . . % of PWHA? (n=258) (n=24)
* Inadequate management of persons with haemophilia A (PwWHA) can Demographics and observation time 40—-64 81(19.1) 10 (26.3) Weekly prescribed dose (1U/kg) - o Total score
lead to haemophilic arthropathy, with pain, disability and reduced . . >65 14 (3.3) 3(7.9) P &l least-squares 10.16 10.19 10.23 10.62 10.31
quality of life.12 Of 423 PwWHA, 38 had non-severe haemophllla (Table 1) - ) | median (IQR) (63—-104) (65—-101) (qQS/ Q) (7.64-12.67) (7.70-12.67) (7.70-12.77) (8.01-13.23) (7.69-12.92)
S mean (95%
: L : % Weekly injection f ) : :
e Joint health i 4 with hulact ded half.life (EHL * Median (IQR) observation time was 38.3 (30.0-44.1) months in the Sex, n (%) m:jiar:’ ;TCJITRC) 'on frequency - i_g ) ’ 3_(2) )
oint health iImproved with prop y®ac-t|c extended halt-li e.( 3_)5 overall population and 39.2 (31.2—46.5) months in the non-severe Male 422 (99.8) 38 (100) — — Mixed model repeated measures, based on patients with 21 assessment (n). HEADS-US and HJHS
efmoroctocog alfa (FFV|||FC,' Elocta ) in Phase 3 and 4 studles; subgroup. Female 1 (O 2) 0 *PwHA with >3 months follow-up only. "Unadjusted negative binomial regression model. were not caIcuIa'Fed for the r.xon-se.vere s.ubgroup due to low sample size. HEAD-US possible range:
however, longer-term evidence in larger datasets would be ' *Excluding bleeds due to surgery. 0-48. HIHS possible range (including gait score): 0-124.
beneficial. Bleeding rates and rFVIlIFc prophylaxis usage : . 67.0 71.5
Weight (kg), median (range)
. . (5.9-134.0) (14.8-128.5)
°* A-MORE (NCT04293523) is an ongoing, 48-month, prospective, * ABR and AJBR remained low throughout the 4-year observation - . : Figure 2: Bleeding rates (treated) by year
non-interventional study in PwHA of all ages/severities receiving period (Table 2 and Figure 2) and were slightly lower in the non- Haemophilia severity, n (%)
rFVIIIFc prophylaxis in 14 European/Middle Eastern countries.® severe subgroup versus the overall population despite comparable Severe 385 (91.0) 0 16 - B Overall population |l Non-severe subgroup
weekly doses and injection frequencies (Table 2). Moderate 31 (7.3) 31 (31.6) .
AI M * High proportions of PWHA experienced zero bleeds and zero joint Mild 7 (1.7) 7 (18.4) =] |
bleeds through 4 years in the overall population and non-severe . N v 1.2 - | | |
: i Impaired joints at enrolment N | | |
* To report treatment outcomes across 4 years in the overall subgroup (Table 2 and Figure 3). ) 0 |
opulation and non-severe subgroup of PwHA in the fifth interim Patients with impaired joints, n Q | - -
PoPp : : 5roup . * Weekly doses and injection frequencies remained stable through (%) 134 (31.7) 16 (42.1) © |
analysis of the ongoing A-MORE study (data cutoff: 29 August 2025). A e ' ot 4 y 2(0.8 . =
years in the overall population and non-severe subgroup. No data reported, n (%) (0.9) (5.3) 3
M ETHODS Target joints Number of impaired joints 341 38 'g
©
* Of 26 target joints in 17 PWHA: Tareet ioints at Iment? o
* A-MORE study design and endpoints are shown in Figure 1. arget joints at enroimen =
_ | | o _ - 21 target joints (14 PwHA) were observed at enrolment, Patients with target joints, n (%) 14 (3.3) 3(7.9)
* Annualised bleeding rate (ABR) and annualised joint bleeding rate including 4 joints (3 PwHA) in the non-severe subgroup. Number of target joints 21 4 | | |
(AJBR) were investigated with an unadjusted negative binomial .. : _ N=414 n=36 N=414 n=36 N=382 n=33 N=382 n=33 N=340 n=29 N=340 n=29 N=201 n=21 N=201 n=21
_ del ting del-based 4 95% - 5 target joints (4 PwHA) developed during the study; none ABR AJBR ABR AJBR ABR AJBR ABR AJBR
regr?ssmn rpo €, Tesuiting 1h model-hased means an 0 were observed in the non-severe subgroup. FVIil treatment for 23 months in 12
confidence intervals (Cl). Year1 Year 2 Year 3 Year 4

: 0/\6
- 22 target joints (13 PwHA) resolved; all 4 target joints in the months prior to enrolment, n (%)

PwHA with 23 months follow-up only. Unadjusted negative binomial regression. Excluding bleeds due to surgery.

* The following were descriptively calculated: target joint nhon-severe subgroup resolved. EHL FVIII
developmeht, reso'““?” and .recurrence (defined Und.er.ﬁgure 1), - none were recurring. rEVIIEC 389 (92.0) 34 (89.5) o
the proportions of patients with zero bleeds and zero joint bleeds; Figure 3: Zero bleeding episodes by year
median (interquartile range; IQR) weekly prescribed dose and weekly HEAD-US and HJHS Other EHL FVIII 1(0.2)! 0 mo I It W N .
injection frequency. * For PwHA in the overall population with available data (HEADS-US, SHL FVIII 54 (12.8) 8(21.1) 100 - veral popuiation ON-severe Subgrotp
. . . n=162; HJHS, n=191), average joint health scores remained stable 90 - | | i
* Joint health data were assessed with Hemophilia Early Arthropathy ’ ’ ' . . Hi f inhibi o 30 (18.9 3(7.9 : : :
o e throughout the 4-year observation period (Table 3). istory of inhibitors, n (%) (18.9) (7.9) | | |
Detection with Ultrasound (HEAD-US) and Hemophilia Joint Health 8 Y P ( ) 30 -
Score (HJHS), with least-squares means (95% Cl) estimated using * HEADS-US and HJHS were not calculated for the non-severe *For all patients enrolled in the study who met the inclusion criteria and none of the exclusion 70 -
mixed model repeated measures. subgeroup due to low sample size criteria; "Impaired joints were defined by the following question in the Case Report Form: ‘Are
5 P P ] there any additional joints, not currently reported in target joint or joint surgical history section, 60 -

with clinically relevant structural or functional abnormalities present at study enrolment?’;
*Target joints were considered independently of impaired joints and were reported separately by
investigators. Target joints are defined in a Figure 1 footnote; SMultiple answers were possible

Figure 1: A-MORE study design (NCT04293523) 10

Patients (%)
ol
o
I

for the treatments used within 12 months prior to enrolment; lOne patient received another EHL
A) B) product before switching to rFVIIIFc in the 12-month period prior to enrolment. 30 -
Retrospective Non-interventional period Sweden i Finland
12 months 48 months ' 20 -
The Netherlands . o
, , i . Abbreviations 10 -
Inclusion Primary endpo|nts United King fom - stonia
e Haemophilia A diagnosis* e Target joint development, resolution and recurrence’ Germany ABR, annualised bleeding rate; AJBR, annualised joint bleeding rate; BU, Bethesda unit; 0 . . .
AJBR for treated bleeds® Czechia Cl, confidence interval; EHL, extended half-life; HEAD-US, Hemophilia Early Arthropathy Detection N=414 n=36 N=414 n=36 N=382 n=33 N=382 n=33 N=340 n=29 N=340 n=29 N=201 n=21 N=201 n=21
i i . or treated bleeds N . : . e _ : : S . _ _ _ _
o >] prior dose of rFVIIIFc prOth|aX|S Spain o 55 = Slovenia with Ultrasound; HJHS, Hemophllla Joint Health Score; IQR, mterquartlle range; IU, international Overall bleeds Joint bleeds Overall bleeds Joint bleeds Overall bleeds Joint bleeds Overall bleeds Joint bleeds
“““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““ units; kg, kilograms; PWHA, persons with haemophilia A; rFVIIIFc, recombinant factor VIII Fc fusion
Exclusion Secondary endpoints e Usage (prescribed injection , - orotein; SHL, standard half-life. Year 1 Year 2 Year 3 Year 4
e Current factor VI inhibitors >0.60 BU/mL e Effectiveness (ABR,$ zero joint frequency, factor consumption ~ - A k | d d d' I PwWHA with 23 months follow-up only. Excluding bleeds due to surgery.
- : : - and adherence
e Participation in another clinical trial or bleeds, quality of life, physical . ). taly  Greece cknowlie gements an Isciosures
use of an investigational medicinal product act|V|'ty, FVI.II'pIasma levels and use * Work productivity Switzerland Saudi We thank the patients and investigators who participated in the study. The authors acknowledge Nick Fulcher, PhD, CMPP, from Sobi for publication coordination, Michael Riley, PhD, of Bioscript Group, UK for REfe rences
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