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Efanesoctocog Alfa is a First-in-Class Ultra-Long Half-Life
FVIII Replacement Therapy

FVIIl replacement therapies

Efanesoctocog alfa is a novel fusion protein that overcomes

the VWF-imposed half-life ceiling*®

Geometric mean half-life (95% CI)
@ @ @ Participants 212 years: 47.0 hours (42.3 to 52.2)"
Participants <12 years: 40.0 hours (38.5 to 41.5)2
Standard half-life Extended half-life Ultra-long half-life
factor factor factor*

Recombinant in;g'ltzigns
FVIII
Over 52 weeks in the Phase 3 studies XTEND-1 (adults and
adolescents) and XTEND-Kids (children), once-weekly a3
efanesoctocog alfa 50 IU/kg prophylaxis was shown to provide:*2
« Sustained FVIIl levels in the non-haemophilia range (>40%)3 Fc domain &
at steady state for 4 and 3 days, respectively Covalent linkage
a2 to the D'D3
» Highly effective bleed protection and was well tolerated ) 4 domain
Thrombin- H of VWF
cleavable 1
linker S/

Figure: ©2023 Bioverativ Therapeutics Inc. All rights reserved

*Also known as High-Sustained Factor (HSF). Cl, confidence interval; FVIII, factor VIII; VWF, von Willebrand factor

1. von Drygalski A et al. N Engl J Med 2023;388:310-8; 2. Malec L et al. N Engl J Med 2024;391:235-46; 3. Srivastava A et al. Haemophilia 2020;26:1-158;
4. Chhabra ES et al. Blood 2020;135:1484-96; 5. Konkle BA et al. N Engl J Med 2020;383:1018-27



XTEND-ed: an Ongoing, Multicentre, Open-label Study of
the Long-term Safety and Efficacy of Efanesoctocog Alfa

* Previously treated patients with

Evaluate the safety and efficacy of severe haemophilia A (<1 U/dL
@ efanesoctocog alfa in the Phase 3 endogenous FVIII activity)

Y/ XTEND-ed long-term extension
. study (third interim analysis; - « Completed XTEND-1" (=12 years)
Aim data cut off: 21 February 2025) Participants . yreEND.Kids? (<12 years) and

rolled over to XTEND-ed Arm A3

FVIII, factor VIII
1. ClinicalTrials.gov. XTEND-1. Available at: https://clinicaltrials.gov/study/NCT04161495 (accessed January 2026); 2. ClinicalTrials.gov. XTEND-Kids. Available at: https://clinicaltrials.

3. ClinicalTrials.gov. XTEND-ed. Available at: https://classic.clinicaltrials.gov/ct2/show/NCT04644575 (accesse d Januar y 2026)

ov/study/NCT04759131 (accesse d Januar y 2026);



https://clinicaltrials.gov/study/NCT04161495
https://clinicaltrials.gov/study/NCT04759131
https://classic.clinicaltrials.gov/ct2/show/NCT04644575

-
XTEND-ed: an Ongoing, Multicentre, Open-label Study of

the Long-term Safety and Efficacy of Efanesoctocog Alfa

XTEND-ed (Arm A)3

Weekly prophylaxis efanesoctocog alfa 50 1U/kg

Adults and adolescents (n=146)
XTEND-Kids (N=74)2 Children (n=71)

~

I 1 I >
Baseline Week 52  Enrolment Interim analysis 3 Up to 4 years
Primary endpoint: Secondary endpoints:

ABRs
+ Treatment of bleeding episodes
+ Safety and tolerability

*  Occurrence of inhibitor development

ABR, annualised bleed rate
1. ClinicalTrials.gov. XTEND-1. Available at: https://clinicaltrials.gov/study/NCT04161495 (accessed January 2026); 2. ClinicalTrials.gov. XTEND-Kids. Available at: https:/clinicaltrials.gov/study/NCT04759131 (accessed January 2026);

3. ClinicalTrials.gov. XTEND-ed. Available at: https://classic.clinicaltrials.gov/ct2/show/NCT04644575 (accessed January 2026)



https://clinicaltrials.gov/study/NCT04161495
https://clinicaltrials.gov/study/NCT04759131
https://classic.clinicaltrials.gov/ct2/show/NCT04644575

Patient Demographics in XTEND-ed

Adults and adolescents (n=146)

Age at enrolment in XTEND-ed, years

82.2% of patients
were 18—64 years old

14.4% of patients
were 12—17 years old

3.4% of patients were
=65 years old

* Median age was 37 (range: 13—74) years
* Median weight was 77.3 (range: 33.9-132.8) kg

» All patients except one are male

Children (n=71)
Age at enrolment in XTEND-ed, years

81.7% of patients
were <12 years old

18.3% of patients
were 212 years old

» Median age was 7 (range: 2-13) years
« Median weight was 22.1 (range: 11.4-66.5) kg

 All patients are male




Patient follow-up in XTEND-ed*

Adults and 31 (21.2%) 14 (9.6%)
adolescents 101 (69.2%) ongoing completed discontinued

(n=146) XTEND-ed the study

hildren 24 (33.8%) Two (2.8%)
c _ dre 45 (63.4%) ongoing Lol EEE discontinued
(n=71) XTEND-ed the study

0 20 40 60 80 100 120 140

Number of patients

*The number of patients in XTEND-ed has been decreasing as efanesoctocog alfa becomes commercially available



No FVIII Inhibitors Developed With Efanesoctocog Alfa

During the XTEND-ed Study

The incidence of inhibitor formation for previously treated patients with severe haemophilia A was:

Children
(95% CI: 0.0-5.1)

Adults and adolescents
(95% CI: 0.0-2.5)

Treatment duration from parent study baseline
212.2
250

| 169.8
200 -
150 -
100 A
50 A
0

Adults and adolescents Children

Median (range) treatment
duration (weeks)

Median (range) treatment
duration (weeks)

250 -

200 -

150 A

100 -

50 -

0 -

Treatment duration in XTEND-ed

166.0
116.7

Adults and adolescents Children

* Mean exposure days during XTEND-ed were 156.4 for adults and adolescents and 103.5 for children
» Total patient-years followed were 429.6 for adults and adolescents and 139.5 for children
» In XTEND-ed, mean total number of injections per patient were 157.1 for adults and adolescents and 103.9 for children

Data cut: 21 February 2025
Cl, confidence interval; FVIII, factor VIII



Low Bleed Rates (ABR <1) Were Maintained With Weekly
Efanesoctocog Alfa Prophylaxis in XTEND-ed

Adults and adolescents

Over a median of 166.0 weeks in XTEND-ed,
the mean model-based ABR for treated bleeds was:

This is consistent with the low ABR in XTEND-1 (0.71)"

Mean model-based spontaneous ABR during
XTEND-ed was:

Data cut: 21 February 2025
ABR, annualised bleed rate
1. von Drygalski A et al. N Engl J Med 2023;388:310-8; 2. Malec L et al. N Engl J Med 2024;391:235-46

Children

Over a median of 116.7 weeks in XTEND-ed,
the mean model-based ABR for treated bleeds was:

This is consistent with the low ABR in XTEND-Kids (0.61)?

Mean model-based spontaneous ABR during
XTEND-ed was:

0.08




-
Low Bleed Rates (ABR <1) Were Maintained With Weekly

Efanesoctocog Alfa Prophylaxis in XTEND-ed

Adults and adolescents

Overall bleeds

Spontaneous bleeds

Children

Overall bleeds

Spontaneous bleeds

. |Evaluable
Duration . N
patients
Mean ABR Mean ABR Mean ABR Mean ABR
Dyl 146 0.64 162 0.19 0.76 Day1- . 0.65 4 0.06 053
Month 6 . ' . '
MoTnS 14 0.76 1.54 0.30 0.83
Months
VoS 149 0.65 164 0.23 0.76 6-12 70 iz 1.96 0.06 0.34
Months
138 0.58 1.58 0.23 0.69
18-24 Mone 82 0.43 0.99 0.04 0.28
Months
24-30 132 0.43 1.06 0.12 0.54
Months
oS 123 0.52 217 0.14 0.71 18-24 50 0.63 112 0.04 0.28

Data cut: 21 February 2025

*N numbers represent the number of patients with an efficacy period. Latter periods have not been completed by all patients and data may change

ABR, annualised bleed rate; SD, standard deviation



Percentage of Participants With Zero Bleeds Remained High
With Long-Term Weekly Prophylaxis With Efanesoctocog Alfa

Adults and adolescents Children
Percentage with zero bleeds by 12-month intervals Percentage with zero bleeds by 12-month intervals
All Spontaneous All Spontaneous

Day 1 — Month 12 (n=146):*

Day 1 — Month 12 (n=71):*
64.8% 94.4%
Months 13-24 (n=62):*
66.1% 96.8%
Data cut: 21 February 2025

*N numbers represent the number of patients with an efficacy period. Latter periods have not been completed by all patients and percentages may change

Months 13-24 (n=141):*

Months 25-36 (n=132):*




Percentage of Patients With Zero Bleeds Remained High
With Long-Term Weekly Efanesoctocog Alfa Prophylaxis

Adults and adolescents Children
All bleeds: Spontaneous All bleeds: Spontaneous
bleeds: bleeds:
Mean (SD) percentage with zero bleeds per 6-month interval Mean (SD) percentage with zero bleeds per 6-month interval
100 7 g3 947 951 100 97.2 97.1 98.4 9

©
o
©
o

(o]
o
o
o

Patients with zero bleeds, %
N
o

Patients with zero bleeds, %
\‘
o

Day1- Months Months Months Months  Months Day 1 - Months Months Months

Month 6 6-12 12-18 18-24 24-30 30-36 Month 6 6-12 12-18 18-24

(n=146) (n=144) (n=141) (n=138) (n=132) (n=123) (n=71) (n=70) (n=62) (n=50)
Time period* Time period*

Data cut: 21 February 2025
*During each 6-month period, N numbers represent the number of patients with an efficacy period. Latter periods have not been completed by all patients and percentages may change
SD, standard deviation



Efanesoctocog Alfa Remains Highly Effective for the
Treatment of Bleeding Episodes in XTEND-ed

Adults and adolescents Children
o 100 - o 100 -
£ 94.0 =
° i . A -
g & 80 (237/ § & 80
Q2 - o -
s§e0 | B 24 o0
o ]
5 3 5 &
=3 40 - = 5 40 1
53 5
S 20 - S 201 Ty
o 4.4 1.2 0.4 o : 1.1
0 E—— 0 -
One Two Three =Four One Two Three
Number of injections to resolve a bleeding episode Number of injections to resolve a bleeding episode
87.8% (173/197) 94.1% (64/68)

Mean dose (SD), IU/kg: of injections with an evaluation | Mean dose (SD), IU/kg:
* Per injection: 45.1 (9.6) * Perinjection: 50.5 (9.4)

were assessed as excellent or
* Total: 49.2 (24.6) good by patients * Total: 56.0 (19.6)

of injections with an evaluation
were assessed as excellent or
good by patients

Data cut: 21 February 2025
SD, standard deviation



Efanesoctocog Alfa Treatment was Well Tolerated, With No

Related Serious Adverse Events

Adults and adolescents (n=146)

Children (n=71)

Total number of TEAES, n 762 427
Patients with 21 TEAE, n (%) 126 (86.3) 60 (84.5)
Patients with 21 related TEAE, n (%) 2(1.4) 2(2.8)

Total number of TESAES, n 52 7
Patients with 21 TESAE, n (%) 29 (19.9) 7(9.9)
Patients with 21 related TESAE, n (%) 0 (0.0) 0 (0.0)

TEAESs leading to death, n (%) 2(1.4) 0

TEAES leading to treatment discontinuation, n (%) 3(2.1) 0

A 4

All treatment-related TEAESs in adults and adolescents were resolved:

* Facial paralysis

» Coagulation FVIIl level decreased

The two deaths were unrelated to efanesoctocog alfa

All TEAESs leading to treatment discontinuation in adults and adolescents were
unrelated to efanesoctocog alfa treatment:

» Femur fracture (received prohibited concomitant medication)

* Deep vein thrombosis following surgical repair of femur fracture

» Subarachnoid haemorrhage following aortic dissection repair

Data cut: 21 February 2025
FVIII, factor VIII; TEAE, treatment-emergent adverse event; TESAE, treatment-emergent serious adverse event

All treatment-related

TEAES in children were

resolved:

* Asthma

* Post-infusion pain
and headache




Conclusions

& <

Mean ABRs remained Mean percentage of
low (<1) patients with zero
spontaneous bleeding
episodes per 6-month
interval was >90% in
adults, adolescents
and children

In previously treated
patients with severe
haemophilia A, there
was no development
of FVIIl inhibitors with
efanesoctocog alfa

Long-term, once-weekly efanesoctocog alfa prophylaxis (50 IU/kg) continues to be

well tolerated and highly effective in adults, adolescents and children with
severe haemophilia A

ABR, annualised bleed rate; FVIII, factor VIII
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» This study was funded by Sobi and Sanofi

« Adapted from a presentation at the American Society of Hematology Annual Meeting and Exposition, 6-9 December 2025,
Orlando, Florida, USA

» Sobi and Sanofi reviewed and provided feedback on this presentation
» The authors had full editorial control of the presentation and provided their final approval of all content

 Editorial assistance for the development of this presentation was provided by Georgia Smith of Amiculum, UK, funded by
Sobi and Sanofi in accordance with Good Publication Practice (GPP) 2022 guidelines

« The authors thank Nick Fulcher, PhD, CMPP (Sobi) and Monique Bidell, PharmD, CMPP (Sanofi) for publication coordination
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