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" INTRODUCTION

People with haemophilia A receive therapy with factor VIII (FVIII) replacement products which provides the
missing FVIII protein to prevent or stop bleeding

The interaction of FVIII with von Willebrand factor (VWF) limits how long the infused FVIII stays in the body!.
As a result, frequent injections with FVIII products are given to prevent bleeding

Efanesoctocog alfa is a first-in-class high-sustained FVIII replacement therapy that is distinct from
standard half-life and extended half-life FVIII replacement products. It is designed to avoid interaction with
VWF thereby sustaining higher FVIII levels in the blood for approximately 3—-4 times longer compared to other
FVIII replacement therapies?

In the pivotal Phase 3 study, XTEND-1 (NCT04161495), once-weekly injections of efanesoctocog alfa provided
better bleed protection than previous FVIII prophylaxis treatments in adults and adolescents with severe
haemophilia A. It was well tolerated and maintained normal to near-normal (>40%) FVIII activity for most of
the week and 15% at the end of the week?
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[ AIM

To report the safety and efficacy outcomes from adults and adolescents with severe haemophilia A enrolled in
L the ongoing, Phase 3, global, long-term extension study XTEND-ed (NCT04644575; second interim analysis)
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CONCLUSIONS

In adults and adolescents with severe haemophilia A, once-weekly injections of efanesoctocog alfa for
over 3 years were well-tolerated and remained highly effective for bleed protection

e No FVIII inhibitors developed

e Annual bleeding rates remained low
e Number of participants with no bleeds at all remained high
e Health-related quality of life was maintained
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" METHODS A
Who could take part in the study? -
00 People with severe haemophilia A (less than 1% of normal FVIII activity in the blood) or having
000 a known gene mutation for severe haemophilia A, 12 years of age or older who completed the
[m[l?w XTEND-1 study
| Participants who had previous treatment with FVIII medicine
How was efanesoctocog alfa treatment given to patients in XTEND-ed Arm A
who rolled over from XTEND-1?
MTEND-1 YTEND 2/
Arm A with 133 participants
Weekly injections of efanesoctocog alfa Arm A with 146 participants
(50 IU/kg) for 52 weeks
] o Weekly injections of efanesoctocog alfa
Arm B with 26 participants (50 IU/kg) up to 4 years
On-demand treatment Weekly injections of
with efanesoctocog alfa efanesoctocog alfa
(50 IU/kg) for 26 weeks (50 IU/kg) up to 52 weeks
| : === | | | : |
Baseline Week 26 Week 52 Enrolment Year 1 Year 2 Year 3 Year 4
Second interim data cut:
(February 22, 2024)
As of the second interim data cut, 85.6% of participants remain in XTEND-ed study; 11 completed and 10 discontinued from the study. Reasons for discontinuation were adverse event
(1 participant), consent withdrawn (4 participants), prohibited concomitant medication (4 participants), and other (1 participant).
What was the primary goal of XTEND-ed study? -
\Wr/ ™ Factor vl To test if participants developed FVIII inhibitors which are antibodies produced against the
“Inhibitor infused FVIII that reduce its therapeutic activity, causing difficulties in bleed management*
antibodies
What were the secondary goals of this study? -
0(} To determine the number of bleeds that occurred %@ To evaluate if efanesoctocog alfa prophylaxis
@ while receiving efanesoctocog alfa prophylaxis helped to improve quality of life (QoL)
To evaluate how effective efanesoctocog alfa was (-‘{? To evaluate if efanesoctocog alfa prophylaxis was
in stopping bleeds Q,) well-tolerated by the participants
. J
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" RESULTS A
a What were the characteristics of e How long were the participants
participants in XTEND-ed (Arm A)? treated with efanesoctocog alfa?
Overall, 146 participants At the second interim data cut of the XTEND-ed
including one female with study, participants had on average more than
severe haemophilia A rolled 3 years of efanesoctocog alfa treatment from
over from XTEND-1 to parent study, XTEND-1 baseline
XTEND-ed Arm A
MreND
The average age was 37 years 5 116 weoks
B 12 to 17 years (14.4%) and ranged between 13 and 163 weeks
18 to 64 years (82.2%) 74 years
B 65 years or older (3.4%)
Did participants receiving efanesoctocog alfa in XTEND-ed Arm A develop FVIII
inhibitors?
No FVIII inhibitor antibodies were detected in any participant receiving more than 3 years of efanesoctocog
alfa treatment
C How effective was efanesoctocog alfa in preventing bleeds during the XTEND-ed study?
Average annual bleeding rate remained low The majority of participants had no bleeds
mno overall bleeds no spontaneous bleeds
5 - mOverall bleeds Spontaneous bleeds " 53.2
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146 participants 144 participants 139 participants 138 participants 146 participants 144 participants 139 participants 138 participants
The average annual bleed rates evaluated at 6-month intervals remained below 1 per patient, and the
number of patients with no bleeds at all remained high (approximately 80%-90%) during 2 years in XTEND-ed
The annual bleed rate evaluated at 12-month intervals were approximately 0.7 for overall bleeds; 0.25
for spontaneous bleeds; 0.3 for traumatic bleeds and 0.5 for joint bleeds with the corresponding percentage
of patients with no bleeds at approximately 67% for overall bleeds; 84% for spontaneous bleeds; 80% for
traumatic bleeds and 75% for joint bleeds, each year during 2 years in XTEND-ed
C How effective was efanesoctocog alfa in stopping bleeds during the XTEND-ed study?
One injection was sufficient to stop 94.6% of bleeds Haemostatic response® was rated by participants as
excellent or good for 86.9% of injections
/& B 1 injection: 94.6% (194/205) B Excellent/Good: 86.9% (139/160)
®m 2 injections: 4.4% (9/205) ® Moderate: 12.5% (20/160)
3 injections: 0.5% (1/205)
= >4 injections: 0.5% (1/205) = None®: 0.6% (1/160)
aBased on the International Society on Thrombosis and Hemostasis 4-point response scale, a way for doctors to measure how well a treatment stops bleeding. The clotting response may
be rated as follows:
Eigzlfeni:s T%eO\I:,)VISeeding stops completely and does not need extra FVIII treatment; Good: The bleeding stops to a significant extent but requires extra FVIII treatment; Moderate:
Modest improvement in bleeding that requires additional FVIII treatment to control it; None: No improvement in bleeding, not that the participant did not provide a response.
bThe participant with response “"None” had no reduction in elbow pain after receiving an injection to treat it, assuming it was an elbow bleed. Subsequent clinical evaluation revealed that
the participant was experiencing a gout flare (pain and swelling) in the elbow.
The average dose per injection and the average total dose for treatment of a bleed were 44.9 IU/kg and
48.7 1IU/kg, respectively
How effective was efanesoctocog Were any adverse events reported
@ alfa in improving health-related @ in participants during the XTEND-ed
QoL and pain during the XTEND-ed study?
?
study: The treatment was well-tolerated; common
Improvement in QoL, physical healthe minor adverse events unrelated to treatment included
and paind observed with efanesoctocog alfa COVID-19, joint pain, and cold
treatment in the parent study, XTEND-1 was Two events were reported in two participants that
maintained over an additional 2 years of were considered related to efanesoctocog alfa
prophylaxis in XTEND-ed treatment; facial paralysis and an isolated incidence
of decreased FVIII trough level (measured at a local
‘The Haemophilia Quality of Life Questionnaire for Adults (Haem-A-Qol) |ab0rat0rY) ) BOth events reSOIVed
guestionnaire was used to assess QoL in participants aged 17 years or older. There were two reported th rOmbOtiC events in two
A reduction in the Haem-A-QoL total score and physical health score is indicative of L. . . .
improvement in health-related QoL and physical health. part|C|pa nts with other associated risk faCtOrS; both
9The Patient-Reported Outcomes Measurement Information System (PROMIS) Pain events were ConS|dered unrelated to efanesoctocog
Intensity—-Short Form 3a was used to assess the degree of pain experienced by the
participants. A reduction in the score indicates improvement in pain. a|fa treatment )




