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Purpose: Turoctocog alfa pegol (N8-GP) is an extended half-life recombinant factor VIII molecule used for the treatment of
hemophilia A (HA). The purpose of this study was to investigate real-world experiences of patients with HA treated with N8-GP.
Patients and Methods: A 25-minute online survey was completed by adults (>18 years) and caregivers of adolescents (12—16 years)
with HA receiving N8-GP across six countries (Germany, Italy, Portugal, Spain, UK and US). Patients were recruited using
a multichannel approach through recruitment panels, referrals from healthcare professionals and patient associations. The survey
comprised a questionnaire with metrics including satisfaction and preferences for N8-GP, quality of life (QoL) and long-term impact.
Results: A total of 62 participants (98% male [n=61], mean age 29 years) comprising 46 patients and 16 caregivers completed the
survey. Patients (60% non-severe [n=37] and 40% severe [25]) were on N8-GP for a mean period of 1.4 years. Patients expressed
satisfaction (95% vs 42%, p<0.001) and preference (91% vs 9%, p<0.001) for N8-GP vs their previous treatments. Most patients with
severe HA (87%, p=0.038) and patients on prophylaxis (84%, p<0.001) stated lower frequency of injections as their main reason for
satisfaction, while improved QoL drove satisfaction for non-severe patients (81%, p=0.053). Overall, patients perceived that QoL
score improved (74.8 vs 65.9, p=0.01) with N8-GP treatment compared with previous treatments. Flexibility to store at room
temperature was one of the key convenience factors driving satisfaction. Patients believed that N8-GP can offer a long-term impact
in areas such as ability to perform day-to-day activities (68%), independence to live like a person without hemophilia (63%), ability to
travel (60%) with a feeling of optimism and hopefulness (82%).

Conclusion: Lower frequency of injections, storage flexibility and improved QoL drove satisfaction and preference for N8-GP over
previous treatments among patients with HA.

Plain language summary: Hemophilia A is a rare bleeding disorder that often runs in families. Although there is no cure, several
therapeutic options are available to help control bleeding in people with hemophilia A. However, most treatments require intravenous
(directly into a vein) or subcutaneous (directly under the skin) injections, which is a significant burden for all patients. In this study,
adults and caregivers of adolescents, with hemophilia A answered a survey about their treatment experience with a medicine called
N8-GP (turoctocog alfa pegol) compared with previous treatments.

This is the first real-world evidence study focused on satisfaction with and preference for N8-GP compared with previous
treatments. Survey results showed that adults and adolescents with hemophilia A were very satisfied with N8-GP compared with
previous medicines. The main reasons for satisfaction included less frequent injections, the flexibility to store at room temperature, and
improved quality-of-life.

In addition, many patients expressed hopes for the future while taking N8-GP, such as confidence in ability to undertake physical
activities and ability to plan and go on a holiday. Compared with previous treatments, patients were feeling optimistic and hopeful
about N8-GP and expressed that they have started to think less about the disease.

Despite the unique advantages of taking N8-GP, patients overall still perceive their quality-of-life to be less than an average
person’s, presenting an opportunity for future advancements. Overall, this study sheds light on the unique experiences of people with
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hemophilia A taking N8-GP and further opens up the scope for addressing the unmet needs.

Keywords: hemophilia A, turoctocog alfa pegol, patient preference, real-world evidence, patient satisfaction, quality of life

Introduction
Hemophilia A (HA) is a congenital X-linked recessive bleeding disorder that occurs due to insufficiency or absence of
coagulation factor VIII (FVII). The clinical hallmark of HA is repeated and prolonged bleeding into muscles and joints
that results in pain, limitations to physical functioning, and impact on wider health-related quality of life (HRQoL).'*
The current standard of care for patients with HA includes prophylactic treatment with clotting factor or non-factor
replacement products.’> While standard half-life (SHL) factor products have proved to be effective in the management of
HA, their short half-life (8—12 hours) and requirement for frequent intravenous infusions make treatment burdensome.*
Extended half-life (EHL) factor products offer improved pharmacokinetic characteristics and quality of life (QoL) when
compared with SHL products due to their longer half-life (13-20 hours) and need for fewer injections.®’ Turoctocog alfa
pegol (N8-GP, Novo Nordisk, Bagsvaerd, Denmark) is an EHL recombinant FVIII molecule used for both prophylaxis
and on-demand treatment of HA.®

The safety and efficacy of N8-GP has been demonstrated in the pathfinder clinical trials program where the prolonged
half-life (~1.6 fold) and increased stability at room temperature (RT, 30 to 40°C) with N8-GP resulted in reduced
injection frequency, increased storage flexibility, and reduced annualized bleeding rates (ABRs). This in turn improved
patients’ performance in their day-to-day activities.*’ Despite accumulating evidence on the benefits of N8-GP in clinical
trials, it is important to understand if real world evidence (RWE) studies also support the existing literature through
assessment of patients’ experiences with the treatment.'®'! These studies can provide patients’ perspectives regarding
benefits, adverse events, unmet needs, and overall experience. Therefore, by complementing traditional clinical data,
RWE studies provide additional insights into the broader impact of a drug on patients’ lives.'®!" In this online survey, we
aimed to understand the real-world experiences of patients with HA receiving N8-GP.

Materials and Methods
Study Design and Participants

This was an observational, 25-minute online survey for patients and caregivers of adolescents with HA receiving N8-GP
across six countries (Germany, Italy, Portugal, Spain, UK, US), conducted between 04 January 2022 and 28 July 2022.
The data were collected by a third-party vendor (Lumanity). Patients (adults and adolescents) aged >12 years diagnosed
with HA without inhibitors who had been using N8-GP for >3 months (Portugal) and >6 months (other countries) were
included in the study. The caregivers of adolescents were required to be relatives, spouses, friends, or unpaid carers living
in the same household as the patient or spending >25 hours a week caring for the patient. Patients and members of their
household employed by the pharmaceutical industry were excluded from the study. All participants signed an electronic
written informed consent form through a survey link and were remunerated for their time. The participants consent for
publication was obtained prior to the commencement of the survey and data were anonymized. All data and information
relating to the patients and caregivers were protected to ensure adherence to appropriate quality and ethics guidelines.

Patient recruitment was performed via a multichannel approach which used recruitment panels, referrals from health-
care professionals treating patients with HA, private social media campaigns, and patient associations (Appendix 1). The
study was approved by BRANY, an independent review board in the United States, with the study number 21-10-531-961.

Lumanity and their partnering agencies (Gillian Kenny Associates, MGCRRC, IR Berlin, Guru Research, Nueva
Investigacion, Indago Health, Seed Planning and Field and Fact, UGAM, and GlobaLexicon) abided by market research
guidelines from the British Healthcare Business Intelligence Association and European Pharmaceutical Market Research
Association. Those involved in data collection and processing were required to sign confidentiality non-disclosure forms
to secure patients’ and caregivers’ information anonymously. The survey was executed in compliance with European
General Data Protection Regulations.
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Patient Reported Outcomes and Questionnaires

Data regarding patients’ current health status and their perceptions about previous and current treatments were collected
using structured questionnaires in English, French, German, Italian, Portuguese, and Spanish (please refer to Appendix 2
for all the questionnaires). The current health status according to patients and caregivers was assessed using the EQ-5D-
5L instrument previously described.'? In addition, in order to record the overall quantitative measure of current health
status on a vertical visual analogue scale, the EuroQol-visual analogue scales (EQ-VAS) questionnaire was used with
endpoints ranging from worst to best health on a scale of 0 (worst health) to 100 (best health). Data on the perceptions of
patients and caregivers on current and previous treatments included several metrics such as treatment satisfaction and the
convenience of factor administration, effect on joint health, impact on QoL, and activities of daily living.

Data Processing and Statistical Analysis

The data were cleaned and responses to open-ended questions were back coded. The final data were labelled appro-
priately along with key quality data such as serial number, date, time, and length of interview. Responses to open-ended
questions (verbatim) were translated and coded manually according to the code frame (a list of themes and groups of
themes that are assigned a code number, and then used to code and quantify answers to open-ended questions), which
was quality controlled and approved by a member of the core project team at Lumanity. These aspects, together with key
criteria such as age, time since diagnosis, duration of use with N8-GP, etc were used as cross-breaks to produce
a complete set of tables for the data (refer to Supplementary Materials).

The data were summarized descriptively and p-values of <0.05 were considered statistically significant. Perceptions
of patients and caregivers to N§-GP were statistically compared with their perceptions of previous treatments (compared
with no treatment for HA if no previous treatment). Significance testing (Z-test for two proportions and #-test for two
means) was performed on comparative samples >30 with a confidence level of 95%. Given the relatively small sample
size for each country, the statistical analysis was conducted on the global data across countries.

Results

A total of 62 participants completed the survey (46 patients and 16 caregivers). The mean patient age was 29 years, mean
time since diagnosis of HA was 28 years, and the majority of patients were male (98%, n=61) (Table 1). The participants
who responded to the survey had been on N8-GP treatment for an average of 1.4 years, and the majority were previously
on another prophylactic treatment (n=58) for a mean duration of 6.5 years (Figure S1A). Sixty percent (60%, n=37) of
patients had non-severe HA (FVIII activity 1-40%), while the remaining 40% (n=25) had severe HA (FVIII activity
<1%) (Figure S1B; Table S1). A relatively large proportion of patients (61%, n=28) were currently employed and

approximately a quarter (26%, n=12) were students (Table 1). The mean caregiver age was 44 years, the majority of
whom were female (94%, n=15), and all were living with the patients. Most of the caregivers were the patients’ mothers,
with the remaining 6% (n=1) being legal guardians (Table 2). For patients on N§-GP, a larger proportion (76%, n=47)
were receiving prophylactic treatment, and a quarter (24%, n=15) were being treated on demand with most of the severe
patients on prophylaxis (96%, n=24) (Figure S1C & Table 3). During their previous treatments, 74% (n=44) were treated
prophylactically with additional on-demand doses, 23% (n=14) were treated on-demand and 3% (n=2) treated with
prophylaxis only (Figure S1C). Most previous treatment comprised recombinant FVIII concentrates (73%, n=44), of
which 16% (n=10) received different EHL products (Efmoroctocog alfa or Damoctocog alfa pegol) (Table S2).

Patient Current Health Status

All patients who were able to complete the survey themselves responded to the questions (n=46). Most of the patients
reported no issues with mobility (ie, walking, 78%, n=36), self-care (85%, n=39), or in performing usual activities (61%,
n=28) (Figure 1A). Nearly two thirds of patients had experienced problems with pain (67%, n=31), with “slight problems
with pain” being the largest category (48%, n=22). Just over half (56%, n=26) reported experiencing problems with
anxiety/depression (Figure 1A). Both non-severe and severe patients reported no issues with self-care (85%, n=22 non-
severe; 85% n=17 severe) with non-severe patients feeling more anxious/depressed (69%, n=18) (Figure 1B). The overall
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Table | Patient Demographic Details

Characteristics Value
Number of Patients n=46
Age, years [mean (range)] 29 (13-60)
Gender, n (%)

Male 61 (98)
Female 1 (2)
Time since diagnosis (mean years) 28
Severity, n (%)

Non-severe (1-40% FVIII activity) 37 (60)
Severe (<1% FVIII activity) 25 (40)
Mode of N8-GP treatment, n (%)

Prophylactic 47 (76)
On-demand 15 (24)
Employment status, n (%)

Working (Net) 28 (61)
Working full-time 17 (37)
Working part-time 7 (15)
Self-employed / contract worker 4 9)
Student (Net) 12 (26)
Full-time student 9 (20)
Part-time student 3(7)
Retired 4 (9)
Full-time caregiver 1(2)
Unemployed 1(2)
Receiving disability financial assistance 1(2)
Region (n)

IT 16

ES 9

DE 10?

PT 5

UK 2

us 4

Notes: Table is based on survey questions S2, S4, Q24, DI, D3, Q30. *One
patient aged 16 in DE completed the survey themself. Refer to Appendix 2, for
questionnaires. Base: All patients (n=46). DE, Germany; ES, Spain; FVIII, factor
VIII; IT, Italy; PT Portugal; UK, United Kingdom; US, United States.

average health score was 0.83. Moreover, when asked to rate their health on that day on a scale from 0 to 100, with 100
being the best score, the median score was 75 (Figure 1).

Patient Satisfaction and Preference for N8-GP Over Previous Treatments

Most of the participants (73%, n=45) accepted the need for constant life-long treatment for hemophilia (Figure S1D) and
the main reasons to start on N8-GP were less frequent injections (65%, n=40), improved QoL (60%, n=37), and
convenient treatment (53%, n=33) (Table S3).

The majority of participants and subgroups expressed satisfaction with N8-GP (95%, n=59) compared with previous
treatments (42%, n=26; p<0.001), with the main reasons for satisfaction including lower frequency of injections (46%,
n=27) and improved QoL (14%, n=8; Figure 2A and B; Figure S2A and B). Importantly, lower frequency of injection
drove most satisfaction among patients with severe HA compared with non-severe patients (87% vs 61%, p=0.038;
Figure 2C). Patients on prophylaxis and on-demand treatment were equally satisfied with improved QoL (Figure 2D).

Participants preferred N8-GP over their previous treatments (91%, n=53 vs 9%, n=6, p<0.001) (Figure 3A) due to its
treatment convenience (79%, n=42), improved product characteristics (45%, n=24), and positive outcomes/feelings
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Table 2 Caregiver Demographic Details

Characteristics Value
Number of caregivers n=16
Age, years (mean) 44
Gender, n (%)

Female 15 (94)
Male 1 (6)
Caregiver living with patient (%) 100
Relationship to patient, n (%)

Mother 15 (94)
Legal guardian 1 (6)
Employment status, n (%)

Working full-time 4 (25)
Working part-time 4 (25)
Unemployed 4 (25)
Self-employed 3(19)
Volunteering 1 (6)
Full-time caregiver 1 (6)
Part-time student 1 (6)
Region (n)

IT 9

ES 2

DE |

PT 0

UK |

us 3

Notes: The questions for caregiver demographic details were S2, S7a,
S6, Cl, C2. Please refer to the Appendix 2, for the questionnaires. Base:
All caregivers (n=16). DE, Germany; ES, Spain; IT, Italy; PT Portugal; UK,
United Kingdom; US, United States.

Table 3 Mode of Treatment

Treatment Participants

Non-severe Severe Adult Caregiver
Prophylaxis, n (%) 23 (62) 24 (96) 36 (78) Il (69)
On-demand, n (%) 14 (38) I (4 10 (22) 5@310)

Notes: Table is based on survey question S8b. Please refer to the Appendix 2, for the questionnaires.
Base: Non-severe: n=37; Severe: n=25; Adult: n=46; Caregiver (caring for adolescent patients): n=16.

(23%, n=12) (Figure 3B). A large proportion (58%, n=31) felt that the lower frequency of injections contributed to the
convenience of taking N§-GP (Figure 3B). Patients with severe HA (96%, n=24) and those who were on prophylaxis
(93%, n=41) predominantly preferred N8-GP over previous treatments (Figure 3C).

Impact of Hemophilia and N8-GP Treatment on QoL of Patients

The impact of hemophilia on routine activity levels and QoL was assessed in different patient groups. Compared with
adults, the overall QoL was affected for the majority of adolescents due to hemophilia (caregivers, n=12, [71%] vs adults,
n=16, [36%]), as well as day-to-day routine activities (caregivers, n=12 [71%] vs adults, n=11 [24%]) and levels of stress
and anxiety (caregivers, n=9 [53%] vs adults, n=11 [24%]) (Table 4). Compared to patients with severe hemophilia, the

overall QoL (non-severe, n=23, [62%] vs severe, n=5, [20%]) and day-to-day routine (non-severe, n=23, [54%] vs
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A Patients' health status according to EQ-5D-5L.:
All patients completing survey (n=46)

Mobility - Walking about 78% VA% 2%
Self-care - Washing or dressing self 85% UEYR2%

Usual activities 61% 33% 7%

Pain / discomfort 33% 48% 17% 2%

Anxiety / depression 43% 37% 15% 4%
EQ-5D-5L: Overall health score (Average): 0.83 (Range: 0.18 - 1) |

B Non-severe (n=26) Severe (n=20)
Mobility — walking about 88% 8% L7 65% 25% 5%5%
Self-care — washing or dressing self 85% 15% 85% 10% 537}
Usual activities 54% 42% 4% 70% P 10%
Pain/discomfort 35% 62% 4% 30% 30% 35% 5%
Anxiety / depression 31% 50% 15% 4% 60% 20% 15% 5%
@R RS RO CTIGCEN ORI CREACIEL Y 0.84 (Range: 0.317 - 1) | EQ-5D-5L: Overall health score (Average): EUEXNGELTCHIVAE R
. No problems . Slight problems Moderate problems Severe problems Extreme problems
C Health Score: EQ VAS
Worst health you — Best health you
can imagine can imagine
0 10 20 30 40 50 60 70 80 90 100

Figure | Patient health status according to EQ-5D-5L. (A) EQ-5D-5L responses and overall health score. (QI, Q2, Q3, Q4, Q5). (B) EQ-5D-5L responses and overall
health score for non-severe and severe patients. (QI, Q2, Q3, Q4, Q5). (C) Overall EQ VAS response. Whiskers represent minimum and maximum values (Range 61-80).
(Q6). Base: All patients completing the survey themselves (n=46). EQ-5D-5L: EuroQol-5 Dimension. EQ VAS: EuroQol-visual analogue scales. Data represent percentage (%)
of patients completing survey themselves. Please refer to the supplementary materials, for the questionnaires.

severe, n=3, [12%]) was affected for most of the non-severe patients due to hemophilia. (Table 4). The impact of
hemophilia on QoL did not differ significantly between the prophylaxis and on-demand patient groups (Table 4).

Most of the participants experienced that N§-GP improved their overall QoL (n=52, 84%), daily living (n=51, 82%),
and joint health (n=40, 65%) with a mean increase in QoL score from 65.9 to 74.8 (p<0.01) compared with the previous
treatments (refer to survey questions Q26 and Q35 in Supplementary Materials) (Figure 4A and B). The QoL score
improved across all patient groups: adults and adolescents; non-severe and severe; prophylaxis and on-demand compared
with the previous treatments (Table S4).

Performance and Long-Term Impact of N8-GP

N8-GP was perceived to be more convenient in terms of frequency of injections in patients with severe HA (80%, n=20)
and patients on prophylaxis (81%, n=38). One of the convenient factors similarly scored by all participant groups was
storage flexibility (76% non-severe [n=28]; 56% severe [n=14]; 66% prophylactic [n=31] and 73% [n=11] on-demand)
(Figure 5A and B). In particular, in countries such as Italy and Germany, the patients’ expectations for ability to store N8-
GP at RT were achieved (88% and 64%, respectively) (Table S5). Patients and caregivers expressed their satisfaction
through verbatim responses indicating that they were content with simple storage without the need for refrigeration and
the convenience with the short treatment setup (Table S6).
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A Satisfaction with N8-GP

Satisfied

.
N8-GP 2%3% 23% 53% 18% ot

42Y
Previous tx 5% 19% 31% 24% 1% 6% n=/;6T
Not at all satisfied 2 3 4 5 n Extremely satisfied

Satisfied

p <0.001

B Reasons for satisfaction with N8-GP

All reasons Main reason
7o I 5%
71% [ 4%

Bl 0%

B s

B 5%

B 3%

Less frequent injections

Improved my quality of life

Increased storage flexibility of treatment

Higher trough levels to reduce the risk of bleeds
Lower number of bleeds per year (annualised bleeding..

Reduced impact on daily living activities

Improved mental health / reduced stress & anxiety B 3%

Easy / quick treatment set-up I 2%

Less risk of adverse events I 2%

Able to use as an 'on-demand' treatment during a bleed I 2%

Less pain I 2%

Provides joint protection and improves joint health I 2%
Increased confidence in doing physical activity I 2% (n = 62)

C Reasons for satisfaction (all patients satisfied with N8-GP)

A ] =00

Less frequent injections
auentiny 87% [ D

| d lity of life
mproved my quality of life T

! (ITIIMIIEATZTITINNNTT. ] e=oos
[ >

. severe [l Non-severe

D Reasons for satisfaction (all patients satisfied with N8-GP)

Less frequent injections =0.000457
asent iy v D T

p=0.833

Improved my quality of life
73% D ]

Prophylactic On-demand
PRy . 1 Value is rounded

Figure 2 Patient treatment satisfaction. (A) Percentage of participants satisfied with N8-GP and previous treatments measured on a 7-point scale (Q36). Patients rating 5 to
7 were considered satisfied with the treatment and are represented as combined percentage of patients satisfied with N8-GP. Patients satisfied with N8-GP, n=59, 95%;
patients satisfied with previous treatment: n=26, 42%. Base: All patients (n=62). (B) All reasons and main reasons for satisfaction with N8-GP (Q37). Base: All patients who
are satisfied (n=59). (C) Main reasons for satisfaction for non-severe and severe patients (Q37). Non-severe: Less frequent injections (n=22, 61%) and improved QoL (n=29,
81%). Severe: Less frequent injections (n=20, 87%) and improved QoL (n=13, 57%). Base: Non-severe patients (n=37), all severe patients (n=25). Tx: Treatment. (D) Main
reasons for satisfaction for patients on PPX and on-demand (Q37). Base: PPX (n=47), on-demand (n=15). PPX: Prophylaxis. fIndicate values are rounded.
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A Preference vs. previous treatment

91%

Prefer N8-GP

p <0.001
2%
1 2
Prefer previous
treatment
B Main reason(s) for preferring N8-GP - Unprompted

More convenient product (Net)
Lower frequency of administration
Easier to store

Easier/ quicker to use

Improved product characteristics (Net)
Good product efficacy

Longer half-life

Safer therapy

Innovative therapy

Positive outcomes/ feelings (Net)
Improved quality of life

I 79%
I 58%

. 21%
M 10%

I 45%

. 26%
B 1%
M 9%

B 6%
I 23%
. 19%

Non-severe Severe

88% 96%
64%
18%
4%
0%

Prophylaxis On-demand

93%

2%

=79 |

1 2

Prefer previous
treatment

Prefer N8-GP

Figure 3 Preference for N8-GP over previous treatments. (A) Preference for N8-GP over previous treatments (n=53, 91%). (Patients rating 4 or 5 on a 5-point scale;

Q38a). (B) Main unprompted reasons for preferring N8-GP (Q38b). Net indicates combined scores for parameters falling within main reasons. Base: patients who preferred

NB8-GP to previous treatments (n=53) (Please refer to Appendix | for examples of data analysis). (C) Preference for N8-GP for patient subgroups: Non-severe (n=29, 88%)

and severe (n=24, 96%); prophylaxis (n=41, 93%) and on-demand (n=12, 86%). (Please refer to supplementary materials for examples of data analysis). Tx: Treatment. Base:

All patients with a previous treatment (n=58).
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Table 4 Impact of Hemophilia on Day-to-Day Life

Adult Caregivers | p-value | Non-Severe | Severe p-value | Prophylaxis | On-demand | p-value
(n;%) (n;%) (n;%) (n;%) (n;%) (n;%)
Total, n 46 16 - 37 25 - 47 15 -
Overall QoL 16;36 12,71 p=0.017 | 23;62 5,20 p=0.001 | 20;43 8,53 p=0.471
Day-to-day routine/ | 11;24 12,71 p=0.001 | 20;54 3;12 p=0.001 18;38 533 p=0.732
activities
Levels of stress and | |1;24 9,53 p=0.037 | 15;41 5;20 p=0.097 | 15;32 533 p=0.919
anxiety
Social life/ 8;18 9;53 p=0.007 | 14;38 312 p=0.030 | 13;28 4,27 p=0.940
relationships
Education/work 511 8,47 p=0.003 | 9;24 416 p=0.436 | 10;21 3;20 p=0.916

Notes: The table is based on the survey question Q22 on the impact of hemophilia on aspects of day-to-day life. Percentage of responses with p-values from different
participant subgroups on various elements related to day-to-day life are presented. QolL: Quality of life.

Long-Term Impact of N8-GP on Patients’ Lives

When asked about the long-term impact of N8-GP on patients’ lives, apart from improving QoL (79%, n=49) and daily
routine (68%, n=42), most participants agreed that they felt they had “independence to live like a person without
hemophilia” (63%, n=39), “the ability to go on a holiday” (60%, n=37) and “feelings of self-worth and self-confidence”
(56%, n=35) (Figure 6A). Compared with their feelings towards their previous treatment, 82% (n=51) felt more
“optimistic and hopeful”, 76% (n=47) felt “being free or unbound”, 73% (n=45) felt “in control of hemophilia”, and
66% (n=41) have started “to think less about hemophilia” (Figure 6B).

Discussion

Summary of Findings

This is the first RWE survey study addressing patients’ experience with N8-GP. This study reports novel insights on
treatment preference, satisfaction, and QoL of patients on N§-GP in comparison with their previous treatments. A large
proportion of patients included in the survey reported higher levels of satisfaction and preference for N§-GP compared
with their previous treatments. Most of the patients with severe HA expressed satisfaction due to the lower frequency of
injections, while satisfaction for non-severe patients was driven by improved QoL. Important reasons for N8-GP
preference included “more convenient” (79%, lower frequency of injections and easier to store), “improved product
characteristics” (45%, efficacy, safety, longer half-life), and “overall improvement in QoL” (23%). Patients perceived
their QoL to be lower prior to starting treatment with N8-GP with an overall increase of QoL score after starting N8-GP.
Additionally, N8-GP was perceived to be better than previous treatments in the aspects of frequency of injections and
flexibility of storage. Furthermore, patients stated that N8-GP had a positive long-term impact on “overall QoL”, “daily
routine”, “ability to live like a person without hemophilia”, “plan for holidays”, and felt optimistic and in control of
hemophilia.

Previous Pathfinder Data Supporting Current results

Interestingly, the survey results were in line with previous pathfinder studies that reported positive outcomes regarding
treatment with N8-GP. An analysis of HRQoL in patients with HA on a long-term N8-GP regimen demonstrated that
HRQoL scores were maintained or further improved with N8-GP, with a high level of treatment satisfaction.'
Importantly, the data that support findings for treatment satisfaction are derived from low median ABR reported in the
pathfinder2 clinical trial.'* In exit interview findings from adolescents and adults participating in the pathfinder8 trial,
respondents reported that N8-GP was effective in the management and control of bleeds, with improvements in physical
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A Overall quality Daily N8-GP offers better joint protection
of life living and more stable joint health
Y 82%
58% \QM’ 56% \\ ° 47% 65%
35%
15% 16%
2% —2%
Completely Completely Completely Completely Completely Completely
disagree agree disagree agree disagree agree
Disagree Agree
B Quality of life score

0,

21-40 10%
5%
41-60 39%
15%
61-80 31%
53%
0
81-99 19%
24%

0
100+ g%
| 3

B Priorto startingN8-GP ] N&-GP

p<0.01

Mean 65.9 74.8

Figure 4 Impact of N8-GP treatment on QoL and QoL score. (A) Agreement with statements for overall QoL (n=52, 84%), daily living (n=51, 82%) and joint protection and
stable joint health (n=40, 65%), rated on a scale from | to 5 with 4 or 5 rating considered as agreement to the statements. Percentages are combined from 4 and 5 ratings.
(Q39) (n=62). (B) QoL score currently and prior to N8-GP for all patients with 100 representing average person’s QoL score. (Q26 & Q35) (n=62).

functioning, energy levels, frequency of doses, and treatment burden level.'> In the current study, majority of patients
agreed that N8-GP offers joint protection to enable stable joint health (65%).

Challenges and Unmet Needs of Patients

The major challenges for patients with HA are their inability to undertake different physical activities and the perceived
burden of the disease. Though previous illustrative cases from the pathfinder clinical trials demonstrated improved
physical activity levels, bleeding rates and treatment adherence,'® there are still unmet needs for the patients, which was
also evident from this study. Less than half (44%, n=22) acknowledged that N§-GP had an impact on reducing pain
(Figure S3A) and some economic factors such as days missed at school/college (31%, n=8) and ability to work in more
demanding roles (19%, n=5; Figure S3B). With advances in hemophilia care, there is much focus on HRQoL factors. The
Hemophilia Experiences, Results and Opportunities (HERO) study in North America reported that approximately 30% of
patients with hemophilia experienced severe pain associated with increase in age (>40 years) as well as lower employ-
ment and HRQoL."” A cross-national survey of 364 participants conducted in central Europe demonstrated that frequent
difficulties in daily life fell into domains such as mobility, pain, unexpected bleeding, and uncertainty in patient ability to
perform activities, which highlights key aspects of patients’ unmet needs in hemophilia'® in line with these findings. The
findings from this study demonstrated that 56% of patients completing the survey themselves experienced anxiety and
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Performance of N8-GP vs previous treatments

A Non-severe

68%
Frequency of injections 32% 46% 22% n=2°5

65%
n=24

o
Storage flexibility of treatment 24% 27% 49% :Sz/os
46% 19%

Easy / quick treatment set-up 35%

Severe

80%

Frequency of injections 8% 12% 44% 36% n=2°0

- 56%

Storage flexibility of treatment 4% 40% 36% 20% n=14

. 28%
Easy / quick treatment set-up  16% 56% 16%  12% n=7°
B Prophylactic
81%
Frequency of injections 4%15% 47% 34% n=38
. 66%
Storage flexibility of treatment 29  32% 34% 32% n=31

Easy / quick treatment set-up  gg 47% 28% 17% 45%
n=21

On-demand
0,
Frequency of injections 53% 40% 7% ‘:17=¢
. 73%
Storage flexibility of treatment 27% 20% 53% n=11

0,
Easy / quick treatment set-up 33% 53% 13% :Z,I/ooT

. No problems Slight problems Moderate problems . Severe problems . Extreme problems
1 Value is rounded
Figure 5 Performance of N8-GP compared to previous treatment. (A) Percentage of responses from non-severe (n=37) and severe (n=25) groups for performance of N8-

GP compared to previous product. (B) Percentage of responses from prophylaxis (n=47) and on-demand (n=15) patient groups for performance of N8-GP compared to
previous treatment. TIndicate values are rounded.
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A Impact of N8-GP on aspects of patients’ lives Positive
impact
Overal quaity o fe 3% 16%
Day-to-day routine / activities 32% 68%, n=42
Independence to live like a person without haemophilia 37% 63%, n=39
Ability to go on holiday / travel 40% 60%, n=37
ings of self-worth and self-c e 44% 56%, n=35
Levels of stress and anxiety 2% 2% 42% 55%, n=34
Ability to undertake physical activity / exercise 2% 47% 40% 11% 52%, n=32
Social life / relationships 50% 50%, n=31
Education / work 2% 56% 42%, n=26
Amount and quality of sleep 74% 19% 6% 26%, n=16
2 s | .
Negative impact Positive
impact
B Feelings vs. previous treatments

Feelings of optimism and hope . . . . . . . . I 82% (n=51)

Feeling of being free / unbound . . . . . . . l 76% (n=47)

Feeling of being in control of haemophilia . . . . . . . I 73% (n=45)
Ability to think less about haemophilia . . . . . . l 66% (n=41)

Better than
previous Tx

Figure 6 Long-term impact of N8-GP on patients’ lives. (A) Percentage of responses for various aspects of living. Base: n=62 (Q41). (B) Percentage of responses for aspects
of feelings for N8-GP compared to previous treatments. Base: n=62 (Q44).

depression (Figure 1), which is higher than the observations from the Cost of Hemophilia in Europe: a Socioeconomic
Survey (CHESS) study) that showed 31% of respondents experienced moderate to severe anxiety and depression with

compromised employment and productivity compared with the general population.'’

Advantages and Limitations of the Study

The advantages of this study include the ability to have both the patients’ and caregivers’ perspective on experiences with
N8-GP, the international nature of the study, and how the survey was designed and implemented to capture the real-world
experience of people on N8-GP. Some of the limitations of the study include the uncertainty of the data associated with
patient and caregiver interpretation of the questions used in the survey, and the relatively small sample size with a mixed
cohort of patients with varying degree of exposure such as patients treated on-demand. Selection and recall bias is an
additional limitation of the study that represents patients who were on N8-GP for more than 3 months in some countries,
while most of the patients were exposed over more than 6 months in other countries.
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Conclusion

Overall, this study presents a perceived patient experience with N8-GP for the management of HA and its impact on
QoL. The advantages of lower frequency of injections, easier storage and improved QoL offered by N8-GP drove patient
satisfaction and preference over previous treatments among patients with HA. Patients reported that the storage flexibility
of N8-GP was the most important factor in improving their QoL, allowing them to plan travel without storage concerns.
Despite having positive experiences with treatment, some patients perceived an emotional burden and felt that their QoL
was less than that of the average person without hemophilia. This reinforces the need for future advancement in
hemophilia treatment, which could be valuable to address the remaining unmet needs of these patients.
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