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Background Pain-related QoL measures in the overall population Figure 2. Pain-related QoL outcome of (A) ‘my swellings hurt’, (B) ‘pain in
iImproved by Week 13, and were maintained through joints’, and (C) "painful to move’ questions by age
« People with haemophilia A (PwHA) experience substantial acute and Weeks 73-78 A
ChI‘O!’]IC pain .due e j[hell’ dls_ease, which can ImpaCt qua:“ty Of “fle (QOL) Overall population My swellings hurt M Always/all the time B Often [ Sometimes | Seldom/rarely =~ Never
and is associated with swelling, reduced function and disability.
Tha o _ 4 by PwHA - v " - Data were available for 464 and 470 PwHA in response to the Age 12-17years Baseline (n=76)
© paih experienced by FWHA may be Influenced by demographic Haem-A-QoL/Haemo-QoL-SF and EQ-5D-5L, respectively. Week 13 (n=69)
factors, such as age,! and clinical characteristics, such as the Weeks 25-26 (n=71)
development of target joints? or factor VIII (FVIII) inhibitors,2 or the * Improvement in pain was consistently observed from baseline through to weets ;‘2_‘;’2 (”ig)
treatment that PWHA receive.3 the final assessment (Weeks 73-78) across all PROs (Figure 1). eeks 73-78 (n=74)
This post hoc analysis, the largest to date, assessed the effect of - Improvements were observed beginning at the first assessment time Age 18-34 years fvaeieﬁiig 82223
emicizumab on pain-related QoL in adults and adolescents with point common across studies (Week 13, although HAVEN 1 had Weeks 25-26 (n=160)
haemophilia A (HA), with or without FVIII inhibitors, using pooled data additional assessments at Week 5 and 9, where similar improvements Weeks 49-52 (n=161)
from the HAVEN 1, 3, 4 and STASEY clinical trials*” were observed) and were sustained until the final assessment Weeks 73-78 (n=154)
: : : (Weeks 73—78). |
— Pain-related QoL measures were assessed in the overall population Age 35-49 years Baseline (n=132)
and the population of participants with target joints at baseline * The largest improvement was observed for ‘my swellings hurt’: the Week 13 (n=125)
Subgroup analyses of pain-related QoL were stratified by age proportion of participants who responded ‘never’ increased from baseline VV\\’/ee'liS ig‘f_)g ((”fﬁg;
- SUbd paitr- _ ’ 14.9%) to Week 13 and beyond (60.2—61.9%) for this question. e e
inhibitor status, and prior treatments received. ( ) yond ( ) . Weeks 73-78 (n=113)
Figure 1. Pain-related QoL outcomes in the overall population Age 250 years Baseline (n=87)
Week 13 (n=83)
_ _ Weeks 25-26 (n=83)
\ h d Haem-A-QoL/Haemo-QoL-SF M Always/all the time ll Often [l Sometimes [ Seldom/rarely  Never Weeks 49-52 (n=78)
0 Methoads Swellings hurt Baseline (n=464) Weeks 73-78 (n=72) | , , , . |
Week 13 (n=443) 0 20 40 60 80 100
: : . . Weeks 25-26 (n=437) Proportion of participants (%)
» Adults and adolescents with HA received emicizumab during HAVEN 1, 3, Weeks 49-52 (n=427)
4, and STASEY as previously reported.4’ Weeks 73-78 (n=413) B
Pain in joints
* Pain was measured via patient-reported outcomes (PROs): pain-specific Pain in joints Baseline (n=464) Age 12-17 years Baseline (n=76)
guestions from the physical health domain of Haem-A-QoL (=18 years; Week 13 (n=443) Week 13 (n=69)
five questions) and Haemo-QoL-SF (12—17 years; three questions) and Weeks 25-26 (n=437) Weeks 25-26 (n=71)
he EQ-5D-5L pain/discomfort dimension Weeks 49-52 (n=427) Weeks 49-52 (n=10)
the p : Weeks 73-78 (n=413) Weeks 73-78 (n=74)
e The Haem—A-_QoL/Ha_lemo—QoL—SF guestions asl_< participants to respond Painful to move Baseline (n=464) Age 18-34 years Baseline (n=169)
based on their experience in the past month, while the EQ-5D-5L Week 13 (n=443) Week 13 (n=166)
guestions ask participants to respond based on the day of assessment. Weeks 25-26 (n=437) Weeks 25-26 (n=160)
: .. : Weeks 49-52 (n=427) Weeks 49-52 (n=161)
* Responses were recorded at baseline, and at regular prespecified points Weeks 73-78 (n=413) Weeks 73-78 (n=154)
for up to 78 weeks following initiation of emicizumab prophylaxis
: ‘ : Difficulty Baseline (n=390 Age 35-49 years : _
— Response options for Haem-A-QoL/Haemo-QoL-SF were ‘never’, walking as far Week 13 §n=375; \I/3Vaeseekllr11§ 8233
‘'seldom/rarely’, ‘'sometimes’, ‘often’, and ‘always/all the time’ as wanted to  Weeks 25-26 (n=367) Weeks 25-26 (n=123)
. . . . Weeks 49-52 (n=359) Weeks 49-52 (n=118)
— Response options for the EQ-5D-5L pain/discomfort dimension were Weeks 73-78 (n=341) Weeks 73-78 (n=113)
‘extreme’, ‘severe’, ‘moderate’, ‘slight’ or ‘no’ pain/discomfort.
_ _ _ o Needed more Baseline (n=390) Age 250 years Baseline (n=87)
* In this post hoc analysis, responses were assessed in all participants time to prepare Week 13 (n=375) Week 13 (n=83)
(overall population) and in participants with target joints at baseline (target Weeks 25-26 (n=367) Weeks 25-26 (n=83)
joint population) Weeks 49-52 (n=359) Weeks 49-52 (n=78)
. . . - Weeks 73-78 (n=341) Weeks 73-78 (n=72)
— Target joints were defined according to the ISTH definition8 o o | | ' ' ' '
EQ-5D-5L B Extreme pain or discomfort [l Severe pain or discomfort 0 20 40 60 80 100
— The overall population was stratified and assessed by subgroups, Pain/discomfort & Moderate pain or discomfort [ Slight pain or discomfort Proportion of participants (%)
: . C ey : No pain or discomfort
iIncluding age, FVIII inhibitor status and prior treatment.
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Results Weeks 73-78 (n=418) Weeks 25-26 (n=71)
. T - - - - Weeks 49-52 (n=70)
0 20 40 60 80 100 Weeks 7378 (n=74)
_ o Proportion of participants (%)
* In total, 504 PwHA enrolled in the HAVEN 1, 3, 4 and STASEY clinical Age 18-34 years Baseline (n=169)
trials (Table 1). Week 13 (n=166)
_ o Weeks 25-26 (n=160)
« Median emicizumab exposure was 2.04 (range 0.02—4.25) years and total Target joint population Weeks 49-52 (n=161)
exposure in patient-years was 1,150.0 years. . . : Weeks 73-78 (n=154
P P o y y o | * In the subgroup of PwWHA with target joints, 308 completed the questions S (n=154)
- Of the 504 participants, 336 (66.7%) had target joints at baseline. related to pain in the physical health domain of the Haem-A-QoL/ Age 35-49 years  Baseline (n=132)
. o . Haemo-QoL-SF, and 313 completed the EQ-5D-5L pain/discomfort Week 13 (n=125)
Table 1. Baseline characteristics in the overall population dimension Weeks 25-26 (n=123)
Overall population _ : : Weeks 49-52 (n=118)
NEJS g p — Similar trends were seen compared with the overall population. Weeks 73-78 (n=113)
Age 250 years Baseline (n=87)
Mean (SD) age, years 34.6 (15.8) Week 13 (n=83)
. . . o Weeks 25-26 (n=83)
Median (range) emicizumab exposure in efficacy 2.04 (0.02-4.25) Patient-reported pain was assessed by age, inhibitor Weeks 49-52 (n=78)
period, years o status, and prior treatment Weeks 73-78 (n=72) . | | | |
Therapy prior to enrolment, n (%) Age 0 20 40 60 80 100
Prophylactic only 173 (34.3) Proportion of participants (%)
Episodic only 281 (55.8) « Among the different age subgroups (12-17, 18-34, 35-49, and =250
Prophylactic and episodic 49 (9.7) years), the greatest improvement in the proportion of participants
Data missing* 1(0.2) responding ‘never’ or ‘seldom/rarely’ was observed in the 12—17 year
Bleeds in the 24 weeks prior to study entry, n (%) age group across all Haem-_A-QoL and Haemo-QoL-SF questions Aarelisiane
<gt 206 (58.7) (selected questions shown in Figure 2).
zDgi S 2017 84;1) « Improvement was observed in participants aged =250 years, but to a
ata missing (0.2) lesser degree compared with other age groups. - - : _ :
o ; - Emicizumab prophylaxis in adults and adolescents with HA with or without
T%fgetlomts at study entry, n (%) 167 (33.) FVIII inhibitor status FVIII inhibitors resulted in improved pain-related QoL as measured by
1 102 (20.2) When analysed by inhibitor status, both groups (with and without FVIII pain-specific questions from the Haem-A-Qol/Haemo-QoL-SF and the
>28 234 (46.4) Inhibitors) demonstrated improvement similar to the overall population, EQ-5D-5L.
Data missing* 1(0.2) with slightly higher proportions of participants receiving emicizumab Younger age was associated with a greater degree of improvement.
. . responding ‘never’ or ‘seldom/rarely’ in the FVIII inhibitor group. : - : o
Inhibitors at study entry, n (%) | _ PwHA with target joints at study entry experienced a similar trend of
Les ;gi gig-g Prior treatment regimen improvement compared with PwHA without target joints at study entry.
O - . . . . .
— * When analysed by prior treatment regimen (prophylaxis, episodic Additional studies are warranted to evaluate these findings, as well
Missing data at study entry. 'Range of bleeds recorded: 0-8. treatment, or both), improvements in the proportion of participants as pain assessment in PwHA, with a focus on pain medication use
Range of bleeds recorded: 9—-180. 3Range of target joints recorded: 2—-18. responding ‘never’ or ‘seldom/rarely’ were comparable to those seen in I —

SD, standard deviation. )
the overall population.
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